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(2) w4

i

(3) TlHAE

(4) BaOME

M. FERHE S LIEME

12. ZDfth

YL

Ny 7 74— 10 PTP/@EE : 100 & (10 X 10) .
140 € (14 $E X 10)
500 $E (10 $E X 10X 5)

: 100 §&, 500 &

: 100 #2 (10 #£ X 10) .
140 & (14 $£ X 10)
500 & (10 $E X 10X 5)

NZEEE 100 BE, 500 S

Ry T T F—HkL 2% & — kT —/b : 0.5gX60 .,

1.0g X 60 7l

X
NI
2
i

Ny 77— 20 PT

g
&
i

BARSAAA

O Ny 77— 10, 20
PTPEE : R FuL -7V (PTP > — F)
RUzFLL—KY Frrry (Fo—GR)
NI ARV Ty (R Ry, Sy vY)
RYZFLr  (Pie)
O Ny 77 4 —HkL 2%
E—hy—b ARV TZ7Ur=bFIA-TAI=0ULXE
TF L —E=T L a— LEAR

M TR L

BRSNS



V. JAEICEAT HIEH

1.

MEEX

ESL

4. EERXIEHE

OTREENITKEICETS58R. R
EIFETEREDL . IR MERER . AR EBEB . BB RIBCKRE B MERERE .
2 MERTILAR %)

OBEBEMICEH 1T HREVBR, BREUVUEMRAE

< R >
O THEEXITREIZE TSR, REE

AREEMEER. BEMER. FREER. BEBRIECIKEE (BB 2.

1S MERTILAR 2¢)
AFNE 1993 4= 4 HIT TR RIVEREBE, ARRRMEBEIR . A2 EREE, 15 btk
KRB (1B PEREEZE . 1BPERINLIRR) IZB 1 D MR, IRREE) &2 %h6E - 2R &
L CARINT,
Zhae « DR OREIL, ERKRBRAGE (859 ) K OEMRABRIC I 1T 5 37
RISV T T o 72,
AR D LG B R BRI TR . TR 9038 B M QYR K EE % F 5 & 3 2 ik R
JEE e L EREDEZ R LT, Fo, BIRZ 5k & 2 Mt s R & O
O] bR RE CGRITEIRE D) 12k L CEnFh 32k L 7=,
TR R PRI I Je ONR 22 FE BRI A 56t L T 7 T B AR Z s R & L CRele Az 7
Eh V. EEUERIIAEICER TV, (V-5.(4)1) THMRAERER )
QoEBH)
F o FRRRVESE IR K OV S kT L C O R  ERIT. £ 2 42.9%.
48.1% 7 > 71~ 2,

ICAEIER 214 MisRICH W CEM Lz AEHRERR Y, _HERL
B akER LY R R B Y R OV T PR R oD R A 4R Lf:B%E@%E%
BIAZhRIL, MR RPERERE 53.6% (149/278) . A2 EMEME 70.0% (42/60) |
FREPEBEIR 52.7% (108/205) 72~ 7=, (V-5.(7) [ZDfth) DOIEEM)
F 7o BN B O J5UR R O BE SR TR R 2% 44.7%(17/38), 1B
e FEEL A AL IE 18.8%(3/16), 18 IERTZ R 46.2%(12/26), Hil 7 IR IE KIE
39.7%(46/116), RISZARIE RIENT 61.1%(22/36), RISEARRE 40.0%(6/15)
7ot LN RUEREZRD R BB EALIE, & OARA DL
TERFEDO—>Th Hhi2 U AERICHES &b D TR B PAZEMAE
WaEET DAt A2 B L, RiZARIERAE ., AN IRAE RAEAT# 72 © ONC
EIRA S AR T A O e

O BEBREBICH (T EHREVIER, SRR UVLEMEREZE
WEEENEE L 2 et g & Lz, Kﬁmmg%lﬁl@&5¢é77ﬁf’ﬂﬁé
TERE MR FERR R (L) 1 1Y L OVRH 20mg % 1 H 1 [ 5- T RAR+5
7RI L, ARHK 20mg & 1 H 2 [El1 532 508k (a H Eali) 110 2170,
BEWMER LN HER SN Z &b, 2009 45 12 A2 HETEEIENICE
D REGEE, R K OUEMERREE) OZhEE - IR ETG LT, (V
-5.(4)1) MEatEmsERER) @&V 2) M2 @) DHESH)



| V. amIcEY 3EE |

2. MEEXITHERIC
EEY 5FE

3. AERUVAE
(1) LK O & O

(2) MR OHEORE
Bkl o AR 351618

5. REXIRICEET HFE

51 Az 58, +o eI X0 BARERZ MR T 5L LIz, H
PADSEIR 2 B9 2 Bl RISIEILIE, RIS A, B -CRIS IR O T
IR DB EME) Do D Z LITHE L, RIRAEFIZ XV A2k
EIEMTDHZ L, i, BEIDS U THMPRRELZET D2 &,

5.2 THUREEPAZER B (RIZIRIEAES) 2 B60F L TV D BFE TR, £h

R OIRIREBESED 2 L,

< S >

WVE BN BEISE RSN TR S 528, MISEEMNZIET A KT 14
(BAPERBEREE AW ICH D L D1, +o7RMBIC THRE DR % R

L2 EHEULTERE ET DREBEZRINT D ENMETH D,

F7o. BLIIEKIES O TERIEASEEBZ AT 2 BF AR L35
& ARHN O SEFRAE T dp B I IR S W A AU B R AE LS K0 SR BA K ORISR
HENET DR D D,

IO EEE X, WIEBIEMORhEE - 2R E AT SREFEEZEE S EIT,
BhRE )TN RN D E R 2R E LT,

6. REARUVHAE
WH., RACIE 7 e B_Y R S LT 20mg 2 1 H 1 [BIR%ED
B53 5,
R, ERIC X D EEHET 58, SRR+ OEAIX. 20mg & 1
H2EETHETES,

L - HEOBREICE L T, ANEhRE, H &R E R & OV H &R A0
EPERLTCERELL,

1. i

ARAIDOZE THHRBICIB VT, ARFIORA T TO MR EIE8 25 K
RN ES W1 H 1 EIXIE 2 BIEG R EYTH D LERE S L,

<1BREE -1 BREAHANORERR VEMEARRE>

L =
15 @3 1HRSE 10mg 20mg 30mg 40mg
1H 1M S 23/56(41.1%) 262/460(57.0%) 31/52(59.6%) —
BI1EH 11/59(18.6%) 84/476(17.6%) 11/57(19.3%) —
LB 2E R — 49/137(35.8%) 31/79(39.2%) 42/75(56.0%)
BIE — 31/152(20.4%) 27195 (28.4%) 23/93(30.1%)




(V. amIcET 5EE |

(2) MiELROHEORE

;f?jx:f(fu% . TE% 3~5,16~18)
(mo%)

4. RERUVAEIC
EEY 5FE

1 ARGE, 1 BRGEESIOUER L OEIEIRRRIIELZO LY TH
. 1H1EERS 2 EHRGTREREEIGONZZ L, SHIZTH1HE
Fehl 1 H 205 TIE1H 1EERGEOHFPIRASNE T DHEN DN
EVIHERL AL T TA T UA EOEFRNYE VNI WMERH D Z LD,

AKIOREZT 1 H 1R EERE L,
*) LB FRF] 7 fh  BE OIRIESRE, 35, 32, 813(1981)
k) /NBRIE il : BiEE & gk, 38, 2131(1989)

MR ERR V280 T, 40mg B 5B Tt o GBS BT i
LI, Pia ) AERICESL B2 6D PERINEE, FREAK QR
TEIEE 2 CPORWERNZ < EEREDEFRRBENNRBD Hiv, etk
BEETDHEARAOEFEMEIT 30mg LT LW Lz, 61T, SRUGEE
I% 20mg & 30mg #7238 10mg FEIZLE R THEIZHE > 7223, 20mg # & 30mg
HOMIZITABERZTRD b ehote, UbEOZ XV ARFO 1 AL &
1T 20mg LERE LT,
S HIT AHK 20mg 1 H 1 [ 5 CRHRAR 53 72 BE TR 5 & ki (20mg
1 B 28] 12 B#5) IZBW\ T, RS CHEERYGENTRD b 017,
PUbizky, KROME - HEs NEE. RAIIET e e s U
T20mg % 1 H 1 BEIBERORET 5, T, ERIC L0 @ a2 5,
NIRRT OEEE, 20mg % 1 H 2B FTHETE S, ] EREL,

7. AERUVAEICEET 5FE
20mg # 1 H 1 ARG TERATSTHY . o REMEICRER W
LEICHEBEERAT 5 2 &,
< >
A 40mg/ H 5Tk, Hi= Y AEHICESS L& 2 b D HERINEE, IREA
K ORI PEE 72 EORIENRBUBEED EH452 &6, 20mg/H TR
R THY, HOREWEICHEN WSS ICHEEE R T 20 ER’NH D,




(V. mIETHEE |

5. BRERACHE
<1) gﬁ;%?\—&/\oybﬂ_:}

ARBR ORI RER O H BT YA E
55| BRR SRR AN DM HL [ % - fERRE AR
| #Br B fERRE AR
FH FlnE COREMEORS | HEESL i
PREREVERER | AAME. RAEMEORKES HER FUBBEIE . AR IR LIS e oD JB
& HRE, AV, ARG | ZE SRR Lk PREEVESEIR . R, PR IR M
I BR DRt B D
#H T E RO T AR e PRI IE . FRE IR PR S b o JE
BAERORRER | AME, REMEO T TR | EEMRIATRER ik PRIRIRIPEREDE, N2 E e D B
& D thEET
BRME. RAEMEOMAIL © | ZEERIEATHERH Lk PRIEMESEIR . RISERE DE O B
Hed R
HME LMD T TR | EERATRER ik I B L D B FE
& O G
— i B R B 52&5 0 — R | FFER. SHRBROMAMIT | MR, A2ER O BE
B RRBRIZ BT D A5, &
VDR FRREPESIR . RITHURE e, AR IR 1
BEME, RLEREE O BE
% PRI PSR . RIBBEIDE . ek IR M
m BEME, RLEREME O B
e PR PEARIR . AR RIPEREIE . A2
TE o bk o> FR 2
PRARPESEIR . RIBRBEIDE . ek IR M
BEE, RLERENE O B
PRI PEARIR . RIBBEIDE . e R IR M
s I D FR
PRRRPEARIR . ARARRIPEREIE . A2
TE Bk o R
R IR E IR I oD JB
&M Womg/ H) TOH | HER S B I 0D SR
Wk, RO IR

(2) B&IR
DR

SRR
/l‘iﬁit.%ﬁ 18~21)

> 7= ]8)0

feHERR A 5B Tl AR A & BiE] (5, 10, 15, 20mg, 45 6 44) ', #ilal (20mg 1
H 2% %00 10mg 1 H 3 [\ % % 5 41) KO iE (20mg/ A (43 2) & 5 H[H,
30, 40mg/H (5 2) %% 7 A WK 30mg/H (5 3) & 7T HE ™. % 5 4)
OGS L, ZetaemR LY, TOEER, AROREETIRETHY
HRERICB N TH 2 U UBEIR RO bz, WTRBRETh o7,
Fo AEHERRAB T 5 AICAK 20mg & 1 H 18] 7 HRERERS U7fsE,
AFNEER S D & B % A MR & O AR A 8 55 1358 0 b v 7a

(HHEL) FER — & fh o FRNERL WFZEE & No.60(1993)

EANER AR
A6 — e

BRIRHEBE, 21 (3), 555-565 (1990)
FRIARZEEE, 21 (3), 567-578(1990)

TEbE — i fh - #RPNEERE, BFSEES E No.200(1990)

W) ARFNCx L CARBIN TV D AELOHE HEE, AICIE e ey U ERgE s L
T20mg % 1 A 1 RIEHKRORET 2, F#s, FERICKVETHEBT 228, 2R +5
OEEIX, 20mg % 1 H 2RI ETHETE S, ThoD,



V. AmICETAEA |

(3)

It 51 HE SR SR

3~5)

h]%%%ﬁ%”

H AN DA B, 2, RSB (20me/ H) DR

BTV A v | SR, EE AR
g BEPR F 71X R R % 5 & 3 2 WIS e R OV K] e bt (4 okl s Jpe . o S
PERERE) O B (B PR IEL - 50 5], Z2 M sEAh %k : 52 1)
B B Yevia . 4, \%’. . 7;45 z \ O H
et BERITERM 7HHH5VIEM 1 B0 Z0WEE, REZBIZOWTIHIERD H
él%‘%
S BA2N 72 PR IRPAEME R B L 2 SN BE . HLRIRIBIEYYE & 2 S h
h T, EEAOEEIIRNELET 5 BT
BTk 1 HE 20mg 2§ « 4 2N €T, 2 B REROES
THEFLEE | Aot
RIREEEIEE | KA B, FRIRE
TSR
Hhik
EEL =5 | 5 gg RE | Bl | &5 | BHE (%)
EES o R IR P i ke 2 1 6 4 0| 13 23.1
T o 2 8 7 | 13 3 | 33 30.3
Z D * 0 1 1 2 0 4 25.0
& Bt 4 | 10 | 14 | 19 3 | 50 28.0
AR TR BLE % o RRRVEBR 2 61, MR RS IDE OB 1 6. SEREIERE 1 6




| V. amIcEY 3EE |

(3) FIRISHESR R

59 (55 %) D BRGRE (55%)7
R A
b, 5 T L
AANEGIZ L VIRIREOFERENEZME S 2 & BERFEOA B
INZ RO BEPFEEE O L TN TR D b T,
BRBERER IR R
(mL) (mL)
300 4 150 4
250 o i 100
(n=238)
200 50 E//{ (n=37)
£5H 5k e hm -4
e L-BE *x:P<0.01 ¢:Mean=S.E.
AIEM
I8 B E
BILE I 2F Al 451 52
BIEH BB E | 8(15.4%)
iR %8 B K 9
& 5 1k B 0
| P8 B 3
Al g 1
1}5/5 faDTe o & 1
NETT |
| |
N T 1
i 1
AAIE OREBEN TV ) i SN ZBRBREERE RO N2 1o
7

() mZeAE fh : 298 & e, 27(1), 75-83(1990)

) AFN LTRGBS TS FER O RIT DlE, AT m e~y R & L C 20mg
18 1 FEEHERORET 5, S, ERICKVETIEET 25, RA+005451E. 20mg
Z1H2MBETHETE D] ThD,




V. ASIET ZEA

(3) RIS T AR

(Do)

LD%W%M%ﬁ%i&mﬁﬁl“

HH - ARIOADME, Fehetk, ARSUSEIE (20 30, 40mg/H) D

RET VA v | ZhuskdtE, EIEA, “EHEER, WIATHERELR, HERGHER
BAPR F T2 X IR B % 5k & 3 D iR AEIR . HIE L (18 MR R SR, 12 PR bt
PO 2%%&w@ﬁﬁm%%@ﬁ%%%\ﬁ%i%%ﬁﬁﬁﬂﬁﬂ BTG 51 H
241 i, ZZAaVERHmFIEL - 288 fi)
- e B AL Y JFAIE LT, BIRIZERM 10 B3 D WIERM 2 BPL ., REZRIZ DV TITAER
DI DHEE
\ . B2 THELR B PSR R L 22 W S T- B3 . BN R IRIKIEYYE & 2 S
bRl HAE
RE, 'EERS ﬁﬁiti@ﬁ&%ﬁ?é$%
R E 1 H%E 20mg. 30mg, 40mg % - 4 2 [B[\Z531F T, 2 A B%RE NS
FHEFHmIEE | ARk
BIRFEHMIE E | KA &, IR &
I ZEEA
Ak
SR EM | AW| Lo | FE| Bl | 28| FAF |Hiest| Udest
20mg 8 27 30 19 3 87 40.2 _'
30mg | 5 | 26 | 23| 23| 2| 79| 392 | NS 4 NS
40mg | 10 32 19 12 2 75 56.0 ] J
% :0.01=P<0.05 NS:0.06=P #H#h=:IH% Ut
il R EEAG
5 AT B
FAERFEN R EREEOHEI, 30mg UL EICBIT 2R EOBHE 28
i,
(S S
(mL) RAHHRER (mL) MR
o—o 20mg
a—a :30mg
& 40mg
300 4 bkl 140+
(n=40)
260 (@ =36) 100 1
T **7 0=34)
220 (n=49) 60 * n=30)
*  (n=44)
180 20+
HEA TR B LT
HMELRE *x:P<0.01 *:0.01=P<0.05 #MeantSE.




| V. amIcEY 3EE |

(3) JHESIS AR

3~5) (/)/j‘ %)

@ EAERALIATH B EGRER 1Y (55 %)

mIEM
BIVEFA BB RIIABEREOICHEM L, BEEEET&Ha ) o HoRIE
HAThrPREEE, REALOIRFASIEEZ X, 40mg FENBHE CTH -7z,
b ] ] 20mg 30mg 40mg &t
al A REAm ] 2| 100 95 93 288
B VE & 5101 %% | 23(23.0%) | 27(28.4%) | 28(30.1%) | 78(27.1%)
mlAE 38 B 5 26 41 42 109
B 5 oH ik fl 12 10 13 35
H 78 - VB 10 13 13 36
THA LA R ™ 3 8 4 15
f& i 4 5 4 13
PE R N O 3 3 6 12
AR 7 £ B 55 7 7
PR £ 1 1 2 4
Bl | &% 5 o & 2 2 4
SR + 9E EE 2 4
M - ok 2 4
oy | TR - PR 1 3
R | ADOLTN 1
i I 1 1
JROE K 1 1
g 3 2 1
D5 I 1
B B K 1
% . 1 1
% FEORPRRR. MBS, I
AR E ORFEEN [H Y | &Gl S - R E A F 1L, AST E&H 14,
ALT E5- 14, AI-P EH- 14, BUN EH 1M F 27 L7 F =2 R 1
HoF 5 123 2 IEBI TRRO iz,
Ao L ZatEOfRER I . ARAIOEE G &1 30mg LT &I S vz,

()

i

TE) AANZ T L CAGR énﬂ\éﬂﬂ(ﬁ&wﬁm i
# 1 H 1 FREERNEET 5, Fi, ERICEY
Z1H2MEETHETE S, Thd,

2 HE L ERIREESE, 6(4), 745-760(1990)
ﬁ*?

EAZ X7 m ey R & LT 20mg
}ﬂc’()‘éi)\ R O%EIE, 20mg




V. ASIET ZEA

(3) RIS T AR

(Do)

‘ @ AL IRAT RS aRER 2

HEY : AAIOAME, ik, ARG (0, 20, 30mg/H) DRRET

BTV A v | Sk ItE. EEAL, —EER, WATRERE L, HEOSRER
BAPR F T2 IF IR R EE 2 E5F & 9 2 HIP s Ot (IR AT~z iR, 18 MRS DER 55) J OV
PO HREIRIE R Bt (HERT e . SO REIE ) o BE (B LR 414K : 162 1], 24
PEFEAL G125 - 173 451)
H 7 i3 N HAk z FESNEN
e B L JEHIE LT, BERIZERM 10 B 2 WIT R M 2 FIRL E, JREESIZ SV CTIETR
DD HRHE
B 72 FER R BSPAZEMER R L 2 S - B3 GRIR &Y 10mL DL E ORISR
E7ebRAIEE | IERAESS) . A RIREIERYYE E 2l S B EERAGOME £ 213Nk
AT HEESE
N Vapis 1 H& 10mg. 20mg. 30mg # 1 H 18], 2 BE& A#KAOES
F HEEAIE Hrhtk
B R FEAT ZE H OREM A &, FIRE
Bl
ZERIL o
HN#EIL 20mg B & 30mg #E2Y 10mg BEIZ R TED - 72,
L = | A P ‘b‘b IR AE ﬁaﬁ]% _ _
BREE | ED | A P % | Eik | 65t (%) H-test | U-test
0mg| 4 | 19| 8 |24 | 1|56 | 41.1 s
20omg| 9 |24 | 10| 11| 0] 54| 61.1 | %% 4 o o
NS
30mg | 10 21 16 4 1 52 59.6 )
k% : P<0.01 NS:0.05=P #H%h&:I[H% UL
il R EEA
G AT AT A
fEBEZ B A B IRFRENEZR DT, $7-. BIREOHENMIT 30mg A
WCBWTERTHh- T,
b BABHER (L) mE R
2804 ;::291 140 oo :10mg
a—a :20mg
*k n—a :30mg
240 (n=35) 100-
(?=33)
200 60+
1* w2
160 204 (n=28)
- . ‘ : * (n=28)
LA ] 5% &5-H #5ik
RIELBE 4k P<0.01 *:001=P<0.05 #Mean+SE.




| V. amIcEY 3EE |

(3) RIS ABR

9 (55%)

© MfERAIATHRRGRER 27 (03 %)

RIER
b 5] 10m 20mg 30mg & &t
mlE A RE A B 4K 59 57 57 173
Bl 1E A %6 BBl B 11(18.6%) | 9(15.8%) | 11(19.3%) [31(17.9%)
gl E R % B & 14 9 18 41
£ A L | S ¢ 3 2 4 9
0% - 0% 2 5 6 13
f& Fit 1 3 4
B, FREE - SRR 2 1 1 4
R AR B E 1 1 1 3
R o 1 1 2
" w2 2
Bl lbFEN - b0 x 1 1 2
R & 1 1 2
Mhe w & E & 0 1
ny |18 il I 1 1
2R | 4 1 1
5H o J& 1 1
[FFA - 1 1
T 1 1 1
=} Vil 1 1
S S N V- 1 1
i &S 1 1
AHFNE ORBEEFES [H0 ) & FHl S 7z RAE MR I, ALT L5 14
2 1RERI TR bz,
B L REMEDORE LY, AFOEFEHKGRIT 1 H 20mg LMW Shi-,

(L) mZe A il BRPRIE 3K, 6(4), 761-776(1990)

) AFNZx L CTRRB I TS ER ORI B, AT rexY Vs E L C 20mg

Z 1 H 1 REEEREARET D, i, ERICE VETERT 225, IR T84, 20mg

Z1H2METHRETE D, THD,



(V. MY AEA |

(4) HREEAYFABR
1) A ZhMERGEERER

1,2, 14, 15)

© HHREEREN, A2 EBDE (75 ¥ R & o i)Y

B AR, ZEED T T 2R & O LR

KRBT A | SZhaskdE, EEA, “HEEMR, WATHER LR
BER T 13IRREE % £ 3R & 9 AR IR M B ok (R BN ST SCHE) B VR 22
xf 5 o e (EESN RG22 A 9 5) 0 B (A 2R F1 5L - 124 61, 22 PEREAT 5]
¥ . 131 #1)
T gk E | BERITEM 8 FdH 5 WV TR M 2 FILL Ed B BE
BOHE & UTHD e FERIRESPAZEM BB GRIREDS 10mL LA E ORI IRAE K
FARBRANEE | JES) AT 2 BE . AN RIRBRYE L2 s o, BEERAIHEE
IRENEE AT 5 EEE
BRIk AHKI 20mg X778 AR%E 1 H 1 RIYEBEKIC2ERED#&ES
FERHIEE | ARk
S 7 2 /@%R%%\%k%%ﬁi‘:Vf?{TVX\ﬁm%m%\%%W%\%
PRE:, BRBEIR . WHBEIR, RE TR, JREE
=+ AT
A 2
BEMEIZ B W TAFIBET 7 T B REECHAH EITER TV,
N NI e S TH o ﬁ_tez
e
e e el
& 5 Ot e T T i e 1 orr] o s
%% : P<0.01 % :0.01=P<0.05 H%R:THzh UL
- Rl VR FEAM
b 5 7T
REFL T 7B REICHA PIRIRE R, RORBEPEA . B &
OEREE (2 7T TV R) CHERBEENBD DL, L, ik
PR8N O E DGR 12 A B2 BB D o T,
RFRER BB E ATSATFLAR
(mL) i ( n=i: 201 (n=40)
*% | (n=44) ™ =
Sy : \\ﬁ
W o1 . g | (n=33)
N . 0
% "r'-i'{l'f 5k # ‘If-uﬁ 5% e 5 43 7 i
227 IAT A= LSO (BT




| V. amIcEY 3EE |

(4) FRFERYFABR

1) AR R ) S
12,1415 (55 X ) O HREVEREDE, RELEBE (T TR EDHE)Y (H3%)

RN PR B R &
(emH=20) (emHz0) (mL)
Wi 20  (n=29) i 20 H 20
hn *:C m bl
o 7 (n=12)
HH= 77 EHR" ~ (n=14)
L J a& ]
20 20 0
b & {2
#% [ (n=36)
40 40 40
F N # ’IT % FE’I'I i BE#% #® %w’f 4 ;; #
@ &Nl O: 7FeHl BE:t-RE %% :P<001l % :0.015P<005 * : Mean+S.E.
B AR Do
AKFEELT 7 B ARBEIC A~ BRI, KESIR, IREZEICAH B RdE
RO,
e e uShc) - B E
1 e x| % | E B %; % (9%
OB | EA | W | [(FE| B B |EEE) — =
A 2 11 21 13 0 47 27.7 1) >
B A R AR
7 7tR| 2 51 1122 1 | 41 17.1 7" 7t
. AH 1 16 17 18 1 53 32.1 1>
2 R [ Al
AVAY 0 7 17 | 23 2 49 14.3 VAVAL)
. { 11 18 30 0 60 20.0
%%ﬂﬁ@”ﬁ%{ NS
AVAY 3 3 12 35 0 53 11.3
J 9 15 7 6 3 40 60.0 1] >
R ox o A i
7 7tE| 3 7 70115 | 2 | 34 29.4 7" 7t

% : 0.01=P<0.05 NS:0.05=P # : REULABIIZEE - IR TH S

YR (h#E) ME
RI1EH

BIVERNIAKIRET 4 61(6.2%) . 77 BAREET 6 5](9.1%) ThH Y . Eamank
FEIZHOWTH & IR ERE L 72 5 E#B 280 7o 72,

18 B AFl 7S5 tR X “—test
VE FH 7 A 151] %5 65 66 —
TR E 4(6.2%) 6(9.1%) NS
VE %6 Bl 3k 4 9 —
Bk 5] ¥ NS
A« AyBRK
e 7
EO LR
i 50 R Y J%
H I
'R IR
G| I
PR A B
NS : 0.056=P

AFHN & ORREMRD THY | &GN S U7z BRI AR F 1T, ALT L& 117
K O A MERSAD (E) 14425 2 EBI TRB e b7z,

(M) SR AMEE o ZEEoHdAH, 153(8), 459-471(1990)

ol | 2 | =

e

NS

HIOHFTE

OO OO O HHH DN
H R R =2 DNDO O Wwlo




(V. amIcET 5EE |

(4) MRELAORER
1) APERGEABR | @ PSSR, RREBE () & 0 i) ?
121416)<OO%>
@ WIEBEER (75 &R & o Hig) 19
i AR O, ZREMDO T T B AR & O LR

HBRT A > | Shas i, BAERL, “EER, WATHR LERR

UnavERREE F TR BEYNA R &2 EF & L iGN b (OAB) & 567 fi

e (ARFIEE 292 5], 7" F & AEE 275 ) DI G

B TR 7 HRIZBWT 24 FEf & 72 0 OHER B 803 1) 8.0 [BILL k.
TRGRILE | UNAMER A F 713 R B ORI AN ) 1.0 [B1LL B¢, BIEHIMB dh T 12 J# E
PLEIZH- OABIERZ AT 5 s

0 i BB D o FE S 1 PN IS 908 MR IR R ZE DR BR S 2 B B AR SRR SR
S E | ZIROBE (B2 T o 24 B 72 0 O FEE# 4R 8 3000mL
A 5H) ., BIEMRHIC SN U7 RFIEIZ LV 100mL BLEOFR IR 23 il 78
SR BRIRPUICRIRE & 72 2 T B IR % B 28 FR (RITST IRAR KOE %) o /B3 |
TR EENE | BIEHARIBAART 4 BB LLPNICRISARIE KIE DIERE D 12912 o 1 ERFIE N B 5
SN RBE, REEGE, RSO, FEMEEREZ S0 28, JUIH
FEME RS EGIEOBEEN & 5 BF . P12 ) VIO NPT 72 R Gk B,
RS Lo A HUIET N =—, FIEMEIAE, WP - BSOS
BOMHE, BERDERS) 2502 BES

BT, HERIBICE Y 77 REEE 1 B 18 28M, SAR%ICRO#&E S,
TRIEINE, B R ICEIEABI T 21T OARA 20mg 8EX X7 7 RS 1
H 18 128, #E®ZICROKEE,

FEAMBE T P G TR (12 8 3T IR )

AR 7 15

FERHMER | 24 Bl & 72 0 OFE PR IEE D 2L &

D24 K[ & 72 O O PERIEIE JRKEEED B D6 % B ie) DAL &
@24 Fffi] & 72 © O YR IE LB EH O AL &
@24 K[ 72 © OEHGIEPER R EE B £ D 2 b &
@1 [Eld 7= v OELHER B DL &
O ¥R FHEIR B D25 b &
@i T% B BEE R [ ZE (OABSS) &5t 2 a2 7 0 &b &
DF v FEFEREEOHEE L DA a7 OB &
o« R 7o R IR BE
« PEPR O R
- fEE - ZEOHIR
« S RAITEB) O iR
- FEE TR B O il R

RPN R (TE=RE!

S EPNESRAWNE]ESER
<D ORE
« BEHR - 157D

- AP A
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(4) HREEAYFABR

1) A ZhMERGEERER

1,2, 14, 15) </)/j‘%>

@ WIETERE (77 AR L Oilg) 19 (D5%)

F EEEAT
24 Wi & 72 0 ONEEIHEIR 15 D 254k &
AR L 7T B RBEO BT B (1238 [ ST 1R F) O B PR [R5k 0 28
b2 bhle U722 . MBS A B EZ%27 9 (p=0.001, t-test) . AAIFED
7T 2 ARBEIC KT A ERME D RREE S vz,
FHHREHOEILLE

ANH -1.86-1.86 (n=284) o
7 7&R -1.36+1.67(n=270) 0.79~-0.20
il R AT

D24 Bl & 72 0 O PERBIE RKIEDO B D6 & & Te) DL
W RE O #5546 TR (12 38 XU 1R RE) O PER B8 R EE D B D5E
ZET) ORLBEZ R LR, RREDOH DL 2G0T hETHLE
SIRHM & FARIZ . AFIBEL Y T B AR~ EIZHEA L2 (p=0.001,

t-test) ,
T HEREIH (PRRZED 7
"5 DEHEEEZEL)DEILE | HHE 5% EHERME
FHfE+LS.D.
A ~1.91+1.89 (n=284) 0 Qo
77k -1.38%1.68(n=270) 0.82~70.23

@24 WM & 7= 0 ORI pREYE A S O 2L &
T RE D 54T HE (1238 33 W IEFRF) O R BB &R 0 2 & % b
B L72fE R, ARAIBEIE Y 7 B RBEICHEA_GEICHE D L7 (p<0.001,

t-test)
F R E V) E R E
rER DEILE EERE = 95% 1S TR Y
FfE+£S.D.
AHA -2.84+2.52 (n=284) o
7' 7R -1.99+2.59 (n=270) 1.28~70.42

@24 KM & 7= v O YA PE IR 2L B S o 22 b &
R D P G4 T I (1238 S 1k i) o e 90 M IR e 2R M D B L B %
el LR, ARBEE 7 7 BRI A EIZEA L= (p<0.001,

t-test) .
FIREES
®’E5# REZEERBOEILLE HMZ 95%EEXM
F1#{E=+S.D.
Al -1.18+1.64 (n=231) e
7' 7R -0.68=+1.04 (n=229) 0.76~70.25
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(4) HREEAYFABR

1) AZhMERGEERER

1,2, 14, 15) </)/)“%>

@ WIEBEME (77 AR L i) 1Y (55 &)

@1 [Fd 7= v O YR B D2 &
WA D $ G- T IR (12 38 S E 1R Bg) O SRR IR 8 oD 28 B % beigs U 756
Ry KA T 7 B AR AFEISHEIN L (p<0.001, t-test),

THHREDELE
BRE# [mL/[E] HE 95%EHERX
EHEES.D.
AH| 25.48+35.62(n=284) N
FIER 8.18+36.33(n=270) 11.30~23.31

G-I P IR (A1 5 oD ZE {1 &
WIHE D #2544 T (12 18 33 1R Ep) O SEEIRFRHE IR 1% D 28k B & Pk
L 7ot R AFIREL T T B R~ LTed AEEITRD R T72,

F R BER E#
B DEILE BRIZ 95%EEX M
FHE+S.D.
AFl -0.29+0.61 (n=269) N
7 7&R —0.25+0.69 (n=260) 0.15~0.07

©® 3 i B s e IR R 22 (OABSS) &5t A 2 7 O & b &
A OB GH TR (12 38 3L 1k BRE) o i Bh ik i kB 22 (OABSS)
BRFA a7 OB EL i LIk R AFIFIL T 7 BRI AR
KT L7 (p<0.001., t-test),

OABSS(&/5tZX37)
’ER DEILE B ZE 95% SR
F{E+S.D.
AF -3.7+£2.7(n=282) 17~-08
7' TR -2.4+2.8(n=267) ‘ '

DOF v VRFEREZOHER S E DR a7 OE{bE
TR D BT IR (1230 XX IEFRE) O F > 7B OFEIR Z & D&
b bl Lo R, TARTE~DEE ), TEF - ZEORIR], TS IREITE
BOHIR ), TFESIEEYOHIRR ), Do), THER - 3§50 RO THE
JEFEFEM ) ©. AFIBEE T 7 B RBICHA_NFEICA T MET L (p=
0.001. p=0.001, p<0.001, p=0.026, p<0.001, p=0.015, p<0.001,
t-test), [EMXAVEEFEE ) KO [E AR NHBIMR) Tk, RAREIX T 2
BRI ARA T NE T LR, AEEEZRD LMo,

AaTELR
.

MR
B M R
Wk
H#L58 s P-R{N=280) o-o-o I 5EREN=201)
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(4) HREEAYFABR
1) A ZhMERGEERER

1,2, 14, 15) </)/j‘%>

@ WIETERE (77 AR L Oilg) 19 (D5%)

OrITEH
TR BEEA SOy HEM KRR TH V) & FHh L2 gIEH O3
BlRIL, ARBECTT 7 B RBECIE_ARIZE -7 (p<0.001, Fisher @
B =RTE) .

BRE5H# FHINFEYw (FIRFIEL S0 FAEFIED)
A K 27.5 (80,291)
7o 'R 9.9 (27,/274)

i) VIS ALNDEIEH & LTARARE, IR BECENE L.
8 57 14 (19.6%) . 10 14 (3.6%) . {HF4 18 {4 (6.2%) . 6 14:(2.2%) TH U |
PEPR N, IRITEWAD . FRIR (%) . ZEHRL CIREZESARAFETENEN
14 (0.3%) B L 7=,

2D HLHREEORIWEHIL, AFIHETOMER 2 £4£(0.7%) . 0¥ 1 14 (0.3%)
FLOBERREE 11 (0.3%) THY, 77 ARHETERD LN R0, BE
ORIWERIX, M#EE HICRO LN o Tz,

DEBIEORIMER & LT, ODEMED 2 4 (B 14, 1S E 140, LEX
QT IER 2 7 (8 2 1) | i E E5F 1 ¢ (FFEEE 100 K OVE il E 174 (b5
FE 1R R Hivlz, ZNENORBIEIG X, KRN TLEMEIN 0.7%.
DER QT EEN 0.7%, MJE EFH2Y 0.83% &K OEMED 0.3% Th -7z,
INHORMERIZT 7B RBETIIRO Lo T,

EE R NTRREREENAKIRET 1RO b,

Ol
ERR RSB IC DWW T, BEZB) O RBBLE S I IM B ICA B 2T bk
Mol

@12 FHH.LEM O QTe (Bazett)

B L O A4 T (12 ST IEEE) 0 12 7530 E X O QTe (Bazett)
DAV B O EE T AFKIRE (287 #1) 2.8msec, 77 & AR EE (266 ) 1.2msec
THh o7z, 60msec #i 2 5 QTc(Bazett) DIER 1T, AAIFET 1 41(0.3%)
RO ONTEN, 778 RETIERO LN -T2, QTc(Bazett) 28
30msec # 60msec LA FDOIERE & /R L2 IEBNE. AHFIEE 25 61 (8.7%) . 77
TAREE 22 41(8.3%) THY . WEtL bREKOFERTH T,

7o, B2 450msec LA T2 b G4 TR 450msec # 480msec LL T & 72
S TREBNIAFIRE 76, 77 BAREE 14 #l, 450msec 8 480msec LA T/ 5
480msec # 500msec LA T & 72 o THEFNIAF K G TIIRONT, 7T
TR L HIRO LN, WINL T T EREERE -T2, ok, BEKT
IRr (12 3 X H IEIRF) (2 500msec #8 & 72 o TIEFNL R & b ICRD b /e
Mo Tz,

(Hid) PAREE 0« #hNEEE, WFE S No. 338(2009)
M. Gotoh, et al. : Int. J. Urol., 18(5), 365—373(2011)
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9) FeApERER ‘
b1 16.10 D B 5 RE % & b 7= 8 S0 AFET -
H « RHID B  % 5 b 1 — R R BIC 51 5 . TRt kit

RRT Y1 2 | IEER. 8 BROMA AT

PR £ IITIRRE 2 Tk & T Do IAIVEREIDE . A2 BB e, ARREIESIR .

o PRIE e (IR PERE eSS . 1B PERTSZIR A 55) O A

TG | R E IR TR LT 8E

B 7372 TR R BS PHZEMEAC R & 2 W S VTR . DR IRIRERYE L 2 S

F 72 BRAN
FERAEE | o B0 0 i L B S U S

R ik AFH)20mg 2 1 H 1] 2 HFLL EE#EA&RE

BRLIENE AR, et

b
@41 (2 #EELL L5
PR R VEREIDE 58.7% ., 22 EMEME 81.8% ., FhRRMEMIR 64.6% . HITLIEE
46.2% T -1,

T R W I MR
ﬁ%% %)‘j] ;E)JJ ;ﬁ;—j] T£ %ﬂ: én-l- (%)

AR R MR | 22 | 22 19 10 75 58.7
K2 E B 7 19 4 2 32 81.3
| 18| 49 16 17 96 64.6

2
0
i 1
W kB 6 12 11 9 1 39 46.2
0
4

O 0 2 1 1 4 50.0
& B 48 | 104 | 51 39 246 61.8

HHE TR Lk
@R W LH1 (12 B L E#E5)

AER | AR BHEERI1T 75.4% Th o 17,
=5 | AW g; RE | Bl | A% |ANE%)
19 27 13 2 0 61 75.4

HRE TR Pk

OEIRB SE L (2 M LA E# 5
BEIBR . RRIBR ., REYHEE L QR KEEO U ERIIE %, 49.5%.,
36.1%. 38.3% M1 62.4% ThH -7,

=q ) e
HE ig e ;; R | Bl | B | BHEO)
B PRI R 34 75 45 60 6 | 220 49.5
B R 23 55 58 76 4 | 216 36.1
REYLER | 25 50 44 76 1 | 196 38.3
TR IR EE 32 31 19 16 3 | 101 62.4

WER TR WE] ULk
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2) ZAEVERER
CEei(oo5%) | O RESREBE S0 8 MBROM AT 1Y (55 %)

O4pi (2 # LA _E#5)
BIEM BRI 18.1% TH Y . ERAMEMNEBIZAE - DigEk, PERE

MCThHoT,

18 B I
mE W FE Al B 3k 254
gl EH ¥ BB k| 46(18.1%)
mlE O3 B K 52
B o5 o1k ] % 22

0 - 1B Rk 15

PR [ 14

15 Fib 5

PR El 5
” fE T 2
%%%-%%@ 2
i PR ES 2t 1
o b 9) ES A 1
A HoAIETD 1
%}‘.\l ‘Z\j 'ﬁj ¢ “H__ /U % 1

et A OIROfE W 1

£ JFk % 1

iR 3 # B F 1

% JiEE 1

it A ik 1

QEWHE LA (12 HH L Lk 5)
RIERIE 6 61 (9.8%) IZFEL L, £OWNFRITHVE 3 6, HERINEE 2 61, &
PR 1 PITH -T2y, T TREARETRETH 7o, R GICL VA
TERF B HINT DT RIS e oo, E7o, —RERBRAEICIBWV T,
AL KERBIFR TH Y | OBRKRAMRE IR oo T,

il R
I E 0 7 % | 61
I {1 % 901 % | 6(9.8%)
Bl {F J1 3% B % 6
B 5 b 0
- =] ) 3
LT e 2 e 5
Tl R 1

() S PEmE — fth : 78 B AWIREFL 52(2), 233-240(1990)
[ RR fth « WIRERSMEL, 3(5), 671-675(1990)
KFRILZ M- 76 B AW IR#F, 52(2), 241-247(1990)
FARMETR M WRERSMEL, 3(3), 321-327(1990)

VEHE R M HTEE L BRER, 39(4), 699-706(1990)

/NEELE M BT LR R, 39(6), 1153-1159(1990)
BRIL & i WRERBACEE, 36(4), 517-523(1990)
KEF— il 388 L JR9%, 18(4), 1731-1740(1990)
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2) ZZeVERER

6~13, 16, 17) (,/)/j‘ _g( )

@ R

HEY : AHI O 5 M & (40mg/ H) TOHRE, MO R

RERT A

Ll km, EERAR

PIE S

UAME R RS E - IR BB Z T3k & T HREPORBE T, TrEeExY v
WEFAYE 1 H 117 20mg & 10 RHLL ERFEF TH 0  OlhEMER A E 2 ITRE
Uha R A FiF &+ 2 RIS EIEE I (OAB) BB T ol B2 A+ 5 HBE 45
DA gk

7 B ALY

BUZIHE THFRT 7 H RSBV T 24 BifHl & 72 0 O ) PSR 155073 -4 8.0 [\ LA
ET 1AM ST OUREMERIEEE 72 IXR BB 4.0 B EZ2HT 5
BHE

TR RO A

0 B e 0 e s 1 R U B0IE PR IR R EE D RRBR 3 T W R B R IR IR
SRR E  ZIRO B (BT O 24 Bl 57 0 O PR & 3000mL
EHEZ D). IBHHIBIAAMIC i hE L7278 RAIEIC L 0 . 100mL LA EOFERE AR
TR SN T= /B, BEIRAICRIRE & 72 2 T 3l IR B PAZE P BB (RIS AR B KAE %)
R ATSLIRIE RIE DIRIR D721 o BT Z IR LT 25 B, TR IR
KE, JREEREA, MEMBERER 2 G0 2 B U FRMEIR B E O BETE
N DB, Pia ) OGNSR B GRNEE, BN L 2 B X
X7 b =— EIEMEEE, W - + B OIS OB, =B LR
B 250 5 BES

AR TT 1k

BLEHNT, KA 20mg FE4 1 H 1 BIFIE%ZIC 2 @EE D &L (20mg/H) .
TR HNEIAA] 20mg $E4 1 H 2 [EIgEEZ LY B%ZIC 12 HERE A &RE
(40mg/H),

FRAMEEIY - B G- T IR (12 38 3T k)

TS EH E H

24 KRl & 72 0 O PRIRRIER D 28k &

BRI

O1#EM 7= OIREYARESOEL &

@1 & 7= OELAMIR KRR E D2 L&

@1 & 7= v OEIEAMER KEE DY KR

@1 [\ & 7= v O PR B2 &

OFEIK PR EIE D25k &

O [FIHEIR D K2R

DI 7% BB B R R 22 (OABSS) &t 2 2 7 0 B L &

®F v VHFEMEZOFIRT L DR a7 OE L
- B 7o RN RE

- PER O R

- AEEFE - ZREOHIR

< B RAITE B O i BR

- R HITE B O il R

< B 72 TR BE 4R

° it‘@ﬁfj%

- AR - 35D

- FEE B AEAM
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2) ZZerERER

D (5 5%) | @ R 1610 (55 %)

ES

T LA

24 WEfE1 &> 72 0 O EH PR B D 2 AL &

P H-& T RE (12 38 SO IERE) O SESPERR [B155 D 284k 8 D S (5] 95 %
IEHEX D) 1%, -1.68(-2.27~-1.09) B TH > 7=, 1 FEAD t W& (A EAKYE :
R 5%) 2 IV T hele L7262 1R TH EICED L (p<0.001) .
40mg/ H ~DO &R DL S v,

Rl R FEAM

D1 M & 720 O FREEEEER O Z (b &
Pe 586 T R (12 38 ST A IR ) o0 bR B8 IR e 5 oD 28 b B o0 S 24 fiE (it A
95%(Z#E X [H]) 13, -11.85 (-17.77~-5.94) B TH - 7=, 1 A D t B E (F
EOKYE Ml 5%) 2 W TR L72#E R, 40mg/ H ~DO &5 TH K
2D L7z (p<0.001),

@1 8M & 7= v OUhE MR KB O &
B G TIRE (12 38 SO E IR RE) O B8 P R R 2[R S oD 28 Ak B o0 S (7
M 95% 15 FEIX M) 1%, -5.90 (-9.74~-2.07) [A] T > 7=, 1 A D t B E (F
BEOKYE Al 5%) 2 W TR L72#E R, 40mg/ H ~DO &5 TH K
2 Lz (p=0.002) ,

@1 M &H 7= OUREMEIRIEED KR
B G- TR (12 8 339 IR Ry o BB MR R EEOE R FIT, 50% (15/30
Bil) T -7z,

@1 BldH7 0 OFLIPER EO L&
B G- TR (12 38 33 1R RE) O SRR 8 D ZE b & O 2 (Rl 95%
EREXR) 1%, 21.66(11.21~32.11) mL/[EI CH > 7=, 1ERD t RE (F
BKYE © R 5%) 2 AWV CEei L2 f5 5, 40mg/ H ~D B4 TH E
[ZHIM L7 (p<0.001),

O IR PR IR [ 5 D 254 &
Fe Gt TR (12 38 ST P IR RE) o SEEI R Pk IR (B3 D 28 1k & 0 SE i (i
M 95%EHEIX ) 1%, -0.52 (-0.76~-0.28) [A] Td » 7=, 1 A D t M & (F
HKYE - Al 5%) & VTl L7258, 40mg/ H ~DHER1#% THE
W2 L7 (p<0.001),

OTREIR O Jesk
TQ’%‘%@TE%?(].Z ﬁx&i‘:‘:‘ﬂ:ﬁ#) @&Fﬁﬁﬁﬁ(@:{‘ﬁ%g{qi\ 51%<2/39 @‘[J)VG\
bHoT,

@& % B EE PEAE IR E R 52 (OABSS) &3t A =2 7 D2k &
FHA& TR (12 B3I IR O OABSS GEF 2 27 O k& O -1 E
(MRl 95% E X [#]) 1%, -8.0(-3.9~-2.1) Th o7z, 1IEARD t E (F
EOKYE - R 5%) &2 VTR L72f R, 40mg/ H ~ DO ERI1E THE
WK L7z (p<0.001),
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2) ZZeVERER

6~13, 16, 17) (,/)/j‘ _g( )

@ & F BB 1617 (55 X)

@F v VT HEFEHEZOEK T L DR a T O E
BeHE TR UIPIEFREO X JHEEFAEZEOHEK S O X a7 BbE
Z 1 HEARO t HE CHEKAE : Al 5%) 2 HWTH o Vi FEHE =DM
WL LR, B~ EFE - FEOFIR), &KW
TEEhOFKIBR ), THESPTEEhOHIR . TEARZ2 ANRIREFR), L oRIE)
MEAR - 7% 770 M OY TEAEFEREAM ] Tl 40mg/ H ~DOERi% THEIZ
Z a7 BMETF L7z (p=0.008, p<0.001, p<0.001, p=0.001, p=0.044,
p<0.001, p<0.001, p<0.001),

s
M
EEEERERE
BB &
R
(N=42)
AT

45 1D 5 H 19 FHZEIER B L . RWEH ORBELRIX 42.2% TH > 7,

Pla) U EICEILS AONDEMERIZ O 11 4 (24.4%) . H/ 7 14
(15.6%) TH 0, T, FRIREHI, PR KR OFIR (&) REhEh 1
#(2.2%) TH o 7=,

Qs A AL A

40mg/ H~D#EE%, WTNOHEE b RKEREHIAONRN-T2, F
2. BRREIL. WTFNOELEICBWTHEMEN 10mL LN TH Y, &5
HHEIDNEL oo THEMMBRO biLie o7,

@12 #FE L EX O QTe (Bazett)

BEMICHANTIEE LTV, WTNOBIER SIZE W T HIEE &IX
10msec LN TH YV | BHGHENEL o THIEEEOHEMMARD HivT,
500msec B2 CEB L7-BEF LD 12 FE.L0EXBEICEET 2 EIEH
X722 ho 77,

() ik E 7« ANERL, FF7EE & No.339(2009)
Bl &l WIRERSMVEL, 24 (6), 1023—1030(2011)
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(5) HFE - Ji a2

O FBHIED & 5 JRIALBE KT DT »
PREE % T &3 2 RAIEZ A (B RMEE N) BFE 46 6 CEXFl 80.8
%) B RSRIC, AAl20mg 2 1 B 18], 2@E#ES Lz,
PRIEEEIF D ZEAIZDOWT, 2 R ISR L 72 R ZEEH o 2 [BILL Eo
BT L 0 HIE L2t EBE R, TV A~ —RT 42.9% ., BKI AT
36.4% Th o7,

100 (%)
711/\\//\/( '7‘—‘3?4] 5//////
(281 42.9 2,
RAH Yk
(2%1) .
s
ik 1 75 M7 kA4
(1141 45.5 //,1,§',2,¢

JEBENE /S 2 — BB DO LI DWW T, 25mL LA EDBEIC LY
HIE LIZENREEDO S ERIT, over B! T 53.6%. normo ! T 27.3% T
HoT,

100 (%)
1
561l 777 over :overactive bladder
?gg}f;f; 39.3 E7//1 normo : normoactive bladder
low : low compliant bladder

normo%! 777777, A e

(L1 V.27 ™

T
low ZE4
(21) S 15 AR 11 7

BORHGAE = > % b A R ) — I CHEBEAE R S 7 —> 10535 1 71 L. it & A oI
R L 7=,

Ry 7T AR R ORI A, LT OB EE O |
ERBSBO LTV EOT, MECRTT 22 L BBEL LN,

9. FREDE FAEAT HEFICHET HIERE Gk

9.8. il
TEMEER LT 10mg/H XV &5 EZHBT 5 CHEICEGT 52
Lo FHERE, BEEREMETLTWA Z EnZN,
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(6) iR HRAIHEH]
1) fi Rl A
(e el e et o
A R R
A, R
). BERkekT
— A=A,
DRZE 2~

@ i A A =

A[EFE 862 fii gk T AT & FEhi L 7=, Z OfER., et REhE
Bilix 10367 5T, EIfEHIL 966 #], 1096 £HIZF2® Hiv, FIMEMHFBLIE
1% 9.32% (966 #1/10367 i) TH -7z, EELFIEMRE LT, FEMNEE,
BUN L& FFEREREER NV A F =7 (HEBERE) % 16 GF 4 61) 2
D BT, REAMERMAE B 2> D S SR B AR R OV E A RE
Br& . ARhMEREMESNL 9127 Bl CTH o 72, AKX EE Tk ELL
78 64.3% (5870 $#11/9127 #) Td - 7=, FABF]TITARRIRMERERE 61.5%
(1766 111/2870 i) . #HEPEHEIR 66.6% (1337 #11/2007 i), A2 EE
67.3% (1310 151/1947 i) . J5 Bk 58 (12 1k s e 28 . 18 M Al Sz iR
%)63.3% (1457 51/2303 B) Tdh > 7=, AFHAE L AGERE(V-5.(7) [ZD
fh) OHESE) ICKERBEBVTFEO LT, TREBICBWNTHERROR
PE DS RERR S ATz,

@ FrE g (FERFR )
a. /NRICKT DA >
PR R MRS DE 8 2 W MEAR 22 E BE M IR 2 1 5 /N (6~15 75%) & %t
LI Lo, WIRE FFET D25 G13AK 10mg # 1 H 1 BEIYE
%o, BEGEIR 2 EFF & T 2858 13A%] 10mg 2 1 B 1 [BIEIR%ZIC,
Wb 4 BEREROES Lz, ZofRE, BEMITREZDEMN 1
B, THICERD B, BIHEAZEBLFEIL 0.93% (1 #1/108 #) Th - 7=,
Bk M e B Tl ek #E DL EAY 15.2% (16 $511/105 f1]) | ek # DL E
7% 48.6% (51 41/105 #5]) TH - 7=,

b. EHERICET 2MHE

PRRRRIPEREDE . SRARVESRIR . NZ2EREDE. 15 e RIEOIR HE (12 PR Dk 2% |
PRI IRR) IC L > THUR D L IFIREZEEZH/ T 288 T, BIIE
Lo EB 2 bNDIEMZxRE L, £2F 6 7/ — 74~ 79 fii
T4 AL Eo MM A BE L L CEi Lz, TR, #£5H4
i3k 752 H (107.4 #) ., ‘F¥ 197 H (28.1 ) Th -7z, L4tk
FEAMAE B 450 BT, 24 UL B G S IERNT 202 B, 48 G-
SATIEBNL 1833 B TH Y | TR IE B EORBEE T 154 1], EIR
e 68 5, FIVER 40 Bl T - 7=, BIVEM I 88 51, 100 #H:IZ72

Hiv, BIERFBLERIT 19.6% (88 $il/450 #i) Th - 7=, E/REIEMIZX
HibERR (AYe, (ERA, N8R, TR, THI%) 11.6%. WIRERR HER
R, FRIRIEE, JRPA%E)5.6% CTH Y, EMEGIC LV FRICRIE L 72
LEMEMRITRD oo, BHEZRANWER & L TR (16 23580 6
77 B MRS IR e #E L. Y 58.8% (228 #1/391 ) T - 7=,



(V. mIETHEE |

1) fof Rl i A
(— B felE Al A
A, e pGER
& ARk G
), SR T
— S — A, B
T2 HR 70 7% il PR R
DNZL 228
(mo%)

PEEESY RO
7 - RO E

C.

A hAa R RRE MR GRE(H B L ¥ A An v U ERE+ 7 e
B R EREOF B 58 (BH BE) & o bR =027
AT IR AR ICHE L2 5 BERERIHCIR BB 2 A7 3 D REHI T 2> AP RR IR 1 %
b, ARRRPEBEIR . R ERERE, BRI B8 (e VERE R . 18 PERTSE
MR L > THIRS LIIREEZF T DIERAEZRIRE L, ¥ LK
oy IR 0.2mg BB S (H #f) & ¥ & 21 v U HERHT 0.2mg
S OVARA 20mg OF S (BH B & # it Lc, Wi 1 H 1

4 HHBEER NG Lc, TO/AE, BIERFBRIT H B 6.5% (3
%i/46 f51) . BH Bt 25.0% (18 $11/72 ) T - 7=, BH B RIVEH %
BIE 25.0% 13 A O AR £ TORIERRBR (¥ 220 v i
Beifi © 2.7%. AH) 0 20.92%) OEFHE T~ L 7,
MR B TIRdeE DL Lo dE R HEE 39.5% (17 1743 1) |
BH #f 38.3% (23 /60 i) To& v | il CTHEZITZA DN ST,
HRSEIR, R R PER BIESGE A 1T 3 Tk BH #F28 H BEICE
LEWHEREZ R L, S OICHEGHIRRECREINMETT 5L 40mL
R OREBI T B OME R 2 o8 LT 27,

AN IREIBRHE T HBRE SN WK « IRREEZ A LTV 5 BHE It
EIRAY . o

AN IR OIBRINHEAT 3 M LL B % bR & L < IXU0E MR AL H3
MERE LU 2 pRRIKI VR . AR VEBEIR . RS EEME, 5 el ek
RE (18R IE 2% | 18 PERTNZ RIS ) O RER & % G212 Fhii L 7=, AHK| 20mg
1 H1RYREZIC4EBROES Lz, ZO/RER, etk miE
FlE 90 BT, BIEMIX 21 #. 25 tHicR® 5, BIWEMAREILIRIT
23%&mﬁ%Mﬂf%ok@Wmi&&%gfi&%uﬁﬂm3%
(45 1511/ 86 i) T > 7=, BM - HHPEREF, FREEEF - FREE,
JREGHEEOWTFRIZB N TS, EGRNICH L XiTdEE R~ L
776

ML



(V. EmIcET 5EE |

(7) % Df

1~13)

17. BRERRCHE

171 BHHERUVLREHICET HHER

(TREBEXITREIZHE T S5ER. REE
MIREMEREDL, MEMER. FREBB. BEBERIBK S (IR MR 2.
1R MERTILAR %))

17.1.1 ENE O /MEKER
PR RIMEREDE . FRERPEBIR . ANZZEREME. RITRREE (2 rERERE 28 . 18k
BN AS) BBE A RIS ICAHKIZ 1 H 10mg~40mg ™ OG5 L= 8%
DEFIRFABR 2 G R Lo/ R W FHIE "TReSEBIL 607 Bl C, ARHE(H
Zhid b)) 1% 54.0% (328/607 ) T -~ 7=,
EHRAADRIIKRDO EBY THo7= 1719,

&E AHEEHUL)
Ao 0% IR 2 i 53.6% (149/278)
AR A IR 52.7% (108/205)
L TE R I 70.0% ( 42/ 60)
B e (IR e e 2% . B PERTSZARS)| 45.3% ( 29/ 64)
Xl 54.0% (328/607)

) AFIO KRB O < B, RAICITT = B ) SR L LC 20me % 1 F 1 Il
REOBGS 5. Al T & 0 T 5725, BRAHORAE, 20mg % 1 H 2%
THRTE 3,




VI. EMFREICET SHIHEHE

1.

EB2(CREEH S
IEEYMRITILEmEE

Ta bRy UHEBRECIT e Ry )R, FEE LT TREI S
b MG M-1 b %<0 IRV TRE(BR, iz M-2 Z2
RSN TWb, JRPIZITIM-1, M-2, M-6 8RS TW5E, Z1uh
ORIFHRKIZFL LTTROEIICEZBNTWAS GLEfE),

@\/Coo—CN-CHs

¢
\

FaEsy v

x1,¢ 1

OCHzCH2CH3

b

v
Oy O\ oo <}wMDU OnjeorOn | O oo Drcm
G  HO-CH C C (¢
@ O~ CHz @/\OH @ \ULH CH2CH3 @l \OCHzCHzCH:x @/ \OCHzCHzCHzOH
M-6 \ M-4 M-10] *
Ohom, \\\‘ ﬁwj Oy QorCoeen
@/ \ocH:CHCH; @/ \OH @ \0(‘1-[ CH2CH20H @/ \OCH CH2COOH
M-3
#
COOH
g/\c< * : fEEAHY
OH
M-9

TS ORI O FHE GV GERERBR R 1RO TH B 28,

t & 9

FLHEBRMER

A =3 ) NS

la ) AR X7y B F'AEY B,
v LFEHUEH

M-1[7 v XY > (N—O0)]

Ty LAEEHFUEM (BEVE v R)

M-2[DPr-7m XY > (N—O0)]

fia ) AMAEH (BT Y B)

M-7[DPr-Fm &Y %

fia ) AMAEH (BT Y B)

TEENFRO BTV e
TEMEDFRD BTV a0

*M-T I3 FMIERIZERD BTN

M-3[w-1-OH-Pr-BA]
M-9[BA]

TEME DA AR 22
M-4 (DM-7 oty ]
(w-OH-DM-7m XY ]
-6 (w-1-OH-Pr-BA(L)) (M-3 ®
(w-COOH-7r &Y ]

HIZENEAR)

TIRFY— MERRE, AT F o, oY) TSy,
WA LT aYy, AIFTx2F
HEEBEEOD ILEMOBEE - DIRFIL, BIORMNXEEZRTDH L,



v EpEm T 5EE |

2. FEIER
(1) {EHH - O 1R EB
A 0~ ISP o 84 B A )

HEPREEREIZ B 59~ 2 I ME—HEIR A S 0 5 B | A1 108 B0 Wi A A i o D
23T B BEMUHE O A MBI Sz 2 & R ERAL I8 b v
(BRI DR Th 2 2 E R E T Y,
O 1ERBF

B Ic BT T2 ) RO L U o A Z BIHI L, AR
TV UK DOFREEBTMEEZ A L, 7 hr B T SR WV RREEE
SOHBE O BHIER 2 R4, £, BB O IR RR SR X 5
FEREIHE 3 i S D 2 & K0 ARAIOER I EEGH RS D Z L
DR END, —F, EREM-1 1Ty MEHEM 2, M-2 1%
iV AERERT D, RKENEH 2 ) SAER R OB V> T AEHUER %
AL, YERESIEIER 2R3 LHE I D,

1) EARAR BT AAY SR 33 2 I R AHE B0 i VE ) (B liRiN ¢ 5-) 2
(FiE]
HERR R R 2 VBRI T C i oo R ek 2o RIBE L . il oo T R ik
U U7z, BEREIUHE X — Rl OB R iR 2 SR 5 2 L TR
Lz, BEREOWNEZELIX, REIVIFABE L= —LENL
THRiEk LT,
(it R ]
Tu Y 0% 2mglkg KW A EKAICIGHESS 2 BEI L, 5
KON 10mg/kg 1B W TidB 5% 70 222 5 £ T2 OMEEMERIZFR:

e

e

Wi L72,
_ BB IR O oE (%) n
wm OB OE (mikg,g;.v) BRERESEZ#OBME(5)
10 30 50 70

ay kha—u 102.4+1.9 101.2+2.2 103.6+2.6 101.6+4.3 6
FA= = I 2 94.6£1.6* 91.1+1.1°% 92.3+£1.7* — 5
5 87.3+1.4% 80.3+3.2%* 78.8+ 4.6 77.9+5.9% 5
10 71.5+4.5** 65.5+3.7" 67.0+4.1°%* 67.8F4.1% 7
77 RFY— b 10 87.0+3.9%* 91.4+4.0 95.7+3.7 — 5
20 73.1+5.4%* 79.3+3.3%* 87.1+1.6™ 90.5+2.0 5
NZNIv 1 85.1+3.2% 79.3+7.2% 80.5+9.3 83.7+8.5 5
TaeF Y 2 72.6+4.8% 79.6£6.2%F 81.5+£6.9* 82.8+6.0* 5

# o BEAIOIEE % 100% & L THEE —  RRE (mean*S.E.)

% : P<0.05, sk % : P<0.01(Student ® t RE, *F=> Fa—/L GEHHAREAKEEEE))
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(1) fEHENL -

(%)

100 4

%

VE FA Ry 3039
(oo %x)

WistarZ v k
1) 7eExy

3
AN —O— Control
--3x10M
- 10"M
—A— 3x10°M
- - 1075M
- 3X10°M

107 10 103 10
TEFrayr (M)

E—J LK
1) 7eExy

—O— Control
-~ 10'M
4-3%10"M
——10"°M
-+ 3x10°M

TEFLaY L (M)

2) 455 BRI T 18 05 00 AU 0880 P i o) 209120000

O Tl Bh 4 o fii HH 55 b - 18 figs 20 °V

(J71%)

& AEEN ) O HREDCE B S 2 V. Tyrode 89 T 1g OALIZT

ML, 7Tzl o B Y T A Q00mM) K ONH 4N Al E

W % I3 5 R BE R ORI & 2 IE Bl /E A 2 B E L7,

(s 2R

a. 7T ) RO IHEIER (B2 U )
TaeRY 9%, Ty MZBWT10°M LV, FhAXizkBwn
T3X10™™M L Wb HEERFWIZTEFra ) o HEK
S BB DA 7~ D SATR B & I KUUHE O #iifil &2~ L7,
EAEY MZBWTTrEXRY E, 10°M Lo T7&eFraly
Y ERIGAE DL T ~DFATEE), 10°M X 0 HKRIHE O
il &2~ L7z,
— 0, EREHTH D M-1 2BV TIE 10°M L Y e KUUHE O
O ABRFED Hav, FEFAETER SRR Sz,
Fo, M2 KO M-TIZBWTIEZNZN 10°M LT 10™ 7>
b7 eFal v HERIGHBRDOT 5 ~DEATHBE D B D33
v, BARFEUER R S i,

RN
) o | 3 U
1007 —O- Control 1007 —0- Control
- 10°'M -e-3x10"M
2= 10°M —4—10°M
i - 10'M i —— 3x10°M
W -+ 10"_’M W -+ 10°M )
- 10°M = 3X10°M
0 0
107 105 103 10! 107 105 10 10!
TEFrayr (M) TEFrayr (M)
(n=5~8, mean*S.E.)
| 2 T heEY | 3 VIR
1007 % —O—- Control 1007 -O- Cor{trol
- 10°°M - 10™M
I #m3X10°M = 3X10M
—4+—10'™M —4— 10°M
e 7 e -+ 3X10°M
% —O-3X _10 M % ]
f - 10°M f - 10°M
= / —~—3x10°M = —~—3x10°M
01 01
107 10 1073 101 107 10 1073 101

TEFAaYr (M)

(n=5, mean*S.E.)

TEFAaYr (M)
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(1) fEMERAL -

TEHIRE

(oox

30~39)

)

HartleyRE/LEY k

(%)
100

74
#iE 504

%ﬁ

1) M-1
(%

O0—O Control 100
o— 10°M
8 10°M
A—aA 10°M 1y

fiE 50

yﬁ
107 108 10%  10*

TeFralr M)

)

TEFLaY L M)

2) M-2 3) M-7
(%)

_ O0—0 Control 100 4 ©—© Control
0 10'M —0 10°M
8 10°M —810'M
A—4A 10°M 1y A—A 10°M
&0 107M » 46— 10°M

_ i 50

$
0.
107 109  10°  10* 10%3x10® 107 10% 10° 10* 10®3x10%

TEFLaY L (M)

(n=4~5, mean=S.E.)

b. AL U 7 2 (KCD YA O MR (v o o 285 HUER) )

TrbEXY Ty P EDA XIZBWT 10°M LY
KC1(100mM) Iz il 2 77 L 2 O F RIHELZ 332 50% #7iil]
B (1C50) 1X3EN TN 4.0X10°M B LN 3.9X10°M Th -7z,
FLE Y hTIE 10905 107" M O &P CH BARAEM 2 M & 7R
L. D ICs 1% 1.8X10°M Th o7, R TH S M-1 I
10" M IZB W THHHER 27 L7223, M-2 @ 10*M ToOMfilfE

RIZIE LA ERBO RN oT,

F7-. M-71% 10°M X v #if)

EMZ <L, £DIC501% 1.3X10'M TH » 7=,

WBE _CoolM)
Wistar v b | E—% /LK | Hartley ZEILE Y k
TapErRYy s | 4.0%X10° 3.9%10° 1.8X10°
M-1 — — >10"
M-2 — >10"
M-7 — 1.3X10™"
AVACN I 4,1X10° 1.0X107° —
7 ha e 2.7X107° 3.8x107° —
FaYY v —_— — 1.1X10°

(n=5, mean+S.E.)



V. EmEmET 5 |

(1) fEAEL -
R A

(oo %x)

198 BE T SR BN O FHIER (Bt = U RO L v T L FEUE

);H)Bo,ezs)

T bERY LTy PEOAS XIZEBWT, Wiy 3X10°M LV,
FUHFIZEBWT 10°M L 9 A BIERFN 2R IEmS 2R Lz, %
7o, 7 EXY COUHEMHEERIZ ST RV ERBRO Y — %
~ LT,

—J. T hub Ty MCBWTIEE A CIEIH 2R S, A
X TlE 14.9% OIHINFBD LTI E LMo 728, v FITEW
TR 46% DFERGT I 72 I 378D BT,

6 1) WistarS v k ) 2) E=JILK %) 3) BABBEYYY
1001 1007 1001
—O- FrbxY v -0 SRy v -O0- Fr Y v
- G RI)L - T8I L - T3 L
mn & 7 fovs i &+ 7 hoty o &+ 7 o
il 50 il 50 il 50
0 L & - 0 . 0
-9 —8 -7 —6 -5 —4 -9 —8 -7 —6 -5 —4 -9 —8 -7 —6 -5 —4
BEBRFEEEE (log(MD ) BRI (log(MD) ) BRI EE (log(M) )
(n=5, mean*+S.E.) (n=5, mean+S.E.) (n=5, mean*+S.E.)
@ - e A Y
(J71%)

Ee

a.

I F5 HH e BE 38 5 & V. Krebs—Henseleit i 41 C 1.5g O A faf i T

ML, 7EF Al o Hi{EH Y T L (80mM) K OF e i #E AR A I
3 2% WRHERE RURITHIC 2 G/ &2 E L7z,

7T CUEOMEIER Gl ) o ER)

Ry T 10M~10"M 1B\ T, TEF Lzl CHER
MR OFE ST ~DVATHE 2R L, 10°M (230 Tidi KIUHE O #1#
Zarliz, —h., 7 hatE T 10°M~10°M IcBW\W T, 7TEF L
2V CHERIGHBR O T ~DFATBE 2 LTS B RIUHE O #1
flE RS Rholz, 7rEXRY VEORT hr YO pAid, TNE
N 6.48 2 1r 8.35 Th o 7=,

17RERYY 27 kOEY
(%)  —O0— Cogtrol (%) —O— Control
100 F—®— 10 6M 100 F —®—10°M
—&— 10°M —a—10°°M
| —— 3x10°M ——10"M
80 [—o— 10°M 80 —o—10°M

I g0t
i i
s 40 g 407
20 F 20
0 0
-8 —6 —4 —2 —8 -6 —4 —2
TEFA Y PRE (log(M)) TEFNa ) P (log(M))

(n=8~10, mean=*S.E.)
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(1) fEHERAL - b. AL U v 2 (80mMKC) I O il 1 (012w L fEHUAE

VB FA Ry 3039
(oo %x)

ﬂq)%)

7 ERY 1 10°M~3X10'M (28T, KCL(80mM) I
i zZRL, —H. 7 b EX 10°M~3X10°M (8B TH
BIRGH S &R Lz, 7 ERYCERT hrEY O 50%
IHEIEEE (ICs0) 1%, =L 1.5X10°M KT 2.5X10°'M THh -
77

(%)

100 —O— Fuv' xRy
80

m g0l
i

20

—2
R EE (log(MD))

(n=10, mean=*=S.E.)

- PR BE R ORI DM EIER (Bl = U & RO v o 0 LEHUE

}ﬂ)sm

Za Y 3 10°°M LY 107 M ICB W T BRI 2 I &
R, WK 97.5%0MEINRBH bz, —FH, 7 hue ik
10 "M~10"M (23 TH BRI 2 M6 2R L7223 R
72.3% DR EI 72 PNHI DB FED LN W E R o 72,

(%)

100 |-

80 -

TIIJ 60 -
[/
40

20 -

0
—11

BRI (log(M) )
(n=8~10, mean=*S.E.)
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(1) EREAL -
VE FA Ry 3039
(oo %x)

d. 7 b o ARG S D/ (b MEHBEDEERS,  in vitro,

P ) RO T DAEFUERD) °

b i R BE O S 5 45 i & Krebs—Henseleit & H IR L |
BRI 2 AALE LTz, £ 0%, #EEESREINGE 2 2~60Hz
ETMA. HERKISHBREER Lz, ZORER, 7 hr b fF
1E T CORBER LRI X 2B IR AINAE IS L, e e
U3 10°M THHIfER 2R Ly 7 b r B AR5 O IHE 2 80
352 &R I T,

(%)

100 1
80 |
AN a2 fr—)b
IZ 60 0—0 : 7 hat10°M
oo : 7 bt 10°M+ 7R v 10°M
i
% 40 |
0 T T 1
0 20 40 60 (Hz)

ol L

(n=4~6, mean+S.E.)
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(1) EREAL -
E FA Ry 3039
(oo %x)

Ratio

3) AAM N UERFEA~OREEBIFIMEHLa U AER)*
@ in vitro TOFER ¥ 0

(J71%)
Hartley %E/VE v MEMCOMER 5> 2 v, hL—H—L L
T 3H-quinuclidinyl benzilate (LA 3SH-QNB & i) K& UM ik
SEA RN L KL 7y 2 Ay Y Kk ~0 sH-QNB O 5y
PRGN R T D B WEER DB A R L7,
7eB. BNCKWEIOT Fr By (10°M) 231 L T SH-QNB
A GERF R S) 2 HE L, ML L7,
(i 2R
[ E 23 12 351 D SH-QNB 5 G I RAT TS BRI D H & —
FOGH#RZ IR Lz, 7 exY v M-2, M-7 k4%
TF= It sSH-QNB OfE & 2 A EIRFICHE L, A
2T ) URBFRANFRRACH G T2 2 RO b,

(%)

100
80 - o—@® Fup Y
e O——0O M-2
— W M7
R 60 A—A 7Ly
C V—V v Py
40+ O— O FFxo7F=u
20 F
(n=3)
0 . . .
-1 -1 -9 -8 -7 —6 —5 —4
BRI L (log(M) )
BAARE A DY 2 RARITKET DA GBI 2 e 2 gL L
T-REDWR TR U, AT F = OMERIEE L ORI E A
AN UZFRE~OFRESBEME XN UER D 10.9 B L0
13.9 @M o7z, — ., 7a ENY IKHMERL A D Y U RIK
WX R E ORSGBIFEE2 R~ LT,
RG KA R E [R5 HEAE A TR
15+
101
5-
1-
0

-0 : ] 0
Bup Oxy Atr Bup Oxy Atr Bup Oxy Atr Bup Oxy Atr

BBy : FneRYy EAOxy: A% 7F=> CdAtr: 7 hrEr
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(1) fEMERAL -

TEH B
(oo %x)

30~39)

@ ex vivo TORER >
(k)
Zy M7 R 248~297 umol/kg F/-IAFT7F=
> 50.8, 127 umol/kg, K&K (v buo—/Lf) #HOKEL

TSR A B L, (5)-[SHIQNB FrRA965 G2 XL 0 fig

B E 2 (Kd i) & s G750 (Bmax i) Z it L7z,
§-E3
7'a AR R BRI R O TIRIC ST 2 Kd 23 A B2
L7223, Bmax EIEMEMROACTHBEIIE T L, e XY V3
BEEOD B2 T1 V) o Se AR T DO FFBEDSEE < | BT R CITARBEA B
MR I N,

—Ji. AFTTF =20 Bmax EITFH TR THEIIETL, 3T

WROD LAT Y 2B B OfREED RN T & AR E T,
o 7H TR
(pM) (f mol/mg protein) (pM) (f mol/mg protein)

k.
200 200 600 - 200+

Kd Bmax . Kd 40 Bmax
100+ 100+ 100+
200
0- 0- 0- 0-

/b= 7 e ATy EVIN B A TN ) VT M TN ] VA A A T AN

(pM) (f mol/mg protein) (pM) (f mol/mg protein)

200- 600
Kd Bmax r7 Kd Bmax
400
1004 g
é 200- H
0 0

EVISE AN E VA =V VA A A =V EVAR L A £ VA = EVAN R VA =

* : P<0.05, **:P<0.01 (ANOVA and Dunnett’s test, xf=> hra—/1)
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(1) EREAL -
E FA Ry 3059
(oo %x)

ﬁﬁ) 31)
(i)

4) BEMAERR A~ DT 2T LI AT KIET

B (B MEFUE

Hartley s&E/LE » b O DA K) 30mg & #2542 5 Toik
BRI T 15 pHA v F 2 x— b L7zDb, $CaCle & GRS
71V U LEERLIZ T 1 A ¥ aN— Lo, TOBESL, M
kP H Y A E Tz 45CaCle DFSHEEZ JIE LT,

(il 4]

TuERY AT 10 M U ETH YT LRV AR ZFEISHHE L. 3
X10°M TIEIE 100% M L7z, — 7 R TH 5 M-1133X10°M

THEZRMH 2R LT,

Tua YU (10°~10"M) L OIRZ X2 L (10°~10°M) i B\ T

b, FERICEBERAHENBE I,

wx = E Ca DY iAH
w B X (M) (nmol/g wet weight)
J o RAZE AR Cof HEBE) 16 55.9+2.6
FE M 53 AT A 16 31.8+6.0
Fr bRy 10°° 6 45.2+2.9%
3x10° 6 42.4+1.8%
10° 6 38.9+1.4™
3X10° 6 31.6+1.8%
M-1 3X10° 6 45.9+3.1*
FruYl 10° 6 43.7+4.5%
3X10° 6 39.5+2.6™*
10 6 33.8+2.0%**
RF 2RI 10°° 6 38.7+2.2%
10° 6 25.8+2 5%

* : P<0.05, 3k : P<0.01,
(Student @ t &, *fxIHEAE) (meantS.E.)

* %k k0 P<0.001



VI EEEICET 2 |

(1) EREAL -
VE FA R 3039
(oo %x)

5) HLBEREBE VIR AR O LT KBTS D ER (B> w A
HUEH) ™
(1)
Hartley &€ /L€ v | O 5 DEALRRA A 3 0 208 M0 4 HLpE L.
-80mV (Z RN & R FF L, Biorhs /L 2 (231 A0E 400msec) % 15
MR TH 2. AT 2 MBS (NHE 0B Ly T NER) % 7B
—B e 7T R I D RRE LT,
(A 5)
BN, — BB O BIRICK T2 7 1 XY % OEH O —fFl &
IR LTz, 78 ERY % 0mV OB Tiidk Sh b i RNE
EHEME 3X10°M THIH L7z, Ml (n=8~9) M\ THHLE
50% IR EIX 2.1X10°M Th - 7=,
(EEEE )

PA
r500

0
T
0 20

S )

]
80 mV

-120 -100 -80 -60 -40

O : Tr bRy U ER
@ :3X10 M7~y
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(2)

A E TN B
BB

PeREEIMHEERHICOWT, A XK T v RO A MARY — BB
JORASCRE . AR R R RTE S D R EIE [ k9 DR A R FT L7z,
1) YA A NY—IZ XD & OHEMER
OB FTEM TOT A R A F Y —101D
(FiE)
AXKROT v baAORREET TR X0 BEENIC ) =2 — L & ff
ABEE L, AR ZEA L THERNEDOZE b2 idk L, FHE
HEK OVENBAA X0 BERIHE £ COTEAN & R KA . JEIRIUHE
57 D i i D W & feim W L M OYHEBRISGHE LRI O PN 2 PER BRI &
L7,
(it 2R
a. MERERCK (FRARM S
PRI G b 5 RICE T DR RIBERA R, HaWEK OEEED
Az {E L,
7rENY T 2mgkg 5 TEEITA LT, 4mg/kg Tldhk
KIEMAEEDOH B 2EMHABED bl
—F., 77ARFY—FTiE 2 LW d4mglkg DWW T HEIZE N
THOINEDNTA—FOFEREIBES N o7, NT
NIV Imglkg TR RBEREEOA B 2BEMNTED b,
b. Wistar 7 v k (FiRiN#5-) 1
PRI G b 2 RICE T DR RERA R, keWNE, KOBIEE
DA ZRIE LT,
TNy (2, 4mglkg) TIEERRFEMA &EOA B R EMMFED
b, E£7 dmglkg TIHHHREBMEEOA B RBMABLE ST,
L2l WTFROHBEIZEWTHEENEDK FTIERO 5 h
> T,
7 7 ARFY— |k (4, 8mglkg) TiL, HARBEMEA & & OBEEDOH
BRI bz,

— . Y TH D M-1(4dmeg/ke) 1%, FRIEMEA &4 A EIZHEN
IHT,

F o, IR (0.5, 1.0mglkg) TH R KEWEEOFE 2N
IR b LT,

M-2(0.1, 0.5mg/kg) % X M-7(0.01, 0.05mg/kg) iTHEmNIEEZH
BIETSE, 7 hr by THREBEOEBNEOARERIK T AR
LT,

M-3(8mg/kg) XY M-9(8mg/kg) iX. WTIWHIEHZ RS 2

-7,



V. EmEmET 5 |

(2) #EZhza Bl 258

(uL)

N ~ > = kA N =1
Hef 0~ (55 %) i BABHES
:[ skeksk ]: sk
80 . I
75
x kN
e
= 40F
= %
| [F
0 I

.40-
Ej ~ne 38 e 8
m?ﬁu ™ LI R S o SIS @ N < 0 S S~ =
=S = s
@ ® w0\ *% N u}
2 % o= a I IN L= AN
¥ o2 N7 = = = =2 = N A X N
(mmHg)
o mofE E
Hok
6-
% ook
it 4T #H %
*
=
==X
2-
oz TI il éT T é T
.2-
& o 55 8 3
[]m}‘z\“a"z' AnlEo B R B S S3S © N < 0 S S~ S
S L
g EOWA % | N al
& E o= = o - ™ o IN FQE=N AN
R N = = =2 =2 N 4 EN4 N
(mmHg) o
6 ke AE

,a; — 0 0 [}
& -0 ISR} g =}
Fl) — o — = o o o o ee) ee] N < 0 oo~ (=}
HE X
B~ m B V,,PL

PR VI % | AN ul
£ E n=> = ¥ T o@ @ N Lm
% 3 N¢ F = = = =2 N 4 4 N

* : P<0.05, % : P<0.01 (Student®paired t f27F) (n=5~12, mean*S.E.)



Vi EmEEICET 2 |

(2) @z =i 2B
g O (DD &)

QA X TOT A b A b U — (FHRAN G 29
a. 7rEXYCOER®

(71%)

MERERY R 2 R 2 . EEWMAES TR L7, A B A R U —iX

R DR B RE R LB L B Lo, RIREIX, h==a2—L
DOENKE L0 BERNICET LA AE K2 RS LHE L,
ShIEMEAR B TiE A& (R RS &) KV FRIREZ R U7l & Lz,
(i R

Ta Ry 5% 5, 35 HOV65 I E L7 A A MY —IZ
BUWT, 5, 10mg/kg THRARBEMAEZEOAELREMATRD Hiv,

mmwgfié%’ﬁ@%%ﬁ%@ﬁi&%m#ﬁ%éntoL

LWTHOHEIZBNTHEE% 656 DICELETEREOR
E'fgi—%laj][] mu&bgﬂffﬁ") 77:_0
54— =] g i 1t E, (mL) i
(mgl/kg, i.v.) ntk nk 65 1%
2 -1.7 + 2.0 -2.7+ 2.9 —
I KIEDEAY & 5 6.6 + 2.7* 7.8 = 3.9 6.1 = 3.7
10 9.8 + 3.8% 95+ 34% | 11.3 £ 5.1
2 -16+1.9 -2.7+ 2.3 —
B & 5 5.6 2.7 6.0 + 4.2 2.8 £ 4.0
10 9.1 + 3.3*% 6.0 = 3.2 6.6 + 3.8
2 -0.1 = 0.2 0.1 = 0.8 —
%R B 5 1.0 = 0.5 1.7 = 0.8 3.3+ 2.1
10 0.6 + 0.6 3.3+ 1.6 4.7 + 2.1

* : P<0.05(Student @ paired t fR7E) (n=5~9, mean*+S.E.) — : KiRFt

b. HEIE & Ok (BRI B 5 =

(J71E)

Tr XY COEREEELET 720, MRERRER WV, a. (B
A X) & RIBRD FIET, e RBEA R, A2 MNA &K OFEIR &
AR & R LT,

(it )

TubRY COEREAFY T F2UROT VY vl iR
L7z, BB 514 5 pRICEMLIZV A R A R =B W7
B (5, 10mg/kg), A% 7F=2(0.5. Imgkg), 71
U » (5mg/kg) Kk X7 X7 U 2 (0.25mglkg) 1Z W b B KB

A RO EREMEZ R LTc, —J, BRIREICH L TX, FrEX

U (2, 5. 10mg/kg) TIIA BEREMIBIE SN o5, 4%
7 F =205, Imgkg), 7u V> (bmgkg) KT r T Y
> (0.016, 0.25mg/kg) IZB W\ CITHEREREOHNAER SN
7=,

BEE AR BOAEREME, 71 XY > (10mg/kg) %5 TH I
B b,



V. EmEmET 5 |

(2) HEhz BT 2508

(mL) *
=4 ~ >
RAE 0 (oS %) 301
=] N =N
C ] mermshtaik
25
=,
m FRIR & o
£254
£254
20 el
£254
£254
R £254
25 &
15} B X
* * * [
£254
1t el
el [
Ko Ko
10 * e 1o
= =7 oo £oed [
&2 B B3 s 1o
15 ks e | I e3e! ks
st T B ool | % 7] s B
L [ Ko FSe Ko [ Ko
5 | RS | B K TR
| RS | B K TR
K| B | B KA RS
K L | B R
sl | B R
0 gl [ kel B gl [
.5 L
2 5 10 2 5 10 025 05 1 0.002 0.016 0.25 (mg/ke)
6 (9 (8 6 (© (6 ® © (@8 ® 6 (6 (n)
TreERYy Ty X TF= TuanRvry v

% : P<0.05, **: P<0.01 (Student®paired tiiiE) (n=6~9, mean+S.E.)

ml) P4 a9

W it

S

205 2 5 10 2 5 10 025 05 1  0.002 0.016 0.25 (mg/kg)
® (9 (8 ® (9 (6 ® (@ ©® ® ® © o
TRy TrYY X TF=v TanReTy v

* : P<0.05 (Student®paired t#iE) (©=6~9, mean+S.E.)

2) BRI BEIHE O S E F (BRlRN £ 5-) 110

(1)

BB A E DG & XN 2 & 58 (F) 15emH=0) UL RIZRFF 32 2

LICK > THRESND M2 HERIEE Th 2,

AXJOT v b EHOREE T TN S L= 288 L, —EDOKE

EMAx DI ENZE VAT DO ED A2 Fek LT,

Ot 2R

O E—Z RO
7r Y % Imglkg K0 M RKAFRIICA E 72 Pk R E &) 00 55
DERL, 2 XD dmglkg Tl 58161 5~10 4 CH A BRI &
w7,
—Ji. 7 7R XY — MT dmglkg #5512 K 0 B HBME% 0~5 /0T
DHA BT &R LT,




Vi EmEEICET 2 |

(2) oz EfHT 230
FiAE 101 (05 %)

0.8 %k

~ 0.6

(mg/kg,iv.) 05 1 2 4 2 4
L |1 | L

EAN
o—/

75K =AYb

FupRy S b L

TreExy

77K
F— bl

B 0~5%)

#EhEfA 1S LTHE
*: P<0.05, #*: P<0.01 (n=5~6, mean=S.E.)

@ Wistar 7 v ~

5~10%

Tr Y (1, 2, 4mglkg) TITHERIES) O 5 O A B 22 B b Og

FEDILHEH DL T 278 LTz,

7 T RFY— b (2, 4, 8mg/kg) TITPEIRER DB O AF B 72D 1358

LT,
. = SARE (%5 9) In & 71 (mmHg)
RO . — , n e .. n
(mg/kgiv)| #%5# HB5%5%9 B’EH  R’E#®5H

RS 2R 5ROk 5.60.9 5.5+0.6 8 50.2+2.8 46.1+2.3 8
A=A IS 1 4.7+0.5 3.6+0.6* 7 49.3+4.9 41.1%X4.6*| 7
2 5.1+£0.5 29+1.0% | 9 49.7+5.6 34.3+2.6™ 6

4 5.5+t0.7 1.1+0.4™4 7 54.2+9.5 37.8£7.5 4

77 RFH— b 2 5.7+£0.5 2.2+1.0*% | 6 43.3+5.4 43.1%5.3 4
4 5.0£0.8 2.0+£0.7%| 7 50.1£4.6 43.3%£5.0 5

8 4.0+0.3 0.6+0.3% 7 51.9+t3.1 46.3+5.6 3

% 1 P<0.05, %3k : P<0.01, sk %3k : P<0.001(Student ® paired t #7E) (mean=S.E.)



V. EmEmET 5 |

(2) HEhz BT 2508
FiAE 101 (03 %)

3) REEA X TOF MR X 2 BEBEIHE o P Ve G 0 5) 10

(7]

B — 7V R % I EREE T C— O F AR 4 FIBE L . W oo T REmRE 2
I U7z, EMEIHE 13— oo 5 it 2 BRI 9~ 5 2 & T2 L7,
FERED NEZAIZ U RE X VIABEE L2 =2 — L a2/t LRtk Lz,
WHHITENICHEB LT —T VKO RE LT,

(it R ]

7' BN Y T E AR & D BEGHE (2  L . BRI 2N oA
BEfflz Lz, £72. Z£O%RIT 2me/kg THR GG 2 FFfH 15 7
%58 3.3 Rl Rk L. 5 XY 10mg/kg T HIZIZFRER DM 23 FE 0 5
nre,

(%)

160 - —O— I FZERIK
—O— 7rbt RV 2mgkg
—A— 7Y bmgkg
140 + —{1— 7r e~V 10mgkg
--®-- 75 R %% —h 250mglkg
120
1%
w100 F
e
= 80 F
60
40

(¢ fR])

* 1 P<0.05 sk :P<0.01 s*tx:P<0.001 (n=5~6)
(Student Dtk &, % RREE)



v EmFmpY 3 |

(2) oz EfHT 230
FiAE 101 (05 %)

(3) TEHIZEHLNFH -
Rt ]

4) FREEEET VBT L BE D
(HiE)
HEREIENC RIETREIL, REEMET v b O KL (mBM) &

%, THEBICHEBEAZ R O£&L LRF LT,

TR E IS RIE TR 8 ISR R Z Lie=F —BIEIC XL Y
FEAM L7z, TN 2 H 5, 20 HEIZ nBM 8157 » MK EAREZ
10 By a7, 10 By a v HOEEBHRAE 1 BT £

TR GRHBRE) 2 N 5 Lz, AR 7 I 3B ERE 30 70l
R T HE G LT,

(it SR

TR PR MR T > N COPEREHEIC RETREBICBWT, TrEXY

VEETIE, WITHROMHEIZE W TS nBM #1512 X A PEIREE O HMI
AEICHH SN, AF Y7 F =0Tl 10mglkg DERLGETOLEER
AR BT,

357

_—|_ CO:#&501 Ml &5%

30 I * l _—|_ I _—|_

HE

’%‘ 257 I * : P<0.05

P2 k1 P<0.01
R vs # 5/

paired t-test

20
i mean=+S.E.
151 | | m I (n)

BFEMT avbe-w 03 3 30 0.1 1 10 mgkg
(10) (8) ® () (8 M ® ®
TapRy AR TF=
Tk P E R T > N CORRRIEE I RIETTREICB VT, nBM 1

(& 5?—’7_%( EEE SR @Ci,%?j]l] L7223,
DEGEIZBNTOHAEET R T,

Tu Y UEETIIVWT

107 $ok
sksk
8_
s
g
5 6 * : P<0.05
| #k : P<0.01
& 44 vs 2 ka—/)b
Wilcoxon/Kruskal-
92 Wallis test
» mean*S.E.
0- (Il)
#BFEH avie-p 30 100 300 10 30 100 0.5 mg/kg
(9) (10) 9 9 9 9 9 (9)
TRy FXVTF=r RaRT I
A L



VI. EWEEICRET HIEER

FPRAC, B2ELL TR VEHEBE (T 7o XY L% of
I OV TIRIT B,

O oDy
C
\

A= -SaN) Vg

A

! v
O OnporOven Ol Ol | 0 /@}
w4

q
Q  HO-CHs c C, C\
c OCH2CH2CH20H

C
0~ CH2 @/\OH @l \OCHzCH2CH3 @l \()CHz(:Hchs
. M-4 M-10) *

FE N

OnrorCfen OO @y prooCreem

OH C

C, C

\ 1

OCH2CHCH3 @/ \OH @/ \OCHZCHZCHZOH @ \OCHzCHzCOOH
M-5 M-8

M-3 M-2

OCH2CH2CH3

Qe

C * o HEERHY

T D O O FEIE M AR BR A (TR DB ) Th 5 2,
(VI THHKEICEE 4 2T HE | OHEHR)

it & % THEEER
Tl Fia U ER (X T v FEALEY B,
J v BEEHUE
M-1[7e XY > (N—O0)] T LAEEGER (BELVE Y M)

M-2[DPr-7m XY (N—-O) ]| iz V AEH(ELEY )

M-7[DPr-7 8w &°_ Yy ] * o) o AER(EALEY B)
M-3[w-1-OH-Pr-BA] EMERRD 5TV
M-9([BA] TEMEDER D H IV TUV a0

*M-7 (X MEFIZER® STV

TE M D A7 I DS AN B 722 ARG
M-4 (DM-7 o XY ]
M-5 [wo-OH-DM-7rm &'~V ]
M-6 [»-1-OH-Pr-BA(L)] (M-3 O HZFEMEEK)
M-8 [w-COOH-7rm E~XY ]




(VL EMmEIcET HHE

1.

M REDHER
(1) 189 A7
i o

(2) BRIRFER THER S
7:—: J]']l EP/E%E 18, 46, 47)

M PP L

1) B

7R Y 20mg B A (20~33 %) K O\FE i (55~63 %)
WCENZERHEBROEG L%, e XY v ROZE OB O M
HIREHERS 2 IR Lz, MAEFICIZERH#Y M-1 kb %<, RIS
REAGED B, I M-2 BN FnCRBRd bhi-,

(ng/mL)
1000

100

10

BELEE

0.1 I I I )
0 12 24 36 48

g ok A G (o
(n=16. mean*=S.D.)

(ng/mL)
1000

100

10

BEEEE

0.1 | | | | 1 J
0 12 24 36 48 60 72

&% Gy o (o)

(n=6, mean*S.D.)

BEESEE

(ng/mL)
1000

100

10

0.1 I I I
0 12 24 36 48

e B ok A Gk (o
(n=16, mean=*S.D.)

O—O Fubr' Ry
o—eo M-1
—a M-2

¥1:{Gkikra~ 757 4 ——<AAX7 br A2 MY —2X v HlE
%2 WA/ u~w NS5 7 4 ——~< AR har A M) —Z kvl



VI EmRE-ET 5EE |

(2) EERFBR CHER S U
f:ljﬂlq]{)_%g 18, 46, 47)
(Do%)

(3) gk

(4) &% - JFHEORE

2)

[FXi g A

Tr Y 20mg & 1 H 1[E 7 HEEFREEANCKIER DS LCRO
KA GO REACIRILEE TS 4 BB (K BERE OO T 1) CE
FAREE (C, - 16.6ng/mL) (2 L, #IE# 5% O Cmin (25t L) 2.1 £
DWBEZ R LT, £7n, BB G%ICBT 2 REMED BHSITH 25
R Cd 7. EREMTH S M-1 12T bRZEIR L X < Pl

BER LT,

(ng/mL)
500 O0—0 : FurRy
*—o : \-1
—a - \M-2
100 - M2
ifiL
13
10 A
t.{l
i
EE 1
0.1 trr—— T T : e - !
0246 14 23 23 23246 14 23 23 23246 14 23 47 71 (hr)

1st 2nd 3rd 4th 5th 6th 7th (H)
I il (n=5, mean*S.D.)

¥ HRI v NI T T 4 ——<AANRT ha A N —2 X0 HIE

3) EWER RSN D
Ta Y ORRLA & Z OBEATE O SEA] O AW 0[RS SR (R
FHC 1 BE 8 AL I 16 A) EEMELIAME, WENRTA—XTbD
AUCo-48 2 U Cmax O EHIE D Lb D 90 %15 $E X R 13 el 2 A= W 2 1 [R]
DFFIK (0.80~1.25) I AV | &% /37 A —% (Tmax, AUCinf, Kel,
MRT) 2B W T HRAMICHERZIIRD bR oTc, ZNHDORERXK
V., mRANIEDFICRETH D EHE L, [1) BRI G Ok
N (BEAI) Je O GRRL AL o (%2 FR ]
AUCo45 B U Cmax IZBET 5 B TEER
¥IJEE%0>%§@ aﬂx%—li E%%g%ﬁm (P-4 fﬁ;@?éﬁ—ﬁ%&wg gp) | SOIEHRM
AUCo-18 FEMED LD 90% 1.0191 0.8998~1.1542
X2
Cmax 0.80~1.95 1.0162 0.9014~1.1455
MERR L
MERR L



(VL EMmEIcET HHE

O Hilalge . 1040
7uERY v 20mg &R (20~33 %) & OV E s (55~63 ) (2%
NENHEREOBE LB, 7 r XY v RO OREY O K i)5HE E
W) A — 2 E FRIORT (BT VI LWk,

2. RYEER
IS A —A 16:46.4D
(1) fgtrisik

(2) WM I 7 £

N R A (20~33 &) & (55~63 )
(3) TH IR TE H K5A—%| EHWE = Al PpE] " 7
4) 7V 75 =% (n=16) (n=16) (n=86)
Fuvr~yr | 5242 +17.32 56.08 + 27.55 59.8 + 10.4
(5) WA TFE (I?r;lr;ali) M-1 682.41 + 151.02 | 685.04 + 144.64 | 702.0 + 105.5
& M-2 9.50 * 2.23 10.02 + 3.43 12.7 = 4.4
Zae~y| 1478 +3.12% 13.87 *+ 2.04% 19.4 £ 29
;I}‘III/'Z) M-1 9.60 + 1.12 9.39 + 1.12 17.9 + 4.8
M-2 10.07 *+ 1.95% 10.41 + 2.12% 28.7 + 14.2%
AUC. 7o~ | 559.97 +167.17 | 589.43 + 244.33 745 + 127
(ng.hmji) M-1  |5540.65 + 1349.29 |5390.68 + 1444.51 | 7437 + 2297
M-2 117.88 + 23.33 131.61 =+ 28.03 252 + 58
(mg}rfm) Fa==N A 580 =+ 180* 582 + 211% 391 + 74

*1:n=15, %2 :n=5, *3:n=9

O kEHel

NI A= ELTHREBISA TR,
(VI-1.(2) BRRFRBR CHERR S 7 iR EE 2) [ #& L) oHESRY)

(6) ZDfth MG L
3. B&EH (RE2L—Y

ay) fEr
(1) M 51k MG L
(2) T A—ZEBER | LY ER2 L

(mean=*=S.D.)




. EmmEcmT 5EE |

4

5

ﬂ& ”l 19, 48)

o
(1) i — BBE P

(2) 9% — ha 7 BA P a i
‘Iﬁ 49)

BRO#ELE, BEIVESHCRINEND EEZLND,

b b CoOHMER A #ELGRAB (5, 10, 15, 20mg/day) (28 T E I
OO ENALNTRE LIENEOLN TS, £/, AUC,. s & EEH
BHOIWIIEREY -V ORGEEIZBWTENZENIEDOHENRED TN
%9,

AUCo_s BEELOHEBRY
rESEY hEEHEAY
TaeNy 0.840 0.880
M-1 0.753 0.787
M-2 0.700 0.717

(n=24)
<BE>BIER (T > 8™
v bERWEBHRBERZ BT LR, “C-7 v XY > (100mg/kg)
B 5-1% 48 Wl £ TICHRM S 72 B AU RE DK 39% (& G- &
28.19%) MFWRIL S 4L, ZD 5 B 12% FEHED 3.47%) BIRT~, K
87% (F 57D 24.50%) 23 FF OMH R ~HEitt S v 7,

BB R L

U E R L
<BE > JRBEIRTE(Z v 8
IR 18 HE DT v Mo UC-7 1 E_ 1 100me/kg % HEFE M5 L
7= 1% OFELRR N BE O o0 A 2 JE L 72,
RER O FBHARK I 61T D S RE D o3 A 13 e OFF 3 Rl & <. £ 6o
R G% 1 R CEIREICE L, 2 0% 8 Refil £ TRl 3 2 B m A
Aok, 24 FERI TR VKT L7z, FERICITES W BREREOBITA RS
MT=py, T2 R TIRIETH R Lz, FEAKRIZOWDTET R TORFHIZIB N T
HRBEDBATIIR A 5 72,
—J7. RS TIERARME R REICH LU TELS . R EF~DRTE
PHELREO LRI ST,



[w.%%ﬁ%t@?éﬁﬁ

~

(2) i — iz B P e i
P (D5 F)

(8) FLIF~DBATHE

(4) BEHE~DBATIE

)
@ b E (ug eq.of 7AEARY V/gorml)

1 hr(T/P) 8 hr(T/P) 24 hr(T/P) 48 hr(T/P) 72 hr(T/P)
i A 3.88( 1.00)| 6.32( 1.00)| 2.36( 1.00)[ 0.55( 1.00)| 0.70( 1.00)
AR 3.65( 0.94)] 4.92( 0.78)] 1.83( 0.78) 1.00( 1.82)| 0.44( 0.63)
it Mg |122.25(31.51)]199.31(31.54) 36.37(15.41)[ 8.87( 7.04)| 1.07( 1.53)
T B [134.25(34.60)[208.94(33.06)| 19.36( 8.20)| 6.36(11.56)| 3.52( 5.03)
B B | 48.65(11.25)| 87.44(13.84) 9.92( 4.20)| 2.22( 4.04)| 0.95( 1.36)
gp B | 18.42( 4.75)| 57.22( 9.05)| 5.18( 2.19)| 0.59( 1.07)| 0.15( 0.21)
T o= 7.02( 1.81)| 31.26( 4.95)[ 7.60( 3.22)[ 1.33( 2.42)| 0.51( 0.73)
e & 8.86( 2.28)| 43.41( 6.87)[ 9.23( 3.91)[ 2.07( 3.76)| 0.47( 0.67)
OfE | 17.57( 4.53)|113.49(17.95)| 48.95(20.74)| 9.86(17.93)| 1.50( 2.14)
Ok 0.15( 0.04)| 1.31( 0.21)] 0.78( 0.33)] 0.52( 0.95)| 0.27( 0.39)
e R 2.41( 0.62)| 11.44( 1.81)| 1.32( 0.56)] 0.34( 0.62)[ 0.26( 0.37)
Jie LI 5.78( 1.49)| 21.29( 3.37)| 2.53( 1.07)| 0.52( 0.95)| 0.08( 0.11)
B A~D
® 1T & 0.011 0.057 0.009 0.003 0.004
(58 %)

(T/P - b BZ IS5 9~ D AR FE IL) (n=5, “F-34iE)

AR L
<BE>HNBIH (T v )Y
SRR 12HHOB T v MZUC-7 1 XY > 100mg/kg % H[a#% 1 £ 5
Lizts, LR & HLICEE LRSI R ORHERIMSE 2 R L . & D ik
FREOHER 2T LTz,
ZOMEK, BEBROAITTREIL, &E51% 4 FFRIZR&EZ R L2,
Z O MAEFRRE DK 1.5 5 Th v | LR E PR E OHER & RIBIZTHE
KL,

(u gep./mL)
101

0.1 b—— : :
148 24 48
BE A

72(hr)

(n=5, mean=*S.E.)

AR L



. EmmEcmT 5EE |

(5) Z Dt DREHE~D
BATHE =

YRR L

<BE>HHBNIRE (7 v h)®0

UC-7m XY » 100mg/kg ZMEZ » MIHERE O &G L 72 O/
TR, PRI & 25 2 DAL DI RO NS, ~N—2 — KR,
W TREREA @ < L TR 2 R Lz,

Fo, FEMBRAEDIC OV TRET L2 RER, AR & B 2 5D B
CBWTHHAEME 2425 70U >0 M-1, M-2 O M-7 23
IR L EREICEE L, T OMIC M4 Z0RE L EREICED bR
7

M= JE (Ug eq.of 71 XY /g or mL)

e 1 hr (T/P) 8 hr (T/P) 24 hr (T/P)
M 4 5.27+ 1.66( 1.00 5.84* 0.73( 1.00)[ 1.67%= 0.33( 1.00
42 1M % 419+ 1.41( 0.80 4.46+ 0.57( 0.76)| 1.30+ 0.15( 0.78
JEREREN 21.81+ 18.51( 4.14)| 30.66+ 14.90( 5.25)| 3.66+ 3.40( 2.19
i 1.11+ 0.50( 0.21 1.54+ 0.26( 0.26)] 0.04*+ 0.04( 0.02
N =R 10.39+ 5.84( 1.97)| 63.72* 13.18(10.91)| 19.96+ 3.53( 11.95
IR Bk 1.60+ 0.81( 0.30 3.00= 0.44( 0.51)| 0.43* 0.11( 0.26
T 11.00+ 6.32( 2.09)| 21.73%= 2.92( 3.72)|] 0.71% 0.14( 0.43
TR 9.90+ 5.29( 1.88)| 20.94+ 3.23( 3.59)| 0.88+ 0.29( 0.53
H T 7.48+ 3.18( 1.42)[ 20.05+ 3.69( 3.43)| 0.94*+ 0.35( 0.56
R 11.07+ 7.14( 2.10)| 17.07x 5.39( 2.92)| 0.97+ 1.37( 0.58
iy 5.06+ 2.76( 0.96)| 14.92+ 2.25( 2.55)| 0.65+ 0.12( 0.39

it
i
liis

8.68+ 4.17( 1.65)| 12.90t 2.00( 2.21)| 0.69+ 0.13( 0.41
120.15+ 46.99( 22.80
12.54*= 6.99( 2.38
15.88+ 8.67( 3.01
27.35+ 12.73( 5.19
16.35= 7.48( 3.10
52.80* 58.23( 10.02

)
)
)
)
)
)
)
)
)
)
)
)
)
87.22+ 13.19(14.93)| 13.93+ 1.35( 8.34)
28.18+ 5.43( 4.83)| 0.92% 0.21( 0.55)
32.61%= 6.79( 5.58)| 1.07x 0.31( 0.64)
51.31* 21.13( 8.79)| 4.24* 0.76( 2.54)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)

®

-
S EF T T T TEE

N

30.13*+ 5.83( 5.16)] 1.33% 0.53( 0.80
49.85+ 23.27( 8.54)| 2.83*t 1.89( 1.69

i

&

)
)
)
)
)
)
)
)
)
)
)
41.51+ 25.69( 7.88)| 90.69%+ 12.95(15.53)| 3.84% 0.77( 2.30
)
)
)
)
)
)
)
)
)
)

Jig 3.46+t 1.36( 0.66 9.64+ 1.75( 1.65)| 1.80+ 0.44( 1.08
i 413+ 1.89( 0.78 9.26+ 2.35( 1.59)| 0.45+ 0.08( 0.27
i 4.42+ 2.41( 0.84)] 10.01+t 240( 1.71)| 1.41+ 0.34( 0.84
H R 9.48+ 4.10( 1.80)| 19.36+ 2.18( 3.32)] 0.74% 0.29( 0.44

B~ fi | 18.59+  8.09( 2.58)| 24.26+ 2.89( 4.15)| 1.80*+ 0.41( 1.08

)
H 579.28+236.01(109.92)| 368.77+136.93( 63.15)| 2.25+ 0.74( 1.35
N 134.49+ 41.68( 25.52)| 171.47+ 24.86(29.36)| 12.29+ 3.21( 7.36
= 8.28+ 3.05( 1.57) 12,90+ 1.41( 2.21)| 25.54+ 5.29( 15.29
i B 10.49+ 5.11( 1.99) 17.056%= 1.67( 2.92)| 17.69% 8.26( 10.59
CIRYA 21.15%+ 18.95( 4.01)| 18.47= 1.86( 3.16)| 1.38%= 0.45( 0.83
= 1.63*= 0.83( 0.31) 6.76+ 1.06( 1.16)| 2.76+ 0.56( 1.65
EIES 3.37+ 1.45( 0.64) 12.79%= 1.82( 2.19)| 2.23%+ 0.46( 1.34
% 5.28+ 3.18( 1.00)| 19.15*+ 3.64( 3.28)| 1.71%= 0.75( 1.02
R 2.61+ 0.67( 0.50) 5.09*= 0.83( 0.87)| 1.60*= 1.28( 0.96

B 5B 0 100mg/kg, (T/P : S PR Ikt 3 2 MMk N IR L) (n=5, mean*S.D.)



(VL EMmEIcET HHE

(5) Z DHLOHA~D
BATHE

(03%)
(6) MIEE AL RV

T _ I E(ugeqof 7t~y ‘//IilL or g) _

i 3% k3 &) Ji B e
Fu Y 0.20 6.19 1.36 6.66 3.15
M-1 0.11 1.33 0.43 0.45 0.34
M-2 0.29 0.57 0.25 0.18 1.98
M-3 0.63 3.05 1.35 0.36 0.46
M-4 0.10 6.59 1.68 11.04 2.34
M-5 0.11 3.00 1.07 2.50 1.39
M-6 N.D. N.D. N.D. N.D. N.D.
M-7 0.04 6.17 2.36 3.69 1.01
M-8 0.38 5.29 1.35 0.40 1.42
M-9 N.D. 2.08 0.52 0.38 0.28
fitt 1.73 19.53 5.48 10.16 4.11
Ext. Total* 3.59(72) 53.80(56) 15.85(33) 35.82(37) 16.48(89)
Total ** 4.97 96.83 48.09 96.83 18.53

5L ZIRE LIV v Pz oW THIE
* VAR B O 2 RRIR
koskor VAIECHR H AT OO A R R

() (%)

N.D. : B RFALLT

103 7= A E1RE A58 Gin vitro)

TrENy . M-1 KO M-2 OFFEEY O MIEL e MET LT I
(HSA) 2t 272 VARG R &2 FEETEICTHIE L & 2 A, fAITIZ
EAERDOLNT, FOREARII T rRY . M-1, M2 DJETH -
7o

T ERY COMIE T A BRGS0V AEIEIC K DTSR K
O'HSA & a1 BMERE 72 A A (o 1-AGP) (2% % KB (£ 24 0.5 X10°,
4.6X10°M ) LD, 77 Ik a1-AGP TH D LRSI,

- A B # & F (%)
= = E | 7LIJsv il )
(ug/mL) HSA Human Monkey Dog Rat
(38.2)* | (84.9)* (98.2)* (86.00* (63.5)*
=0 =t Sl) B 10 75.88 91.20 88.99 91.03 88.77
M-1 10 61.63 82.81 76.08 75.34 63.30
M-2 10 18.90 34.08 25.70 29.30 31.65

(n=3, FHE) . * : 7= AEEE (mg/mL)



VI EmRE-ET 5EE |

6.

(38
(1 X
{a°

E
HEBAL o OF D <ZE>RHRE (@)
AR g 200 Tr Ny CERREEYICRARE LD 0~24 FFER K OB 2 £R IR
L. HBEEFE L7z B3 ORE & £ OHEERBIRE 2 IR Lz,
ERFREBE T ERY b M1 2R TM2ICELRBETHDL EELLN
7o
Q\C/COO—CN-CHx
\OCH:CHCH:
QD By
lDog = Monkey > Rat l TlRat > Monkey > DoiRat > Monkey > Dog l
0 : v
C,(')-I(-:\C_CHx @\C/CQO-CN-cm @\C/COO-CN’-CH@ ©\C/COOOII ©\C/COO-CN-CILx
@\O"CIHJ @ \OH @ NocH:CH:CHa @ \OCHzCH2CHx @ \OCH:CH:CH:OH
M-6 M7\ M-1 M-4 (M-10) *
@CICOOHOH @\C/COO‘C’-CHx Q\C/CDD-CNH @\C/COO‘CN-CHx
@‘()(THzEﬁHCH« @ \OH @ \UCHchchzUH @ \()(}Hz(‘,HzC()()H
M-3 M-2 M-5 M-8
v
Q\C/CODH s o HEEAH
& o
M-9
2) <BE>RBHEBNL (in vitro) ™
Z v b ARG VOMEEROHF, B, MMEERETFR— MEIZT 7 X
V2% 0.3mMIEI L, A ¥ ax—va U HoREDEHE L,
ZORER, T e Ry AT EOEMFEIZEB TS EICHFCTREEZIT, M-1
H LI M4 DERNETH T, ERAFCHIT 27 1 ERY o ORFEHHEE
(IFFREEDSFEO biv, HWIEIZT v b, $b, £ X ThHoTo, £ OMONEL
ORFBIEIEIAFICEE L T < M TIIE =T 2o 72,
o30  WistarZv ko E—sAR o5, e e A
o A
—v : M5
A~—A : M-6
Oo—0a : M-7
b3
= 0.1p 0.1F
0515 30 60 120(min) 0 5 15 30 60 120(min) ¢ 5 15 30 60 120(min)
Ik Gl

FHRESR— FTOH P-4 ORH



I EmmEIcET 5EE

(2) {RHICHET 5
B3 (CYP %) 00
ZEE MR

(3) el gl ate 2 R > A7 H
K OEOEEG ™

(4) oY) O 1E Mo A
KONEMELE, TRAELER

N 18, 19, 46, 48)
i

7. B
(1) PRI ERAL K ORI

(2) Prip
(3) Pt

Ta Ry b B M-1 ~OREHCIEE L LT CYP3A4 5T
% (in vitro) *.,
CYP3AAHEIRTH L AF VDT 1 e _Y NI 5 FEE (Ki )
1% 700 uM & @M (R H &SI 5 2 A F ¥ i i@ iR E O 80
) ThHholzZ s OB TR E < 20 EHEE SNz (in vitro) ™Y,
Fo. TR ENY UTIREREO Ko AT PR E (K 0.3 uM) Tid CYP1A,
CYP2C9, CYP2C19, CYP2D6 & Uf CYP3A4 % [HLEH T, 100 {5 =R E D
30 UM TO BTV LEEMR 232880 6 iz (in vitro) *,

PRI, SMETHEM SRz e b O RPN BIEREBRE R R 50% & 5
AT,

MAE IS HERR S 72 ERE OB ITIRO LB Y TH D,

M-1: BREF 7 v b« AR MY —IZBNWT, RRKBEWEEOHFE R
WM E AR EE BRI B W TR, T IRE o
T &R BEE DA BRI 2R LT,
M-2: BT Z > b« A N A N U — R OEE IS G R BRI 3V T
ENENEEMNER O N ORERIRT 2R LT,
M-3 : fFET REEEERO bNeno Tz,
PR, #H

1) HA[E[ 5.4 o JR i gt 1919
O fmEpk A (27~47 %)
ZFu XY 20mg AR O 5% 48 Bl E THO T r R Y RN
KA R RS 2 FRIUCR Lz, R o EASIE M-1, M-2.
M-6 Th 0, ZOMIZKRELIEL, M-3, M-7, M-9 DR 341, £
S ORI E138 16% THh - 7=,

(%)

20
— Total
o0—O0 FumtbExRYy
o—eo M1
15 r —m M2
£ ©o— M-3
T a—A M6
HE 10 | o—0a M-7
= 5|
0 r J =| —————i
0 12 24 36 48 (hr)

(n=6, mean*+S.D.)



. EmmEcmT 5EE |

(2) it =R
(3) it
(oo %x)

@ i (55~63 %)
Zu 'Y 20mg HERE A& G5% T2RF#E TOT o Y R
R O BAER P HE R 2 TR LTz, JRT~OMRE O HEix
P 51% 48 BRI % TITIFIEHK T LT,

(%)

5r &—o Total

o0—O0 FrbrRY v
o—e M-1

—a M-2

O—0 M-3

L—NA M-6

o—a M-7

A—A M-9

72
(hr)
(n=6. mean=S.D.)

2) K H% O R Pk
TRy 20mg & 1 H 1E, 7 HERORS LIZEEOR P ~OHE
IEHE G & R M-2, M-1, M-6 BNETH Y, RE{LESIND
ORBYOPRMR L TR 6 OFEIX, BEFOEMEMFZLEALLERO LN
o,

—& Total

o—o0 FrtERYy
*—o M-1

—u M2

o—< M-3

NL—NA M-6

o—a M-7

A—A M-9

(%)
20

0 24 48 72 96 120 144 168 192 216 (hr)

f—F f + + F 7
1st 2nd 3rd 4th 5th 6th  7th (H)

(n=5. mean+S.D.)




(VL EMmEIcET HHE

(2) it =R
(3) it
(oo Xx)

8. FIUVARR—E—IC
M7 1FHk

9. BEICLBREE

10. REDEREHT D
BE

1. £Dits

<BE>RFEPHM(Z > B
UC-7'm Y (100mg/kg) Z# 7 v MIHEIRR ARG L7k O Hki R
ZRE LT, BEHEDIE & A L1 48 R £ Tl HRE Sz,
—Ji. 0~72 R ORF R OFEF PRI TIIE N TR G EDOK
40%. 55%. METIZH 33%. T0% T -7z,

<BE> WP (Z > B
WIE I =2—L &2 LT v M UC-7 1 B > (100mg/kg) % Hi[A]
AL LR, 0~72 R OREH, IR K OFEH ~ 0 B e o PRt 3
ITENENR 67%, 19% KN T% Th -7,

AR L

AR L

AR L

AR L



. B2 (FALOEES ICEHT SEE

. BEARLEZTOER REIN TN

3

. EBRARETDHEH

P

CEE (ROBFICEFFRELLEWNIL)

2.1 B, B SUIGEBAE L TV 5 EHE [H B O EE /O
FOGEB I S, ERPEAT2BEAADH S, 1 [11.1.3 ]
22 7 b=—XFHT F=—0b 5 EF 1=V AMAERIC X VIERR
EbT 28BN DD, ]

23 R zAT H8F = U AEHIT K0 PR 05 HEULHE 23 # i) &
. JERPER T BEAR DD, ] [11.1.2 2]

2.4 PAEMARNEORE Hia ) AERICX VIRENS EF L, ERA
BlbTrkTnnd s, ] [11.1.1 2]

2.5 HIEMEIPEDRE [Hia ) MERIC K VIERPEAT D BZRNR
b5, ]

2.6 HEROEBOBRE HSMUGEENBRE SN TEB Y . EREAS
LBENRH D, ] [11.1.9 B ]

< >

21 FAHEFZHETH L7 7 AF Y — MEBEE 2 E I AR o2 Y U ER
LV RER D E LT 2 FTREME 2 B R LRRE L7z,

228, UIBT b =— 0BT HE STV ARV, IEE ORZE (2.1)
ET h=— (BB OET) CIIRENRR D Z L 2EE L, Hikis
PRBIZOWT, SHICHEASERZREST D Z L& LT,

3 MISEEEOAIRE - IR A G T D RMFEZIEEZ S B, KFlOF= ) v
TERIC X VIR EAL T 2 ATetE 2 & 8 L sddk L 7=,

24 BATT(RAY, TRE 7 748) 0 SPC (LT EPEREEE) K O I Bl 5
DORE - R EFA T HEMERINE LS EIC, KAlofia ) AEHIZ X
FER N EAL T 5 FTREME 2 5 fE LRtk L7z,

2.5 A D BEIE ) HE)IE O B ISR T D BIIH S TIE R, L, it
Y ERICEVHBECKR T2 &L, BEREEAHESESLZ
LR IND,

26 AFNIH 2V ERZAET D2 EDDLDARMEMINSESL Z ENE X
DAL, E ANV T LEHTUEREZET L2 e bEH TITREL R WL
EZONLEEETHEERVEBROD D EFHFITHEYS LA ICITO0M
Zxt LT B0 % B 2 5 aTRetk & & mf%@w&%z%ﬂé H
FEQBMME LA RO H LB, BRI EEDOREDH 5 BHFITHEHN L
TEF TR O E RN RE SN2 bRt LT,




[vm. Ret (EALOTES) -HY 51EE ]

3. MEERIIHEICEAET
HEELEDER

4. RERUVRAEICEEY
HEELEDER

5. EELGEAMIEL
ZDEH

6. HENERZHEIHE
HICETSEE
(1) &OHE - BHEREEO &
z) /%'\% 23~25, 49, 57~59)

(V. MEICET2HE] 22552 &,

(V. RRICET2HE] 22R55 2 &,

8. EELGEAMIRE
IR E. R, OF0WDRHLDLNL I LBHDHDT, AAlFK G
DEFITABEOEILRE, fElRz M O MM OBREICHEESER N K
I ICEET LI L,

< fiEFR >
AFNORWER & LIRS GEY, ZFHE) . IR&, DF0 b bbits Z
ERBBHI-DIEE LT,

9. HENERZHITHBREBICIHT HEE

9.1 GHHE - MERZEOHLEE

911 HiREEEDHLEE
AT ST I DR 58 C e DR DRI 708 U BB L SR AR IR N N4 5 B
b5, [11.1.2 28]

9.1.2 HNEDCEE FAEBAKNEDEEZRKR )
PAZEMR A AENBELIAA THH 2 ) AERIC K D IRER EH L. ERSE
ftFsrkthnrnd s, [11.1.1 ]

9.1.3 FERXIITOHREREOHZEH
AR ERN RS S TR Y BRI B XIIER T BTN H D,
[11.1.9 & HE]

914 N—F VY UERRIEROEREEDOH S EE
SER DAL D D WITRE I RIER D H b2 BENRH 5,

915 BEEMXKBEXADHLEE
HEEEREE SO b BENRH D,

9.1.6 FIKIFEEELEEDEE
Lo U AAERNC X0 BRSSO R R B SRR N BT D B b

Do




(L Re@EALEORES) ETSHEE |

(1) AOME - BRSO

é ’%%- 23~25, 49, 57~59)
(Doo%)

&

<R >

9.1.1 AFNOMFEHAERE I8V T, R CRIEARBERIZETIRD D
ALTWZRWS . BYETITm R RBIEH (HEIR IR - 5%IR - JRPASE) 73 %
<HFEBLLTWD, FRIZRINARIEKIE DA OF 8 2 WIZBEE O & 2 5EH] Tl
BWERRBBRENEL 0D Z ERERINTND

(BIEARIEER  9.329% (966 $1/10,367 H) )

B % BERFEEE T Bl /E A FIR =
- - 0 (454 i/ o o | (B12 1/
2EROBEH | 9.39% 4,834 1) 2EROBER | 9.25% 5,533 {4
R o (190 31/ R o (71 %1/
WRERREINER | 3.93% 4,834 1) WREREIER 1.28% 5.533 {4)
o (130 i/ o (38 %/
BEJR IR 2.69% 4,834 fi) BEJR IR 0.69% 5,533 fi)
. o (37 7 . o (18 s
xR 0.77% 4,834 i) & R 0.33% 5,533 f3i)
o (22 5/ o ( 8/
R 0.46% | 4 834 ) R M 0.14% | 5 593 )
N o (226 51/ - o (402 51/
THEEZRRIWER | 4.68% 4,834 fil) THEEREIWEH | 7.27% 5.533 1)
. o (167 fil/ . o, | (B4 45l
HoE 3.45% 4,834 i) ho 5.68% 5,533 f3i)
\ o (32 1/ \ o (57 1
i w 0-66% | 4 834 ) e L03% | < 533 ai)
, o (14 1/ . o (26 1/
Mg & 0.29% 4,834 ) Mg & 0.47% 5.533 fil)
MBI EO LA 3 A AR L TV 5,
(Bt 4,834 FIOFTHIMMIRIERIEDE G H 5 L IIERED H 5 GEHD
AIMREXREDEHHS WVIBREOEEICLIEERAREREEDE
B ERFEE X2 HRE
> | BISZIRIERAE A 12.01% (95 11/791 1)
P<0.01
il 8.88% (359 3il/4,043 )

BIZREREDEHH S WVIEBREDOHEIC K 2HREE - 7%IR - FRKEA
DEIEREREDE

BERAS | %R | PREA BIfEARE R X BE

| BISZARIERIE A | 3541 [1141] 6 f |6.32% | (50 il 2/791 1) | P<
M | 95 15 26 151 | 16 1 | 3.36% | (136 1 /4,043 f5) | 0.001

1) PEIR IR - FRIROFFEG] - 2) 261, b) 141

9.1.2 HilZICIBW T, PAZEREA 238 & 2> TRV EF TORENEE O BEAL 3
HINTHDID, EEMMEZIT ) 20 Lz,

9.1.3 MlRZICI VT, BEEIE, A 0FE O REENR G AMHE %) 23k L 7o iE
B S A, AN OJER 2 B IIH R S EL2 B2 0N H D 2
EnBEH LTz,



[vm. Ret (EALOTES) -HY 51EE ]

(1) BOFE - BRSO 5
B R 225,49, 57~59)
(m3%)

(2) EHREmERE >

9.1.4 HRZIZENT/S—=F 2V HER (T AR, NI BBTEO BT,
PEHEAE) 3 D\ F S —F o Y EERE OIS R T K, S—F Y
AR CRATRRE, IRIEE) 250l L7, BEUER A & Dm0 BE G I
. EEAIE ZHIFHORENE L R EFREEE S—% Y
IERRRE, EEZE - i (BBUE) | KR SR OIMREE AT 5 BE T
DWENREL oo, MBS (MEZE, K I H 5V EZE ORIENE) & &
ETHOMEERELGIH L TWDLREETIE, N—F V=X LDEK LD 55
WA HDOEFFOZ LNL L @il ., ZAIDN 2 EDSRUNER > T2 56
L FCEERRE L B D, S 51T, AAIOHRMRR~OIER L LT
LR CAERMONTEBY . ZAIA L 2o 12856 TIEES HICEREES
DORFHRIEIR D o BN D FREMENEm L 2D Z N TRREND,
mE, N—F 2V AEROFEBE IO ERBF IR TH S, (R332
v Do ZAMEABFEIXR (G vitro) ™., )

9.1.5 AHITEALBIOFFNLRVA, Hiz U A EHT 5% < OFEFNTFHR
SNTWLHZEEBEL, el LT,

9.1.6 AHITEALBIOFFNIRNA FAERIIZHL =2 U AAEH DB IER 2R
FE PR R R 2 B S 5 ATREENMER S, i Y L ERE AT S
S OFEANFHEIHE SN TNDH I EEBEL, BH L,

9.2 BimlEERE
921 BEEEXIZOBREEROHHEE

BHEM A L, BERARBBE LT WBZEANH 5, [16.56 /]
< i >
AAN O BT 212 W T, HEAIBHKEREH Y & Sz 360 JE B
HREIERIT 45 BICFRD S, BREREIEH OB & e U TH RIS A WG
NHTW5D,

SEMAIY | BEAREE
%%—Hb% H Z*ﬁ.--
U mamms | HIE ) xR
EH 485/5782 8.4
BT AR AE " P=0.009
[E2E & V) 45/360 12.5

Fric, WRE RN « IR ORIWERIL, BERELER M LRSS T
AIE RSB @ WME R 2358 0 BTz,



N

[ VI BeM (GERLOTES) -EY 3EE

J/

(3) NFHknREmEE B >

(4) AhREE AT DHE

(5) It

(6) 7L

9.3 FFHREEEERE

931 FEEXIZOREEOHIEH
ELLTHTR#ESND D, BEABERLSTVWEZARH D,
[16.4 2]

<SR >

ARFN O EAETIE 22 BT, BGRIFEEEREH V) & Sz 442 JE A
HL BIVERE 52 BICEE® DL, MFHREIE S OB & i L THRIZE WO
ErAHTWD,

ElERBIE. | BMERRRE
BEER X BE
BE O mmasm | HIE o) -
N EH 441/5503 8.0
B 5-Ri e P=0.008
fEEdH D 52/442 11.8

Fric, AP - B R AMER - MR ORIEM T, FFHEREEH FlIZ e LR
FEHITRITEMFEI R L @ WEM 3580 b7,

FEINTVRWN

9.5 1F1F
TR SR L CW D RIREME D & D A i3 G- L Z EMEFE Ly,

< iR >

AT O g R FRBR T IR AT~ O 8 R BR 23 7 < ZAVEIEHESZ L TV 720,
ARAFNOMEARAEFE BT 1 HlOoRE (30 MR OLMET, #1554 75
HEIZIHIERSHE CHALZ ENHBI L, AFOEGHI)BNH o720, &
HOERPEIZ LV BHNITE o T,

o, BRBRIC OV TIIIX-2.(5) [EmARERER OEEM

9.6 RELiF
TR EOARRMER O REFLR B O RN Z B8 L AL OMKE ST 1 2 4
DL, BMERT v N THIHT~OBITAEE S TND Y,

<>

VI-5.(3) TRt ~OBATIE] OIHZM



[vm. Ret (EALOTES) -HY 51EE ]

() B 2 07 IR

N ARG & U T BRRRRBR I T2 L TuvZe s,

< i >

i ARSI 2 K O RIFEA 22 BT A/ NEOBWER —& %2 L FIZ R L
Teo ANREERGNT 171 61 (15 LA T, RARME A4 5 m) T, £ 0 9 HEIE
FNED ST ERNL 6 B, 6 - THY . BITEHEHEIL 3.51% (6 #1/171
B THoTz, 6 HOWTNORITER HVI-8. TEITEH] DIEIZFEHFHK O H 58k
FEORWERTH Y, 0% OERIFIZRIEH 5 WVITER LT,

NRISH I BEER—E ERRMERER VR RE)

BIEMR | E8 | R BEL &J_bf'% BE | #EAN | &R
o | 7 | & | wmzeemmt | lomgx1| 1@@;? A7

; 5 e PR RE = | 251 BH B
HE | S | P | demmmes |10mex 2| BE | T | B

: R+ N EENERE -
@R | 7 | & | bR | 1omgx 1| ?;‘E g
wR | 13 | % | smEemne | omea | e | 000 | ma
THI | 12 | B | EEMEEERE | 10megx 1| %ﬂfff) EE

i BA 23)
(8) wfie ® 0.8 EEhE

ZeEMEBE LT 10mg/H LY RGE2RMGT L2 CHEEICRS D2
&o ITHERE. BHEEEDE T LTV D Z LB,

< i >
i FH RS I B WO CRIVER BB I3 (16~64 5%) T 8.33% (278 fil/
3339 i) . Sl (65 HELL 1) T 9.81% (684 fl/6970 fil) T - 7= 2,

EEE G EULE) RUBRA(16~64 %) IZH 1+ 5EIER
SthE (65 ML) : 6970 i A (16~64 &%) : 3339 f5lch

B H

Elj 0, 0,

% B =% 9.81% (684 #1/6970 1) 8.33% (278 151/3339 )
BIME 2 | & B FRAE R moPE R FRAEE wORE
gl E H| 7.27T% 2.81% 0.73% 6.74% 2.10% 0.57%

=

| BOTH) | (196 4F) | (B ) | (225 44) | (70 fF) | (19 ) **

0 B 3.53% 1.02% 0.26% 3.14% 0.81% 0.36%
(246 1) | (71 1P) (18 1) | (1051 | (27 1) (12 )

& B 0.59% 0.23% 0.07% 0.63% 0.15%
(41 ) (16 ) (5 1) (21 ) (5 1)

7% ; 0.32% 0.04% 0.33% 0.09% 0.03%

B ook | (3 4) a1 | G | G

we| 1.15% | 0.63% | 0.06% | 0.96% | 0.24%
el PRI o) | Gaath | @t | G2eh) | )

{ IR B 0.07% 0.06% 0.17% 0.03% 0.18% 0.06%
il (5 1) (4 1) (12 ) (1) (6 1) 2 1)

. w| 0.14% | 0.37% | 0.10% | 0.18% | 0.15% | 0.03%
R Gorp | e | G | 6w | G | Gm

*  RREERI (RARBRAE RS 23 @i#E 0.27% (19 7F) . A 0.15% (5 1f)
*x EE (EEE 2, A LI &,




(L Re@EALEOIES ET SRS |

7

8.

. HHEEHA

(1) PR &
O H

(2) PEHEER &
O H

EIJ 1’Em 1~13, 15, 23~28, 57, 58)

(1) ERZEIMEML
GILUETRIN

REI N TV
10. fBE{EA
10.2 GrREE (BFRICEET A &)
FEERE ERERIE - HEHE HF - BIRERF
=V AMAEHZA T 5 3EH) Oye, SFE, HERIAEE | 1= U AEH 3R

=BRRBLO OH ER"bobhdBT | &hsBEhind
Tz ) FT VLRI nndbs, b,
£/ 7 2 R RS FRE A

< it >

Pia ) AERERT DI Z8RBH D D3 [T = 7 F7 VU RIEH) & OPFHIC
L0, iV AR SN D AR S D, 2 bidhia U AER O
FIIMEEERAICEIbDEEZEND,

Fo, B 7 I UMEBERILEA X, i ) AEREZAET 5% < o3EANC
WLTREENTWD, —REIC TE 2 7 3 B FLEA ) TR E=Y
BCTHAIITa— LTIV EOte b= fREREL T 7 20F A
WRBEED DD, 7T KT U URERN ZIRENZENT 5 B2 615,

11.

BlEA
ROBWERDRHHDOND ZENDHLHDT, BEE +3I2AT0,
O NG IR 2R IET 570 KO R LE LT L.

73]
o

FH D

Tyl

11
11

11

11

11
11

11

11
11

11

11

A BEXLEEA

A1 SHERNERE GHE R

IRIETCHE, MR - B 2O IR, AR TERL b Z &b
HDT, BEREZTSIATV., 2O L) RIERD D Hbh e icii®k
HZzdpi L, BEHICHERLELITS Z &, [2.4, 9.1.2 3]

1.2 FREA(0.62%)

[2.3. 9.1.1 & /R]

1.3 FREMEA Lo R BEER)

FELVERM, BEEEmEND SN ICIEE 5291k L, @Yl
WEZITH Z &, [2.1 B8]

1.4 08 - BAE(0.25%)

.5 BHEEREE (B

BUN, 7 L7 F=v0 LA RGN HAICIT&R G 2RI L,
WY A LE 21T H Z &,

1.6 MR R ARAE (B AR E)

PR, B, CK E&, Mk ONRF I A7y ERERH LD
NESAIIIH G2 L, EERAEZITO 2 &,

A7/ RE A (0.12%)

1.8 RIS #EIERRfE (% B (Stevens—Johnson SEMEEE) (% A< HH)

BN KLBE, T OFERK, IRFM., DRREND L DbNZHAEICITERYS
ZHik L, @YIRAEEITY L,

1.9 QT ER (0.25%) . (DEMSEE LR

QT &L, LDEMHAM. FET v v 7 BIRERHLDONDEZ LB H D,
[2.6. 9.1.3 Z1#]

110 BFHEEERERE (1.0%) . =|E (HERH)

AST, ALT, v-GTP ® ERS5Z0F 9 FRERES ., BE b Lbivd Z
EMBH B,




[vm. Ret (EALOTES) -HY 51EE ]

(1) ERZEMWEH & <N >
DR (oS x) | 1T P Y AR ARSI TR, HEEE 0 IT WEALEERO I O UL  HE
THOMEE X2 L, SERNERIEOFER &R AEENE 2 b
Do ARG PITRENBENSFEBL LB NG ST b,
[FxAPE]
£2E o
R | RRES 2;?@; @BRULE
FH (& BHE) i
BR AFN e 5B 6 B BICEMEmARIL, mME2 L7 F=2 (Cr)fED L&
(1P 4) (1.7mg/dL) 7D 7=,
(A B AIRAE L JE) PG 18 H EH @ BRMLIEA Lo ZADREEL,
(BN R) 28 HE : ALy ANRMEML, FRRELHEIMER & 78o7z,
i (K i R 4E) 20mg STHEMNLY /A M 41 BALGR®Y )V FREZHMBLENS, A LD
80 X | (HHitE&ER) (49 AR AVIFHICHETR L, IR, AR ENELL, BNEBIEPRO N, BV E
(PR BB IR YIE) Uy RFEECAAIO S E 7Y ) VB E T L, B R ICAFIOB S % Ik
(B R L., FEu—nL~<L A UBESIREZBRB LT,
(T SR IE) FiE21 HE : A LU A, BIREIIUEENEZRD D,
(B HLERE) 1y Atk ALy AFHEK SEE D GEEN NS DI,
BRI JukvI N, AT, FIORI, u S8 SBaFL, I RN UHEBE, 7rEFYL, AT aF Y
.oy VR, BT VY SR DA
. S n n n ~ #Edt
B®REER i:-KivA R EAI 5 6HE (5 19HEB |5 25 BB |5 36 BHE 15 B
BUN mg/dL 25.4 36.9 36.4 47.9 23.8 12.6
Cr mg/dL 1.3 1.7 2.0 2.3 1.5 1.0
I3 P e Ak AANOEG #BB LA, 28 HEHICIRBARBE L, £/, BrHHKIC
%@%@WE 2T TR 5~6 Bl 23807272, A#Flo#ELE 2 d ik Lz, IRFHC T, D-~v
etk (L JE5E) 10mg = h—VERHRAR, Cu A UEBE, Jada X ey SR, TReE Y
70 1 e gE) (23 HF#) IR, v F=vergbieiitL, ¥ A AR,
(OB ) ik 5 B H : MROIBIMN 2 T L, BEER. ARFIOFE S & B LA
FENERIEOBRITIRD bR T,
PERSEE : = AP U, BliEA Y YLV E R, YT == R B, PV EIIR, AT NFUAL, BErRbBFL
R A %ﬂ@&#%%%btkfé\35ﬁﬂﬁmw%ﬁ‘@ﬁﬁ%mbﬁﬁﬁTﬁ
bk (%Jﬂl)ﬂg’}fﬁ) 10mg wobnz, BHIERZZZ L. BZ7VtY v RFEREAIONTHEE e v
80 1& BT (L 75) 3.5 5 A) v R IR A fETT L7, j&ﬁﬂf’i@ﬁﬂil?ﬁ#ﬁ%ﬁfﬂ@ 3 B CThHo7o, £
() 7. e 5 IR 1 v A BICHIBYE e E I 2 61T, 2 B % kP ic i ok
BENRLRRE LN, TDHDOIREIIRETH D,
DA . RV URERE, B~ 2y h NV N T VBRI, BrRET V. RETY

11.1.2 JREAIFIRDB /I THRAICH 72 < 72 5 7REE T, 100mL PL EDFL R A3
SIUX, REASUIIRARIE L B X 5, HEREF & IXBBEREZE L2V |
PRAZRAS W L7120 RIS 72D Z L 2 48T, @ 1T 2 OPER K #E2
WRANZHEIT U CTIRMAIC D, L L, HERIREEN SIS RIE L TE SIS
REAIZ D Z b d D,

FRIZRIBIBFLOH R U7 B SRR KA IZ PR LT 5 @i o B 105
JE LT VMEINIZSH 5 O THEENSLETH D, (M-6.(1) [A0HE - BEME
BSOS 58] 9.1.1 DS




(L Re@EALEORES) ETSHEE |

(1) ERZEIMEML

MA3 AADOEEMTH 2502 Y ALY TG 00 & UNE
BN NH] S AL, BRELEA L X (IBFAZE) ICE - TERI N R STV D,

HIHE (D2 %)
[FREMA LD R]
MR | ERES o SBRULE
F& (B HHE)
A - BRER OO, BERENZEIT L, 08 2 WZRICITMFEL K
L7-RBEDN, KEBEREZF 2 2o, Mite5 11 » A% X 0 KK 20mg 044K
Beh5Z2HE LT,
BAtG 84 HH : TTHIRMAL WD RPE@ENR eV & DF X THREBELIZTZH2
FADOREF L2 RL, 7V U RBEEITL-, BH.
Lo 20m (HEEN 72 MR D FFL L2 EFHR L2, I8 X iR
70 4% R HBR (34 H %) W17, /NG AH A KE (Kerkring fold & Niveau JERK) 23789 5
A NA LT ADBWICABLL 7207z, M. SEOBREIE, A4
. PUAEA. OB EZ £ L7,
ik 7 BB IEE X BRRE E AT L2, ANET AIRIFIEE R L,
8 HH : O/NGER K OEGEEMRAE TIIRAEHRZ T2 <, ERD
EE L7, BEICIEROEIZRSE L,
17HHE : BEEiot,
PR . =7 TAEY Y « AT NVIFX—h, VEVFE—), FaxLT7y—bF b I ULA V=P IR
1M1.1.4 AAIOFAKBEREICBO TR, IRR, %, TAZR, BEh, B
MR Z EFEROREHEENRE (13 4) S TW3d, BIEEEHIZOWT
VIARKIBE 5-BAA 1 ARG A 74, 2 BARTS 11, 4. 8 WKW 2 1,
12 ARG 14 & B GHENRBBLT 2 EHmR3FBO bt b,
11.1.5 HRFZICB W TEERBHERZORIEMA SRS STV 5b,
[(BHeEEE]
BE
= 1B&5=
WAl | fEAEH o BBRULE
s (2 g (&5 H#RE) =
BAPRIZ KT UARA] 20mg % 5-BAth 6 B B IZ{EME ], BUN : 36.9mg/dL. Ii&
7 v 7 F=2(Cr)1.7Tmg/dL 2B 5,
BR BAfA 18 A H : FREBMEA Lo AM 3L
(B R4 25 HA : BUN: 47.9mg/dL, Cr: 2.3mg/dL & 72 %,
(R Eh AR A L) 28 HE : A Lo AME, FREDINL,
(G ANMED ) 36 HH : BUN: 23.8mg/dL, Cr : 1.5mg/dL & &R,
ik (% 1 9 ) 20mg A9 HE AL TRILITHRL, IRR, RABEENBILL, HAE?
80 X | Gt RE &) (6 AR ERD, Ny T T —FhpIE,
(R & I Ye i) k9 BH : CrfEdkBEAH), TO®%BAICA Ly A HAF%EL
(B k=) 77
(BT REHEE) 1H A% A LU RWA, HARKELEMER, BUN : 12.6mg/dL, Cr :
(B RS E) 1.0mg/dL & 72 %,
*)A LT AZKH LT Z Vet — G, 208 ol
#2) FERNFEICRT LT FET— L~ LA R AR

V.o BY U R,

PEHE . 7rEI R AT/, T/ 30 v 787 BT, I RNV UVIERE, 77E2F Y0, s rvaxdy
(SN vl NURZ VN

o T e s ®E5#% ®E5#% ®E5% ®E5#% ik %

BRERE Bz | B5HE 6B E 1988 | 2588 | 36BB | 1hA%
BUN mg/dl | 254 36.9 36.4 47.9 73.8 126
Cr moldL 13 17 2.0 23 15 1.0




[vm. Ret (EALOTES) -HY 51EE ]

(1) ERZEIEML

HHPER (DD %)
BE —
1B%k5=
T Bl EREH n BBEUVLE
Fh (& ) (% 5 H#A/R)
S BAPR D72 ) 3.5 M AAI 20mg % Ik H IjTL\f:oﬁ:’U 4% Jj [RIRIEER A 20mg
(@ﬁ‘é‘ﬁﬂ%ﬂ)‘ﬁ) &Lj—%ﬁﬁﬁo &"'ﬂ-ﬁﬁﬂ 16 H EI a:g—iﬁ@b iﬁ% & 73: D;_;Eﬁfﬁ L/T:o Eﬁ’]%*ﬁ?&:f
O LA ) BUN : 57.7mg/dL, Cr: 5.1mmg{d&& %@;S‘&) V)AA\_LTQ%%EPJLPT:,?H)\&J: L.
(2 L IE9E) P T =T VR UREAIE, ABERR . i, IR AT SR AT L7,
B (B3 B T 20mg ABt 6 HEB : BUN: 103.1mg/dL, Cr: 5.5mg/dL Z~L7-,
80 1t (‘I‘ET’;%%) (16 B 9HE: ilﬂ;%;ﬁi%“@%ﬁ%& ) &ﬁfh A BRI & 0 R B &
T 2 s YUER RN, BEXF Y .
@’E;Liﬁﬂfﬁ’ 15 A H : AREAL . WROLIN %, MESRAEIREERE | ARSI & 2 D,
HZSE%E%E) 24 HH : BUN: 21.2mg/dL. Cr: 2.2mg/dL &L# L7z, 723, BT
TBEIIHEAT Lo 7,
PEHIR . 77 E2F Y, =2 F YT A, TIVVUERE, Jar~Y ) VEIBRZ AT, v VR, U/ u T =2F T F b
U o L (HEAD
oy nees | RER ik =N =013 =N ik thik =TS
BAERE B | 50 | g pg | 258 |e6B | 788 | oBE [10BE 1588 |2#AE
35 °C 36.4 36.7 37.1 37.3 36.7 37.2 — —
B MEk Jmm — 13,800 | 19,200 | 23,200 | 25,100 | 19,200 — 11,800
BUN mg/dL 57.7 81.8 | 103.1 | 92.0 83.3 76.5 — 21.2
Cr mg/dL | #ZEE [ 5.1 47 55 — 3.7 47 — 22
Ccer L — — — 9.0 — — — —
REH (+++)
RECOEE mg/day — — 912 646 1,088 — — —
R¥E (=)
1 BRE — 1,500 — — 2,500 — 2,800 —

11.1.6 AANCBNT, #

TBARIE DRINERI 2SS STV 5,

[HER A R AR AE (A e, = CPKIMJE, AFHEEREMES)]

BH

Rl | BAES i FBRULE
Eih (B HHE) 7
AFIRT 2 5 AR L. SAMRMAE T 3 0z, ik, BN HB, 20 14 AL
B Eiflc= 2 ¥ v A7 o Rg S ClEIEORMIER T LT,
(iﬁﬁ&ﬁiﬁf&ﬂ%) H&}:H%T 6 El Ei . é%O)ﬁ#ﬁg\\]ﬁ:%ﬁi L;Elz}bﬂo H!E.“T:Ek‘*ﬁﬁ&l’( AST . 2,330\
Iob | (B ) 20mg e S R (L o b
00 | FEEEE| G920 | e R o bt + 95,300, Wity D,
i) ARS8 H A« AAJRER, CPK: 69,200, X471 2 : 1,860ng/mL,
(H%H}Iﬁ%) ﬁfﬁﬁxﬂﬁ’@%’ﬂkﬁo *ﬁﬁ?‘—ﬁ ﬁﬁ(%ﬁfﬁl & 73: Z)o
7 H#% : CPK: 4,630, #5RJHIZIEN%K,
9 Atk : HAJRIEA., BB &RV ERR L, CPK: 530,

T L-TNHE I

BHE Xy Te 720 F NI oA, =%V, mA7axH o UHBE, = F V5L, TAL U AALKRCEEST Y

e | ®EE | ®E20H | %5308 | ®E7HE | 5 0AE

RERH B (B561 A8 wTsmm) @7 7B |78 ER) |®T 12B8B)|@T 148E)
BT T 4200 10,400 8.200 4,000
T. bil mg/dL 05 05
AST U/ 20 2.330 2.750 2,680 391 80
ALT U/ 11 544 635 897 515 229
LDH U/ 358 3.170 6.350 5.730 4310
ALP U/ 172
BUN mg/dL 2.9 8.4 173 3.0 88 125
Cr mg/dL 07 0.8 07 06 06 0.7
CPK U/ 93,300 69,200 4630 530
EE A== ng/mL 1,860




(L Re@EALEORES) ETSHEE |

(1) EARAEEME 1M.1.7 KFNZBWT, M/ 2 ot i, Hifnm & #E S

WIS (DS %) TBY, M/MIEOEIMIOWTHEHEENLELEZ LMD,
L /N 2
2 T
MR | ERES oo SBRULE
Fikh (& BHAE) i
AFIRABLE 22 B B, WHEEA T uxd vy, BTV MR,
Ea AN T r— Y T ARERKT,
¥5 55 AH : MRIZKS<,
B FEB B - AARNEH G, A, PO AREIZERR o B i, fR,
rpon M A %7 i, PLT:3000, (/NSRBI HEAT, 423854 0> 4%
ZHE (g 20mg FE L,
801X | mpensmasmin) (56 A1) ik 1 B A : PLT:40,000, S, Finidik & 225 MR TR, £ 0%,
CERAIERES) N,
’ 4 B H : PLT:32,000, fi/INbR i if i 7,
7THE : MRG., REMmG,
19 A B : PLT:97,000,
24 B H @ @k,
BERSE - WA T ey, BETEXxT YU b, Pazxlrryr—hF RV UA e AR UBEF RY U A
BEIEH =-Xiva A :0] #556HEB | ik 2HE fik9HEB | FIE19HE
B M Bk /mm° 5,600 3,600 2,700 4,000 6,300
7R I 3k x 10%/mm? 371 295 242 318 314
Hb g/dL 11.9 9.2 7.7 10.2 10
Ht % 36.6 27.9 22.9 30.5 30.6
PLT x 10%/mm? 14 0.3 8.5 8.1 9.7
PT # 12.6

[ B [ #5 & HR fiE 1% 2% (Stevens-Johnson fE{&EE) ]

11.1.8 &K Tl Stevens-Johnson JEERE, LB HMALBE N HE I LTV

50

B 158
3 | EAES s ;Eqﬁ; BBRUNE
Fh (& BHIE) i
AFRABEIE 2 BB, FIERELE D KB,
FEL3HAB : AAlOEEEH I,
FIEEA - SRR ELLD BB, 38CHDIKAELRO AR, Ak, 7
P il 1omg VFNYF B AT a A RFIO G % 11T,
80 1% (ﬁ'ﬁﬁﬂ%’iﬂﬂkﬁ) @ A 4 BHH: BB, BRI, DENORAZHFZLH LR, Ak
MEDFM - VS ALERD 5,
5HH : JPHREZEEHIE,
6 A H : FEMRIL, KB HREICERNR,
18 HH : ek,
PRI BEr=FrhR—L XA 778X — MERRE, 7ALV UV ALVKR VBT NI DA L-ZVH I




[vm. Ret (EALOTES) -HY 51EE ]

(1) ERZEIEML
HIEIR (-5 &)

11.1.9 =M HH (Torsades de pointes : TdP) 1% QT & (RARZ £ 5 HE
HdHDO)ITER L THEAIIBITT 2HGEGRZ0nEEb TIN5, QT TR
DO E7RJFIKFEH & U THAEIRIE, Ca +5HuAl (& M= HAD . Kb i H

[QT iE&. DEMIEHE]

R R %, DEMWBEIIIICEDL TREL H LA EIRTH D,

R | mAER (?;%5 RBRUVLE
EHh (B HHE) x=
AFIRFABIEART 2 » A1, SIREHDREADOEOIT AT 5 KB 72
D IEBRIRNAEL A 2D, IS T BIRET 200, &, ERIGE LEZS,
ECG . NRH% : 148/, QT iR, UDEMEMARD 5, Lz a— LA
A E— 20mg WAL L BEBIS T, ICUSEE L, U FhA R iv(2 A,
60 1t e K25 A) IurZ ) a— VERE iv.(1 B ICEEET, K= 71T (3 A
D) o
FEL 3 A SR 5,
20 A% : QT JER ik,
PrHIK : =2F T A8, NIT VT A
11.1.10 HIRZ ICB W CEE R ITFHERER E (R RAEE R T 2 & 1) ORIE
HARHEINTWD, KEIOMHHRBEREICB W T, ARG 4
Ll E 8RO B L BHL TV D,
(AF#aerEE
MR | ®RES 2;?%5? RBRULE
Fgh (BHHE) —
T BEHEA 21 AE : DBREHR, MR &5k,
BE | e ) 20mg 31 HH : HiH A CIFFEAED (L (AST : 402, ALT : 761, LDH :
0% | e (30 A 558) %G AMH A B IE,
SR Bhdl 20 BE MRS < [,
PEAIR . x axa v U RE, 7YV A RL ) —)b
BREER By | %5208 B Bk 20 BB
AST IU/L 87 402 93
ALT 1U/L 125 761 133
ALP IU/L 188 180 212
LDH 1U/L 379 558 386
T. Bil mg/dL 0.9 0.7 0.8




[ VI BeM (GERLOTES) -EY 3EE

(2) Z oo gIEH

1.2 ZDHDEIER

. BE | seenr 0.1~ 5%k SR B
- FYB(12.8%) | R, JEHE. WG4 - WML, | LR, w4
’ BHRTIE, TR, ONE
BRI PEVR IR, 7R PR
WEV, R, LML, IR | EEEE (MRS, B
= PERERS) | /S — % 2 v LRIk
THER (F< R DA BIATED
WA IR . VA%
*UT
. U 5 . IR, M. 1
R A
BEE ZouE. RIB, HD
iR AR . IRERE AR
FFiE j‘,:S;‘I' & ALT L&, Al-P
i
o, BEUN R . Z7vTrF=v
5
% 4 1 Bk
o I, B, WERE | (AR, HEE. .
R D) B




[vm. Ret (EALOTES) -HY 51EE ]

W HBRIERREAE | 1) RIVEHRSBSEE
JE e ONIigs DA e A5 i 22 FRERE L2619 1 OB B INRRER 17121 B BIWERRHMRI A RITR LT,
— R 1,2,6~17,23,25) * o [E N I HE R
hAEB N ER
ikl AR ER i =X
THAIE G 3K 471 291 45 807
BlIERZEOEERNFZRE (FERE : %)
BlFREDESE ShREIB N BR
AREY | kR | SRERR aEt
R A R
% 5 P (E) 3(0.64) 3(0.37)
F 95 1(0.21) 1(0.34) 2(0.25)
ERiER2 1(0.21) 1(0.12)
HAR « SRR e e R B
DEWN 2(0.42) 2(0.25)
SHE 2(0.42) 2(0.25)
L UL (/%) 1(0.21) 1(0.12)
HoAHHETH 1(0.21) 1(0.12)
R P
I i B 1(0.21) 1(0.12)
(O 1(0.34) 1(2.22) 2(0.25)
IS Rz I 1(0.34) 1(0.12)
& DA D R BRI
DR B | [ 1(0.34) ] | 1(0.12)
A B
IR 3(0.64) 3(0.37)
% 1(0.21) 1(0.12)
HAE 1(0.21) 1(0.12)
ASHRAE 7] 1(0.21) 1(0.12)
TH LB R
M8 35(7.43) | 57(19.59) 11(24.44) | 103(12.8)
A 6(1.27) | 18(6.19) 7(15.56) 31(3.84)
H& 6(1.27) 1(2.22) 7(0.87)
5% 1(0.21) 4(1.37) 5(0.62)
T 2(0.42) 2(0.25)
BRI 1(0.34) 1(0.12)
g 1(0.21) 1(0.12)
iR AT 1(0.34) 1(2.22) 2(0.25)
RERE 1(0.34) 1(0.12)
EES 1(0.34) 1(0.12)
R - EE b
ALT -5 2(0.42) 2(0.69) *? 1(2.22) 5(0.62)
AST L5 1(0.21) 3(1.03) %2 4(0.50)
iR 1(0.34) 1(2.22) 2(0.25)
v -GTP t& 2(0.69) *? 2(4.44)%* 4(0.50)
Rt - R EE
Al-P L5 2(0.69) *? 3(6.67) %! 5(0.62)
PRH T R o HE B 1(0.34) 1(0.12)
MHVTF/RAR— HEh0 1(0.34) 1(0.12)
A2
i £ b5 | [ 20069 | | 2(0.25)
DRk - Y X AFEE
DB AR 2(0.69) 2(0.25)
LEX QT EE 2(0.69) 2(0.25)




(L Re@EALEORES) ETSHEE |

W I 58 B

0 7 N . ZhAE B N 5 BR
PR ORI R FREY | RBRER | BEERR | A%
I T Bk 471 291 15 807
(H5%) BlEREDEER R (RBRE . %)
ElEREDIESE ZhAE B N E BR
AEEY | hnRR | sRERR &t
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WA AR B OME.
HIE E K OV Rl o A7 1%
S S OFEIEH B
EE 23)

4

1)

T ol AR 28 B EE

1 I s A =

5B o BIVE A S HMEE 2 IRITR Lz, HERENRD bRizoik, M4
Bl . TEOHE] . TOFMZEAN | THRGEITER) RO TH5-A7E
el Thoio,

APHEICB WO TIE, B IRIEKIE 14.06% (36 $1/256 1) . fi54 21.05%
(16 Bi1/76 1)) | JRAESEZE 35.29% (6 151/17 #i) % D W R %5 BH R B CRIEH
FEBLRE N @\ ME R Th o 7z,

B G-RIATRERE ThEFE | Tld. 11.76% (52 f51/442 f) & | ¥ H-AiiTHRE [1E
w1, 8.01% (441 #1/5503 fi) & thfg L CRIEMIRBLR D m oo, &
HRIFHEEEIC W, IEHH(0.25% . 14 #1/5503 f) (kb L, FEHFH
(1.58%. 7 Bil/442 Bil) Tl - NBE RIEEORNER LR &2 o T,
B G-AERERE (PR TiE, 12.50% (45 #11/360 #1) & . & 5-AiEFEGE [1E
W1, 8.39% (485 /5782 i) & bbik L CRIERFEBIR N @ o1z, &G
AT FEAEIC B W T, IERH1(1.95% . 113 #1/5782 i) 12 kb L k& FE 5
(5.28%. 19 #iI/360 ) TUsIRERFEE DORWEHFEI RN E -T2,
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BRI GOHE, FEERMEERFXEREE ERAKERAE)
TR LE o O T O I g x| MR | aEm | 257
it A 1. = < B & K 8 o 2 B | & 8| T T | XRE
s O REIER B ERR | L | EHIE=
EBIER | B B (%)
ﬁg 23) =
b B oM 4834 454 507 9.39 p—0.835
(m3%) M 5533 512 589 9.25
~15 5% 58 4 4 6.90
F fi 16~64 % 3339 278 319 8.33 | p=0.042
65 i Ll I 6970 684 773 9.81
R K] P 5 e 2904 239 276 8.23
Ao fo% PR A IR 2029 203 233 10.00
L TE R 1967 208 234 10.57
i R 18 M I 2 1383 114 126 8.24 | p=0.080
18 M T ST iR 2% 945 90 99 9.52
ZDfth 624 63 68 10.10
R R 515 49 60 9.51
5mg 7 1 1 14.29
10mg 2065 159 189 7.70
20mg 7778 750 838 9.64
1§§$ 30mg 149 19 23 12.75 | p=0.097
40mg 361 37 45 10.25
60mg 6 0 0 0.00
80mg 1 0 0 0.00
14 H Kl 10361 466 508 4.50
14 HLL L 28 AR 9792 215 233 2.20
28 HLLE 56 H A& 8188 172 194 2.10
PR 56 AL 84 Elﬂ%‘{ﬁm“ 5368 47 53 0.88
(5 £) 84 ALLE 112 Elﬂ%ﬁﬁ 3670 31 34 0.84
- 112 A LLE 168 A Rk 2559 29 35 1.13
168 HLL_E 365 H A 1357 21 28 1.55
365 A LL I 255 6 6 2.35
L 6 5 5 -
BE 4013 368 413 9.17
R A E 5766 529 605 9.17 | p=0.135
& E 574 67 76 11.67
] E A HE 14 2 2 14.29
N i3 6824 592 648 8.68
b A 3543 374 a8 | 1056 | P 0002
il 4237 358 394 8.45 -
Ve e p=0.012
CidiiES il 6129 608 702 9.92
L 1 0 0 0.00
) fii3 10005 928 1047 9.28 B
7%&;”— # 167 21 0 | 1257 |PO187
B L 195 17 19 8.72
E 5503 441 492 8.01
p=0.008
e 442 52 68 11.76
¢ 51 g JE 365 47 60 12.88
it Hh A 69 4 6 5.80
o 8 1 2 12.50
R # 4422 473 536 10.70
E 5782 485 541 8.39
p=0.009
e 360 45 57 12.50
B R R 306 37 47 12.09
ke % i 47 7 9 | 14.89
wOE 7 1 1 14.29
L 4225 436 498 10.32




(L Re@EALEORES) ETSHEE |

WAEMERE, G0HE. | 2) 1 BESERIEIVEH S BERE
HE & N FIl o A i F i A 2
HEERMNORBIERZEL HEMEH Z%BKEO 1 HERGEHIZFRICRA LT, 30mg TIXHB
BEE 2 (8.78%) N R ThH - 1=,
(525%) 1 B 5 EAEERRTAE (ERRERE (1)
10mg 20mg 30mg 40mg
- 2073 7773 148 359
JEFE (E) 9(0.12%) 1(0.28%)
5w B 2(0.10%) 4(0.05%) 1(0.68%) 1(0.28%)
E/R 1(0.05%) 2(0.03%) 1(0.28%)
A5 1(0.05%)
A {17 1(0.05%) 1(0.01%)
HFEWN 1(0.05%) 8(0.10%)
FIER ) 2(0.10%) 2(0.03%) 1(0.28%)
L OV (%) 4(0.05%)
B 1(0.01%)
5Dz 1(0.01%)
Bl | TR E 1(0.01%)
5® T 3(0.04%)
= 2(0.03%)
YE|IRD T T T 1(0.05%)
KT 1(0.01%)
T () 1(0.05%)
kb 1(0.01%)
e 3(0.04%)
R’ % 2(0.10%) 3(0.04%)
DI% 1(0.05%) 2(0.03%)
A% 1(0.05%) 2(0.03%)
OB 1(0.01%)
P |k i ) AR 22 T R 1(0.68%)
0o 77(3.71%) | 372(4.79%) | 13(8.78%) | 16(4.46%)
i 18(0.87%) | 62(0.80%) 1(0.68%) 5(1.39%)
R 2(0.10%) | 37(0.48%) 1(0.68%)
a5 15(0.19%)
EE (= 2(0.10%) | 10(0.13%) 1(0.28%)
T 1(0.05%) 9(0.12%)
Mg M 3(0.04%)
BEHARIR 3(0.14%) 6(0.08%)
NS 3(0.04%)
R 1(0.05%) 3(0.04%)
B E 3(0.04%)
s 1(0.01%)
s BIBGE TRIER & 0 ) TIZREMEM RS R 58 (ER S 2 BA Iz BRI A7) T,
TEERZR L) T A RB ST,
5mg TIELIHRE 14.3% (1 £4/7 #4) . 60mg (6 %) & 80mg (1 #) TiT TFIEMAR LI,
M8 3, (R4 2 7, FRRER 1 AFIX R B S B RO DR LR,
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WL A OHE. 1BRE5EREERRREE ERBRERE) (2)

; N 10m 20m 30m 40m
TERL R OFHr oA I 2073g 777:5,}J 143 353
E1 S O RIE 38 B AST F 5 1(0.05%) 7(0.09%)

Sy e 29 ALT |5 1(0.05%) 6(0.08%)
i iR S 4(0.19%) 6(0.08%) 1(0.28%)
(m3%) R 2(0.03%) 1(0.28%)
vy -GTP L&/ 1(0.01%)
Al-P 5 2(0.10%) 3(0.04%)
LDH L5 4(0.19%) 3(0.04%)
R R I 1fn i 1(0.01%)
B & 2(0.10%) 3(0.04%)
R 1(0.05%)
gl | R 1(0.05%) 1(0.01%)
NEA| ek SELRE bR 1(0.01%)
R L BRI D 1(0.01%) 1(0.28%)
E|~EZ B E D 1(0.01%) 1(0.28%)
~v b7y MERD 1(0.28%)
H 1 BRI (i) 3(0.14%) 3(0.04%)
FH | fFEEERIE 2 E) 1(0.01%)
H i ERIE 2 (iE) 1(0.01%)
U HRFEER I 2 GiE) 1(0.05%)
o | A Bk Sy 5 1(0.05%) 1(0.01%)
& i 1(0.01%)
HEPR 1K 31(1.50%) | 128(1.65%) 2(1.35%) 7(1.95%)
W R B 6(0.29%) 24(0.31%)
w7 vrF=r 5 2(0.10%) 1(0.01%) 1(0.68%)
BUN L& 2(0.10%) 4(0.05%) 1(0.68%) | 1(0.28%)
EN LG e 1(0.01%)
B IR 1(0.05%)
fR 5 WBC #40 1(0.05%) 1(0.01%)
T PR & 12(0.58%) 38(0.49%) 1(0.68%) 3(0.84%)
55 1Dt 2% 1(0.01%)
R 1(0.01%)
% 3(0.04%)
B () 1(0.05%) 6(0.08%)
.77 (%) 2(0.03%)
K TR 1(0.01%)
BOIETYH 1(0.05%)
* o BIEIIEIER & 9 TIREIER BB 5 & (B H 2 B3 T2 IS AT) T, BIfE
M7 LTI B REERTHT 2,
bmg TIXMH A 14.8% (1 14/7 1) . 60mg (6 ) & 80mg (1 #) TIXAMEA 72 L,
M8 3 fF, (R 2 fF, FRIRIER 1 RSB R GE RTI O D RN SRV,
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2E
10. BE&® g =
BERS 13. BE®KRS
13.1 fEIR
A%, B, S BTEE, SEEEE. B, REMEA LY
A BRPEA. BEAR, ME EF SERLE, TREREREE S,
13.2 W&
BE L, WRIZT b B UriBERG OGS EREOLEZIT S, #lx
WX, RAAF I FHa ) ERICR LT, FUARZH, RS 0%
JERIEEIT O,
<R >
WTINHARFOBKICLL2HETHDHIN, Piz VU AERITER T 5 ER N
RELTWAEZ D, REARI2V HTHLHT br B ORHEH
BIZRE LTz, LTI E2 B ERAER 220 5,
el e o 1 =] - B
No o FER R R R B glE M e & I
1 5 i SZ BRAR K 80mg |SREREE. TAR. BT | T —T A, MK | A5 B B
80 X HE N R X — B BIE T
LR, REA
2 % PRRIKIPEREBE, 4| 140mg | B L -~VVIKTF, JRAZE, |#HK PR 6 B H
80 f% | MK, EA L5 L R, BN []75
PEBEIR . D D LDH k&, AL-P E5H
3 m ) oMt LARE, | 140mg |[HFHEMEEAZR, %, Bh. |[7erTdae~U o |FRR6 HE
70 1% [.LEHREL. B AUF i CPK i, LDH e, |Ef. ik, 7 ek I |EE
. BILERE. § —i@tE AST b5, [AmEks | K
18595 %
4 3 AISZRRAE AR, BERE | 2 BRI [BAE i, BEERA FRfik 6 A H
80 1% | MEE., JREEEH 160mg L2
5 £°S MATEZES WEAE, = | 180mg | HAE. EHEE By, £ Fexi o |#Mk4 A H
90 % | E., EME %, ViEWeE . T B | [EE
AR IR Jo A, FFRF T IR
FREEE, 7utk
.
6 5 5 ORRIE 200mg |kl XAAF T I AF [ BEER
20 X (2 HRD) JVRRERYE
7 5 MRRRMEREE, M| 210mg | WD, AMTRESE, RE. B (BT —F VA 0 [FAEK 10 A
60 1% | i A M g %#. %\ CRP LH W, CT¥NRA, 7 a|BREIE
Fa~ Y R
T U
8 5 ZRMMAEIE, AN | 700mg | FREMEA Lo R BRI | H e, BB Mask, |FREK 21 H
70 % | BRIEE., & i E [E LS. BEREE, iR, |7 EA, zaLT | BRIk
SiE WE: AL, AST B&- | o~ U HHERE . #
ALT 5 ', el
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1. BRLOEE

12. ZOHMDEE
(1) ERARBEAICHES<
1

(2) FERRARFRERICEES <

i

4. BRLEDFE

14.1 EFIFFFOITE

(HRIFD

FENAMICRET DHERH DL DT, BoaidETsZ &,

14.2 EFIRFERFDIE

(HRIFD

1421 EWERNIRD ZENHDHDT, KETHESLHIIIRATS Z &
(EEHI

14.2.2 PTP WD HKANL PTP > — b 22600 L CIRAT % X 2 $EE
T5Z &, PTP v — hOFERIZ L D | BEVELA B2 R E kG ~H] A L,
BIZIEZRAZ B L THERIAREOERELRGINEEZ IR T 22 L1 b

2o

< >

14.1 MIRIA % By e LeHa . #ER GFE) SR X548 Tidiel,
FHAL T DDA ~OBITRBEZ BNDHDOT, Hoadstirs 2 &,

14.2.10 MRIANIIRAERZRICEARZIZTEALEK LD 2 &3V, ONICEE
BT 5 LRmallEREK LT 20T, ERNIMATLZ &,

14.2.2 4T PTP AEERANC @O EEFHE (B HEHR LAbEFEE) &
LCiifi L T 5,

RES TV

15. TDOHDEE
15.2 JEBRERERBRICE D <R
MEREZ » RO~ DRI 2 FEBEOEREGLIEEZA, BT Y MIBW
THIRH 2D 122 % (49mg/kg/ H) B G-REIZB IESS . i~ 7 2280 T
ERR FHE D 447 1% (179mg/kg/ H ) $ 5-HE RIS 00 %8 £ =8 53 % FREE I
LE_EWEOREND D,
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IX. JEEREREABRICREI SIRE

1.

FEIEHER
(1) FE2hIEHBR

(2) M HE AR

61~63)

VI. T IEBICBI S HA | OHSM

1) AR RIC R T R oY
YUAL Ty FHDINVETYFIC T e ERY VIERE (LI T e BN
v EWE) & 10, 20, 50 & TN 100mg/kg #2055 L-fEE, wWIho M

4l

CRWTHER - Y, Frlik i RS CIEF RIE~D %

BIIRRO otz
Z O, 50mg/kg UL ETIXAFEE EOBRE 2N, K ~F VL
B X — UREIRIF O LK, WREE OBEMEH, A%V LY U5
IR OIG, 7 4 VAT 7 I UEREREIEOBH, FEITEIO K
S SR B OV E R DO BRI TR DTz,

2) PRWL - FEERERRIC KIT TR 020

o)

n vivo

Ta bR I EE ST HAE T, BT A XICEIRNE S L
Toft R, MEO TR, DO IR K O & O HE 2338
DiLTe, — ., MRS X ARG TIET e e FEERZR )T O
EREOLHEOBEMBED Sivlz, S5, EIFKEET v b iFlk
WG TlL, a7 Y o LERRRMED B KOt o0
BOHEMPRRD B,

"5 #

i 5 £, PRI

(Beagle, 1)

- 5 8
# B ®H B | =AY P 1% & 3

' 2mglkg 7> 5 MU KB
1) BRI T ORI N b g
HLFE . gL A4 X v | 12 4 8melkg | L IR ER, LA EOH

(& #5556 1)

DJIEE 30> N IRy R Y |
DEMICERERL

2) BERRIF: T D
e, K

4 X
(Beagle, 1)

B
O

5, 10, 20mg/kg
(%5 5 )

5mg/kg Tl L
10mg/kg 7> & )£ E5-,
DFAEHEM

10mg/kg 7> B IEM: % 7R
THlH D

7 vk
(Wistar, )

HRA

1, 2, 4mg/kg
(%4 5.5 5 #)

1mg/kg TlIF 271
JEENnE 28

2mg/kg TIXMJE L&
— 3P D AN
4mg/kg TiXIME LA |
— M D O EHE N &
Z D% DD

® invitro

T ENRY X T DA AR O R IR s O HN (107 M) . EV
Ty MDEEAROOIE KT L OV a A (10°M) , U3 ¥ F
A I OHEIE (10°M) 23389 57,

Z O, T X REPRIZA D KCULEME (10°M) , K OENLE v
NREEAD B A X I CIGEMH (10°M) § A iz,



| X FEEREBICET SHE

(2) 2P HE AR

61~63) (O/j%)

(3) #Dfth o IEEFER

3) WHLERRIC KT TR
@ invivo
Fu Y & 10, 20, 50 & O 100mg/kg # 5 L7 #E H, 20 mg/kg
UEDZ > M ZHEBARE THIEWIH A, £7-. 50mg/kg P
FEo~= T 200G T/ANGERERR OB v,
@ invitro
EFLEy FEIGEARICBITA A 2 Z I, o b= RO ARY
T LIUHE O] (10°M) . S ONT W ARG A K S B BhiE
O P (10°M) 23588 b iz,
4) WK« EFHER R BT TR
@ invivo
7y M7 XY %10, 20, 50 XU 100mg/kg #% H#% 5 L7z
fER. 20mg/kg DL CRREHN, 50mg/kg LA 1 TR AR e et &
DA T B AT,
@ invitro
EFAEY MEEEERICBW T VT K LF U IO Bl
(10*"M), 7 v b FEEARIZB W T HBES) O BH (10°M) 2372
LT,
5) T DOOIEM ?
Tr Ry &k 1, 2, 4 KO 8Smglkg FARPIBEG L2, x = L%
A FEAP R OO i ATARME RN & 2 BRLHE . R OVT » b A AR A
(2 K 2 MERE R IHE ~ DR BITIR D B LR o7z,
—77,10,20,50 %X O} 100mg/kg % 7 v MO #5 L7ofEH, 50mg/kg
LIk &0 i OB AR T 23580 i, £72 0.01, 0.05, & 0.1%K
ZELEY MIRIRL7ZEZ A, 0.06% K0 ABERK OWERNBED 5
ni,
HEERR L



X, SFERBBRICET ZHE |

2. BIEHB
(1) B
A ©

1) 7 u ey SRR (LLF 7w XY 2 E) O LDso (mg/kg)

EABY gg e LDso —RREOEE
HE | 410 (359~458) &y HikpKictm L C B ITR S
PO 1Th | 593 (274~367) | 1 ALAAICREL L, R,
EURE R b % UM IR [ REB) O

# 167~270 .

IR s A | 225 U N N F e
M | 283 (250~313) | gy chrgigsi ke 23 2 15 U7, A TE I B
[ me| 367 S TR . i (s.c) BN T

v i 36 (34~38) 5 6 Befi#% £ TICETE,

I | 1000 (807~1173) |44 GARMEIC @ L T L IZHRE
p.0. 1 | 1092 (899~1306) 6 HUMIZHEL L, ~ 7 R LRk
O FEIER TN X BED 2 B3 D
Wistar e HE ) 1632 (1529~1744)| v v ¢ iz p.o. TlL— M D FiEiE,

7 v bk T M| 1411 (1236~1539) | Wi, HIEEA . s.c.. 1.v. TIE i
m 72 (20~23) DT N T & 70, ETEB T 556
i3 25 (

BT ORERS . Wi (s.c.) ROV T
23~27) 5.7 B E T2,
[ ANE S AN AT, =X
M 987~1137* BERILAPNIC R B L, R, FiE .,
E— 2L b2 FIER . EER, SREESD D W
x| PO VR AR R A & o R B AE IR
e 865~ 894* B BHITz, ELFHITIE, B A bR
W 20 BRI £ ClCEIA,

() : 9B%MEMERA, #  FEERATHARGE, *  SIHECER

iv.

O ~ v RIZIT 2 Ha# G F R
FHIIHARNE G ChRb i<, BROKROK TG TIIBEELR ZTA LN
oo to, R E L CIEHMREENS X v,

@ 7 v M 2 HE# G EH R
BEITERNEG CTRb <, IRWTRA, K TOIETH -7, JER L
LCiE~ U R L RR, MEREEEN TR S, BAO#&G 008 Tlaay
EENBZZ LI,

@ A XIZHB T D HEIF G- F LR
RATRGICEOMAEBIEEILT v MRAKG LREROEE R~ LT, 5ER
ELTE~T A, Ty e MREENRE X LILE,



X, SEERREICET S |

(1) Hi[alE 5

wERER Y (Do &)

(2) xEHG

%‘lﬁ%‘:ﬁ%ﬁ 65~68)

2) fE## O LDso (mg/kg)

(

wam| BB g LDso — RO
69.7 MEREIZ I LT, FETIRIEE AL
ICR e (58.7~83.5) |#&5-#% 5oy LAPIZHBL L, MM
M-1 v iv. JEkE . RO R, R 7R &b
e 1205  ERRAH BT, AFEBIILEEE
(101.0~143.4) | g & |44,
ICR HE >100 MERE L b FHARRKEDOR G
Moz | U | i BUT, L, FRERO R
s >100 Ny
859 MEREIZ @ LT, ETIXIEE A
M3 | 1cm e (741~995) E‘?QEM% 5 4y U\V‘J% THEHLL F'aj
Ne | oo | v FPERE, IR, R 72 &
e 859 OHFRFIER DS DT, AT
(726~1015) | 3y i ¢ T4 & CIC 1A,
458 i N P N T i e 5
M-7 | 1cR e (384~567) Hu@&:%ﬁb\ F'aﬁﬁ‘@fi@\‘
CHOL| < 5% | Do B OWD | WL 72
e 647 O HRFIER DA BTz, EAE
(480~846) | i3y 53 B % o lml,
) 1 95%E RS

WERED Wistar 7 v PR OE =7 KREHW, e XY o ORKERSHE
BB A I L7,

1)

2)

F v MROBGIC X D 13 HE R IE RS R

(2, 10, 50, 150mg/kg/day. 13 HE[HE5-. 5 ¥ [ [EI1EER)

10mg/kg LA E DR O 50mg/kg LL b O TIX B AL R AME O ERZNIC

AP DRZNE A DS 7 T D3 | AR IS B IR F M 2 /R 9~ 2 21k

XH SR oT,

D 50mgl/kg K UMED 150mg/kg LA L TIIfF O E &K NE &L OHN

DA BV, TFHIRAE R, AEIAZEME R Qe /DR O EZRBO -, £1o

MAREE R DR DA HAL, FFOBRMEEFEEMED FR 27 D7,

(118 7B T3 LRERE AL D [RIE v LIRHE /A 28 2 BTz,

PLEDOFEREN S, MEBE T TIE 2mg/keg, M TIX 10mgkg, fEET
T RIIMETIE 50mg/kg, M TIE 150mg/kg & HEE S iz,

T MROFGIC XD 52 I8 W RE B G AR 50

(0.5, 5, 50mg/kg/day. 52 EM# G-, 5 ¥ [ FEI1ERER)

50mg/kg THiME, PRUE, ATEIGININHE], RFEFZIEN, fL P IEE OB

JIF B BN 358 80 B AL, ML O R R AR N

K ORI ER RS AN DS . IFICRENG RS . 1R/ NER O A E RO &

ni,

72 B EIERER TIE LR FEER D EE A R S L7,

UL EOREREMN S M2 XM & b Sme/kg & HEE Sz,



X, SFERBBRICET ZHE |

(2)

(3) 3

&G
%‘lﬁ%‘:ﬁ%ﬁ 65~68)
(oo%)

AR BRI ER ©

3)

4)

A X O F G K D 13 WA B 5 d ka5 o)

(1. 3. 9. 27mg/kg/day. 13 M5, 5 MM A1 RAER)

3mg/kg LA b o #ERE AR AR R A3 2% & 4L, 9mglkg LA b oD HERE C 1 HE
M REE O & A DOIEIEEN A b, 2Tmg/kg Tl EFEA1L
MEWTHY | EMFIEE DR & T 0ol EE R TE M O 7 & O Hif
NI U UEREF A & N /MR O 238D T2,

MR SR TIE LR 2 b D EIE 22 LIEIEME M 23 A BTz,
PLEDFERN G| AR T Img/kg, fEFE P FHEIT I9mg/kg EHEHEL ©
HeE STz,

A X O F G K D 52 WA B 5w ke o

(0.3, 1. 3. 9mg/kg/day. 52 M5, 5 ¥ E1ERAER)

1mg/kg VL EClEt:, 3mg/kg UL ECHIFE &L, 9mg/kg TifFAEE
O FFEEHEM, v-GTP I&M ERZE23R O b, M7z
JFIZ 1mg/kg DL ECHEHE/MEEOE A Smg/kg DL ECRFMAR O LK & T
RN X = U VEREF A E RN D biLT,

ek, EEREBR T, LR bOBRIEMI MR ST,
PLEDORERNG | HEREEIIMEHE S & 0.3mg/kg & HEE S L7,

TEOFHETT R v OBEEERRZ FEE L7,
(HiE)

BlREEHNR $EAREEHR N % OB R
FAEXTHE : TAL00, |[F ¥ 4 =— X4 % |BDF1 Zlff~ 7 &
HERR [TA98. TA1535, TA1537 | & — Jifi 1 3 O it #E 3
KIGE : WP2uvrA #ja (CHL)

5. 10, 25, 50, 100, |@E#:7E - 50, 100, 200mg/kg
250, 500 ug/plate 5, 10, 20, 40uM
A = REHEMEALIE Y -
62.5. 125. 250,
500 uM

REHEMEALE 2 OR A U [EHE MRS 2 OF | BIE0RE O & 5 24 B
F OB LA Fa_—a | LAk (1983) O N |1BICEAERL 72
ARIZHES T2 Bt 7=

a) : 24, 48 BE[ALEE, b) : 6 BEMLE, ¢ : 6 i/

(RE &)

IR FARER, YRR RBR L OIMERBOWT I W T L EMET
Ho., BBaEEiXenwEEL N,




X, SEERREICET S |

(4) 23 A SRR

TROFMHETT v Y O3 JFIERER 2 Fh L7z,

(J7%)

T A 8 % B6C3F;~ 17 % F344 7 v

(—EOEME) (HERES 50 fi) (HEHES- 50 )

% 5 #H & TREEH 5 IREEF G-

EEIGESEEE| 0. 100, 300, 1000ppm 0. 100, 300, 1000ppm

B 5 H M 104 A 104 ¥ R
—MCIRRE R E, SEHEIRE, | ke, (RE, SEHERE,

B G ERY B &, m&%’a*ﬁ@ SRR, MR,

BREEE s R L OV E R, RS | RS E R R OVE AL, PR

ROMEE GRlR . AR RIRE (RO GBI, MR RE %
ZEe) Eie)

ORE 5D

O~ 7 A0 AJEMERER (0, 100, 300, 1000ppm JEEF#5:)
Mo 2R, M 300ppm LA EICRE OB INIE 2N S, D
1000ppm TIXHAE TH - 7=, FEHZ L LT, 1000ppm (i HF &0
447 %) ORELZ AR e BB K ONH HE R OO 28 AL SR B AS 3B 8O B ATz,
L7 UHENS ERCIESRZE O R AR INEI A DV o7z, 7235, i
JRZE T DB MR EICOWT BRI TH - 7=,
) JIF M A IR Mz OVIFAIARHE 13 B6C3F1 ~ 7 AR 5 2 & s

EhTwnwa,

@7 v b AJFEMEER (0, 100, 300, 1000ppm JEEFH#% 5-)
300ppm L b D HEREIZ AT O HINENH 23 A H 41, 1000ppm TILBHE
Tholz, HEHRELE LT, Mo 1000ppm (FEHEFAED 122 £%) 12
T FLIANE O R AE SR MMAFEO biviz, £7-HED 1000ppm K& OV D
100ppm LA EICEEBE DO ALIAEAOCLL < A b, xR E OF R
X2 ino T,

PLED X 91T~ 228 W TERIRHEO 447 1% (179mg/kg/ B ) % 5-#t
WHFIES. BT v MZBWTERKEAED 122 % (49mg/ke/ H) & 5-EE 12
B T LN O AL R 5 B B~ D o T

(5) AFEFEA TROFMETT v &Y o OATHIFEA B RER % FEh L 7=,

== = 70~173) 5,
RN ()
. AR i B OF s . Je 49 O
OB e s sn BERBME SRR 2 LI 5 2
Y SDJ vk SDJ v k NZW 74 % SDJ vk
(:; DE;Q:%}) 2.10.50mg/kg | 2.10.50mg/kg gdigl/ig 2.10. 50me/kg
M AZECBRAAET 63 B |ME : SEAR 7T B X |ME: 4ENRE 6 B XM AR 17 B X
12 5 8P LU REETET D 17THET D18HET D% 21 B &
X e - seEBERART 14 H <
FOIERETAET
WEHE - Fo REEIY - Fo REMW : Fo REMW : Fo
8 = (JRIE R M W FL Fe B BTy HAW : Fi. Fe
AR Fy




X, SFERBBRICET ZHE |

(5) EFEFRA
R ER 0T
(oo %x)

(6) JR Al v R

(7) & DAt D e ik 71

60, 74)

(R

1) FEBRET R QSRR 5388k (F » b 12, 10, 50mg/kg/day. £ M £ 5) ™
10mg/kg VL b CHtiE, 50mg/kg THilE, (AR MINEH . £

BENVI
(iR %N
Nignoi-, £7-.

E/
341

FOK BN

SR B AV,
JE R TlX 50mglkg THERB DWW D35 LM,
REW~ORERN DTN TH S 10mgkg LLF T, I,
IO N2 o T,

AFERE) ~ DR EITRD &

Jie Wz k4

2) FHEEAMEGHE (7~ b 1 2, 10, 50mg/kg/day. FH&EL, U4
¥ 12, 4, 12, 60mg/kg/day, &0 H5)™™

7 v FTIEEEYIC 10mg/kg D\J:’C“leiﬁiﬁﬂﬂ?fﬂﬁ?']

50mg/kg THME, HLiE, FKEHMNEN

TIRE D 2358

LD B AVIZ DN

o T,

—77. U RTEREEmIC
K OEIK B DD 5

DN T,
3) JEPEH K O L 538 (5 » b : 2, 10, 50mg/kg/day. £ 0% 5.) ™

REEMWIZ
DA 5 73

EWD

50mg/kg T, PERE,

Ha;%iiigjm ﬁlm\&b %ﬂf_o

ub%ﬁﬁwﬁﬂ%
60mg/kg THkiE, (A HEANPNH]
BB LN D I TIRESEIER ., A TE/ER TR

ENER = PIENETN
O bz, AR TIL 50mg/kg TR INMNH

iR N
o b, I TIE 50mgrkg
T RAERIEE D b1

AR

BB K OME K&
A7

T ERY % 0.1%LL T OEHE T D Y ARG 97 2 I 3R

ST, BRI TIXIEH |

1) BRI ™

ORI & B E R LTz,

TREOEMHTT v ERY oHuEMERER 2 it L 7=,
(J7iE)
<) AR MR EILEY MMaRHERER
B ¥ |BALB/c, C3H/He & M~ & Hartley ;& HEE/LE > b
23 | 7TRHZLIC3E, BEENES 7TRHZEIZ3E, FEAKE
#% 5 £|1. 10mgkg
= A B|BIEAR: 7oy r-diA7 /L7 I (0OVA)
# & W|EEM: Yoy r-b 7 L7 S 2 (HSA)
Freund’s complete adjuvant (FCA) X%
R EBAA KE{L T V2 = 54 (Alum)
B (T MZENEET | RESEBNEET 707 %
7 4 7% v — (PCA) K& > — (PCA) K
EEmEET 7 4 7%
. — (ASA) s
R TG T 57 1 7% v —
(ACA) it~
+ Schultz-Dale it
- IR ML EREESE (PHA) It
O )

TRTORBRTT v Y CHMBIER KO T ¥ =3 MR IERE
EBPURENITZ LT, FURMIE RV EEZ BT,




X, SEERREICET S |

(4) = O ORepkENE

60, 74) (/)/) ﬂcg)

2) TR ONBIRER BRI T D7 mE— a UEH

HEEERBRORE LY, 7R v O—REBIEHO U 2 7 13D
TEWZ ENRBRINTWDS, £Z T, BAUFEERBRICA LN KER
RO RO RER SRR T 5 7 nE— a UEHZRE LT,

OFFF 78 T SR el
TROFETT v ERY > ONFFE bR SRR 2 R L7,

(Fik)
FRHE Y F344 7 v b
(—#EHOFHYE) (e 20 #1)
A4 = I—Y 3| N-nitrosodiethylamine (DEN) oL
n & 200mg/kg 1101 JEFENE G
o | T E S.PB | 7 ER S.PB
BOW AT IRIEE e | et e YT g e | e e
Stz 2 30 £ e 100,
ﬁkﬁigiﬁﬁfﬁﬁi 0 300, 500 0 | 1000 500
1000
B 5 A & TR 5
% 5 8 M A=y —a VAEKT 2% L0 6 M

* o AE TR 3 BT 2/3 AT YIBRT & K f T
S.PB : Sodium Phenobarbital
(s 1)

RE B IMH O & 57z 300ppm LA ko & G5BT, R
Glutathione S-transferase (GST-P) [Pl E B %8 4 3 A B A HE N
L. 1000ppm % 5-#£ TiZ Sodium phenobarbital 500ppm #% 5-£F & [A]
BETbhoT-, ZOMMELY ~ U A0 B RFEAEERICHT 257 1T
— X —ERB R ST,

@ WIRBZRFEIT D u'— a L EHOKEER
TEROFMHETT B ERY VOWRBREEIZHTDH I rE—T 3 >
VB o Kt & ke L 7=,

(FiE)
EHR &Y F344 7 > b
(—EROaYMH) (HE 20 1)
0.05% N —Butyl-
A=LI— 3> |N - (4-hydroxy-butyl) oL
n & nitrosamine (BBN) % B K12
AR L 4 WS
.| .| 7’7 ¥ Phenacetin | .. .| 7’7 Y| Phenacetin
BB MEE ) e | e e | ST o e | e e
Stz 201|300 AT 38 100,
%ﬁu(ltbgrﬁ;ig 0 300, 25000 0 1000 25000
PP 1000
¥ 5 A & TRAE ¢ 5
% 5 4 M A=z —a LEKTHID 32 1M
(i 5

TN AIREREL R AR S o T,




X. EBMS=RICET SRE

1. BEIRS

2. AMHIM

3. ARNKETOIE

4. IRV LEDIEE

5. BERIMTEM

7. ERREFAH

8. RERFTAIFABR
VAREBES. EfALE
IREERAB. RTHE
#£AH

A RFEEERS EE-EMEFEOLTEICIVENTLZ L)

ARESY - BISE

Ny 77— 10, 20

PTP )& 3 4F
Tk 3 47

Ny T F—HKL 2% 3 4E

Ny 77 4 —HE 10, 20
PR AT

BESN TV N

Ry 7T F—Hk 2%

HPRLAI T, EEPODMICRETLHERH LD T, BoaidEiT s &,

BAEMTERLTA R 2L
KTVoLEY : HY

[Al—p 73 72 L

M . 7T Ha UBE 200mg, AL 20%., R T ¥ ABE 15 2B 3,

R T B 2.6mg,/ $E 5mg,OD #E 2.5mg, 0D & 5mg, 7 b
NNy b= BTN 2mg, SN dmg, 7Y N AEE0.1mg,”
OD #£ 0.1mg, A7 —7 7#£0.1mg,” 0D #& 0.1mg, X4 ¥ 7

—7 73.5mg

1981 4 10 A 1 H (F4 Y RFEIHFEH)

EKREHR Ny 77 —§E 10
Ny T F —EE 20
Ny T — KL 2%
Ny T F — B 10
Ny T T —§E 20
Ny 7T F —HIRL 2%
FAM A AEIHAFEH B -
Ny 77 4 —§E 10, 20
Ny T — KL 2%
WRFEBHAREEA A -
Ny T F—8E 10, 20
Ny T —HIRL 2%

AR E T

: 1993445 2 H
: 1993444 2 H
: 2006 4= 2 H10 H
: 20500AMZ00143000
: 20500AMZ00142000
: 21800AMZ10046000

: 1993 4 5 5128 H
: 2006 4 7 H TH

: 1993 4 5 H28 H
: 2006 4 7 H19 H



| X. EEMBRECETHES |

10.

11.

12.

13

14

HEEX (T REM. A
ERUVAEBEEEMSE
DEABRVEDAR

BEEMKR. BT
REXARFEABRVED
RE

BETHME

REHFHRICET 5
CE:

. KEa—F

. RERBA EDEE

eI Zh B, AEROCHEZEOFEHAH 20094 12 A 18 H

NE -
ORE7IE

JRER ) %

IR I
iEjJDO

NETEBIEBEIC B D R E DA R, SRk Ohatk

@ THEROCHZ] 7o 11 BxE#S &t 40mg T TET 5,1 & 3%
A DOEEIE, 20mg 2 1 H 2B F THETE 5, | ICEH,

HEARKEAKEAD 200343 A 26 A
WA KGR FIHOLE T2 L

64 (19934 4 H 2 H~199944 H 1 ) &T)

ARFNFFEEIARNS LR T 5TV D EEITHEY LRV,

IR £ EESBEAEMEL| EAEERI—F | HOTOO#) |Lt 7 FEELE
e HEEZI—F (YJa—F) BS YAFLEAI—F
Ny T T Fr—
5 10 2590007F1021 | 2590007F1021 | 105680801 | 612590051
Ny T T &=
5 90 2590007F2028 | 2590007F2028 | 105681501 | 612590052
Ny T 74—
Yk 99 2590007C1025 | 2590007C1025 | 117318501 | 620004020

YLD

—100—
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1. SIRAXH

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)
12)
13)
14)
15)

16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)

=R ATE
/N

-/

/N

[/ B 7S

JaPEME At
Ba[ 2 (BB Al
RAxRLZ
ARG il
TEE e fih
/NSRBI il
Bl &
RKHE— i

BREE T AENERL, BFEEE
M. Gotoh, et al. :

ESD oI, 1563(8), 459-471(1990)
7 H AW R %L, 52(2), 248-258(1990)
W& HTHE, 27(1), 75-83(1990)
ERIKE 3L, 6(4), 745-760(1990)

3K, 6(4), 761-776(1990)

7 H AW R %L, 52(2), 233-240(1990)
WRERSEL, 3(5), 671-675(1990)

7 H AW IR %L, 52(2), 241-247(1990)
WIR#RSEL, 3(3), 321-327(1990)

Bk L ERAK, 39(4), 699-706(1990)
Bk LK, 39(6), 1153-1159(1990)
WARZRFHLEE, 36(4), 517-523(1990)
KPR LR, 18(4), 1731-1740(1990)
# No.338(2009)

Int. J. Urol., 18(5), 365-373(2011)

(PMID : 21332825)

BREEE T - tENER, RS E

L & -
BT — e fth -
STE SR At
AR — e fth
fER] — e fth

A& BEAREEES

FERE T A
MRS — Al
FERE T A
FAE
AN T S A
O
& %

FEPNE R, BIFSE R

No.339(2009)
WRERSEL, 24 (6), 1023-1030(2011)
FENE R, WFFEHR A E No.60(1993)
FRIRHEEE, 21(3), 555-565(1990)

BRI EE, 21(3), 567-578(1990)

RN R, AFFEHR A E No.200 (1990)
SHEEE, 36(7), 489-494(1999)
SEHE R, 30(12), 1023-1036 (2002)
/NRFLERIR, 51(5), 1039-1045(1998)
SEPR LRI, 30(1), 37-47(2002)
WARZRSMVEE, 12(4), 525-536(1999)
FENEEL, AFFE R No.119(1997)
PERIEE 75 75 4 % 6(3), 217-226(1998)
# No.231(1989)

30) @7 K fih: BASKEHERE, 113(3), 145-156 (1999)

31) FEFBAGL fith : FAKPEHERE, 94(2), 145-150(1989)

32) @7 K i BASKPEHERE, 94(2), 151-157(1989)

33) EAIHE ¢ AENEEE, BFFEHR T E No.202(1989)

34) Y. Wada, et al. : Arch. Int. Pharmacodyn. Ther., 330 (1), 76-89 (1995)
(PMID : 8849312)

35) M.Yono, et al. : Eur. J. Pharmacol., 368 (2-3), 223-230(1999)
(PMID : 10193658)

36) BEEDEE fih  ALNERL, BRI E

No0.213(1990)
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1.

SIRAXHE (DDE)

37)
38)

39)

40)
41)
42)
43)
44)
45)

46)
47)
48)
49)
50)
51)
52)
53)
54)
55)
56)

57)
58)
59)
60)
61)
62)
63)
64)
65)
66)
67)
68)
69)

70)

R

T. Oki, et al.

o AAREKHE MRS 113(8), 157-166(1999)
: Biol. Pharm. Bull., 24 (5), 491-495(2001)

(PMID : 11379767)

H. Tokuno,

et al. : Naunyn-Schmiedeberg’s Arch. Pharmacol.

348(6), 659-662(1993) (PMID : 8133908)

& TR il
BFRSIS I i
& TR il
THIESR f:
REICRE fth -

HARSEEE 245, 93(2), 55-60(1989)

H ARSEPL A HERE, 94(3), 173-180(1989)
H AP HERS, 95(2), 55-61(1990)
WIRZEFHAL L, 36(8), 915-919(1990)
PR, BFTEEE T No.58 (1993)

T. Oka, et al. : Jpn. J. Pharmacol., 87 (1), 27-33(2001)
(PMID : 11676195)

TRk fh
VAR
AT fth
FHE M

Y. Yamamoto,

HEE AR fth
AT fth
JAETRED fth

KPR LRI, 34(7), 869-875(2006)

KPR LRI, 34(7), 859-867(2006)
SEWEhEE, 4(5), 537-551(1989)
IEWEHE, 4(5), 581-593(1989)

et al. : EMHEFE, 10(2), 205-210(1995)
FEMENRE, 6(1), 3-20(1991)

SEWEhEE, 4(5), 553-561(1989)
FENE L, WFFEHR S E No.198(2002)

o B fh o AEPVER, BFFEENE T No.217(2003)

f A ELST i

DN E R, BFIEEE E No.178(2001)

K.-O.Haustein, et al. : Eur. J. Drug Metab. Pharmacokinet., 13(2),
81-90 (1988) (PMID : 3208795)
il A R, 37(10), 873-875(1997)

BT i
AR b
e il
PSS fth -
FREFBASL Aih
/3 1 /N
I FFIIE il
g A it
(L FAIIE il
I FAIIE i
HH O fh

RN EL, 48 503(1998)

B R, BFFEH T E No.117(1997)

B R, BFFEH S E No.57(1993)

IS HEE, 37 (5), 457-467(1989)

IS HEE, 37 (5), 447-456 (1989)

B R, BFFEH S E No.61(1993)

J. Toxicol. Sci., 14 (Suppl. 1), 1-11(1989)
J. Toxicol. Sci., 14 (Suppl. ), 13-59(1989)
J. Toxicol. Sci., 15(2), 107-144 (1990)

J. Toxicol. Sci., 14 (Suppl. ), 61-109(1989)
J. Toxicol. Sci., 14 (Suppl. 1), 111-160(1989)

A. Ohuchida, et al. : J. Toxicol. Sci., 14(2), 131-141(1989)
(PMID : 2778853)

WHE SRl

: J. Toxicol. Sci., 14 (Suppl. 1), 161-177(1989)

—102—



[XI. Scrﬁk]

1. SIAX#(DDE)

2. FDihn S E 3k

71) FE  E fh : J. Toxicol. Sci., 14 (Suppl. 1), 179-205 (1989)

72) FE  E fh : J. Toxicol. Sci., 14 (Suppl. 1), 207-219(1989)

73) FE  E b : J. Toxicol. Sci., 14 (Suppl. 1), 221-247(1989)

74) Y. Kouchi, et al. : J. Toxicol. Sci., 14(2), 143-151(1989)
(PMID : 2778854)
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XII. 2E¥&H

1. ERNETORTRR

KIRITF T 5206
DIKGBIRIL & R D,

TR, HIELAUCHEIIUTOLEEY THY | SHET

4. HEEXTZNR

1EMERTILAR %)

OBFBEMICH T HREYER. MRRUEMREE

OTRHEBRITIKEICH (TSR, REE
AR ETERERL . AR TSR

-
(i

TREREB. BBRIBECKRE (B IR 2% .

[

6. AERUVAE

BE D,

H2RETHETE S,

HE, RANCIE T Y MR S LT 20mg 2 1 H 1 EIEZRED

i, ERIC K EEHET S8, SRR TS OSEIE, 20mg 2 1

E4 KA

=14 APOGEPHA

Rt Mictonorm® Mictonorm Uno®

IR - g BE% - 15mg/bE B A 7 - 30mglh R L
FRF 1982 4 2007 4F

BB AESIES

TREDIER & 295 BH O JRKEE R O
BRI ONE IR 8038 O e ERR 5

e &M PR bR 7538 5 B G 5 BB DE) SR
W PR IR S 13 BB R R 7 & O BERE
(2 2 Aof e R R 1775 8 955 B (R R 5 i
&)

SEIE BN D B BT B R KR X
VAR IR I QN IR B0 O XHE R TR

[FA] 188 15mg, 1 A 2 0] 2 AEvE& 5
L LTCHESR T 4,1 0 30 THEETRE,
1 H 15mg #5 CHOHREZRTHAELH D,

[A] 147 EL 30mg, 1H 1EZE

RiERURE R HER BB B O A 1 6 15me. | WG R L L CHERT 5,
18 3EEEAELE &L L CHLET S,
1 H DR KHERA &I 45mg,
E 4 RS
=4 Amdipharm
554 Detrunorm® Detrunorm®XL
FIR - R FEAI -+ 15mg/BE It 7 v - 30mg/h 7L
HEE 1998 4 2006 4

BB AESIES

Re & DRIR 5388 15 B GETE B BE) 25 L < 13,
AR BT B 5 S PRI 55 D F B 5512 K D f
8 PRI P e DR 5 308 T Bl (B DR A 08 S B) % A
T REICB T DIREEE IREYEELE )

Fr e MR bR 7518 75 B GRIE BN 2 A9
% BB ORREE, REYRA K OHIR

AZERUVAE

[FA] 188 15mg. 1 H 2 [A] 2 A= uaf 5.
e LUTHERT 5,1 H 3[EE THETTEE,
1H 15mg HETHRERTHAELH D,
F AR R BER B TE B O %A 1 8E 15mg,
1H3EZEAERERL LTRSS S,

DEMENRD LD EAITITL IR T,
1H 40 F CHETHE (kLR 1 B AR

[A]l 147 EL 30mg, 1H 1EZE
Y E L L CHERET B,

W) ERd B IE 7 A ABBRORNEENRFE L TS (2019 4 3 H),

) EN O KRN AEOHIE CARMZHNT D2 L,

—104—




BErion

2. BOCEITHERRXIE
(L

(1) HEA#Z BT S HL (FDA, A — 2 1 ) 7 4340
R L

(2) /NREFIZEET 2 MAME

AIIZBIT D TOREDE REe AT 2EHICHTLER] 9.7/NEFEOFH
BT ERBY THY, #ED Detrunormlbsmg film-coated Tablets @
SPC Ol & 572 5,

9. BENERZEITHEFICHT S FE
9.7 /MNR
INREE IR L U BRI E L T,

Detrunorm15mg film-coated Tablets @ SPC (2016 4~ 8 H)

4.2 Posology and method of administration
Posology

Paediatric population

Due to a lack of data Detrunorm 15 mg film-coated Tablets should not be used

in children.
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