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ADH TV a— Ui k%% (Alcohol Dehydrogenase)
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Al-P TN UKRAT 7 Z—F (Alkaline phosphatase)
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AUC A FE R A T imf& (Area under the concentration—time curve)
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CYP3A4 F ~ 7 m— LA P450 3A4

CRP C —petEEH (C-reactive protein)

EDys FEIEIRF O SR MLTE & 15% T 2 B o A &
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I-PSS EFRRTISRER A =7 (International Prostate Symptom Score)
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QOL ATEDE (Quality of life)
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UDP-GT UDP-7' )V 7 v L gfinfli%# (Uridine diphosphate glucuronyl transferase)

vy —GTP

v NHAINKT AT FH—F (Gamma glutamyl transpeptidase)
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95°C /T5URH, EH: 3 5 Bl | BenL | BN | ZesL
10°C. R0 IT =L,
ing o~ RO RS 3% A Bl | ZesL | HER | 2kl
WS, KR A
A @ EAT 7001x, R
7 =ik 5 Y (R
Je oy s oo | EERL | meRL | see | Bkl
IRV BHBBEOREMN

A LR

¥l & DESE (MEIEFHZEIL)

AR

] i

2mg $E. 4mg BE.

w5 - A

2mgOD &

FAENDELGRSR - QK. NENERTRS - 2RCET S1FR

AR

10

4mgOD #E & b 15 3RO HIFRIT 809U ETh - 72 (A RIEHRER N M),




(2)

©))

(4)

11.

12.

253
(1) — 4% 2mg)

100 & [10 & (PTP) X 10], 140 && [14 & (PTP) X 10].

500 88 [T AT v 7R b, RT]
() —T 4 dmg)

100 £ [10 & (PTP) X10], 140 && [14 &€ (PTP) X10],
17]

500 88 [T AF v 7R Fb,
(1)—7 0D %& 2mg)

100 &€ [10 & (PTP) X10], 140 £ [14 & (PTP) X10],
NZ

50088 [T AF v 7R b, . WLERFIAN D ]

(1)—7 0D %z 4mg)

100 & [10 & (PTP) X 10], 140 && [14 & (PTP) X10].

50088 [T AF v 7R b, ANT HBAIAY ]

THEE
L

BHROME

PTP: R Zub Ly, TIAI=UAE

500 $& [10 & (PTP)

500 &£ [10 &£ (PTP)

500 £& [10 &£ (PTP)

500 §& [10 & (PTP)

NT T REERYF Ly (REVAER), R 7Ly (Fvv?)

AR SN D EME

L

Z Dt
s ER L

11

X507,

X507,

X 50],

X507,

700 $& [14 8 (PTP)

700 $€ [14 #& (PTP)

700 $€ [14 #€ (PTP)

700 $& [14 8 (PTP)

X507,

X507,

X507,

X507,



V.

(1

(2)

(1

2)
1

ARICET SIRE

I ESYIES

4. $EERIFFE

BISLRRABRIE (Z4$ 5 HERIES

MBEEXITHRICEES R

5. RERIFZHRICEET 5T FE
AHNT £ DIFTRARFETIT R SHERETH D Z EITEE L, AAIREICE VRS 22080835 607

WIEEIE, FHRIER L toBEYRLEELEBET L L,

(figeai)
a BEEEED 5 B TRISZAEKRAE A O PEIRFETE | 12369 2R UTRE S > TV D EANCLEOEEFEHTH
éO

BISZARARJOEIZ 1T B HEREE IR, B IRIRAEIC X 2 HEbRA0 BAZE & BT ST IR T A ORISR 12 X 2 HEREn B 28
O GTREEGET 5, AANL, a1 BFICaw) EEEMICE VSRENEELEML, RENEZR TS, JRESE
ZEFET LN, JRIK L R BRIARREZ O b D& %FET D H O TIHAR,

RZERUVAE

RERUVRAEDHEHR

6. BiERUHAE
WBH. A e R LTl El4dmg 2 1 H 2 B BZRICR ARG 25, 2k, ERIOL U GEERE
T 5,

BiZERUVHENORTERE - BH
V. 5. (3) HERKICRZERER] OHBR

RERUVHZICEET R

BRIE STV

B R AR

BEERT—R/IN\vH5r—
LR

B R SR ER

HEE5HEBR

R A B (20~295%) 12, 12 R > H 7 &/ 0. 5mg. Img. 1.5mg. 2mg. 2.5mg. 4mg. 8mg MII 12mg (&K%
6 ) AFZEERFHEIR OG- L& 2 A, 2mg THEE 1 5, 2.5mg T2 H L H A4 1], 4mg TRHT AR 14, BEA
R—L T B 14, 8mg TEHL HA& 14, BENR—EF B 11, 8E 1], 12mg TEHL H&3H], K5
AR 3B, ESLMRIE [ FIARD ONR, WITNORETH Y | FRCBEROICHEE 620D Tho Tz,
Fio, BRBRAEME (RFEARE, IRAECFIRE R OIRRE) 2BV CH AR & BREFTLEERS b )

-7,

12



2)

)
D)

2)

REHRGHERY

WEEERE N BPE (20~25 %) 6 MIlc, m Ry v RN 1.bmg % 1 HEROT A B AER 30 /312 1 (A,

2~6 A HIT1 H 3 [EFERER 30 S%ICRAZE LizE Z2A, b BA 1AL WIF 1Al KE 16l SORE 1

1§J75) WO BT, FRHCERMICIIE E 520 b D Th o7z, 72, BAREMEIZBO T ORI TN BREFTA
ITRO LN T RAERMEITIREFTH -T2,

RN PE (20~275%) 1T, B R U A7 &/ dng, 6mg T 8mg (FHE6H]) 21 HHAKO 7 HEBICIZHIE
BE30 2 %IC 1 EL 2~6 HEIZ 1 H 2 BEIEROS BB 30 S%ICRAKE LizL 2 A, 4mg THH 34, K
5 1, D EPEIISNIGHE 1 1, 6mg TALT (GPT) k& 161, 8mg TRAARR2HI, M H< A 1A, kAT
LB, 7IT7—E LA 1HIARO LN, WIS RHICHERIICHEE 250 O THEEMIIRIF TH o7,

R AROAGR SN TO D HELOH &L NaHE, A3y e R e LT LR 4ng 2 1 A 2[4 &I
A#ET 2, 2k ERISCTHEERET 2. Th o,

RAERIHFERAR

ERFTHIE | HEELLAZRICHE

ANZRRAE KRE IR © PRIRBEFEBE IS, 7 Ry w720 0. Ing, Img, 2mg & 1 A 2 [FIEIEH% KOS &% 4 HH
ROk LR, FEFMEE Ch o efkdcElE ([FHdEE) + MEESEE)) 1. 0.2mg/H 23. 1%, 2mg/H
27.8%, 4mg/H 33.3% & FHEEOHIIEVEEROBMNRD SN0, HEICAZZTRBO NN T-, 72
. I-PSS & W HIEHEAEIC F-3 < B RAEIR O AL J OV E FRHEIZ 355 < BEPRFF QOL DRIz W T, T %h)

P EoF#HERL, HEEREO»OEBERIGEDELRO N, —FH, BRI LT, EERRIEAILED 5
Npnoic,

PAEER Y | BIZIRAERIE A D BEPR B B Ik D B ZIMEA R SAL72 A3, 4mg/ H 28 2 5 B CTOMF 1L E
Tho LWz,

el

ERELYE || H-EEHREERHR Y
ASEARAE RIE ISR 5 PERIEEBE 2 RIC, o1 R 7L 2ng, dng X7 IR % 1 H2 @ (HE&BEENR
FE%), 4BMRAKE Lz, ZO/RR, o0 Ry 7L dng 51375 B R L ek LT ERRER (I-PSS b
—ZNZAaT) EHEICRE L, £/, I-PSS F—F L2 aTIZBWT [RoRG%)] UL OB RERE R LI iE]
DEEIEL,. 7 TR 41. 6%, 4mg/H 55. 8%, 8mg/H 62.6%% . 8mg/H & 7T ¥R EDBICAEENERD Sz,
BIERFEEEIA L, 16.6% (42/270 ) Th o7, AEHORIERFEEEIGIL. 77 8RB T7.9% (7/89 1), 4mg/
H#E 16. 9% (15/89 #il) . 8mg/ H#E 21. 7% (20/92 #i) Th -7z, EZRRIVERIZ. SREEESE 0% (0/89 41) | 11. 2% (10/89
). 6.5% (6/92 f5) (ZZ &R, 4mg/H. 8mg/ HDNE, LLTEEE) . A8 1. 1% (1/89 f51) . 0% (0/89 f5l) . 5. 4% (5/92
) CThote, BIEM (BRREM) BEEEIL. 6.7% (18/270 ) Th o7z, HEROEIER EERMREM) %
BEAIT, 75 BREES. 6% (5/89 451) ., 4mg/HEE6. 7% (6/89 45)) . 8mg/HEET.6% (7/924) TH-ot-, TREIE
A ERRRAE) X, NV 27Uk REF2.3% (2/86 1), 3.7% (3/824), 2.4% (2/84 f) (77 &AL, 4mg/
H#E, 8mg/HEE) Thoto,

[-PSS® h— & )L 2 a7 DGR DAL

. e I 7T R L OB LR
G P 5-BRAG R E A B b 4 Mm% LR Dunnott I T AR
75 &R 18.1=%5.6(88) -3.0%5. 8(88) -
2mg X2/ H 18.3+6.5(84) ~5.7+6.1(84) p=0. 013
dmg X2/ H 18.7+6.0(87) —6.6+5.5(86) p=0. 000

AT 0 S Mean=®SD () : JEMIEK
a) I-PSS : [EFEAISAMER A 27 (AE : 0-7, WPEEJE : 8-19, HEIAE : 20-35)

PlbEXo, va FUrofRESEHEE MEldng, 1 H2E] EEX O,

ARFIOERBEN TV HBELOHER M@, RAZEye Ry LT al4ng 2 1 A 2 FIFIY B% IR
A5 2, ok, JERIOSC CEERET 5.1 ThHD,

13



(4) HREEAYEABR

1) Bt
<ERE I B-E5RLEERHABR>Y?
I[-PSS b =& /LA 7 M 8 MLl b, QOL 2= 7 A% 3 Ll b 50 FELA_EORISLARIEARAE I £E 5 PR RS B & x5
I, ¥r Ry A7 dng L7 7 €4R% 1 H2[E (BAEZBEKOSYEE) ., 12 8HKEA#ES L, Lkt %
BRAA TR SRR R 24T - 72,
T ORER, EEFHEEHE TH D 1-PSS =X V2 a7 O GHIEOZELE (FHERERA) (X, 7788 -5.3
+6.7.78 Ry -8.3+6.4TH Y. > R DT T HRICHT BEBNENHREE S 7z QA t Mg :p<0. 001),
F 72, BEBIAARFICEEE L C I-PSS b — X LA 3 778 25% LA Rk L EFIOEIAIE, v u R v 76. 4% (133/174
) KROTZ &R 50.6% (45/89 f5l) TH Y, HEIEELNEIE (I-PSS h—F /L2 a7 8 i) F T#E LIZER D
BISIE, Su R 47 7% (83/174 ) KON T+ K 31.5% (28/89 ) Th o7, v R oo HRERIIIS
L% OB beE L, EEAICK L THSENRIED bz, XHIT, I-PSSHEURIERA =27 GRREE. R
BOEHE, JRBVE T, BEBEHR A 27 085 KOERIERA 27 (BRSER, REYHER, KSR A 27 083,
HERIZBET % QUL 2 a7 2N ENOHR G OBLEICE N T, 7T RICH L THBERUEDRNED by,
RRRTEEOEGAIZICIIT 2L bR CEHMEEERZE) (3, v Ry v 2.2423.96nL/F, 77 &R 2.42%
5. 50nL/F TWT I b B GANIASTHE LN ERZETRD b ofe, BRREFRITPEIR RFIZK & 28
BT HZ e, BRI OPIREEZR A 725G (REAIEROPEIR BN £50%20N) OEEMIZKIT 5
RRRIBEOEALEIL, 1 R v 1L.70E£3. 31nl/F, 778K 0.26£2.2InL/HTHY 77 RIZH L THER
UENFRO LIV (2 FEAR t BRE @ p<0.01),
BITERRBEIA T, a R U BE54.9% (96/175 Bl) . 77 & AEE 22. 5% (20/89 ) Th -7, EREIEHIE, ¥
B R U BECHRE RS 22, 3% (39/175 i) #R(E R ONHVE4 8. 6% (15/175 fil) | JRICEE 5. 7% (10/175 i) . T 4. 6%
(8/175 Bil) . 5B 4. 0% (7/175 Bi) . 7" B ARHETIEE, NVBKOBEMRA 4. 5% (4/89 #5) Th o7, BIEA (ERK
MM BHEEIEIL, v R URE31.4% (55/175 6) . 77 & ARRE 21. 6% (19/88 i) Th-o7=, FRBIER (i
REAE) 13, > u R UBETIZ NI Z Uk Y FESF 12.0% (21/175 4) . CRP L5 5.7% (10/175 ). v -GTP L
H.3.4% (6/175 ), TS BAREETIZFY ZUk® Y FESF 10.2% (9/88 #1). LDH k5K CRP 544 3. 4% (3/88
#il) Thoto, EELREWEMITRD biLieinotz,

T-PSS h—# L& 2 7 HIEMEOHER

4
2T (R EY e TSR
22F ks P=0.01
al s [P 0,007
i
|
iy 16 b
n
M 14 F
]
Tt
ke
@ o0
[:5
- B | L
—a— O Fi Qe FSER
]
mEms 0 28l el 128 BEETH
(R FALERE)
] TEI 45D
I-PSS b—# N2 a7 OWEM, 8K OREEZE
\ . ¥ 5B AhE F& T Y (%= iR 95%
B 5 RE %% i I B ) i
B E A ) fiE B fE#E X R
DA=E NS 174 17.1%5.7 8.8%5.9 -8.3%+6.4
— -3.0 4.6, —1.3
75 R 89 17.1%6. 1 11.8%7.1 —5.3%6. 7

a) Mean=®SD

14



b 1 %R 2 B%ICBITD I-PSS b= L2 a7 &

=E51AE m5EE
. FoeRE O FSERE yoFysE
uﬁ-l:.‘j: (n=89) in=174) (n=88) in=172)
T -1.2
¥ 22
}..
|
g
e -5
2
a
7
I [
1":. A
2 0 :
-
P B=% G - 5-BRAAHE Mean+SD sekk : p<0. 001 2 £EA t HiE
1-PSS HEPRIER A 2 7 v & [-PSS ZIRiEk 2 2 7 2 b &
FIEE ORI R FoEE pFm
In=@41 In=1721 =8| in=174]
Game 109EU a4l HIMER  az1s  gezia
[E1) 1]
[ il
-1
E =¥ ol
EI_ g
] i
i
1_
S
5
FACE=F 5T OUT P IRRE) —F 5-BRAAE EAb = 5 TR CUIHIERE) B 5-BAGRE
Mean+SD sk : p<0. 01 2 FEA t #7E Mean+SD s : p<0. 01 2 HEA t HiE

PRIRIEIR - 4 THA GRRIE, JREGEE, REMET. IEEPR) Oagt 2=
HRAEK 3 HE (TRSR, RETAK, KRER) oaft2=7

QOL A 2 7 A EDOH

AL B=X G0 B D VIR G TRE CUIHP IERE) B G- BAAIE
Mean+SD s : p<0. 01 ik : p<0. 001 2 A t #E (77 BREEE D)

15



2)

QOL A = 7 EE DO HER

B A& T IR
3 S 134 2 1 4 & 8 1 12 &
BeHRE e 5-BAAIRE i S| S| S| I (S 1)
4.9%0.8 4.3*+1.1 4.1%1.2 3.8%1.2 3.4%1.2 3.1%x1.4 3.2%+1.4
v Koy
(175) (174) (172) (168) (162) (155) (175)
o . 4.7%0.9 4.4%1.0 4.3%1.1 4.0x1.2 3.7+1.3 3.5*+1.4 3.6%1.4
7 7R
(88) (88) (88) (86) (82) (82) (88)

Mean=SD () PNIFIESIEL

REMHER

<EREHRSHER (62 8/%kE5) >¥ 7

BISTARAE AR (S RE O PEIR B B 364 &2 R RIC, u Ry v 7 E/bdmg % 1 B 2 [0 (FARB LY RE). 52
RO RE Lz, £ORER, I-PSS b —Z /L2 a7 (FEECIRERE) 13, &56mR, &5 4 8%, 12 8%,
28 M OV b2 W TENLN 18.446.3, 13.1+6.3, 10.6+6.0, 9.4+6.1 KIN8.2+5.7 LHEB L, 52@IchH
720 BRIEROEEREENBO LN, £, Q0L A a7 M ORARGEERDS 52 BIChb- 0 FEICEE LT,
T, va RV BT 'AE Sng/ B D dmg/ A ~JRE L, £ O%FHEE SR IIER 2 &R, 5P —E
BIE SN TEG A IERERI E LT, I-PSS h—H LA a7 OB ELELZE 25, BEMITIERER X
D HIEIFOCCEDLI OO, WIND 52 BIZHhT= D ZE LI-UdEmNRD bz,

RIVERFEBLEIA 1, 65.4% (238/364 ) Th o7z, FBIEMAIL. STREREE 25. 0% (91/364 f5) . T 7. 4% (27/364
B, B¥E 7. 1% (26/364 45) . S2H < H A 6.6% (24/364 f5) . &P 5.8% (21/364 i), S6oF () 5.2% (19/364
B) Thoto, FIERA (BARMRAEME) RHEEGIE, 31.1% (112/360 #) Thote, EREIWEA (BHRREM) X,
FUZUt®Y FLEF9.2% (33/359 f5) . ALT L35 4.2% (15/360 f4]) . FMEREIEA 3. 9% (14/358 i), ~EZut
VR 3.6% (13/357 B), ~~ b7 U w NMaD 3.6% (13/357 ), AST k5-3.6% (13/360 f5i]) . AR inEREIR D
3.4% (12/358 f3i]) K UNCRP E5-3.1% (11/359 f5)) Th o7,

I-PSS h—& /L2 a7 RIEMOHR

T
wew

s T LR L LT I
e
“ee

T L T L] T ] T L L ] L] Ll L T
feh 4A 8A 120 16N 20 248 28 32M 36 L0 4 484 52
iy

15 5
Mean+SD () PUIEBIEL ok : p<0. 001 1 A=A t ME (5B & O Hilk)
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®)

(6)
D)

QOL A = 7 HIEMEDOHER

EEE-UNroo

Yy 4 BE 128 168 0@ 2408 ZRE 328 368 4098 A 458 52
s
B H

Mean+SD () PRUTSEBIEL sk @ p<0. 001 1 HEA t #E (B 5-BIARIE & oD bLi)

RIRFLIRDHERS

P

REEAR

(238) L
L2530 ke
EdE

) (345

I==T T T T
e A 12 203 P2y | 36 i su

b

Mean+SD () PYIZSEBIEL #k : p<0. 001 1 FEA t fE (F% 5-BAAEIE & 0 L)

BA - RERIEER

DRI L

AR fE

ERRAAE (—RERRERE, BEEARERE. EARELRRAE) . RERTRT— 4 —2H0E, B

RETRERABRDOAE

OFERARERE

(Z4fh)

LRV SRR 4, 280 BIORIMEAFEBISRIL 11. 2% (479/4, 280 ) Th o7z, ARFHE THRILLIZFERHFBERIK
SYERIORBIER & 2 OFEB=T, ERCRE LOFLERE ] 3.6% (154 i, PIER : SRR 103 M OWATIEA
JiE 50 715F) . THAGMEE ) 3.3% (141 B, AR FH0 11145 . TebiREE ) 2.0% (87 B, PNGR : y2@htEd £
45 {1 R OMRALPE D F 0 29 1158) | TIPS, Mshis K OWERRRES | 1. 1% (46 B, PNGR : P 44 1F55) 0 T—fix - &
HIEE R LOERGHMAOREE 0.8% (33 61, WAR : 0829 fF5%), Bk LOYRESRES ) 0.6% (20 i, PIRR : IRE
a8 R OMEIR 7 1H5%) Th o7z,

(20 1E)

LAEVERENTR GIERI DN O | AR SCE LRGN RE D 304 5l 2 FR8h L7z 3, 976 5l 2 A M EMFHT R SUERT & LTz,
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2)

(T

o =R
RRUGEE L, SREGI OB T RSN T, ARFIE G- B LA O BRI AR 2 5 2 AR 03 A B9 I I L |
e TRtk (A TE k) o4 BefEcflE s, IR U ML) LRl S = ER OEIS
(LAF, TM5hs2)) 1% 14. 4% (571/3,976 fil) Th 7=,
® [PSSh—Fnzxary
e GBALAIE & QST ORI S 12 #1%) @ 1-PSS b —Z L2 a7k CEHHIEUERE, LUFRER)
13-7.5646.3 THo7,
® QOL A=
MRS OPERIRBEIZ KT T 2 BF A H OWMEEZ /R L, 0~6 i E TO 7 BERE TR S iz, #5-BbARs & it
HRFEAME CREI S 12 381%) O QOL 2 2 728 {L&|FI-1.9+1.5 Th-o7=,
QY EFEAMERE
(L&)
LA PEMRAT RS GIE 3, 571 B BIVEASEEERIT 11. 4% (408/3,571 ) Th-7=, FEH L= EREEERIRSER D
RIVER & 2 OFRBRT, THIBREE) 3. 7% (131 I, PIER: T 103 1455) | BRI L OFLERE] 3. 0% (108 fi,
AR @ SHRERETE 85 4:55) . [HIRRIEE ) 2. 1% (76 B, PNAR : SEIED 0 A1 R OMBRAIED F 0 31 #55) | [—
it ByREERS IO GEMIORAE ] 1.3% (46 1, PNFR : 078 33 £455) . THEkes, Mk K OERREE ) 1. 2% (43
B, AR PR 3T f1%E) Th oz,
(CHE#ME)
LEEVERIT R BIE B | EARUCE R ANE 195 B, BISHMER (RiEMZE) 1 BIOFE 196§l &R\ 7= 3, 375 4
% AR BB & LTz,

o fmphR
ARUGERE I BIERI OB T IRERIZ IS W T HARER A & [RIRRIZ RN S v 7, JE2hER13 23, 5% (793/3, 375
) THoT,

® [PSSh—&nrzxary
B GBRLARE & &S HMRED [-PSS h—Z VR a7 B v (R EHERZE, DUFRERR) 11-7.527.3 Tho
77

® Q0L A=7T
BRAARE & BT MiRED QOL 2 2 7 A (L &II-1.9£1.6 ThoTz,

® Qmax
& 556 & B ET MR D Quy 2 LEIT 1. 95 4mL/ B Th o 72,
® RIRE

Be5-BRAARE & BRI OFR R S D b #:13-29. 2+115.0 mL Th o7z,

¥, BUERGEEERARTBRITIEN L TW7Ruy,

ARREHE L TERFEORBEXIEER LI-AE - HBROBE
RSN

Z DAt

EE R L
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VI. EMEE(ICREY HEE

1. EEPHICEESHDLEMRITLEHE

o HEWTEE
—Wek  TT VR, T Y Y USRI, U U Z AR UERRIE, T MU LR E
HE  BEOH AW ORI RE L, RFOBTRXEZ2RT L L,

2. EBEER

(1) fERERML - {EREFF
vu R AT T REEHLAGC B DRI, JRE R OBERE =T D a7 KL ) YRR T S A T
I % 2R A M 5 2 SIS R0 FERIRESARA TG O B AR AR L, SRIENE D R A L, AR
FEIHEZ 5 PEIRIEE 2 T 5.

TERBIZBIT D a Ry v OERBEF

e, HHREEH HHRER ()
LY  RER BRER ()

CyanEat @ asmat @ aoEst O/uriirys Dok
oAl - ESIHFZEBIRIE N ENLRFERIFIE L o & — WREHE BIfRE 50 £
(2) EhF=ZEATHHERMAE

1) anRBEWERYE (in vitro) ¥
b bha i ZEETTEAT (. an apZHE) 2ENENRB G~ T AHKO WM (tk-) flE O M5y 1 %
ANT, o BWERTHL 77 YV TR U F 7 MR (PH %77 v v) Z2REHEY T Fe LT
EHERAZFMHML, & b o RERY T XA I T 2B L A Lz, STk b oy ZEERY T 7 A 7165
LR (aw/ et Dan/ aptt) ZEH L, TORE, 7 RV UidapZAEICKT 5 o ZREKORE
PPET 162 5 TH Y | oAWK L TRWBAMEZ R LT,

19



2)

3)

4)

a VBT T H A TN D BRI K ONERE

S Ki (nM) o ZRRY T H A TR

TR 2202 o1 SRR o SRR an/ okt an/ okt
DA=I N 0. 039 6.5 2.2 162 2.95
AN Qe RIS 1 730 0.012 0.12 0. 030 9.55 3.80
F7rEVL 23 7.8 4.4 0. 372 1.78
7T YRR 0.12 0.028 0.078 0. 204 0.316

g?@@i%f@ﬁﬁ(aMami&@awawi)ﬁ%ﬁﬁ%%ﬁm\?&t@dﬂ(%ﬁﬂamkéwﬁaMWﬁ(mﬁ)Ki
DEMH L7,
2SI (/n vitro) ©
b MATSZAR & O B R OREAZE A 2 W C, MREEDE CH D/ VT R U U S C k4 5 %
o EETCROIETUEM 2 a5t Lz, BIZBCRT A0 Ry v o /T KU U RIS 2 HEPTER I
FREEIRIZ IS T 22D 148 5 Th Y . RIS 5 @O ERMED R ST,
i PR

b M ERS . Kb (nM) .

SEH FIRVAiSEE N
A AR W (BRIEBIR) HIRERRE
D=l % 0.23 34.0 148
VN Q= RIS Y75 0.17 0.44 2.6

Mean n=4~5 I /B S7ARE M

TERPRERMEM: (RTILAR. PRERUBEB=AE) ISHT 2R (VHF. v b)Y
UHERRT v b DA LA REREREAD ) LT R L) BRI 5 % o R OFEHUER %
A L7ze vm Ry AL R (RDNZB, JRoE, BEE=AT) [CB8W T /AT R LT U Al X B IRHRC A
LTHSHERL, va RO FRREE (o SZAR) SRR, B (op Z280) ROBERBIR (an 28
) oL TRl

ST RV U EEFEIHMAIC K B R HUE

pAy X1 pKy, 1
Q?iﬁﬂ Q1A &ﬁ{z’g (67 18%@?’—( 1D &ﬁ{z’g
AT AR @ ST B I = Ay L Hiads K@k
va Ry 9.60=+0. 05° 8. 71%0. 09 9.35+0. 159 7.15+0.05 7.880. 05
N R = NG =173} 9.93+0. 079 9.00+0. 06 9.48+0. 149 8.64+0.06 9.82+0.06
F7 rEVIL 6.69+0. 059 6.48+0. 11 6.80+0. 07 6.30+0. 07 7.48+0. 06
7T YRR 7.91+0. 02 7.960. 04 8.10+0. 05 9.34+0.13 9.17+0.06
Mean®=SE n=4~5 a) %% b) 7> bk ¢) pK,fH
i s ZE R
TR IR BRI
FEHA FIRA JRIB i e = £ 0
vs. MELfi vs. KBk vs. JELfi vs. KEHR vs. MELfi vs. KEhR
va Ry 282 52 36 6.8 158 30
AN R = NG =173} 19 1.3 2.3 0.2 6.9 0.5
F7 rEDVL 2.5 0.2 1.5 0.1 3.2 0.2
7T YRR 0. 04 0. 05 0. 04 0. 06 0. 06 0. 09

a) FERBERMZREREZOL, $T72Db5 100 M=ph, XXI% pK, (HINZIR, FRESH 2 VBN =A%) —pA, (Ml 5\ Ik

WARK)) kv EHLE,

FRERNEIZHT HER (Tv b, 4X)

D7z o) VERRENELERVLEIZHT 2R (Ty H) @
BRI R D SD RIEMET » Mo, R THA 7 =L 7 U U A KBHARL 0 5 L. B iRSRENTED 5
UREFAZEDIERE) 2B LT, Ko WL 7 =L 7 V50 5 SRS RIBEIREL VG L, 7=2=1
7V UHERIRENIE RIS T 2 I ER 2 BRF Lz, £, BB T ORMERZ AWT, & o EEEEO MEIC
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PINIRAY- 2 gy nl By

ZORER, va RV ATFER TERZ TR T LY HEVHRT, 7= 7 U VX DRI ARIRENE LF %
BIRANITHIHI Uz, E7o, REWNE EFIZ3T 2 MHIER & ERTER & Dk (EDis/IDs0) 25 TEBIRBKIZER
WERHLIZEZA, vu RO FEHRERIREIL 1L TETh o7,

7 ==V 7 U URERIRENIE LR R OMEI ST SER (FlRN S

A m LR A P e B EARE
(%) (9] (4] {9
Lk — Likl 1M — — 16
oo ¥ _guH oo 7] _?H
: ] - gy =) ] T
'Ti L B '::I:I i 1vll i i -::J
B | I |
!l- Aik i3 'H 0 (i3
™ I~ B0 | . — BO
LR L B 20— =
& T e 7 1 T e T

oo ol 1 10 100 Lo ol 1 0 10 1,000

s S Lt kg i, b -~ (ugsRg.Low. )

=1
(=]
(=1

00 RIlME LW, &8RO 7 o270 ARBEANE LR O FERMELI00E &L,
—8 EHRnH, SESHEE G ESnECFESR S L L=,
Mean+5E n=4-~5

TERREOEIRE IR &S

e RIEWNE E5H- NSV TR B IR R
TDso ( 2 g/kg) @ EDy5( 2 g/kg) R (EDIS/ID5O)
va Ryvy 0. 932 10.9 11.7
b Ay UERE 0. 400 0. 895 2.24

Mean n=b
a) D5 fE : JRIEWNITE 5% 50%H15 2 H &
b) EDisfE : V¥JMEE 15%K T &2 HE&

QOTHEAZRNEFRRENELERVOECHRT HER (41 X) 12
VBRI T OHENE B — 7V RO TR (BTS2 RRIGHE 2 =] D A EARIR) % BT L CRB¥s L7z RiSZ I IR IE N E 1=
AL PEHMEDOEEBLE L, & o EWEEZ TS ORIR BEMRFIR) 205 30 SmIClig 5 L, R
FIRIZ X B JRIEWNE _EH & OMEIS k9 5 8% ik LT,
ZOFER, v FUATMER FERZRT L0 HEVAE T, FEMAROEZINLC X 2 i B RENE k-
S RIRAICINHI Us, E70, FERRBEERIRME (EDis/1Ds0) ZHM LIc& ZA, v R o FHEREEEIRME
2T fHEThH o7z,
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T RE RS S R E P E BSOS SR (RPN 5-)

(R 1% L%l
£l — — 100 10— — 160
&0 - 80 a0 e
5 "] DRI Bl [
M L R L |
o I EE B 40— B HF
o - il o o
ki W L
L - 50 0 50
i T TTTI] T T Ty T TTTiy |||rrrrr--!|I] [u] T TTTI T TTTIe T T 1T ||||I1'l'|_‘|r.l
Ul 1 Lu Lo x] L, 1K 1. 1 1 14 1 1, e
l'_'l_:."kH LY T }
B8 HHa :

OO [l PN HE LR, o S ) o0 T Pl S R Bl N HE R TR R 100 & L.
o— EETIE, S8 EHE ) o T E R e R 100 & L,
Mean £5E n=d4~5

A BRI M TR E L iR L

TEBIREEIRME (BRI 5

s JRIENIE E5 B I+ T PR B R R M
IDgo ( 2 g/kg) @ EDy5( 1% g/kg) » (ED15/1Ds0)
v Ry 1.86 440 237*
b Ay U ERE 0. 908 0.837 1.21

Mean n=4~5
a) IDsofE : PRIEPNE EF-% 50%ifil4 5 &
b) EDisfE : EHIMEE 15%K F ¥ 2 &
% 1 p<0.05 ¥ LA w v UHERER GRE L OO Aspin-Welch @ t BiE (BRIFE)
5 BIMREXETIICHTSER (Sv k) ®
SD RHEET v MZtEARALEY (TARATE U RO A T U4 —V) & EHRE LT, B iRIERET L E2E
U7z, BREETFICTERNICHA LT =2 — L X0 ABEER A2 FiiE A (8. 6mL/hr) L., FHIRIEEOMETEENEE D
KRINERUC R T DB 2 R Lz, v u R b LR oREE G X RISk X v &5 L7,
ZOREE, va Ry 03 0. 0lmg/kg LA EOFRIRNR 512 L 0 . FBIREFIZAE Uz BRI E R 2 36 L7,

WTEENIE AR O UGHEEN ) 2 1F ) (FIRM R 5)

-
b=

=

A 0, 0l a0l 0.1 (mg/kg, v )

OB

Mean+SE n=8~10
K oREIE. BEE Y R oo ERiEA 100 & L7z HE (%)
% : p<0. 05 Deunett DL EMBIRTE (HMIRE, xHIREE S O )
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(3) YERFIAMRR - Frihr
<FREAELFMFHEROELGE (Sy k) >W
SD RIEMET » MK o ERTERAZROKRG L, #5% 12, 18 KU 24 BrfICHIF FICC o HETHD 7 ==L
7Y B REREEIRE D 5 L, RINZEESIRENTEO EFEZWRE L, % o EEEEROERRHREEZBIE L, Ok
B va Ry 30, Img/kg TG 12 BERD. Img/kg Tl 18 B, Smg/kg Tix 24 B £ CHBREICKT LT
=V 7 U URERIRENIE B2 A BEICHH L,

7 == b7 U B REPE ERAMEIER O Rigert

=) M momsRIZHm

{"’“’;}_ AECERS i 12090

iz ix
Iy ? :
l_m . '_H]'
® * *
#mm0ie 01 03 1 3 #ER00E 01 03 1 3

0 F i (mghg, p.0)
‘“’“ﬁ E) 8 055 16 B

-

L4 204 * B o) :’l‘:- F: &
A A M7
i g N R
" : 20| G PY
M~
f‘

I]-““ 0om o 03 1 3 o HERO0ME D1 03 1 3

0 Fio mgkg, pa)
e, ) CHECERS 224 WM
10

4205 M (nohg. po.)
=) B mamswim

#4000 (mgkg, po.)

femH,0) C)ROES R4 WM
a0

0 5

20 0 o T I R e
] Al
g : B |\ Aadadr
£ 107 £ 10 A BB E
: sl
ol L E @l
MWRO0S 01 03 1 3 MWBOD 01 03 13
0 Fis 2 (mghg, po.) 5 4.7 0% AR (Tohg, po)

Mean+SE n=8

% 1 p<0. 05 XFHRREL DO Williams DL EELEHME (MABRE)
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VI. ZEYEhREICRHd HIEH
1. MeREDHRS
(1) AELEDLGOPREE
MU ER R L
(2) nt%ﬁfﬁgnruéhflmqjdﬁr_
1) EMFMESEHERAR (& A 7tL) P
@%ﬁk%ﬁ(m~%ﬁ)’ IO AF—N—IEIT LY, vu Rvang BEXIT A 7 EIV) AZEfEENCHER O
e Uz &, @R a R B (Co) (X240 29. 309 J2 OF 28. 919ng/mL, 47 HP 5 B e R h R T T FR
(AUCo-1snr) 13 122. 91 lkt>125.44ng-hr/mL Thol,
AUCo-1sne S TR Crax DEEATIEIIE D LD 90%(F X B 1L Z 124 0. 92936~1. 05133 K TN 0. 91528~1. 16615 TH Y |
EWFEZRIETH D 2 E BRIz, 2B, P RE(LRREIRK 7 a~ 757 0 —THIE LT,
HERRA#KGER dng (BEXITH 7 EV)) oMmsER v N U REHRE (Z2HERF)
{mgml.)
40
. m i
i_ 20
gz 10
e
v T T T T T .
0 4 E] 12 16 20 24 [hir)
A
(CE#IME+SD)  n=27 (12hr KO8 24hr (225U Ci 26 41)
TEFE RN BRI 2280 dmg (B30 7 V) HEIEEROIKYEIE T A — X
Cmax AUCO*/kS}:ra) Tmax t 1/2
(ng/mL) (ng « hr/mL) (hr) (hr)
4mg BE 29.309+13. 856 122.91+39. 34 0.89=+0. 66 5.772+3. 417
dmg B 7V 28.919+14. 685 125. 44+40. 05 1.30+0.89 5.850+3. 963
(n=27. EHIE+SD)
a) 27 Bl 1 BlOHEERE 1DV TiE AUCo- 100 & AUCo-asny & L CEERE
B ARBIOABIN TS HEROHER HEE., AIZIEe R e LTl E4ng 2 1 B 2 BIE]4Y BRI
A¥ET2%, 2B, ERIOEC CHEHERET D] THod,
2) £MFHRSE AR (fE. 0D &) ©

T Ry 4mgOD 88 (K72 LUIKTIRM) & om Ry dmg b8 (REXESRIF] K TR 22 v 24— "—EIC &
DENENE 15 (r R d LT dng) fERERA BIEICHAHERR 0 G U<, miEh e m K U BEEZRIE
LT BN IGENHE ST A — & (AUCoshrs Cpax) 12 DVNT L Q0%IEHE K RVEIC THEFHIENT 21T o 725 8. 10g(0.8)
~log(1.25) DEIPANTH v . MAID ALY FRIFESEMESHER I,

TEERRR N PN Z2RGRE AmgOD 88 (K72 L CTHRA) ST 4mg 88 OKTHRA) HLER SFREOIRMTRE T A — %

N Cmax AUCO*48hr Tmax t1/2
$AI4 (HR)
(ng/mL) (ng * hr/mL) (hr) (hr)
4mgOD 42 (k72 L CHRA) 31.58+21. 57 126. 73--44. 54 1.46+0. 88 6.60+3. 64
4mg $8 (K CTHRFY) 27.25E£7.70 115.08%33.72 1. 18%=1. 00 6.41*2. 66

(n=25, FHJfE+SD)
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BERERN BPEICZZITIF 4mgOD $2 (K72 L TR X3 4mg $2 OKTIRAD) HEIFGROMITH o m Ny U REHER

| ®ang oot —o-smp@ |

=
b
o
Fu
A
=
H w0
5
oo o
0 4 B 12 16 20 24 2B 32 36 4 44 48
E5M (he) (n=26, THl+30)

TERER N I ZEEIE AmgOD §E UK TR XU dmg $8 OKTHRA) HRER LR O Y @hE T A — X

4 (R Crax AUCo-1shr Thax tie
(ng/mL) (ng « hr/mL) (hr) (hr)
4mg0D $8 (K CTHRA) 24.90+12. 02 121.31+52. 25 1.04+0. 88 7.02+2. 54
mg 8 K CARA) 26.31+13.88 123. 46+53. 39 1.54+1.33 6.02+2. 39

(n=27, FHJfEESD)

PRERERR N T I ZEREIE 4mgOD §E UK THRAD 33 dmg $8 OKTHA) HEERGER O Mg v B o REHER

40

= | #-amg oD —o-ams |

mEep L0 E i R (ngimL)
= B n B

-
=]

o . 0
0 4 B 12 16 W M M 3 W 40 43
B (he) (m=27, llclal +30)

HE  AROAB SN T HELOHEIL B, A Ry e LT E4mg 2 1 B 2 BIRIY &%
AFET5, B, RIS CHEEBET 5,] Tho,

3) HEREGHOEMEE (BEMAA. ZhEH) 07
FERERR A B E (20~29 34%) 12, 1 R v 0.5mg /b 12mg (B 7EL) A ZEIERHCHERR N5 Lz & X, i
Hom Ry REFESEOHEMICHES TEA U, Cux KOV AUC o IRIEMEZ IR Uiz, Fio, fom M iR 3
R (Toa) 15 0.9~2. 3 REREITH U | IR (t1) 1E3.0~6. 5 R TH o7z,
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HLRIRE O 45 G R OIMETRE T A — 4 (Z2JE)

& (mg) Cpax (ng/mL) AUCy-co (ng - hr/mL) Thax (h1) t1/2 (hr)
0.5 3.9+£2.7 18.1+9.1 1.6E1.7 3.1£1.3

1 5.5%2.3 25.2%£6.3 1.6+1.7 4.2+4.0
1.5 10.3£3.9 47.6£5.6 0.9%+0.4 3.1£1.1

2 12.1£3.9 57.4+21.7 1.3%£0.9 3.0£1.4
2.5 20.6£6.0 97.8+£25.7 1.3*1.0 6.5%t2.3

4 32.1£8.3 112.4+13.9 1.4+1.8 4. 7+2.7
59.3%+17.5 321.9£75.9 2.3E1.7 4.5%0.4

12 136.4+53.8 552.0%101.6 2.1+1.7 4.940.7

(n=6, F-¥JfE%SD)

v Ry omg Xiddmg (W7 BN) ZHERORE L EOMmBEP I n RO RE#BITITRIORT LB
Thol, 7ok, MIFPREMRREITRK o~ N7 T 7 4 —CTHRIE LT,

RN BT ZE NG 2mg T dmg H[A[#& S RO M v v B R EHER
40

=]

=
=

ffh 0 FY R (ngiml)
b

0 4 8 12 18 0 24
B (hr)

(n=6, “FXIfE+SD)

PR s A AGE S TS AR ORI T, BT Fow LT 1 dng & 1 A 2 FHS bl
AT %, Z2dk, ERIOSCTEERET 5.1 Thod,

4) HREIZESROENTE BERA. BER) 7
TR PE (20~28 5%) 11 i, m Ry v dmg (B L) 2BBICHEROKES L&, vr Ry Uk
OERREYOEMBRE T A —Z T TFTERDLEBY ThoTz,

TR OEDTIRE T X —2 (R, HEKE)

Con (ng/nL) Ao e T (hr) tya ()

(ng-hr/mL)
A =E N 23.0+10.8 128.8+65. 7 2.1+0.7 6.0+4.8
T a A A (KMD-3213-6) 21.6+6.7 450.2+216. 3 5.6+1.9 13.0+4.7
AR (KMD-3293) 17.1%5.9 185. 6+96. 4 3.7*1.6 7.6%£4.0

(n=11, *F¥JfE=SD)

5) RIEEZREHOEMERE (BERA. BE) 7
TR BPE (20~253%) (22m Ry (7 kL) 1l4ng 2 1 H 2R 7 AMREROKES 1 BEROTHA
i1 H 1 [EEIEEE 30 5%, 2~6 HEHIZ1 A 2 BEIRKROY BB 30 4%) Lz, mMIEhom R
WS 3 BRIGITEFIRIBICE L, B, MIRERG»DOBEE EAEL Y MESOEFIRIER C./f0EH%
LW Cr) 1 X L1 THY, BEE ERIEE 22 FRMEITIZE A ERVWEEZ DT, B, MIEHRE(LIARE 1
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6)

©))

(4)
D)

Wikr7u~ 77 4 —THIE L,

BAERE NGRS v B o REHER (R1%)

l:||H."|'||..l

45
e 1HH
0 o0 THE
i
o
ik
i
!:
=
e
i)
B
: =5
14 24 {hrd
&5 i
(n=5, F¥JfE+SD)
AR D % 5RO LN AE N T A — & (R214)
HER Chax (ng/mL) AUCy o (ng-hr/mL) Thax (hr) t1/2 (hr)
1 HH 26.8%9. 2 143.9+57. 1 2.2%0.5 6.9%3.1
31.5%8.8 186. 7+67. 22 2.0%+0.0 10.4=%+3.9
7HH
(28.7£7.6) (134.3+39.0) (2.0£0.0) (10.4%+4.6)

(n=5, F-¥JfE£SD)

(DANOEIZ6 HEE COMAERRVIEELZE LI WZREHEN OGO RZ R L,

a) 7 H B AUCossnr
SNEADEYEIEE Y
A BIE GMEAN) lZvm R A7 2BBICROEEG LR, HRADOEYEIE T 07 7 A L & HEE
LR ER L, SEYBEICRE R AFEEITRD LN o T,

hEE
DRI L
BE - fHRROEE

BEOFE

BEERRC A PE 11 6] (20~287%) 1231 R vdmg (7 BL) 8% 30 3 XIFZEERHCHEER ARG Lo & &,
B G N 22 JERY 5 T ZF I, Coay 13 23. 0 S TN 28. Ong/mL, AUCo-ggn 13 128. 8 2 T8 135. 9ng-hr/mL. Tpax 1 2. 1
KOV 1. 4 BEREL, t12036.0 OV 4. 7T B CTH - 7=,

B K OZEIERIZIS T 5 HERE Q&R EGROMEh v o o RERER

{ng/mlL)
45

o0 i
*—a TFH

&E

an

i

B O

e

T T T T T T
02468 12 4 48 (hr)
Ef ™

(n=11, “F¥{E+SD)
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Rt B OZEIEIRFIC

BT 5 HAlRE O RGO KD RE T X — X

Bt Crax (ng/mL) AUCy-18n, (ngehr/mL) Trax (h1) ty/2 (hr)
% 23.0+10.8 128.8+64. 1 2.1+0.7 6.0+4.8
7o i 28.0%9.6 135.9+55. 4 1.4%+1.1 4.7%3.7

(n=11, FHJfEESD)

B ARBIOABRIN TS HEROHER HEE, RAIZIZY e R LT E4ng 2 1 A 2 B BRI
A¥ET25, 2B, ERIOEC CHEHERET D, ] THod,

2) REOFE 7 raFV—ILRUSIX L U HRBOENEE
O kaFvy—iL (&OF : BREKRFET) 4H
<HENT—F >
@%%A%%(%lk-m~%ﬁ)wﬁV&%n+f~»amm%1H1@4HW%D&%L 2 HHEIZY
Ko vdmg (A7) ZHEEORS L7256, JFHKEO T T RO Cuu O AUC oI, /m}//mﬁ&
ﬁﬁ_mmf%h%h&7%&ozgﬁ_%MLto

@rdx> A

<HEANT—% >

TR A FFEN - 20~42 5%) 16 Bl o R 8mg (dmg A7 BN %Z 1 H 2 BRRA#KE) Loaxs
0.26mg (1 H 1EFEAHS) 28 HREGHH LIZEBA, v Ry iy ax s v oRyEiieicgis RIF S o
72

CAFIOAEBRENTWD HER O EIL @E, BAICIZY e R e LT 1 E4mg &2 1 H 2 [BIE14 &1 10
A5 2, ok, JERIDSC CEEBET 5.1 THD,

2. EWYRERAYNZA—A

(1) fERAE
Jra o= kA NETIVTHINT L=,
(2) RULEEFEE
U EE R L
Q) HEEEEH Y
EFERR N B (20~28 #%) 12, 1 F¥v 4dmg (BE. W7 BL) 2RO#BE5 L E Z0OWEEREERITENEN
0.15 0. 16/hr TH o7,

@ HIUFSoRD
e A B (20~28 73%) 11 BillZ, vv R UK (Cmg 54) % 4 FFREIRNAER S L Tko-a287 07
T A (ESIEHFERERZE) 13X 167. 033, 8mL/min TH o 7=,

(5) HFEHE 1Y
TR A PE (20~28 5%) 11 HIC, v 1 R Uik (2mg &) % 4 RERIFEARN AUl B G- U TR D720 AR (OF
Pl AR ZE) 12 49.5+17.3L Th o1,

(6) Zith
MU ER e L
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(1

(2)

1)

2)

3)

4)

M

(2)

)

BEMR GREaL—>3v) @i

Rt A
J v avsSi— b Ay bEF VTR LT,

NS A—ZEBHER

<RINZRRAEKRAELZ P 5 HEIR i B8 T FpEhfE > 202

RISEARAE RRE IR O PEREEBE I a Ry Yy (B7'A) % 1El4mg, 1 B 2 (8], 52 A G325 K& 55k
21T DERRA 2R RIS BB AFAT (268 fiIl) OfER. EFIRIBRF O G 2 Kefflth KO 12 FEf#: o HEE M h
vu Ry UEE CEHEESD) T2 24.8£8. Ong/mL KX 7.47%3. 3ng/ml Th -7,

Mg v R BT AEFBERICOVTRF LIZMRER, > u Ry ros U7 T 0 AKE, i, CRP,
ALT (GPT) KOMIIEZ LT F =12 K- T, MBI E, Fln. CRP L OVALT (GPT) 2Rk > TEEA=ITLHZ
EAWREENT, TNHDEEBRTD S B, ALT (GPT) IZHOWT, v R DM o kl4 2 BER K E W
T ERHEER X FL, ALT (GPT) @ & (23583IU/L) 12k Vv r Ry D2 U7 5 0 ARSI ARITEEIE 47%
K OH) 2T T3 2 FTREME DS RIE STz,

IR 4R

NAFTRASEY T4 19
PERER A B (20~28 3%) 11 BIC, >m R ARk Cmg &) % 4 REFHIRNARFER SR O m R dng (U
YN EHERAZEGLIZEEDTE R D AUCeN bR LA T _A T8 T ¢ CEHE R
75) 1332.2+11. 3% CThH o7,

RIRELI<BE : v b>Y

M) ik m Ry v (Img/kg) %7 v hOMLERIBALONL—TPICHEE L, 5 4 BRI KL — T PICHEE
T 5 B REE JIE Lz,

B, + . ZREOERL— IR 91. 0%, 16. 8%, 31. 1%&% U 24. 5SYDHUHBEDVEAF L TRV, vr
R ATNBEEN BRI E L, 26 ORIUIRW & & 2 bz,

RIRELBE : S +D>?
HEMEZ » M THC) #E5k v Ry Img/kg 2RO L OFARNE G- L7z & & O MAE SRR EE O AUC, okt L 0 L
H U7 SR 1L 28%CTdb o 72,

BHER<SE: Sy r>Y

7w MZ THC) ik m Ry (Img/kg) A HERAFKLG L THEOLNEHTEZ, BEI=a— LA LMD T >
r O+ H8IBICEE S Uiz, BEGRURRED 15, 9% K& TN 11. 8% N F R F R OURFIZHE S - 2 &t G
FFFEER T & 2 TN ERIT AR & SRR R ORI TH 2 27. 19 & B 2 BT,

il

)

1M ;% — A B8 P @ 4

<BE Ty >V

My ks a Ry (Img/kg) &7 v MCHREIREAOLS Uiz & & OKRM, /N OFFBE P i AR B2 13 M 5
X ELS, PHRMRR~OBITIHIZENEE X ST,

1% — e BEREPT @B
AR L

A ~DBITH
AR L
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4) FERA~DFATH
MUER L

(5) ZDDMBEEA~ DTS
<BE Ty >V
Mic) sk o Ry (Img/kg) ZMEET v MCHEEIROHREG Lz & &0, K8 - kP O EEREIT TR O
BV THoT,
Micy ks m By v BERR NG ROlifas - MLk AU ReR B

i " JEETREVR L (ng eq. /g or mL)
figes - HELAE

0. 5hr 4hr 24hr 72hr 168hr
ifn 8 26.4+16.6 45.9745.2 5.5+1.8 2.3+0.1 N. D.
BiIRY:3 17.7+11. 4 33.1*4.5 3.5+0.8 2.5+0.4 N.D.
K 4.3+2.5 10.5+1.3 N. D. N. D. N.D.
AN 4.2+2.2 10.0+1.5 0.9+0.3 0.7+0.3 N.D.
FHE 3.2+1.3 8.2+1.7 N. D. N. D. N.D
B 33.0+18.0 288.4+111.7 33.7+36.7 N. D. N.D.
AR ER 6.1+3.7 26.9+7.1 2.8+0.2 0.8+0.4 0.9+0.1
N — i 20.1+8.2 127.9437.1 18.5+4.5 3.5+1.0 3.7+1.5
R AR 32.9+14.4 112.6+21.9 N. D. N. D. N.D.
sE 9.9+6.4 43.3%+2.5 N.D. N.D. N.D.
FH TR 38.2+18.2 133.8+29.7 7.4+1.8 2.9%+0.6 2.3%0.6
i 9.6+5.6 29.6+5. 3 3.84+0.9 2.8+0.5 2.1%+0.6
Lol 42.5+26. 4 140.6+25. 6 4.1+1.0 2.3+0.6 2.6%+0.2
it 56.0+27.2 197.3+13.1 10.2+1.2 3.84+0.5 2.6+0.2
JiT 551.8+291.9 1791. 6+454. 2 108.6+23.2 47.8+9. 3 33.9+8.2
i Mk 193.74128.0 463.4+37.3 14.3+5.8 7.1%+0.1 6.2+0.8
Bl 43.7+26.9 151.6+39. 2 6.4+2.3 N. D. N.D.
I = 37.8+23.5 113.3+13.7 9.8+7.4 3.4+0.5 4.1%0.5
ek 55.2+33.0 332.7+140.8 5.3+1.0 2.9+0.5 2.7%+0.3
H&lE 6.8+5.0 24.949.7 1.8+0.3 1.6+0.5 1.4+0.2
1B Ns 27.9+16.5 175.0+84.8 6.6+1.1 4.4%+0.6 4.9+1.3
B 12.2+7.7 44.5+10. 1 1.8+0.3 1.1+0.3 1.8+0.4
- 11.2+6. 4 37.1£7.8 5.4+0.2 3.0+0.3 3.6+0.6
il 21.6+14.1 83.5+18.3 9.1+2.8 4.2+0.6 N.D
Bk 112.2+67.8 42.3+3.6 N.D. 3.3+1.4 3.9%+0.7
RANE 44.8+21.5 132.6+40.7 4.9%1.4 2.5+0.7 2.1%+0.7
T 2.9+1.8 11.9+3.3 4.7+0.4 3.1+0.5 3.7+0.4
IE MmN 7.0+4.6 24.2+5.9 6.2+1.1 2.340.4 1.9%+0. 4
RIS AR 27.1+20.4 49.6+12.9 5.0+1.5 2.5+0.5 1.4+0.2
ks 10.0+6. 4 32.7+12.4 7.3+0.3 3.6+0.2 2.6+0.8
Ji 143.6+49. 6 357.3+34.6 7.5+3.4 N.D. N.D
H 2326.1+1601.8 278.0+94. 0 6.4+1.2 4.3%0.2 2.9+0.3
NG 6427.9+3310.2 | 4971.9+4051.5 24.3+8.1 4.8%+1.2 2.0%+0.7
PN 32.6+11.3 322.7+160.9 43.0%7.9 3.6+0.8 2.3%+0.2

T — X EIEESD 2R, N.D @ B R

(6) MITEAFEAE
b MAES XTIk DAL 95. 6% (100ng/mL WRINEKF : [RAMEIRLE) Thodz, s, ERFEE X /371
o —lBRMEES Ry T ol (in vitro),
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6. L&

(1) ARBEAL R B 7

va Ry OERREERMIIIFHRTHY . BL LTT A a—BKEEZERLOT LT b RBKERSE, UDP-7 L7

7 L FRERRE ISR I OY CYP3A4 |
MebfEy (KMD-3293) Th-7-.
vr Ry OHEERBFRES

LR RESh, b MUET O ERRHWIL T V0 v o EEERE R (RMD-3213-6G) R OY

e
Y e

Goig

B .0

0 F i 2 (EMD-3213)

gd@/m N
owwss 1o
St

e
o Tﬂ‘mﬁﬂ
EMD-3263

e
e

Frimee

KMD-3213-G : KMD-3213 7 /L7 1 Ut a ik
KMD-3241-G : KMD-3241 7 /v 7 1 Ak

UDP-GT : UDP-Z /v 7 v igisflEsk (47 17-F& UGT2BT)

ADH/ALDH : 7 /b= — WK RI#ESR K T VT & Rk SRRESR

KMD-3241 7> & O {R3IE R 134E &

(2) REI“BET 28R CYPH) ONFE. FH5FE

va Ry uoidE s LT v a— UkE#E R O T VT b RBKFEEESE (ADH/ALDH) |

(UGT2B7) }K UV k2 m— A P450 3A4 (CYP3A4) (T

Q) MEEBHNRDEERVZDEE Y

Lo fEshs,

vu Ry roedy (LK) 7 V77 A%, & hOAFIMEEDK 20%F2 5 T v . ATl

13K 80% L HEE ST, NAFTT AT EY T 41% 32.2%Th o7,

UDP-2" /L7 1 o e e 35

BIFEZTXLFEY T ¢4
ZORKE LT, va Ry oREHI

CYP3A4 e ONPHEX L RV BEOEENEZ HND Z 06 HEE COYEEBREOHFENRKRENEEZ BN,

@) KEMOFEOFERWEMRLL, FHELLERE
<SHNENT — % >
RS GMEIA -
T RE AUC- 190
(KMD-3293) @ AUCq-1zn, 1. €HEH 24,0, 21.9 KK 34. 9% T o 7=,

TThoT,

19~38 %) 6 Bl

31

L THC) KRR m KUy 8mg (RIR) ZHEIROKS L7z & &, fEHh ok
Rt LT, Moo Ryr, va Ry v 2 a s igias s (KMD-3213-6) KO bACEY

ZOMOREHOEE T, Wb 5%LL



1)

2)

<H¥ . in vitro>?
EhaZBERYTHAT (an, an anZBER) Z2ZNENHRIAIE~ T XAHED M (tk-) AR5y %
HAWT, PHY BT 7 RO Ty RE LTeEREREZ L, v r R roREMmoe b o ZTEES
BT HATIRET DHFEE TN L, @R (o w/ aplt XD an/ apkt) ZHHLE, ZORE, e Rvros
N a ERFE A (KMD-3213-6G) R UNKMD-3293 & & BIFMEIFIE< , 2hiitbidehEhsm R ro 1/8 KU 1/42
EBIRME S IR o T,

o BEIY T 5 A T B (RO

s pKi f& Zhtk R T X A TR D
anZBEW | anZHEE | anZBE | an | as | an aw/ aplh an/ankt
KMD-3213-G | 9.50£0.03 | 6.53%0.10 | 7.09+0. 06 1/8 | 1/46 | 1/37 933 257
KMD-3293 8.78+0.03 | 6.97+0.02 | 7.13+0.04 | 1/42 | 1/17 | 1/34 64. 6 44.7
KMD-3310 <5.0 <5.0 <5.0 N.D. | N.D. | N.D. N. D. N. D.
KMD-32419 10.5+0.05 | 8.56+0.01 | 9.16=%0. 08 1.3 2.3 3.2 87.1 21.9
KMD-3289 10.2+0.02 | 8.92+0.01 | 8.87=%0.02 1/2 5.4 1.6 19.1 21.4

pKi f : SEHME+SD, n=3 N.D. : BHEF

a) T KMD-3213 (v R y) %1 & Lot EDMAERT, 2h/1ki% 10" (M=pKi (#EBRE) —pKi (KMD-3213)) 2LV B
L7,

b) BT XA TR (e et E D e/ apkt) ITREBREZ O, 77005 10" M=pKi (o 1) pKi(apdd W iTanp) 2X
DEH LT,

¢) KMD-3213 Z' V7 1 L Fafu &k Na % 1

d) KMD-3241 3 = etk

<B%E Ty >
7 v MCBW TSR 2 BRI AR~ OBITYE (RISTAMER F IR & g REDL) 2R Lz 2 A, vr Ry
YORINRBITHE 1 & LIZGE0 7 V7 v BIaEHE (KMD-3213-G) OBATHIZN 1/10 (4 BFHEEAE) Th

ST,

b MR D EERED O a1 ZHERITHT 2 BIRPER ORISLIRBITEN S, 707 v A (KMD-3213-6G)
RO (KMD-3293) 1Z3 v Ry v OIERREIC RITTHERNMEN L E 2 ST,

HEE AR OEREN T D HELOHEE @, RAIEYr Ry e LT 1 E4mg 2 1 B 2 [BIRIY %I
AT 5, B, RIS CHEEET 5,1 T,

Hritt

Bt B AL B UAERE ©
b N TRRTROERICHRE SN D,

Bt s= 10
fFifn B (65~75 %) 12 Bl R OFERESEME (21~315%) 9fllcy v Ry vdmg (07 &) ZEIEEI 30 21ZI1C
HERR O BE Uiz & & o 51% 48 R £ CoORF REHEIRIT SIS, IERE CTENENREARD 2.3 L)
2.4%, u ROy NT v A (KMD-3213-G) 75 1.6 2OV 1. 8%, BA{bAREH#M (KMD-3293) 73 4.5 KN 4. 9%
ThHoTm,

<HEANT—F >0
fEEEBME GMEA : 19~385%) 6 filic [MC) ks m Ry v 8mg (AR ZHIEREO#KE Lz b &, #5% 240 KF
METIT, BGHHHRED 33. 5U IR, 54. 9% #E P IZHRI S v,

P AFIOAR ST S MR OFIRIE DB, RIS B Fook UC 1 Fdng % 1 B 2 FWY I8
RG34 2%, Z2f, ERICSCTEERET 5,] Th o,
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3) HEhERE

10.

1)

MUER e L

S U RAR—2—IZBET 5158k
u Ry U PHEALEORETHD P,

BEFIC K HRER

AR L

BRENDERERITOBE

BHEEETEICHE T 2EMSED T

BRI T (Z V7 F =027 U T 52 A 27~49ml/min, 53~72 i) 6 BlR OVBEREERE (VLT F=r 2
75 A 2 126~176mL/min, 21~46 %) THNCT B R v dmg (07 k) A2 ERICHEROKZEL- L& &
FEREIS T CIIBMRE EH & 1T T, e Ry o miEhRIEMIRE O EF D580 BT (Cud. 115, AUCo-3. 2
), ZOMmEHRESILE O LRITMIE o MR 2 LT L DX LRI FEBIC K B ATREME R H Y | TR
FEMIREE & MG o \—BEMERE & 0 N 7 IREORITIZEWAEBIR RO bz, 72, v r Ry O K ORIEMH %
BICESEE ST 5L E2 0N METIEFHAR I T POV BED FRITRIEMIEE X 0 /NEhoTn (Cul. 5 £E.
AUCo-2.015), 7eds, MIFEHREMBREILREZ v~ N7 T 7 4 —CHRIE LT,

EHEREIR T R OB IER 21T 2 M o B iR LR

(egfml)y
| Eix]

O—0 W T4
—a EiERIENH

%

o #0

S

.r.'

>

f"ﬂ: A4l

[y

o § T T T T
a & 12 24 48 (k)
B [
Mean=5D

EFHEAEAR T K OVB R RE 1E W 8 (2 22T dmg HERIIR BB D IEW BN T A — X

Crax AUCop-c0 Thax ti/2
(ng/mlL) (ng - hr/mL) (hr) (hr)
72.22+44.12 305. 76£115. 38 0.67=%0. 26 7.55+1.50
B REREIR T
(1. 48+1. 30) (6.34+3.43) (0.83+0. 26) (8.71£3.94)
. 21.51%+8.52 94.75+41. 28 0.86=*0. 56 3.94+1.57
B RE EE
(0.71+£0. 13) (2.96+1.09) (0.86+0. 56) (4.39+1.34)
(CF#IfE£SD)

+
() NOERZmMIEPIEEEFEY e Fov
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2)

11.

a FRMEREZ LNy R L IIE R v m RO R O Crax & AUC) » & DFHES

[Com | [avce |
(ng/mlL} {eg hr/mL)
1. g 1, i
= =l 871 = r=0. 853
] 7 .
] ] %
* .
i . i "1
Cmpx 1004 AlCo= 100 D
3 . E of
] . ] = o o
- D L] -
i P .
i ay _
Q
1w l|: T T 1 T T T
i} Ell] [=1] ] 13 imghdL) o 30 11] i 180 (mgidly
ar T R ar RS iR

& TR F# ed) O TR W A (07

BEEICH T LEMEE (BK) 7
mlm B (656~755%) 12 FIR ORI (21~315%) 9Blicyr R v dmg (B 78)V) ZHEEE 30 51
HERRAKRE L& & @l T Toa 13 2. 5 FFHL t1213 10.5 R ThH o 72, milmBEMEIck T oy e Ry oo
SBENREITIERE L & R LT S BV TR S o Tz, Ak, IR RECIRIEE TRk v~ N7
77 4 —TCHIE LT,

B R OIEEmBRICE T Mt e RO REHRE (8%, HEERE)

g mll)

D
el (L5
iin
g
i
=
-]
m
T T ‘P
1] * 48 (hr)

(CF#fE+SD)

il 1 S O i BAYEIZ IS D RAR dng HRIBR G RFOIMBIRE ST A —

. Crax AUCo-co Tnax L1y
R ERE '
(ng/mL) (ng * hr/mL) (hr) (hr)
Bl B
R 21.8+11.6 142, 4+54. 7 92.5+1.4 10.5+4. 0
(n=12)
FEEhin Bk
e 20.5+6.5 121.5+38. 1 2.340.5 8.743.1
(n=9)
(SF-#)fE £=SD)

T Dt
AR L
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VI. ££tt (ERLOIEF) ICEBIHEE

1. ZERBLTDER

BE STV

2. ERABLEDER

222 (ROBHICFEBSLEWNIE)

AN OBk LIRBIE OB O & 5 &
(fi7n)
—MEEFEEE L CRE L,
ZOXDRBETIIRBUEN R T D AREMER B X OND O, AFIORIIC K 2 IBE8UEOREENSHH L 8%
Wi, AROEG BT HZ L,

3. MREXITHNRICEET HFE &£ TDEMH
(V.2 BREIABRIC BT ) 2B 5 2L,

4. RAERUVAEICEHEY IELETDER

RESIHTWARN

5. BEELGERWIE L ZDER

8. EELEARMEE

8.1 AANIEMEMOFBENE < . B RENER & U TSN SHE ISR DN TWD 72, ARAIOfHH
WZHhT- o> Tk, AFIDO Y A7 Z+o3ckiito b BEICH L UIRWEROMBAZ +512iT- 72 E AT 5 2
L, [11.2 B8]

8.2 ENLMEIRMIEDH S0 D Z ENH DD T, WAL 2 MELICEET S22 &, [9.1.1 ZH]

8.3 DEVRENRDHLDLINDLZENRHDLOT, EATEHE. BB EOEL R At O FEICHEET 25610
HEREI®EDHZ &,

8. 4 ARANFE G- BRAGIRHZ B LA 5 DA EIZ DWW TR 21TV, BERIR RS STV 2 AT EELIZEE
L. MERTASRSNE &I, R UITIET 22 CEARAEEZITH Z &, [10.2 &)

(fiRz5)

8.1:

AFNIRILIRIEKAE I PE S BER T 2 A 7 2 BE TR O WM 2B RN RO b n, FrEr 2 gER
& UTHIBIREE TSRS NEEEICRO DN - OBE LT,

ATSEIRAEISE L 5 HERIEE R E 2RI, S u Ry v Bl dng, XTI F I8 R% 1 B 2 [E 12 BEROES
L7285 111 tHRBRORERRERE (RRAEMERT 25T) (Tvr R v 69.7% (122/175 ), 77 &R 36. 0%
(32/89 ) Thote, D56, FHERE (WATHHNEE) ORI 7 N8 22.3% (39/17541) Tho
TR, TR TERD DN oTo, Fio, HREEOFEDIFEEZRIL 65 Al 33. 3% (26/78 f5) . 65 LA

£ 13.4% (13/97 ) TH V., 65 BMAMOBEICEZLRBOONT, 7B, AANC L 2 HEREEIXKES ST
HO ., FEAR4E (ED) 72 Sk, AEER~OMBEITD RN EEZ6ND, LrL, BEOFRSORIIZ L > TS
D IR0 | RRCHERTEEI O BF IR W CIMBEE 2 2 TREME b & 2 Z L 2D | RAIF GRS RS I

OWTHREICHDCHAZIT, VAT ERRT 4 v bEEE L, HREEEZFR T IEFIEGTHI L,

AHNC L DHREREE T, o (BRI @) BEEHERICEE S < FER AT OMFEIC X v | SHER O BEESE (N

PRAE ) OFASRERE U, BHEABEAICHE LT LUE 2 W THERED 2 0IE, o ZHE I o n 280 1
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M

(2)

BEOBECHEECOMLTND I LMD, ZOEKICE D, BT - BHENEOE T, PHEOMEIAE T, %
PRABICHEIR DS H T 2 AR WIS T b 5 ATREMEN B 2 b D,

8.2 :

o ERTERICHEEOEEFHTH D,

AT o TR BRI, SIS R L DO UGHEDS o GEWHERIC RV RE SN S 720 BIPERIED &
EONLZ EnH D,

8.3 :

o ERTERICHEBOEEFEHTH D,

AT o TR BRI, ENLRRIZ T D RIE I OWHED o EBHERIC KL VAE IR D12, DENRE
NHOLDLNDZ ENRD D, AFEE. BEHEOEE L SERE 4 O ELICEHT 2L EICTHEERLETH 5,

8.4 :
o JEWTERD 5 B TEIMERE | 1S 2 8E XT8R2 & 72 A WK LB O EEEIH TH 5,
(IVITL. 7. 2) frtHEE L ZOHEE] OHESM)

BRENDEREZRITVBEICHT IR

BHE - BERFOHIBE

9.1 AHHE - BIEEFEDHDHEE
9.1.1 BIAMEMEDH D EH
SERDZELT DB ENRH D, [8.2 B K]
(figeai)
o BEETERNC L0 | ESZFFCRIE ML OUGESFLE S 5720, 20 85 2 Tl BRI ERER 2 J E
THIEREZALND,

Bl EEE
9.2 BHEEEERE
BEOREZBE LN OMEHAE (1 E 2ng) NoORGEMLTREEZZBETHZ L, v R omiEd
BEN EAT 5, [16.6.1 /]
(fi7n)
AR TBHEREIETE (VL7 F=0 27 U 75 A :2T~49L/min) R OBHESREIERE (VLT F=o 2 U T 50 A
125~176mL/min) % %I4T - 72 BRREEERRBRIZ W T, BRI TEHEOMIEF a2 R0 D Cu LN AUC) ol LB
BEEEEHEOZFNEN 3. 1%, 3.2 /52K L1,
v Ry AT FEE UCIER o MRS VR0 LG T D70, IERREDIRE & MiFH o~ X L%y
BEOMIZITAWABEARD biiz, TO7n, BEHEERTHEICR T 2 METRIEWRED ERIT o ~BMERE S v
NIRRED FFICERT LD EE X b,
kB, va R OmBEPIERE G TGIRE O LA ITREMIRIED LRI TSRO Th o7 (BHREERE &
R Coael. 5 f5, AUC)-2. 0 £i5),
(TVIL. 10. 1) BHEREIL THE T 2 KmEiE] DEBR)

B, AGRMFE COYRBEBRE X L LI BRABRICEB O TBBHERTE (FL—F M EO7 L— K 2%
Wk d DR SEIMEAT AT o 7oA R, HEE (/1 — R 2) ETOBHER TFHFICBWCRITERREY 27 0 L&
0. BERMICRIE & 22 2RERIZRD b o iz,

(TVIIL 8. [ E Y ZHIRIEARE —EEHERE DA OEBR)
L2sL, BEERE O H 5 B TOMARBRIID 20 b 00, MIETHEMIREN ERIT5Z L ARENTNSE Z &
o, KEIEELGTDRIMERAEN ORET 2 CEEICR T2 ENNETH D,

%1 : DBUN : JE¥EME &8 2 26mg/dL R, @7 L7 F =2 IEEAB X 2mg/dL R, GREA : +. OWT &I ER]
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@)

(4)

(®)

(6)

(7

(8)

%2 : (DBUN : 26mg/dL LA L, @27 L7 F =2 : 2mg/dL LA b, @REA : 2+ Ll B, OWFRsE i3 ES]
MEIRMEORIVEH O BEEENEREICOWT (PR 446 H 29 A3REE 80 &) |

eS8 E
9.3 FFHkkEIEEEE
BEOREZBE LN OEMAE (1 F 2mg) »o&ZG2RMTLIREELEZERETLH L, vr Ry romiEd
REN ERT2BEZ03H 5, [16.1.5 ]
(fiRz)
AR ORI 5RBRIC T 2 FHER BB EMIT ©. IEIEOEIE CH D ALT GPT) O LRFICXY, vr kv
DI VT T AROGHAFEMET U, RSB EF73 5 FREMIR SN2 O E LT,
728, REMAEY B EEMNT TSRS T O 2 U 7 5 0 ZA~DOEBEREt LI-fEE. ALT (GPT) 2% 23 76 83IU/L 12
R LA 85 2 R (Cun (930T) O ST A 3K IR B2 1SS RE DS TEH 20 85 A 12l 1. 7 % (26. 6—45. 2ng/mL)
2 ER T 2 RREME SRR STz,
(TVIL. 3. (2) /3T A — X BT ) DHSR)
B, AR E TOPRBEERE 2SR E LEBRRBROMEER TS (F L — R 1 UES) (23 5 £
WratTorzfE g, BRI ORISR TIHSRETERE & TIFERIETE) CIRERETHY . TIFMERRIETE] I
BOTHERMICHBE L 722 & 2 REVERIZRO b o Tz,
(TVIIL. 8. BEE RARIERARR - BEIFHEREE OS] DEBM)
LU, REIBIFRBIIEAICH D 2 LD, IFEEFERES Tk, MEPREN EFT 2L H D | RE%E
BeET AR RN OBMGT 2 PEBEICRETHZ EBXLETH B,

¥1:OBEYLEY @ 1. 6mg/dL BLE, @AST (GOT). ALT (GPT) : 501U LA FXUFHEHEME X 1. 25 DL I, @y —GTP : HEUEfE X 1. 5 LA
by OWF D E T ER
M3 D FINE R OB E S EEMEIZOWNT CERE 4456 H 29 H3RZH 80 5) |

HIEREER T OF
BE STV

E ]
BE STV

22w
BE STV

IR

BE STV

= A

9.8 ShE
JFFSEE ST BREREME T L TV A AR E (1 | 2mg) 2 OEG 2T 570 L, BEOREEZ +5IC8
BLANLEET AL, EEE CIE—RICAEENME T LTS, [16.1.5, 16.6.1 ]

(fi70)

<ElinE L IEEEE IR DI ERE~ DB >

il BYE (65~75 %) LIEMmEmAME (21~31 %) A UZBRAREIEREB TYr Ry o 7 )L dng BE 51F
DI T A —F H IR LTz &L Aty DE TR Lz b oo GEElm Sk 8. 7 R, st 5k 10. 5 FERH]) |
AUCy-cor Cpax BTN Clorse (FEEHRE 35. 7110, 2L/hr, @&l 31.4+10.8L/hr) ICHEZITRD BN -T2,
(TVIL. 10. 2) Fkpr o0 2 3KpBhRE (R1%) ) OHEBR)

< L IEmEE T D AIE R B >
ORI IRIE RIS O PEIRIEE BE 2o B & U2 BRRABRIT J6 1T 2 BIVE I S8 BUIR D0 K OV PR AR A i 52 o 22 )y
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(1 #tA

FHEWRE TEing (65 sl b)) & [IEmlnd (65 MR | CTHE L7oRER, milind CREMEICZEITRD

Lo T,
Bl & IEEE I T D BIVE IS BLIR L O Hek
65 IR AT 65 L L
n=297%! (n=289) *2 n=576%! (n=564) *2
FELHIEK FELE (%) FEBBI A FEELHE (%)
BIPEA (REARSER) 153 51.5 238 41.3
BIWER (R A E) 60 20. 8 125 22.2

K1 BIER (BRAERR) MRAT e GiE %k

X2 BIMEM (BRPRMA(E) AT GUE 14K

P&, milnE cl3dEEimE & R LT, va R v omfEPRENSE T LRI 2EA83H 5 00, BITER%

BURBL IR IC LD R&ES BT 25 2

LidanweEB b,

LU, —REIC S IR RE B AE S D P RE MR T L TR 0 Fix DEPIHEZ AL TV A HabH 5
ZLnh, BRI LT K RD RSB X DD, TOIZOFRRESCEMEENME T L TV 25513, KA
& (1 2mg) NoHEGEMIET 0L, BFEOREBEZFTDITBRE L RN ORET LI PR ELEZ LN,

HEEH
10. 4B E1EF
m Ry 3 FEE LTF h 7 m—2Aa P450 3A4 (CYP3A4) 12Xk Rt ans, [16.4 ]
(fiF7n)
[VIT. 6. fR3) OHEBE,
BREZTDER
BE STV

(2) BtREFE L ZDER

10.2 FREE (BHRISEETH I &)

HHA %

R - 851

BFP - flRIA

e A
(8.4 2]

ENERILERS SN DZ ERD
HOT, WETHREFEETDHZ &,

¥ JFE 79 IRt o0 JB A 1 ST oD 1
FEHHBIET LTV DEANDH 5,

RARVEZAT Z7—8 5 [HEEHZ

B9 2 A
VNVTT T 4T = R
PIVFF T g VR R K R S

BERIZ & 0 EEMERER S D bh
HEOWEND D,

AHNT « EWHERZEBT D720, Of
Hizk v oh b omEEEERIC X
LRFEREZEETIBENDND
Do

T = VR BTEE
A RTaF L
[16.7.1 ZHR]

RN CYP3AM ZAET B hat
—/b (Al ENARIERE) & O
WEvm ForomEhEED I
FARHBHHIL TS,

TV VR EE Al L DI &
v, vu Ry romEhEEn e
TEBETNRHDHOT, BET DR
FEETLHZ L,

7Y VRFIEEAIL CYP3A4 A TH.
EFTLHZEnL, ZNHLOHEKED
BEARERCIE, v r Ry v o Mg
EREATIBENALRD D,

(%

Gy

AFNL o EEHER 269 5720,

RAKVTAT T —Y 5 MBI AT % A

BERIC L.

VT T 4 T 2 UPRE . SVT T T VIRERYE KO 75

ERARY AT T —8 5 [HEMEMEZET2EA O, WEIRRENICEBEMERZERT BTN H D

ZE&Y

BE L7z, BENC & 0 IEBIRMIE 255 & bh B & DRENDH B,

B, AETOEKRBRIZIBWNT, VB RV I ATFTFT T 40, HAWIE AT 7 4L L O BE [E RS
12 L DIMTE~DOREE LR U558 ClE, 65 BLL EICHB W, SRR IZUGHERINT S 5~ 15mmHg, JE3EH]
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ME2S 0~10mmHg D TR T L7=2%, ISP EME, O F WEOMERIEHI

o TV ILRHEREA
SETOMESM (16 #]) 2L Lizva kvl hary—n @O&ks) fPHARRIZBVNT, 7 b
S = PERAEEO T T R D Coy KN AUC-l TS 8 RO BB B _ZNEN 3. T (5N 2.9 155
EzERL7E, 7 b at Yy — L OROFNIARLEIITE THL28, FEFEHETH O, 98> CYP3M BHEEHZF

THT7 Y= LRHEFEA GEOAD) EAFOMMTEETILERH D EEZ LN,
(IVIL. 1. (W) &F - SFHKOEE) OHSMH)

8. BI{ERA

RO BTV,

11. 8l

ROBEHWERN D 5D Z LD DDT, BEz 0Ty, REPRO onmellid&kbehibdo2 L
HWYREZATS 2 L,

(1) EXLEIEA & MHERK

1.1 EXGEMEA
.11 &k - BRETER (FELRH)
MEARFICfE S —BIEOEHBEREN D b D L RH D,

11.1.2 FFHBEREE (B . #E (BERH)

AST b5 ALT ESHSEA LS FHERERE S, EAL LN Z 03 d 5,

(i)

[ENOBRRABRIC IV T, HER Tfh - Bk KO0 TITHRERRS . W®IE ) 13380 bk 7oy, difligic
KA & ORI EEDN D EER [Jepf - Bk KO [IFHEREEE, 8H] RO LN &b, KANED

[ERZREWER] OEE L THEEREZIT> TN 5,
(2) oo EIER

11.2 zoithoE1ERA
5%LA 1~5%ATi 1%AT BEEAA
WIR - (HPRSREE G| UART A RK
Al |TTEESTRESE) |£E
(17. 2%) ™
Hks (D BRI, T, B|merh, e, RACRE, B, IR, RNk
(N REERZ RS, A AR, THEEE .
HiEE, Bk, FrkEx, BT,
B b 7o vk, +TIEE S, BURHEN,
PEEE SN, FRERS. AT AHRR
FEAf DEW LB BHHA|EIY, AR —L T2, IRR., |[LUOR
T R SbOoXx | FFE PERRIBER, FHE
IR 25 S, &P ST, %
TEER AR OFEME, B, IR, AENR, LS
PEHASMI G, NIRRT
& B
W BUE B, BB, W5, BB, T 0| NIBER, WIER, HEEE
i, PAmIER, ARAGAE
iR IROFEM, B I, FEMH 0 i HIT: 2 BR BRAR N S A B
(IF1S) . 2§ #AH
JERi AST B&.. ALT E&H-,
y—GTP k5. #&ey
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ey E&H. AL-P |k

. LDH 5
B ik BIN FH. 7 v7F=v FH
k73 ML ERBORA . AR | A RS £, /MR B>

AR, mtEE
A, ~= 7Yy
%Y

o [V 7Y E
VKRS

FEEE, CRP L5H- &
= Al =T O o
HRBE BRI
5

BOIZTY, HR, B0, JoJE. M.
TS, BT, 12T, KOARR,
MmyFH Y v 2ME LS, REAIKT, /i
SEARFERPURSEM, JREE EF. JREH
5

PRI, ZeMEAERLE

1) [8.1 ]
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& RIERSEE —ERE
O FIERZBUFE & OB R A 5 —
RIVE AR B
AR BERTERRE
MR R RAEBIEK 873 7851
BIERRIRGIS (FEE) 391 (44. 8%) 887 (11.3%)
BlME ARG 787 1101
ElERDELE FEGIE (HIRHEE)
MedDRA/J  (Ver.16.1) R XE RERR RIERFEERAE
S0C PT SCEUAEE Bl (BEE) % (BERE)
FIYER L OFAE | IR — — 1 (0.01%)
HUE iz it - 1 (0.01%)
RS — 1 (0.11%) —
(==Y — 1 (0.11%) —
B — 1 (0.11%) —
WHEE 25 — 1 (0.11%) 1 (0.01%)
2% 2P, SR 1 (0.11%) —
Il s e S — 1 (0.11%) —
R SR — — 1 (0.01%)
Y ang g —ge | — 1 (0.11%) —
Bk, iR L0 | b — — 1 (0.01%)
FEMIRBA O A | A — — 1 (0.01%)
($Ehats LOuR Y | JENIE — 1 (0.11%) —
— 7 EETe) AEE — — 1 (0.01%)
NESEHT AW — — 1 (0.01%)
R KON | BRI — 1 (0.11%) 1 (0.01%)
& BAREOE BRI 8 (0.92%) 2 (0.03%)
M g waL2Fa—L LR, B | (0.0
NV ZUED FER
bl AARSE — 1 (0.11%) 3 (0.04%)
U v R—gER PRI 3 (0. 34%) 1 (0.01%)
5 DHEIK — — 1 (0.01%)
PR TR B SRSl SN — — 1 (0.01%)
i — 1 (0.11%) —
FRIBAE 5 B — 1 (0.11%) —
T JBRIEE — — 1 (0.01%)
FEED E N SHOXE 23 (2.63%) 40 (0.51%)
HEN 23 (2.63%) 45 (0.57%)
RALPED F W MHLI Bb& 31 (3.55%) 60 (0. 76%)
LR — — 1 (0.01%)
MR FEAUS 2 (0.23%) —
SHEYR 5 Rk 5 (0.57%) 1 (0.01%)
GISb 19 (2.18%) 9 (0.11%)
&Y SRR LU 4 (0. 46%) 3 (0. 04%)
RIS — 1 (0.11%) 1 (0.01%)
I AR oA - R 1 (0.11%) 1 (0.01%)
FLlEbE - 1 (0.11%) —
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BIEADIESE

AP (RBREE)

MedDRA/J (Ver.16.1) RMIXE AR RERFEERRE
S0C PT SCEUAEE Bl (HEE) I (HEEE)
PR TR B FEM RS RE R VA =i Y 8 — 1 (0.01%)
(Fex) B — 4 (0. 46%) —
gaE BERAR—E DL 1 (0.11%) —
TR IRE 6 (0.69%) 7 (0.09%)
B T AR SRR — — 1 (0.01%)
NR—=F VW — — 1 (0.01%)
MR AR D S & — 1 (0.11%) —
H A — 1 (0.11%) —
B i A s ifn. 1 (0.11%) —
7 LILX — PR | — — 1 (0.01%)
AR Rz f — — 2 (0.03%)
AR 5 1. R o> Fe ifi 2 (0.23%) —
AR 5 J) P AR R 2 fie — 1 (0.01%)
=W — — 1 (0.01%)
AL AL — 1 (0.11%) —
Fti H3 3% H — 3 (0. 04%)
B E — 1 (0.11%) —
ARG 5 FESE H DA 1 (0.11%) —
iR 9 FEiE HO» I 2 (0.23%) —
i LB S — 1 (0.11%) —
HB L ORRKESE | B — 1 (0.11%) —
g g 6 (0.69%) 1 (0.01%)
HA P — — 1 (0.01%)
Lol AR LRI — — 3 (0.04%)
Bl iE — 1 (0.11%) 2 (0.03%)
KERFPAHASIE | — 1 (0.11%) —
HIEENR IR 4 (0. 46%) 3 (0. 04%)
LA LB ANE) 2 (0.23%) 1 (0.01%)
NI — 1 (0.11%) —
N R — — 1 (0.01%)
EUlE E 8 (0.92%) 3 (0. 04%)
S AMIRE b S AR 2 (0.23%) —
SR SER 1 (0.11%) —
HEHR MR 2 (0.23%) 2 (0.03%)
(LS PE IS A — 1 (0.11%) —
15 R AL HDIETY 1 (0.11%) —
& i E fJE R& 1 (0.11%) 3 (0.04%)
LE9INER JINER SN 1 (0.11%) 6 (0.08%)
L SR ) NI 1 (0.11%) 6 (0.08%)
LA —BR — 1 (0.11%) —
FTY ) 3 (0.34%) 2 (0.03%)
BEHDIETY 3 (0. 34%) 3 (0. 04%)
MR R, MERES X | MERELR(E — 1 (0.11%) —
UMt Re b Mt 2, — — 1 (0.01%)
MK 3 2 (0.23%) —
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BIEADIESE

AP (RBREE)

MedDRA/J (Ver.16.1) RMIXE AR RERFEERRE
S0C PT SCEUAEE Bl (HEE) I (HEEE)
Py, MESES K| g pe e — 1 (0. 11%) —
AR IS PR R - 1 (0. 11%) -
(B x) £ i, £ I 10 (1.15%) 4 (0.05%)
EXE| =P 28 (3.21%) 81 (1.03%)
S — — 1 (0.01%)
EXES 5= P 1 (0.11%) —
2% — 1 (0.11%) —
MRS A — — 1 (0.01%)
SR =it 5 (0.57%) —
FHAY =7 — 1 (0.11%) —
FRIEDRAE — — 1 (0.01%)
1 MR BE A PR — 1 (0.11%) —
1 FAEnE SRR - 1 (0.11%) —
IR RN PRk H b iUk 4 (0. 46%) 3 (0. 04%)
RN 10 (1.15%) 12 (0. 15%)
N REER YR 1 (0.11%) 2 (0.03%)
REED — 1 (0.01%)
WA HEE 8 i 3 (0. 34%) 4 (0.05%)
JEyR i 4 (0. 46%) 3 (0. 04%)
TR N REER YR 2 (0.23%) 2 (0.03%)
- REEE B 5 (0.57%) 4 (0. 05%)
f5EK X7 12 (1.37%) 14 (0. 18%)
EEYLa e HoE N — 4 (0. 05%)
T T 35 (4.01%) 132 (1.68%)
R 34 (3.89%) 75 (0. 96%)
I PN Rz i 2 (0.23%) 2 (0.03%)
+ R + RIS 2 (0.23%) —
LR E g0 1F 3 (0.34%) 5 (0.06%)
W5 — — 3 (0. 04%)
5 Ak — — 1 (0.01%)
(B — — 1 (0.01%)
37 F R 5 (0.57%) —
PEEEEAE N PEE = E 0 2 (0.23%) 1 (0.01%)
BB BRIV 5 (0.57%) —
B/ R BR 2 (0.23%) 5 (0.06%)
FEhE I 2% FEfEEE R 2 (0.23%) —
R TE iR A — 1 (0.11%) 2 (0.03%)
B IR RN SN - 1 (0.01%)
R — 1 (0.11%) —
Hgin% — 1 (0.11%) —
il M5 8 (0.92%) 8 (0. 10%)
SRS — 1 (0.11%) —
W IR 25 1 — 1 (0.11%) —
A% AN 1 (0.11%) 1 (0.01%)
R — — 1 (0.01%)
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BIEADIESE

AP (RBREE)

MedDRA/J (Ver.16.1) RMIXE AR RERFEERRE
S0C PT SCEUAEE D) S (HEEE)
IR R — — 1 (0.01%)
(Fex) YR — 1 (0.11%) —
M i M i 5 (0.57%) 4 (0.05%)
JLPFER A IEERARIE | — 1 (0.11%) —
PE(ERR — 1 (0.11%) 1 (0.01%)
LB AN PR REED 3 (0.34%) 1 (0.01%)
H D & SRR - 1 (0.11%) —
H OEERLE — 1 (0.11%) —
LB EB)fEE FRAHE 2 (0.23%) —
ElCAE il — 1 (0.11%) —
JIZ P RS A R Je% AL AR P 1 (0.11%) 1 (0.01%)
JHEREE SR B iR JFRgRERE . YA 3 (0. 34%) 12 (0. 15%)
N JHERERE . BHH - 1 (0.01%)
J B JFRgRERE . RYE — 1 (0.01%)
KR L O T | MBI ERE — — 1 (0.01%)
kP G ZENE — 1 (0.11%) —
FEE R gz — 1 (0.01%)
Wz 1wz 5 (0.57%) 2 (0. 03%)
Fg R Z MRS ez 1 (0.11%) —
GRS TS 1 (0.11%) —
LTI It 4 (0. 46%) 1 (0.01%)
Tz ictan 1 (0.11%) —
P % — 1 (0.01%)
Z O FEE Z 9 FER% 6 (0.69%) 6 (0.08%)
T iy 5 (0.57%) 12 (0. 15%)
3 2 (0.23%) 1 (0.01%)
FLBEME 2 3 — 1 (0.01%)
B E i 3 (0.34%) 3 (0. 34%)
EHMNZ O FEE Z 2 PERK 1 (0.11%) 2 (0. 03%)
ERERR A {LIE — 1 (0.11%) —
PP SRS — 1 (0.11%) —
E R R X OWE | BIEE — 2 (0.23%) 1 (0.01%)
B LR I MBS 5 (0.57%) 2 (0.03%)
AT B 3 (0. 34%) -
MRk — 1 (0.11%) —
5 P — 1 (0.11%) —
F IR - 1 (0.11%) —
w53 — 1 (0.11%) —
BT HERE — 1 (0.11%) —
s R JiobLd 1 (0.11%) —
0 e O BHZD 2 (0.23%) 2 (0.03%)
B L OUREKREE | bR — 1 (0.11%) —
s A — 1 (0.11%) —
HER A — 2 (0.23%) 6 (0.08%)
Jiii7 — 1 (0.11%) —
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BIEADIESE

AP (RBREE)

MedDRA/J (Ver.16.1) RMIXE AR RERFEERRE
S0C PT SCEUAEE Bl (HEE) I (HEEE)
B L OUREKREE | BXSRIEREE — — 5 (0.06%)
(Fex) PEIREH — 1 (0.11%) 1 (0.01%)
SR EE)HE — — 8 (0. 10%)
* 7 a—PREGERE — — 1 (0.01%)
R EBR — — 2 (0. 03%)
HEIR — 1 (0.11%) 9 (0.11%)
B P BUN L&, 7 VvT7F= B L (0. 01%)
5
BB — — 1 (0.01%)
JRIKAR JRIEE 12 (1.37%) 5 (0.06%)
JREA — 1 (0.11%) 2 (0.03%)
SRR — 1 (0.11%) —
FERE YRR 2% — 1 (0.11%) —
W MEIR ek IR — 1 (0.01%)
ERB L OIE | ILER AL ELE — 1 (0.01%)
[ SRR E SHREREE TSRS 102 (11. 68%) 188 (2. 39%)
%)
FHEARE SHREREE G TR RS B 1 (0.01%)
%)
K L%k — 1 (0.11%) —
FLEEN — 1 (0.11%) —
BN ARS - 1 (0.11%) 2 (0.03%)
B 5 FEE - 2 (0.23%) —
WITHEG RS RE SPRSRES (A TIERRE 48 (5.508) 65 (0.83%)
%)
Bl — 1 (0.11%) —
IREEEBER S | A VAT VA 1 (0.11%) —
AEFE AR TR — 1 (0.11%) —
P SO ERK — — 1 (0.01%)
HERE A VBT VA 11 (1.26%) 3 (0. 04%)
PERR PRI — — 1 (0.01%)
SRR — — 1 (0.01%)
PERRBEIRCT — 1 (0.11%) —
—fi% - AFEER | EI)E - 1 (0.11%) 2 (0.03%)
OG- ERAL AR | A e iR 2 (0.23%) 2 (0.03%)
Te JizbEa fitJre 2 (0.23%) —
A — — 1 (0.01%)
ASPRRE — 1 (0.11%) —
I Ve P it — 1 (0.01%)
A R — 1 (0.11%) —
L RORE 3 (0.34%) 1 (0.01%)
BANRHR— L& T 5L 6 (0.69%) —
— 1 (0.11%) 1 (0.01%)
Bk Exe) 2 (0.23%) —
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EERADIELE FIRGIE (RIREE)
MedDRA/J (Ver.16.1) RMIXE AR RERFEERRE
S0C PT SCEUAEE D) S (HEEE)
—f% - RHRER | BRI TRk 12 (1.37%) 7 (0. 09%)
T O GE MR | ARV YA — 2 (0.03%)
B FEEN — 1 (0.11%) —
(e ) a8 A% 48 (5. 50%) 62 (0.79%)
BRI IR MEE T MEE T 4 (0. 46%) 6 (0.08%)
I+ E&H I £ _E 5 3 (0.34%) 4 (0.05%)
A FEER B N - — 1 (0.01%)
JYa~Esary | — 1 (0. 11%) -
ATSER SVEGURHE | Al s 2R 2 (0.23%) B
Jn
FER 2D SRERE GEITMES S B L (0.01%)
%)
(R E D - 1 (0.11%) —
GRS i B — 1 (0.11%) —
JFEE SR B H AST b5 ALT EF % — 1 (0.01%)
B, PEBs L | s — — 1 (0.01%)
WLE A DHE REHEE 4T — — 1 (0.01%)
A& BHE — 1 (0.11%) -
ST — - 1 (0.01%)
e A HAEE — — 1 (0.01%)

SIKGRIRFE CORFRBRAAE DR - KMD-303 3ER, KMD-202 3R, KMD-201 5Bk, KMD-203 3Bk, KMD-305 3R, KMD-206 #X5R %

ixe)

KELEIR R A O « FUT R, RO BT 2 R S st A 2 OF &
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FiR AR I A 1B 0D SR R AL )

BlIEADIESE

REGIE (RBHEE)

MedDRA/J (Ver.16.1) r— DR B AR
SO0 PT gy RGIHKHER | HBEHK SR
B GHEE) B GHEE)
Bakds | AR BRI — 1,847 (0. 12%) —
IR M ERE R IR EREIR D 14,847 (1.65%) —
~E ST U 1. 2,55 B> 14,7846 (1.65%) -

~~ b7 Uy Mg

~~ b7V v MERD

13,7846 (1.54%)

i/ N N — 1,847 (0.12%) —
i/ SR E s 1/ NRE s 2,847 (0.24%) —
H I EREE N i ERBOE % 7,847 (0.83%) |1,77851 (0.01%)
I I BRER ) I I Bk 16,7847 (1.89%) —
KR H N — 1,851 (0.12%) —
R A MEHET 2,851 (0.24%) -

M E Y LE

wryres ke

11,7852 (1.29%)

TARGX BT I ) T AT

AST L5

19,7852 (2.23%)

5,/7851 (0.06%)

B

19,7846 (2. 25%)

— T —¥
TI5=vT I ) MU AT 2T — | ALT B

) 20,7852 (2.35%) |5,/7851 (0.06%)
B
M7 H ) ARAT 7 Z—EH | Al-P L5 11,7849 (1.30%) —
1 P FLER R /K SR R 3R BN LDH & 9,7851 (1.06%) |3,77851 (0.04%)
vy—INVHEINKNT AT =2T7— | y-GIP L&

177851 (0.01%)

g = L 27 a— L

ol AT7a—)L &

14,7851 (1.65%)

e~ 27U &Y R0

F)Z VY R ESR

62,7838 (7.40%)

MmUY Z7U%Y R — 1,838 (0. 12%) —
i AR SR HE N BUN k5 8,852 (0.94%) |2,°7851 (0.03%)
M7 L7 F =B JLVTF=r LR 5,852 (0.59%) —
ifn. PR HE N JREE 5 7,848 (0.83%) —
fH A U o A0 mygEH ) 7 MEEF | 27850 (0.24%) —
RS RN - %Y — 1,850 (0.12%) —

C —USTEE A M CRP |5 21,7534 (3.93%) —
BT SZ e B EH LR AN A BRRFEPUFSEM | 17171 (0. 58%) —
PR B REH L5 8,840 (0.95%) —
RET R BEGTE JRME 5 11,841 (1.31%) —
PRUCHE BB PRIEHE -5 9,823 (1.09%) —

SIKGRIRFE CORFRBRAAE DR - KMD-303 3ER, KMD-202 3R, KMD-201 5Bk, KMD-203 3Bk, KMD-305 3k, KMD-206 #X5r %

Pre

KELEIR R A DR « BT RRTAA, RO BT 2 R S st A 2 OF &
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@ BEERMEEHRERHE -5

R B OHE. EEE R OTFITO R EEE 5 ORIWE N B E

TR il FH R AR A Ry A P AR A A

Bl (BEEE) Bk (BEEE) Bl (BEEE)
HERF 391,873 (44.8%) 479,74280 (11.2%) 408,73571 (11.4%)
, 65 AT 153,7297 (51.5%) 1577912 (17.2%) 1207740 (16.2%)
i 65 MLl I 238,576 (41.3%) 32273355 (9. 6%) 288,72831 (10. 2%)
s HY 277,558 (49. 6%) 28272474 (11. 4%) 266,72165 (12. 3%)
2L 114,7315 (36.2%) 197,/1805 (10. 9%) 142,71403 (10. 1%)

A HHE HY (FHREEE O S 18,7149 (12.1%) 8,774 (10.8%)
¥R 2L ) DEEMR 461,74130 (11.2%) 400,73494 (11.5%)

A OHE B (BgRebEE DG 8,105 (7.6%) 8,57 (14.0%)
() 2L Bfy DIEBM 471,/4174 (11. 3%) 400,/3511 (11. 4%)
. HY 298,591 (50. 4%) 276,/2384 (11.6%) 255,72195 (11.6%)
Lk 2L 93,7282 (33.0%) 20271887 (10. 7%) 15371375 (11.1%)

STKGRIE £ TORRRBRE OS] - KMD-303 3R, KMD-202 38k, KMD-201 B, KMD-203 #B&. KMD-305 3k, KMD-206 ik %

iae)

<JFHEREREE DA OF >

AR £ CORTSEIRIERAELD A 5 PRIRFEE B 25k 5 & U7 BRR S OfFRIR T (/L — R 1 2L |

T WO BEHMNT AT > 7Rk, BB ORBIRIT TIFRREIER ) & TIFEREIR T ) TIRIERMRTHY . THF
BOTHRRIICHE L 225 KO Z2@ERIZ

-
[

BRAEIC T |

L2

Lo T,

JFHEREIE 3 # & FFREREIR T8 12381 D RIVE I ZE BUIR L oD i

FF R RE IR fFHSREIR T (FL—FR1=) ®
n=790* (n=772) *! n=83*" (n=81) **
TR BLEIEL FEE (%) FEELIH FEBLR (%)
RIEA (REARELR) 352 44. 6 39 47.0
BWEA (BRI M AE) 166 21.5 19 23.5

*1
K2
DT IV E T T RER]

KMD-303 55k, KMD-202 3Bk, KMD-201 3R, KMD-203 3R, KMD-305 3Bk, KMD-206 75k
OB EYLE Y 1. 6mg/dL LLE, @AST (GOT), ALT (GPT) : 501U LA ST HEEE 1. 25 LA b, @y —GTP : JEYEE X 1.5 UL k.,

MEHE R FEORIEN O BEE LA OWT CER 4 4 6 ] 29 A EKZEE 80 75) |

%3
%4

BIER (BRARAEAR) FRHT 6 SAE 15K
BITER (BRARMRANE) MR S B

<HREEE D 2 >

RGBT ORI RIEZ A 9 PRIRFE

Y27 0L, BRIICHEL 25 BERITRD bishoTz,
FEBEREIE 8 & B REIR T & 230 1T 2 BIE I FEBLIR DL D ELig

BHEEXG L LIBRHE IR W TR TH (7L — F I RD
7 L— 2% ATk D IR 24T o TR IR, PR (7 L— R 2) E TOBMERIK TE BV CRIERR

AR I BESREIL T (FL— R 1) * | BHREIRT (FL—F2)
n=688*! (n=674) *° n=159*! (n=153) *° n=26%1 (n=26) *°
FE B FEE (%) FE B FEBLR (%) FEELIH FEBLR (%)
RIEH
() 311 45.2 70 44.0 10 38.5
RIEH
(ERAR A 143 21.2 36 23.5 6 23.1
fil)

%1 : KMD-303 3Bk, KMD-202 3Bk, KMD-201 7Bk, KMD-203 3Bk, KMD-305 3R, KMD-206 #X5R
%2 : OBUN : &EYEMZ M 2 25mg/dL K5, @7 LT F = : EMEMEE X 2mg/dL K, @REA : +. OWT I E = IEH]
%3 : BUN : 26mg/dL LA k., @7 L7 F = :2mg/dL Ll E, @REA : 2+ L L. OWF g3 IER]
[ S O EIER O B\ I HEIZ DWW C (PR 4 45 6 A 29 HEEZE 80 7))
%4 RIER (BRERRESR) MRAT o SiE Bl
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10.

11. 3

12.

(1) B&

5: BIMEN (BRIAHRAE) MR SUEFIE

FRARRERRICRETZE

BRE I TN

BERE

BRIE STV

BRALDEE

14 BRLOEE
141 ERIZRFROTE
(RFIHE)
14.1.1 PTP &4 @iﬁiHP/~bﬁ%m@mLf%m¢5;9%§#é &, PTP o — FOREARRIC L 0 | AL
SIARNAIEREEEA~TIA L, BITIXEAEZ R I U CHEBRIRAREOEERSGINEEZ RT3 d 5,
(0D %&)
14.1.2 KFNTFDO LIZOETHERZRESE D LMET L2720, KR LTRHATRTH D, £z, KTIRHT
HTEHTED,
14.1.3 RANIE - E EORETIE, KR LTRALZRNT &

(R

14.1.1:

PTP A3 DA @ DIEEFIETH 5,

BMOER & LT, OO T TIRA, 22 LA LR E. IRAOBEOEESMLZ T Sl Z Lo
W25 —ARBLH;EIITND

Fiz, PIP »— bORBEIRIC LY, EFICEERAIERZET 27 —ARRES N TWD,

14.1.2;
0D $EIXHED LiZoH, HMRAZRBEIEL L OBENTRET L2200, K LTORMLAEETH 203, DR
67> 6 DOWRIZ K 0 R A2 MR T 2 3K Cli/e <, MER E 73K CRAALKLERH D Z ENHERE LT,

14.1.3:
OD $E & /- £ E DR TR L TIRHSETSGE, BREICHNE L TRIELZE T I LREALNDTZOBRE LI,

ZOMDEE

REEFICE D 1B

15.1 EREREAICE D < 1Bk
o RN R 2 AR A OUTERICIRARBR O H 5 BEIZBW T, o DERIERIZ X 2 &3 2 b DT B aRIK
TUE(ERE (Intraoperative Floppy Iris Syndrome) 233 S s & DOMENH S, [11.2 /]
(fi#z3)
ERNIMIBWT o EEEEORAT b L IZIRARBROH 5 B35 T, Kb EILE BNBEF IS FICZ BRI T
SEMEREE (Intraoperative Floppy Iris Syndrome [IFIS]) 28% B3 & OHENH -7 229
IFIS &I, MelBUEMREO—HE T, vt OWEERIRIC & DU O & R, fiih OETTIEORERE, KL AN K
RHACIR DO GIBEER~ DB D 3 FER DO TH D »,
IRBEOMERDT B R OUSBRFIERICE W T IFIS S bz Z b, [ZOMmORIER] (2 TR @
HHZBRE L. NI BRaRR TEMRE (IFIS) ) ZF#i L7z,
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(2) JEEREREABRICE D < 1HR
15.2 JEEREREAERICE D < 1FHR
15.2.1 TR TO 104 BB 5 R
20mg/kg/ H LA E OB GRECRBEIILIEOHEE O EANRD bz & ORERH D P,
15.2.2 5y FTOZMRERVERETONHRERKEICET 5558
200mg/kg/ B LA EO e 5B CREHIE IR TRIRROBLYE 23, 600mg/ke/ B e 57 TG O %0 - 20, B 14T
RO EOBDDNRBD b L ORENRH B 9,
(fFa)
15.2.1:
FEEMROIERIL, PR OGS 2R3 2 Z L2 D . BT O BUIIL o w EEER 2 BE 5 L 72 FrREME A HE
BaNz, vV ABPVFEHERBROLTROONEFTRTH S Z L2 h, HEERICK > T 7 2O HE S KT
BROVEIRAS E S IZFEBL LI REMEN B 2 S iz %),

15.2.2 -
WEATRIE, 60mg/kg/ HLA T OF G- ETIIREO LT, BRHEREMAE (0. 16mg/kg/H 4mg 2 1 H 2 EIfEE., B b
KB % 50kg & LCEH. AUC : 373ng-hr/mL) & ORNCITIRERE T 375 {5, AUC TiX 7T {EOLEWIE Lz 29,
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X. JERRPREBRICRE Y 1R E

1. FIEEKER

(1) ZEhFIEHER

VI, 32 3MICBIT25E ] OmHSH

(2) ZEMFEHAR

ABRIEH e | SRk | B5E (ng/ke) PRI R
FRAD A
. _ 0.2, 2 B |
. 52 . N a) Al =
TR : FOB A 20 RIS . 2/10 Bl OB
ERiSED) 7wk p.o.? 0.2. 2. 20 - YD
0.2 A VAP
2 BeH.4% 4 BRI —@ Mo BN
iR 7wk p.o.? FeH% 1 RO 2 BRI BB REIC
20 stLENFR 1.3CO KR 1.1°C
DK
B ERER
0.2 A VAP
" 2 B 5.4% 4 B — @t s
oA a)
PR ik P Brhk 3 RO 6 Rl @D
20 &N
P R
~FE v AT
e ayas A X p.o.? 0.2, 2. 20 B L
TEbIRFE Y
% pH
;[,\ml"fé,‘—“»j_ﬁ
0.2 BE4% 1 BRI 12%° DI T
2 BeE% 1 BRI 13% DIET
A I E X Lo,
I g b 2 P25 0. 5~8 WS £ CIE [
(K 23%)
0.2 W L
) BrE4% 1~6 B TIETF
i JE S 5 ot S A X p.o. (K 18%)
20 B E#% 0.5~8 B TIK T
(R 24%)
0.2 BeH1% 1 BRI 16% DI T
, 2 P55 1 BRI 12% OIETF
d)
e P-o- » b 1. 3. 4. 6 K08 BRI
BT ek 22%)
DAEk A X p.o.? 0.2, 2. 20 B
PR 0
QRS F#H
DTS a) 7
LB oT TR ~ X p. 0. 0.2, 2. 20 -2 - 2P
QTc
1X10%mol/L X V ¥&E(RIEAIIZ
HERG & HEK293 il | in vitro | 1X107~1X10"mol/L | HERG ¥ % $nH
TCs0=8. 91 X 10 ®mo1/L
O N . G . 1X10%mol/L G 6.4%. 1X107°
MG BN EEAL IR T LTy R in vitro| 1X10 1X10°mol/L mol/L C 17. 1% APDyy O 4EE:

a) p.o. : FEO&E

b) ML o N URHTR T 5 ERRROZEE R T,
o) ASRIT (CEWEGRTOFIME- B 5% ORI T LIzRe i OFE) 3 #5-ali 0 F3IE) X100 TRLUT,
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)

(M

T DD I ER

< BIR A SEBHER 5R >

o XBEEUAN DB HMRICE L T, a2 SRR, BIZH/W, 2ABY UZRE, o b= R ERKR ORI
VBRI L TERREICBWTORBAMEZ R Lz, —F, B SBEICH L TR WERAMEZ R Lo
O, AR T v M FEEAEZ O T B AR T HEREMRET Lo/RER, v a RO B ZRRICH LT3
X10mol/L LA L CHEGUEH 2= LT,

SRR
HE%5EERAER 7
HERS DI AR (mg/kg)
EREER b3S &N F RPN
hipyf HE i HE il
Z v bk 800 (LDso : 878) 800 (LDso : 878) 75 90
A X 1500 - >50 -

LDso : 50%E4E &

(2) RIER 5 BHHBR D

1

2)

3)

4)

5)

Sy bk 4ERERE

7w b4 EBROE SRR (20, 60, 200, 600mg/kg/H) TiX. 60mg/kg/ B LA L OMERE TR DO AGHZEVEN, BE
T/RERLDMEFIL O LF iR 23S, 200mg/kg/ B UL E D MERE TR OIE RS, i CREREIE R ARAL O IER A3

B L7z, 600mg/kg/ B DOMERETHEMROZEMA, M CIRTE L O PERRRS ORI TNT AST (GOT) & OVALT (GPT) @
EfEAS, MECHIROMBIE ALK OFLH 3 WAETE O TLHEDS R BTz, 600mg/ke/ A CHEMi L 7= 3 il = E <
VXHETIF P450 & B D BEN TR H iz,

S b 13 EARKRE

Z v b 13 EBR OGRS (25, 100, 400mg/kg/ H) TiE, 100mg/kg/ H UL EO#ECHMARORRIAZ M, /NEEFL
P AR O K f OV R PEAL 23788 B L7z, 400mg/ke/ B OMERECHPEREIE OARAEAS . HECIRE & OEBERE g
MBS ONC TR O A F ARk O BE A= A3, /N EEFOPEFAR OB, FLAR O, 75 0 25 M ORI b B2
JEDIER D BT,

S b 26 BREKS

7w b 26 BRI O EGRER (1, 5, 15, 60, 300mg/kg/ H) TiX. 15mg/kg/ H LA L ORETIEE D RENFE D H ALz,
15mg/kg/ H LA LD HE K O 300mg/kg/ B D M T JIFHE A oD g 15 25 M S OV/INTE AR O PR Il oD IR 28 58 00 B v 7=,
60mg/kg/ H LL L O M THLIR DT Bk K OVERE I E A O IR KNSR D b v, 60mg/kg/ H LA E O #E K Y
300mg/kg/ H OWET/INEFOMERF L O G BEEL 2358 B L7, 300mg/kg/ H DO MERECH MBI OARAEADS, 1 CTRE
K QNEBERR AR ORAEAS . MECHUBE O Bl FLIF WS O TUE & V5 OZEME S8 bz, 300mg/kg/ H THE
B U 72 1T S AR SR CIRERE T P450 & B SEDGR O H Tz,

1 X 4ERE‘RE

A R 4 TR OB EER (25, 100, 400mg/kg/ H) Ti. 25mg/kg/ H LA EDOMERETHFIRD 5 » 23, HETHafR 0%
Ha M ORI Rz DZEMEDZR D BTz, 100mg/kg/ H LA EOMEETR 2 L 27 10— L O Sl K OWFAMAR O JE K A3
HTT7 47V =7 BEOEENRD bz, 400mg/keg/ H OREKL TN 100mg/kg/ H LA DT B REEER 23580 &
A7z, 400mg/kg/ H OMEMETHE T HI K OB ER&EGIOREL, EEOMKM, MmER OO FEA, FEYERDR,
LEERIO P g, PR FIFE. QRS KON QT MFROER, JRFEEH, M/ MBS O Pk O S A3 1T AST
(GOT), ALT (GPT) KO\ L7 F = DOEMENRD L=,

4 X 1385

A X 13 AN #EHER (10, 50, 100, 200mg/keg/H [#5 7 HH XV fmMf&E% 100mg/kg/ HIZHE]) T,
50mg/kg/ A LA O MERE TIRE DARAEAS | HECAGEAR D SGEIE DS . MECH RN, DIREDZR D b A7z, 50mg/kg/ H
PLEDORER T 100mg/kg/ B O CTHIFROZEMENFRD iz,
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6)

4 X 52 AR5

A X 52 @M A& 5B (6, 20, 80mg/ke/ H) Tid, bmg/ke/ H LA LD MEMECHFMIQIZ IHFEMECAIRIL A DS, bmg/ke/
HELEORER DY 20mg/kg/ H LA O TR BB RAE RGPS HEAENME BRI S 38O b7, 80mg/kg/ H Diff
HECIRE, RLEREORMENFED B,

) EinEMEHEBR Y Y

F v A =— ANKA X — ORI Z V2 Yo @R B E BRI BT D REHEMAL R IEFE T OEREE LB E T
MR EMEZ 78T 500 w g/mL BLE O ERE TO RGNS TR BTz, MRz 2 8 IR 228 BB, 77%)
YT <R, U AEAVS/IERBR LT v ORI E AV S ARES DNA Gk (UDS) Bk ikt Th
>77,

() 15 A FRHERLER 927

~ 7 A 104 HFE N AJFEMERER (i - 20, 60, 100, 200mg/kg/ A [#5-27 B X v K AE% 100mg/kg/ B ICHE],
M : 60, 150, 400mg/kg/FH) Tix. 20mg/kg/ B LI EOMECTHEESLEDMEE D FF 13380 S7z, 150mg/kg/ A LA
o CHAREE OB, 400mg/keg/ H OMET T EARREOHIMNTRD Hhiz,

Z v b 104 BB ASRMERER (15, 50, 150mg/keg/H . M : 15, 80, 250mg/kg/H) TiX, 150mg/kg/ H DT
FF R T8 e T e R AR D BN AR © A7z,

(5) HFERLEBIEHER O

1

2)

ZHRERVEREFCONHARREICRIITTEE (Sv )
Z v MZIREER OVE IR £ T ORI A B4 2 MEMER 5-308k (20, 60, 200, 600mg/kg/H) TiX, 20mg/kg/H LA
LT AREOIMEA, 60mg/ke/ H L. CHEIMIDIER IXTHA2Y, 200mg/kg/ H LA |- TR DIX[EAS, 600mg/kg/
H TIRE KL OMEAT R OREN RS Sz,
MR 538k (2, 6, 20, 60, 200, 600mg/kg/H) TiE. 200mg/kg/ H LA THAME |- D Y%A, 600mg/kg/
Efﬁﬂ£@%% Ve, KT AEFRR O FE OB 37880 biviz, 20mg/kg/ H LA B TRIGHRE K VSRR OKAE
R BT, 2 WEOKRIEMHE 23R 1T 2 2 & TRIFEROFSEREICKT 28T Lz, REBEIZOVWTIE
6WM&QHT%%% IRDO LD o T, MERGRER (0.6, 2, 6, 20mg/kg/H) TIL, e HED 20mg/kg/ HIZ
BOTHZIEE R ORI AT 2RO b h oz, LLEX Y | MEREERBRICB TR b
REKOZREFEOR TIZOWT, ZHRFEOKR T IZETOZEIIC, REROKTIIMETOELICHET D LE X
b,

B - BRERFEICRIFTEE (v b, V5F)

Zw M- ﬁﬁ% \ZBE9 5B (30, 80, 240, 700, 1000mg/kg/H) Tix. MEFHFEIEMIIRD LR -T2,
7R - JRIERAEICE T 235k (20, 60, 200mg/kg/H) i, 200mg/kg/ H CIRE &K OHEIBEOIKIE, FHEFID
%ﬁ\{@%®ﬁﬁE@@E&ﬁTLtlfé&%z%ﬂé%ﬁ%%&@%m%;@ﬁﬁin;%F FELRD
EENED b, BARERITEO bR o7,

3)mimﬁumiéwﬁiiU(ﬂﬁwwﬁl&&ng(ivH
Z v MEFTR O ER OFAEW NI RHADOEREICES 923 Bk (10, 30, 100, 300mg/kg/H) Tix, 100mg/kg/H
DL RS I T 2 REMW AR R ORS00 BTz, 300mg/kg/ B TIHERINC I 2 REM OFETS A
B BT, REWOESEE, HAERDOAERIEE K OFEE N AEFTEREBEIZXT T 2 IR b T,
(6) BRT R ER
A ER R L
(N Z0thoEk=M> 2
1) mEHE
va Ry UiE~ 7 AR OELE v MO L THIRMEZ RS20 O & STz,
2) meRILEVICET SRR

~ 7 AN ASFIERER 2T, 150mg/kg/ B LL_E O CHLARMES; O3, 400mg/kg/ H O C T IARARIE O
RO LNT-Z Enn, M~ A2 6, 20, 60, 200mg/kg/ B Z H[a| K O ERS- L, LA RLE K OMEE I K&
ETREZRF L, P~ a2 7 Fromfii, BEEE To 60mg/kg/ H LA LD, KERE To 200mg/kg/ H
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3)

DOHETRD bV, MWEMOMERE XIERMERIX, KER G TO 60mg/kg/ H UL EOMETHES biviz, HETIX, B
[B] K N AE R GAC L AR T o ~DH LD REEBIIRD N o7z, v T ANAFEERRICBWNTRD 5
AR K OV T RABIEO I IL, h~D 7 v 5 7 F o3t 5 LTS i REME R HESR S vz,

7 v NREHEGBEERBICE O TR EEMROEREOTE O ERRD LN EMD, W~ b
125, 15, 50, 150mg/kg/ H BRI N ORKEHKE L, PR /E S R OMEEYIC RIS B LR LT, ih a5
7 FrOEfElL, BRI TO 50mg/kg/ B UL LOMERE, KIE# G- To 50mg/kg/ H OMETFRD iz, MEEHI DI
FOTHREmIL, KEHRS TO 50mg/kg/ AL EOMETRS bz, 7 v MEREGEERRTRO bz io
AETEERIC BT DI, M ~DF 15 7 F 3 WTTHENR BTG L TV 5 REMEAHEZE S Tz,

BRIREE K (CBE T 50 ER

7 v M AJFPERERIZ IV T, 150mg/kg/ H O RET FUR BRI IEARIE O BEMATRD bl Z L2 n | EOFTIE
B3 5729, EZ »~ M2 150, 300mg/kg/ A % 4 BRER O &5 LTz, 150mg/kg/ B LL_E TR E & O &1,
UDP-27" V7 & U Rfsfmest  (UDP-GT) JEMED EF K OHRBREIRHIIEOBKA3, 300mg/kg/ H CF r ¥ v v D EfE
K OVHUIR BRI ARV v OIREERNR O b7z, 7 v MR AFEERBRICI VTR B A7z R AR o i iz iR
JEDBENNT., APl UDP-GT NFE &, HRRIRA LB o REDMEE SN D Z LI2X D 7 4 — Ry 7 AT L
ToHET v MZRBE LSV IR L L i STz,
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X. EEMEIEICEHT 4I1EH

1. RHIX5S

B Kl =) — 75 2mg, 4mg  BIBE, WUGEEEHRGT
= U —7 0D §E 2mg, 4mg BIFE, IR LY
) EE-EMEOAGTEICLIVEATLIZ &
BRIpRSy - vm Ry B

2. AHRE
B - 3 4

3. BENRETOHIE

FERIRAF

4. BFRWLEDIEE

20. L EDEE

(@)
20.1 73 v o — el ERERITEL L TIRFT 2 2 &,
0D £&»

20. 2 BF ORI L WRIZ XV EERIREN S SO ZEDRDH D,
20.3 gEMIREIMHEMORIC LKA, REAKVECOMALRHZLND Z LD 5,
20.4 7R v u —udERRER IR AT TREFT D Z L,

5. BARITEM

BEMERLTA R HY
<FvhoLey :HY
Z OO BE T EM
<Y —TFE>
o -V —TERAIhAZEHFIE~
(v A TERKSSHA—L2— https://di. kissei. co. jp/Z )
<=V —7 0D &>
o 1) —TUXRHAINDIEBEEIE~
® 1 U—70D&E2mg - dmg R SN D EE S A~
(v a K TERLESH A —2— https://di. kissei. co. jp/ZR)

6. F—H5 - A%

L

1. BEfEEEAR
2006 41 H 23 H (AAR)
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10.

11.

12.

13.

14.

SERFTARIFABRVARES. RMELERFEAE. BRcHLFEAR

<Y —TEE>
o i A - SR B I R R A
* A H e A H EH A
=) — T8 2mg 22000AMX01779000
2008 4~ 7 H 25 H 2008 £ 12 H 18 A 200942 H5 H
=) — T8 4mg 22000AMX01780000
<z —=7 0D $E>
o T R - S B I A7 R A
* EH H e EH H EH A
=) —7 0D §E 2mg 22700AMX00768000
201548 H 17 H 20112 A 11 A 2016 21 H 18 H
=) —7 0D $E 4mg 22700AMX00769000

MEEX (THREM. RERUVAELEEENFOFABRRUVEZOAR

EERRAN

BEEHR. BIMERRAREABRUVEORE

<Y —T78E 2mg, U — 7 FE 4mg >
HHEARERMAEA B : 20164E6 4 25 H

HEEBRONE | EIEML, EEEBERSEOME,
MHNETOVTIIC

BEAHM

B L7,

BRMER LM OMRFEICET DIEHE 14 FF 2 HE 3 51

<Y —TfEomg, 2V —T8Edng (U —T BB 2mg, U — T B B dng IRFGEHIETe) >
FRERATHIMG 8 4F : 2006 45 1 A 23 H~20144FE 1 A 22 H
<z Y—7 0D $E 2mg, ==V —7 0D &E 4mg>

R L7

REAMHRICE T 517
AANE, BT S HRILED TV A,

gEI—FK
BESBEEMEE | BEIEEZI— R i Lt 7 rEENE
R4 i . ) HoT O#) &= | | _ -
INEEZERI— R Y a—FK) SRFLET— R
2 — 7 8E 2mg 2590010F1023 2590010F1023 118805901 620008570
Y — 7 8E 4dmg 2590010F2020 2590010F2020 118806601 620008571
=) —7 0D $E 2mg 2590010F3026 2590010F3026 124418201 622441801
2 — 7 0D 8E 4mg 2590010F4022 2590010F4022 124419901 622441901
REHFTEDZEE

A LR

56




XI. 3@k

1.

51 FSCHR

iy

HPERE R A A G L L2 BN [ FEERIREAER (2006 451 H 23 H7&ER, CID
2.7.2.2)

2)  tENER R A ERRE L2E 1 MR (2006 £ 1 A 23 HEAFR. CTD
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XO. SEZEFH

1. EGHETORTRER

AFRZBT D20 TR, MIELOHEITIUTO LR THY | SMETORIRIL L I1TRR D, ENOKBNA
DO TAFZHEHT D Z &,

<EWRES TR >

ATSZ AR RIE S £E © HRIR B

<BNRESUT BN RN B 2 V>

AFNC X 2 WFIFIFEERE TIE 7 < SHERIETH 2 2 LICHE L, ARG L 0 T 228083 % o0
Leid, FRER S, MOBYRLELEEST D L,

<MHEXROHE>
BE, RAIZIEY e Ry LTl El4dmg 2 1 B 2 BRIV BRZRICRO&ES5 35, 2k, ERICS U CEERET
;_:)O

FRHETORKGRIRDL (2025 45 1 H IR
<K[E (2008 £E7KGR) >

=4 Allergan USA, Inc
W5E44 RAPAFLO

KT - ks Capsules: 4mg, 8Smg
FETEAEH 2009 4F 4 H

Zhee X I3 zh & 1 INDICATIONS AND USAGE

RAPAFLO®, a selective alpha—1 adrenergic receptor antagonist, is indicated for the
treatment of the signs and symptoms of benign prostatic hyperplasia (BPH) [see
CLINICAL STUDIES (14)]. RAPAFLO is not indicated for the treatment of hypertension.
MEL O E 2 DOSAGE AND ADMINISTRATION

2.1 Dosing Information

The recommended dose is 8mg orally once daily with a meal.

Patients who have difficulty swallowing pills and capsules may carefully open the
RAPAFLO capsule and sprinkle the powder inside on a tablespoonful of applesauce.
The applesauce should be swallowed immediately (within 5 minutes) without chewing
and followed with an 8 oz glass of cool water to ensure complete swallowing of the
powder. The applesauce used should not be hot, and it should be soft enough to be
swallowed without chewing. Any powder/applesauce mixture should be used immediately
(within 5 minutes) and not stored for future use. Subdividing the contents of a
RAPAFLO capsule is not recommended /[see CLINICAL PHARMACOLOGY (12.3)].

2.2 Dosage Adjustment in Special Populations

Renal impairment: RAPAFLO is contraindicated in patients with severe renal
impairment (CCr < 30 mL/min). In patients with moderate renal impairment (CCr 30—
50 mL/min), the dose should be reduced to 4mg once daily taken with a meal. No
dosage adjustment is needed in patients with mild renal impairment (CCr 50-80
mL/min) [see CONTRAINDICATIONS (4), WARNINGS AND PRECAUTIONS (5. 2), USE IN SPECIFIC
POPULATIONS (8. 6) and CLINICAL PHARMACOLOGY (12.3)].

Hepatic impairment: RAPAFLO has not been studied in patients with severe hepatic
impairment (Child-Pugh score > 10) and is therefore contraindicated in these
patients. No dosage adjustment is needed in patients with mild or moderate hepatic
impairment /[see CONTRAINDICATIONS (4), WARNINGS AND PRECAUTIONS (5.3), USE IN
SPECIFIC POPULATIONS (8. 7) and CLINICAL PHARMACOLOGY (12.3)].
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<EU (2010 4E 1 A7&#R) >

i Recordati Ireland Ltd
W54 Urorec 4mg hard capsules / Urorec 8mg hard capsules

Silodyx 4mg hard capsules / Silodyx 8mg hard capsules

Silodosin Recordati 4mg hard capsules / Silodosin Recordati 8mg hard capsules

AT - BiAk

Urorec 4mg/8mg hard capsules : Each hard capsule contains 4mg/8mg silodosin
Silodyx 4mg/8mg hard capsules : Each hard capsule contains 4mg/8mg silodosin
Silodosin Recordati 4mg/8mg hard capsules : Each hard capsule contains 4mg/8mg

silodosin

20006 H (FAY)

PIEERESIES

4.1 Therapeutic indications
Treatment of the signs and symptoms of benign prostatic hyperplasia (BPH) in adult

men.

LR O &

4.2 Posology and method of administration

Posology

The recommended dose is one capsule of Urorec/Silodyx/Silodosin Recordati 8mg
daily. For special patient populations, one capsule of Urorec/Silodyx/Silodosin
Recordati 4mg daily is recommended (see below)

Elderly

No dose adjustment is required in the elderly (see section 5.2).

Renal impairment

No dose adjustment is required for patients with mild renal impairment (CLi > 50
to < 80 mL/min).

A starting dose of 4mg once daily is recommended in patients with moderate renal
impairment (CLgz > 30 to < 50 mL/min), which may be increased to 8mg once daily
after one week of treatment, depending on the individual patient’s response. The
use in patients with severe renal impairment (CLi < 30 mL/min) is not recommended
(see sections 4.4 and 5.2)

Hepatic impairment

No dose adjustment is required for patients with mild to moderate hepatic
impairment.

As no data are available, the use in patients with severe hepatic impairment is
not recommended (see sections 4.4 and 5.2).

Paediatric population

There is no relevant use of Urorec/Silodyx/Silodosin Recordati in the paediatric
population for the indication of benign prostatic hyperplasia (BPH)

Method of administration

Oral use.
The capsule should be taken with food, preferably at the same time every day. The
capsule should not be broken or chewed but swallowed whole, preferably with a glass

of water.

BB T DERRIRIFR

R L7
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XI. &%

1. FR# - REZRICIR L TEHRRHIZITOICHE> TOSEIFH

AKRIEDERICET H1EE « REIZITAREZZ T TR WEICEET A IHRAEG T b, RBRTIESNHENL LT
WRVWHAELEENTEY ., HLETHLTEHMEIN TV ARBRFETHEONTE/BREFEEL L TR LTV A,
EREFEEDNEIRKEHZH5T 2 ECOSZERTH Y, NMTEOAGETRTHOTIIRY,

FEHARML - TR FH 3RS O IR IEMIRMHEENCET 2 A R 7 A BT 2D QA IZDWT (D 3) )
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