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Al-P alkaline phosphatase : 7V VKA T 7 Z—F

ALT alanine aminotransferase: 77 =73 /) hT7 A7 =7 —F¥ (=GPT)

AST aspartate aminotransferase : 7 A XTI X UEET I ) N TV AT =5
—F¥ (=GOT)

AUC area under curve : WUNHIHARE T mifE

BPT fii S Iman %

BUN blood urea nitrogen : MIKRJIRFZEFH

CK (CPK) creatine kinase : 7 L7 F L F%F—+ (creatine phosphokinase :
J LT FURAREF—E)

Coax Hoe v LA i B

CYP cytochrome P450 (3 k7 & A P450)

DSM-TV-TR American Psychiatric Association CKEFEMESES) @ Diagnostic
and Statistical Manual of Mental Disorders.4th edition, Text
Revision (DSM-TV-TR F&f#REDBWT « Fiat~==7 /1)

FDA Food and Drug Administration of the United States : K[ERSh[E
i 7

7-GTP gamma—glutamyl transpeptidase:y Z /L& I/ N T U AXRTF L —E

HAM-D17 Hamilton o 5 >l R 17 THH

HbAlc hemoglobin Alc : ~EZ7 1 B Alc

LC/MS/MS Wkra~ 777 4— /2T LS AANXZ ha A RN —

LDH lactate dehydrogenase : $ligT & K 7 —¥, ILEsMKEESE

LOCF Last Observation Carried Forward

MAO monoamine oxidase : &/ 7 I VgkiER, £/ T I A HA—F

RMP Risk Management Plan : FESKSL U 2 7 & H 3

S.D. standard deviation : fZEYE{RF 2

SNRI serotonin—noradrenaline reuptake inhibitor:tw h=1 "+« /LT
FUF U IR AT PREHE

SSRI selective serotonin reuptake inhibitor : ERFE T h =2 FH»

AT PR
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Time to reach maximum concentration in plasma : fx & e 2 EE
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- REERVBERRORER

L

. fF s DEREELE (WMEIEFEHEL)

L

Yl

BN B

(T T EIK DA FSEMRBR T A R T4 > R 94 12 A 22 B EIRES 487 5, F
RR 13455 H 31 B —#dUE EIRFEIHE 786 5. Ak 184 11 A 24 H—HtiE SKARARE
1124004 =5 K ONERY 24 42 2 A 29 H—#FSE FEREFATE 0229 55 10 &) KO TAEA R %
BIFN DB T2 D DA FH R SRR T A KT 4 2 PR 134E5 A 31 A [E3RFEIRE 783
T MONERR 24 4 2 29 A —EBEE FERE AT 0229 5 10 7))

BT c AASRR G ARBRIEA R O Rk, [BlER SR 7y R E)
(GRBR B K OE AR 1%, pH6. 0 KO8 pH6. 8 I T X KLY 50rpm T
BB AEIT) & &, Ny B/LOEEICHEFEY DR Hiiz72 6, [FIZEMR
BRATA KT A NZHEL T, [Al#E/NA 7 > RE 100rpm CEAHZEE XA
ARG L7=,)

BN e

EE EIL BRI BRI R 1R BE
/N RViE 50rpm | pHl.2 = HARIEFEHIEHRERE 1 %

[ SR i

pH6. 0 = 7= McTlvaine DFETE K
100rpm — : 900ml, | 37=0.5C
pH6. 8 = H A3 J5 5 HFRBR 26 2 ik

X RVE

100rpm | pH6.0 =D 7= McIlvaine DFEEE




I E FEUE D RBREUA O S R A | RERAI ORI ER L T 5,
TRTOBEHRBREMEIZBNT, LTOWT N0 EEIEET 5 L &,
WHEEPEPIL TV D T 5,

FEHERLAI S 30 43 LANIZFH 85% LA B L7254
UTOWTNNORECEHET D,

a.

HE S AU7 SUBRIRE ] L2 30 W TREVE LA O SV 303 85% LA | & 72
% L& FEAERIH O R HER A 40% KON 85% 13T DT 24 72 2 BN
(2R T, BRI O 7 = A R E R O P P AR £ 15% O #i
FHIZ 3 B0y, X £2 BIs oL 42 LLETHh 5,

- BUE S VT RABRIFIR] I W) TREHERA O P8 =78 50% LA | 85%

ZEE L7e & & | RIS ELUE S V7B BRIREIRIC 38 1 2 v R
D 1/2 OEJE = A 8 Y 22 R, R OHE S 7o BRREIC 3
N T RRIER LA D S5 HH SR SR ME R O SR B 3R 4 12 % O FiFHIZ &
L, X f2 BB oM 46 LLETH D,

BUE SN TR RIS W T AR TERA O P HI SRS 5090121 L

IR & & RIS E S U RBREERTIC 3 1 B EIA IR O 1/2
DR A2 R T 22 R OBUE S fLic iR s s T
AR AR 0D SR Y ER DA HE R D SEAE Y Y 9% D FEFRIZ & 5 2>,
A% 2 BB OENR 53 LA ETH D, 7272 L, HlE S iRk s
W CHEHERLR O SRS RN 10% L F 086 HE S iv7c aXBRIRE ]
TOHFM L, FRER R 0O S H S AR HERLA O SRR =R 9%
OHEHIZH D,

OF 2mX%tEF 2 0D 20mg =71 »

BRI pH1. 2 (VN RJVE, 50rpm) (2351 5 XA H dhif

(8 )4 EE o

(mean=S.D. . n=12)

100 -

80 -

60 -

40 - —e— FaOFtFVODEH20mel =70

20 —eO-=- B4V LENT IV 20me

0 O—1 1 - —{]
0 30 60 90 120

BERRM (5)



PBRIE pH6. 0 (RN 247 BB, 100rpm) (23340 5 XA H dh i+

(mean=*S.D. . n=12)

100 -

B 80 -

H

= 60

% 40 —e— FaNFtFYODEE20me =70
20 - - YAV ENT )L 20me
O Ll T T T

0 30 60 90
BB (49)

PRERIE pH6. 8 ([AIHE/N R4 o RyE. 100rpm) (2331 5 XA H dhf

(mean=®S.D. . n=12)

100
& g0
i
%= 60
% 40
~ 20
0 : ; ;
0 30 60 90
FBFFRE (9)

SERWE pH6. 0 (X R/LYE. 100rpm) (Z331F A 0 H ik

(mean=*S.D. . n=12)

100 - R, a— o
s 80 - z L
H 2
= 60 -
0 40 - . - _
\9 e —0— T10FtFVODEE20mel 270
20 1 = HA V) LBH T EIL20me
0 T T T T
0 30 60 90 120
Z@EEERE (9)

ko FEUERLE SBRRAI L LICIAHIC T FRRIN D o 2720, IEH R
D7 J R E & 1T > CREM L 7=,
FRERRS DR A RT7A NE>CT 2 FEF 2 0D 5 20mg (=711
CHEYERIF] (P LN B R 20mg) DY HZEEN A L LTz,
ZOFER . pHl.2 (/N FLiE, 50rpm), pHE. 0 (EIEE/N R 7w bk,
100rpm) M OVpH6. 0 (N R/Lik, 100rpm) T, @ HIZEE O FELM: D)
TEFEEAH 72 LT a3, pHe. 8 ([alfiz/ N2 7 RE, 100rpm) TiX, 4



PMEDRRRD IR o Te, 7ok, RS 7265 & L AW ErFE
TR T, WA TFICRIFETH D Z ENHER SN TN D,

@F a2nXtEF L 0DEE30mg =71 ©

SERWE pH1. 2 (VX RILEE, 50rpm) (Z331F A 0 H

(mean=*S.D. . n=12)

100
& 80 -
t 1
= 60
% 40 7 —&— FaO%£F/ODEE30mel Z 7]
20 - T AN T )L 30me
0 O——-13 1 . ~—{]
0 30 60 90 120
28 B (79)

PRBRIE pH6. 0 ([EIHZ/N R4 KB 100rpm) (Z330F 5 XA H dh g+
(mean=*S.D. . n=12)

100 -
& 80 -
a
= 60
% 40 - —eo— F1OFtFUODEE30me 270
20 - ---0--- $4V)ULEHTLL30me
0 LI T T T
0 30 60 90
@ EfE (5)

BRI pH6. 8 ([ElHA/N A hE, 100rpm) (2351 2 W4 7A H Bhfr*
(mean=*S.D. . n=12)

100 -
g
& -
= 60
0 40 7 —&— T1OFtFUODEE30mel =70
20 =0 YAV LANT 2L 30me
0 Ll T T T
0 30 60 920
Z@E R (9)



BRI pH6. 0 (/X RLYE, 100rpm) (Z351) 2 I 0A H Hhr
(mean=*S.D. . n=12)

100 ~ T B
- I Lr---=""" .
B g0 - '-—‘[j_- T {;I
t 60 - .

ﬁ
3/3 40 —e— F1AFtFUODEE30me =701
20 ==O--- Y14 NILAHTIL30mg
0 T T T T
0 30 60 90 120
#Z@EFRE (4)

o EUERLE RBRRA L LICIEHIC T JRRN S o o720, IR
DT JRERIIE & 1T > TRl L7,
EXERES CRIEMERBRTA R A > TT anrXEF 2 0D 8 30mg (=7 12
& RRHERLE] (YA LB A TRV 30mg) DIRMEE A R LT, D
FER. B TORMFITB W CE SR OFELIE DY ERE L - LT
728, WA OVEHEENTIELL LTV D Sl L7z,

10. &% - 2%
(1) FBRHMNVELGRSH - BF, SEIRRLERHR - SEICHT HFR
Y LR
(2) 8%

22. B%
(FaOx+F> 00D 20mg TI=70])
100 & [10 & (PTP) X 10, ®algEAl (U 5 0) A0 ]
100 8 D, NZ . #gH (U B 50) AV ]
(Taox+EF>0DgE30mg I=70))
100 & [10 & (PTP) X 10, HfgAl (U5 0) ANV ]
100 2 D, T, #igF (U A7) AD]

(3) FlREE
YL
(4) REBEDODME
PTP 1%
PTP : RV 7oLy, TII =L
TAIE— TNAI=TA R)ZFL
AV Ak
K R TTF L
RGP AR Al =3 < P



11.

12.

AR S h S EME
A L0

Z D1tk
H Bl 5 el ~ D3 & MRS RER 7

AT ORIV ToHE LT EEAN

ZEINRIFITIRD b le ol



V. REICEYT SEE

1. BEEXITHE

4. #hee - R
O52% - 3 DI
OTFRERRICHSERE

MEPRR IR IEE
HRAE R R IE
121 R
E R B AE

2. MEXIIHRICEET HFE

5. hie - MRICEET IR
(Zhaettid)

5.1 H1O SAIDOELIZ LY | 24 UL FTOBE T, BREE., BEEXDO Y 27 BT 5
EDOREND DT, KBEIOFEGIZHT->TUE, VAZ ERXRXT v bEEEBTH L,
[8.1-8.4, 9.1.5, 9.1.6, 15.1.1 ZM]

(329" 3 DIREE)

5.2 AH| % 18 iiANG DK 9 DIRPEREE BE IR G T 5 BRICITEIC 2 HEICHR T2 2 &,
[9.7 /]
(EREDOIEELLE)

5.3 FIRIZKI L TAR Z &G 25613, BREE. BAEM, BE., BBEMEOREMIE

IROFEI) A7 2B L, AFROBRGOESR LHEIHETT5 2 &,
(ﬁﬁ%ﬁﬁﬁﬁ5ﬁf)
5. 4 HRHMEMIRIE DT, *IJ????%®%@( ZWr) FLAESE O [EERI A BB LS
SHEEICHEM L, EBWSNTERIlorEET 5L,
(BMERBREICH S &)
5.5 FHT DLW IENEE BB IR IEEIRIE &L W SNIZ BB IZOR, AROKEGZEET D
Nl
(ERIEREETE I S &)
5.6 3 » AU EKIRAA L, B OZWiENEELSH I CLTMREIE & 2l S8 I20
B KENORGEHBET D &,




3. RERUAE

(1)

(2)

RERUVRAEDREDS

6. Aix- A=

(D329 - 3 DIREE. HERBEEEESCHS &R

WL, AL B TEER%, TandkF & LT40mg 2R 0% 595, &5
X1 H 20mg KVBAS L, 1 EMAM EOMBEZ22TT1 HHESE LT 20mg 3O &E
T 5,

B DRATSREEITIE. 1 B 60mg ETHET L LN TE S,
(BRI S &R, BHEREICHE S ER. ERHEEEICH S ER)

WE . RACIE L AL EER%, TandkFr b LTo0mg 2RO 5, &5
I$1H 20mg LVBASA L, 1 EMLU EOMFEZ22F T 1L HH®ES LT 20mg O &E
T2,

RERUREOREREM - RHL
MR L

4. BERUVBEEICEET HIFE

1.

Ri% - AEICEEY 5IE
(329 - 2D, WRREMRIESI2H S FMR)
AHN DG RIILER/NRE 2D LD BETLITEBICBE L RN LT L,

5. BEERALIE

(1)

(2)

(3)

(4)

BRRT—2 /v r—o
EER L

B PR I ER
EEE R L
RERIGHRZRHER
HEE R L
REEAIEABR

1) AEREEHER

(329 + 5 DIREE)
17.1.1 ERENIHE —E5RGITHELERHAR
DO - D ORBOBELZHNRLE LT, TanxkF UVEREI 2L (T2
2% F L LT 40mg XX 60mg) . 77 AR XiF N\ m Xt F R KT
(RNEFtEFr L L T20~40mg) % 6 HFEL LifER, FEFHMIEE CH 5
NIV ) ORI R EE (HAM-D17) AEFREROE(LEITR 17T-1 DL B T
b, TanXtFr (4omg KON 60mg PFAERE) O 7 Z v RITxT D EEN




TRENT-. £7-. TauxtF o 40mg B L 60mg BE CTHENISERITERD b
Ay

2 17-1 HAM-D17 B EHEER KL ONR—R T A b OB L&

HAM-D17 &EHEEA Ak &

‘ Nz 5 | T RARE L Oxf g
ok Q R 44Vﬁ;
T A L AR BERE

= 2
DI | 5osfzmc) | T

- . 20. 4 12.2 -8.3
7T RAREE| 145 - _
+4.2 +7.0 +5.8

\ 20. 6 10. 1 -10.5 -2.17
40mg BE| 73 0.0103*
> +4.4 +5.6 +5.7 | (-3.83,-0.52)
A
= \ 20. 4 10.5 -10.0 -1.70
X |60mg BE| 74 0. 0440
+ +4.1 +6.2 +6.4 | (-3.35,-0.05)
a:
< 20.5 10.3 -10. 2 -1.93
BFERE | 147 0. 0051 %
+4.2 +5.9 +6.1 | (-3.28,-0.58)
\ 20. 4 11.0 -9.4 -1.29
AoFvFUr| 148 0. 0623

+4.8 +7.4 +6.9 (-2.64,0.07)

1B ('R Y — KA W TR
2 BGREABEDR, M, B HE, BGAT HAM-D17 S EFRER & I8 & 1R
FERE & S B & U 7= 3y o

p: BEMEE, k  HEEHY (p <0.05)
CEBIfE = (R )

B VEF 38 B 1381, 7% (143/175 B1) TH - 7=, T 72 BIVE A 11 H .0 26. 3%
(46/175 1) . fEIR 21. 1% (37/175 f51]) . 8EJH 17. 7% (31/175 %) ThH o729,

(FEPRIR M HEET I S &R

17.1.3 W’%’HI*E —EERIEITRM LR ER

BEPRIFPERRIEE I E DO DBE 2R R L LT, T anv b F i 7
L (7;&*\*‘!2?/}: LT 40mg XL 60mg) X7 7R % 128K L
FESR, FEFHIFEAR Cod 5 24 W P00 EIE R 2 7l R EOZE LR
17-3DEEBVTHY, TamaxtF o (40mg K 60mg JFERE) OFFERIC
ST A RSN, 2. TanXtF o 40mg BEL 60mg BETHELS
BIRIZERD Hivig o7z 0 12




2 17-3 24 BEHP YRR EIEE A 2 7l EWE L OR—2 T 4 b O bE

24 FRF[H]-E 4 o BEOAE JEE _
. 2l 8
A a7 R
B 57 NR— 25 7T v AREE L OxFbg
cao) B e
NS N1)) \
\34) :/?Jfl 12 ﬁﬁ#ﬁl o Eiﬁfﬁi'llé: p{ﬁ
ZALREEE | (959 (= < )
_ |5.78%1.17[4.38%+1.99
7 AR -1.61=£0. 18 - -
(167) (150)
_|5.79%1.23(3.54+1.86 -0. 81
40mg Bf -2.417+0. 21 -
= (85) (73) (-1. 18, -0. 43)
e
= |5, 761,17 (3. 41%£1.77 -0. 93
% | 60mg Bf -2.53%0. 21 -
+ (86) (72) (-1. 30, —0. 56)
a’.
| |6.77%1.20(3.48=%1.81 0. 87
Bineyisa -2.47+0. 18 < 0.0001*
(171) (145) (-1. 17, -0. 56)
VE 1 EE RS G

2 RARET ICES ROV H il +AE e

BGRE, BUNE B G57 X BURIE & [ E R R, BRI O BRIF M 0% B 5 R 9o 401 )
24 WE[R SR B JE A 2 TS O R — R T A v A R BRBRE . TRBR I G R R B
rEREHRE L,

p: HEME, % AEEHY (p<0.05)

B VEH 3 B 1362. 0% (106/171 B1) T - 7=, = 72 BIVE A IXHIR21. 6 %
(37/171 1)) L FELs 14, 0% (24/171 51) AHFA 5. 3% (9/171 ) &4 5. 3% (9/171
) Tdhotz 012

RRIERRIEIZ S &R

17.1.5 ENELIHE —EERIETEHMALERR

MHERIERE 205 L LT, TanxdeF U EREDI 7L (FanxtF
vELT60mg) XX 78AR%E 14 BEEE LR, ZEFMEETH D
BPI- IR EIEE (CEHORA) 2a7 o 14 WL EIZEL 1750 LB TH
V. EEMNT (REIRET VT L D) IZBWT, T2arFEF L 60mg O
77w RICHT BRI R SN o T, 7B, BIRAENTTH D LOCF (Last
Observation Carried Forward) JEI2X Y 14 BEFO RIAWE 2 5 U 7= 2558055
Brcix, #ERICAEEENEO G W,




F17-5 BPIKIREIEE (CEHOIEH) AT ROWR—R2 T A inb OB E

BPT—& s B .
Al
CEYI DG AT
BT | R a5 | T ERREE DR
CTAET
B D \
§4>ﬁ114ﬁﬁﬁljt s BRI b i
ZALR™? | (959 (2% M)
Dwﬁjﬁf6&3iL354ﬁSiL97 o
3 vl Jreu 7 7 —1.58=0. - -
EEHT - (195) (147)
RENRET
o 6.05+1.29(3.88+1. 84 -0.32
MMELDIEYT | Gomg 7t ~1.900. 23 0. 0988
(191) (163) (=0. 70, 0. 06)
Dwﬁjﬁi6JSiL35455i202 R
5[ Ve G K - 7 77 -1.22=0. - -
RIAELT (195) (195)
SO B
6.05+1.29(4. 13+1. 94 -0.38
(LOCF) 60mg ¥ ~1.600. 26 0. 0408*
(191) (191) (-0.74,-0.02)

L PR E RS RREEIED)
T2 BT RIS PR - AR ERE

DRAERTT VI X BT] &58E,
N—RA T A D BPI-KIREIEE (LD ) .

B oAz AL

(W] B EREEZEERN R, RX—RA T A O BPIYKREIEE (PO |

EHEE e

131“@7541&%/\4{?%}: Lf:o

p: AEMR, % HFEEHY (p<0.05)

BIVE 38 B E B 1364, 4% (125/194 #1]) TdH - 7=, E 72 Fll
(50/194 ) .
6.7% (13/194 ) .

D 21

6%

(42/194 ) .
BRIEGR 6. 7% (13/194 %) Toh-o7= 1,

{HF% 13.9%

(27/194 ) .

AR A P A & RIS 0O S BRI 2 [ RE AR
NSl R LT,

K5OI

YE R IR 25. 8%

()

(BMREREICH S &R

17.1.7 EREIE

HAT v A FIEPIRAESRL (NSAIDs) DZhRHAAR
LT, TanXeF VEBEL 7'V (TandtF & LT60mg) L7

tARE 1408

M) AaTd 14 A

D7 T B RITKT DEIES RS i P,

T EERITR R LR

N IS VR E R B R &

B G LI R, EZRHETEE CTHh % BPI-JOREEE (PO
B L RITIR 1T-TOLBY THY, T2 xtF L 60mg #F




KA1 BPIFRBIESE (CFEDOIRA) AaT KR —RA T A )b DZELE

BPT - HLE € .
Al
CEXEOJEHI) AT
B 57 N5 7T AR E Oxf g
o B M
NEIN1) S
»‘j/( :/ij‘;l 14 j@ﬁ%‘{(zl . ﬁiﬁaﬁ% pﬂE
A2 | (950 (27X )
~|5.09+1.04|3.16+1.78
7T REE -1.96+0. 11 - -
(226) (200)
|5 14£1.11(2.73%1. 69 -0. 46
60mg B -2.43+0. 11 0. 0026*
(230) (209) (-0.77,-0. 16)

L PEE AR R RREEIEO
T2 RBRE T NMTES < IR R RS
BGRE, BUR S, BEHE S BLIR R O Z BRI Z BER, ~N—R T A > O BPI-AIf HIE
K CPEORAR) 2388 L,

p: AEMR, * : AEEDY (p <0.05)

B VEFH 38 B 1348. 3% (113/234 B) TH - 7=, T 72 BIVEH IXHHR18. 8%
(44/234 f31]) . {EHL 10. 3% (24/234 f51]) . oLy 8.5% (20/234 f5i]) To-7= 19,

(ERIEBAERE 24 5 & 9@)

17.1.9 ENENHE —EEHRIITHEM LSRR

ARERBALARTO 3 » HRITHIC 14 B UL LD %49 5 RS2 M B i H
FrRGge LT, TanxdeF VHEBET 7L (FamxteF LT
60mg) XIX7' 7R %E 14 @RS LR, EEEEIZE Ch 5 BPIILJHE
SEEE (CERJOWEA) AaT7 O 14 \RFE(LREIIR 1T-90LEBY THY, Tanm
Xt F o 60mg BED T T RITHT HEMIEI RS 1,

F 17-9 BPIVKIREIEE (CEBORA) AT RHOWR—RA T A inb DO E

BPI—J&J B JE &
i &
CEEDIRA) AT
B Rz 54 | TTRARREE DXL
T B UINH D
A LEL | 14 SRR o FFIRLE b i
ZAER™® | (95%fZHEIX )
~|5.06£0.98(3.14%1. 70
7T REE -1.80+0. 12 - -
(176) (161)




2)

BP T4 BELE S

B
CEH D) 22T S
1 51 Ne=T 4| T TR DX
R 5

YINHO BER S

FA L | 14 R n "
A P

. 5.03£0.96(2.44+1.54 =0.77
60mg # -2.57%0.12 < 0.0001*
(177) (160) (-1.11,-0. 43)

1 P AR R A R 6150

2 BANEET WIS GRS ERR =

BeGRE, BUINRE R, 8GR EBINR SO BEAEM 2 BEERR, _—2 T A 0 BPI-JH EIE
B CEB O A) w3 s Uiz,

p: AEME, x  AEZEHY (p<0.05)

EIWEFZEBEEE 1L 43. 3% (77/178 f3l]) Tdh o 7=, F72BIWERNIIEEIR 13. 5% (24/178
). B8 10. 7% (19/178 ) . {#F4 10. 1% (18/178 #1]) . > 9.6% (17/178
B, FEEUE6. 7% (12/178 f5]) . BAKJHGER 5. 1% (9/178 ) THh -7 17,

T EHER

(329 - 3 DIRER)
17.1.2 ENELIHE REAKSHER

IR e IOREOBREEZNRL LT, TandeF U HEBEL L (T2
X EF L LT 40mg XL 60mg) # ik 52 WF G L7 fE5%. HAM-D17 &35
FEROELEITR 1T2 DB THY | BRHIFEICHT VL) SRR S
oo Fo. TanXtF 2 40mg 225 60mg ~DOEEIZ XV ok FE LTER B R0
Bz ¥,

# 17-2 HAM-D17 BFHFER KL ONR—RA T A b OBV &

FEATRF 31 Bi%K HAM-D17 A #H5F A Ak &
NR—=RT A 215 20.9+5. 1 -
6 3 187 12.5+5.3 -8.3+5.2
12 JE R 182 10.1+5.2 -10.6+5.6
24 JHHE 172 8.4+5.3 -12.6+6.5
52 B 146 5.5+4.8 ~15.6+6. 1
CEEIE IR HE R )




BILVE & BLAE 1393, 0% (200/215 ) T - 7=, F 722 BIE A 13 HE032. 1%
(69/215 f5]) . MHHR 29.3% (63/215 i), 18 22.3% (48/215 fi]) . HHIH
21.9% (47/215 f31]) . T 15.8% (34/215 1) . 1#F4 13.5% (29/215 f51]) . b
UZUtT4 NI 13.0% (28/215 %) Th o729,

(FEPRIRIEREE I S &R

17.1.4 BREIHE RHRGHER
PERIFVEARRRBE B ICE DM D BEFE AR E LT, TanXeF JEBED 7
T (FTauxkF oL LT 40mg X 60mg) ik 51 MRS LR, &
M —% (BPI) SR EAEE CEHOMA) X a7 O LEITE 17-4 D
LBV THY, BEHIRICOR D SRR DSHER Shuic 19 20,

F17-4 BPIVEREIEE CEHORA) AT HONR—R T A b OB &

i} . BP T4 HJE i .
R AT ik (T ORD) b . Ik
R—=RAF A 258 3.9+1.9 —
8 245 2.6+1.7 -1.3%1.4
16 3 IKf 230 2.4+1.8 -1.5+1.5
28 JH I 214 2.1+1.7 -1.8+1.7
50/51 JEHFE 191 1.8+1.4 -2.2+1.6

7 60 meBEI 50 8, 40 mefFIL 51
CE¥fiE = A A 722)

BIVE I 3 BLAE BE 1367, 1% (173/258 5i]) T& - 7=, E2EIEFIZERLL. 2%
(29/258 f5]) . HbAlc ¥4/ 9.3% (24/258 f5i]) . {HFA 8. 1% (21/258 f5i]) . HE.[»
6.6% (17/258 #5]) TH-7= 2,

GRRIERRIEIZ S &R
17.1.6 ENENHE REAKSHER

MHETRIERE 205 L LT, TandxeF U ERED 7L (FanxtF
> & LT 60mg) % 50 MG Lo, BPI-MEIEE (CFADORA) A=
TOEEITRLIT-6DLFEY THYH, REMICHOI Y BRI HER S

7": 21). 22)O
% 17-6 BPIVEKIREIEE (CEYOIRA) Aa T R RR—ZA T A b OB L&

} BP1 & HJiE
= & ¥ IN =N
A R Bl (B DED) %27 A&

NS4 148 4.54+1.99 -




. . BP1-¥& % HLIE & o
A 1% (FAORD) 2T A&
8 il 148 3.50+2.01 ~1.04+1. 56
16 3 Ky 146 3.45+2.17 -1.09+1. 77
28 A Iy 134 3.32+2.10 ~1.19+1. 59
50 A Ky 115 3.27+2.34 ~1.31+1.70
(= FEVE(R 722)

BIWEF BRI 63. 8% (95/149 #1]) T - 7=, F/2BIWERNIIEIR 21. 5% (32/149
i) R 16. 1% (24/149 i) . BB 11, 4% (17/149 ) . AREEIAN 7. 4% (11/149
). A8 6. 7% (10/149 #1) . EEUE 5. 4% (8/149 i) Th -7 2,

CEMEBREIC S &)

17.1.8 ENENHE RHRSHER
BHEERIEREZ MR E LT, TandeF UEREN 7L (TanxtT
> & LT 60mg) Z K B0 MG Lz /bR, BPI-V&W EAEE (R DI A)
AT OFELEITR 1T-8 D LB TH Y, REIMIZHIZ Y ERANEDHMERF S

7= 2

#17-8 BPIEIREIEE (CEBDORA) AT ROR—R T A b O b

SARE %% BPIR RE If it
CEXIORH) AT
NR—RT7A 150 3.89%1.55 -
8 I 142 2.35%1.72 -1.56=*x1.58
16 JE 140 2.17x1.71 -1.761.78
28 i iy 137 1.95%1.54 -2.01=*x1.76
50 I 121 1.59%1.50 -2.26*1.63
CFEE = R 22)

BIWEFZE BB 1X 50. 3% (76/151 #5) T - 7=, T2 BWER IHEIR 18. 5% (28/151
). HLr 10.6% (16/151 1) . #FL 8.6% (13/151 f5l) . 178 6.0% (9/151
) ToHotm




(5)

(6)

(7)

(ERNERRETE [ 5 & J@)
17.1.10 ENEIHE REHKRSHER

ARERBRAARTO 3 AITAHIZ 14 B UL EOWEA %43 2 R A T BA i £
FrRGpL LT, TanXdeF VEBEL 7L (FTavxeF o LT
60mg) % fek 50 WHIFe 5 L7-fEF. BPIEIREIESE (CREORRA) A a7 O
EEIFF 1T-10 DL B THY . REIMICHR Y SRR PHER S 2,

# 17-10 BPI-VEJR EIEE CEHOFRA) AT LOINR—RA T A b O L&

) - BP 14 EIE J& _
A R 2 Bil% (FHOR) %27 A&
N2 T A 93 3.04+1.76 -
8 JHE 91 1.80+1. 33 -1.25+1. 35
16 3 i 88 1.59+1. 34 ~1.44+1. 38
28 JA 87 1.43+1.24 ~1.63+1. 42
50 i i 81 1.52+1. 54 -1.53+1. 41
CEME AR R )

EIVEFSSEIMEEE 1L 51. 6% (48/93 f3ll) T - 7=, FRIWERIXERM 17. 2% (16/93
). EIR 12.9% (12/93 1)) . H¥8 11.8% (11/93 f5l) Toh -7z 2,

BE - AR
LR L
SRR A

1) EARMERE (—RERAKGEHAE, FECLARERE, ERRELERHAR), SER

TRT—IN—RAE HERTRERABRORE

U ER R L

2) RREHLLTERFEONEXTER L-AE - HBROME
MER R L

Z Dt

ANy AP




MR

IR T HEHE

. EEZHNICEAESHSILEYMXIXILEYMEE
HLooH (INETFEy, XUTT7 7V UERE, IV T UERE, LT ) v
st o v F o EmEREAKTIY  fh)
HE  BEEOHILEMDORIEE « DREFIL., BT ORMN CEESRTH L,
. EBEER

(1) {ER&ML - 1ERAKEF

(2)

18.1 ¥EFER
T v MEETEH 2 WITMAN O e b= ROEE TR /L7 KLU OBy
AL ZIZIAE L (in vitro, ex vivo® N in vivo2),
7 v MATHELEICB T SMlas e b= RO VT B LT U B &2 2N
SH722 (in vivo),
B RAREYE Z BRI T DA I EENE 2 L OE 2 7 X o bBE R L EE
A%, e b= KO/ T RUF U VB IAZHEEE 22 ~557 > 7 (in

vitro),

B &R T D HERAAE

(3)

18.2 EEB{EH

7 v hERHIKKGRBR IC B T EEEH TEN M1 A R SH T 2,

7 v hOFEMEEIRE A S LT 2,

T v NMPRREEEMEEET L (B EMRHREERE T L KON L6/L6 TR AL R E
TIV) OREDOMOERET N (T MR~ UERET IV, U AFRT A ¥
VIRER, Ty NI =B ATy N AT YA R T e T =T
TN VBV TERIERZ7R Lz,

{EFISEIRRSR - FEEI T
LR L




VI. EVEEEICEET 5IEE

B

il
X

FEEOHE

(1) ARELEDLGORRE
MERR L

(2) BRRHEBRCHASIN-IFEE

op

‘f

16.1 meERE
16.1.1 BBERA
() EEES
R A B (8 H) 107 21X F o 10mg, 20mg. 40mg Z AEHERRO#HE L
7o & Z OMBEFRIE K O BRE ST A —F %[ 16-1 « £ 16-1 1T,
Coux S OVAUC (X FH EDHIIMNZHE WK LTz,
T XONT,,, (B) 13 10~40mg O H EFIPH CTIZIE—ETH 72 %,

(ng/mL)
60

—O—10mg
40 t —£—20mg
—{—40mg

(B 1RERE)
TAOXEFUEBIELLTRT

ek gegi=)

0 6 12 18 24 30 36 42 48
B (hr)

16-1 £ B [Alit 1 e b5-RE oD i 4 e e

#16-1 FYERE AT A —2 (BEFRAAN. BIEERER O &RE)

55 ke Coax T AUCq 45 T2 (B)
(mg) (ng/mL) (hr) (ng+hr/mL) (hr)
10 12.08%£10.09 | 7.8%2.3 | 155.51%£94.64 | 12.75%5.88"
20 8 18.31%+10. 89 7.5F£1.4 | 259.33%£141. 84 15.34=%+5.87
40 38.65%19. 46 6.922.0 | 551.75=239. 64 10. 56 2. 86
T 64

Cops AUC s @ T2l FbF UG L L THR
2 + AR E R )
2) RIEEE
EFERR N B (K64 7 =2aFxEF 2 20mg*™, 40mg®Y, 60mg®*¥ % 1 H 1[A]7
A, BEBEMERARE LcL EOEWERE T A =2 2K 16-2 IT7R7,




MAEPREHBIIERGICEY LA LT HBIZBT S C,,. AUCIEIEIFEGRE &
HEANTHER LA, &5 7 B BIZIZERIRBIZEL T,

* 162 FKMERE T A =5 (fEEERRA. BREER N #&5)

55 - Coax T AUCy, Ty, (B)
(mg) (ng/mL) (hr) (ng-hr/mL) (hr)
1 HHE | 13.57%4.40 6.21+1.0 139.56%27.40 | 12.30%£3.11
2 ° 7THH| 16.24+4.95 6.0£0.0 | 205.32+45.34 | 12.09=%2. 58
1HB | 22.17£12.67 | 6.7%22.9 |254.15%=151.73| 13.78+6.82
v ’ 7 HH | 31.50+16. 81 5.8E1.2 |[426.76+£263.55| 17.26=£2.25
60 ’ 1LHH 46.2+25.7 5.8+1.2 519.1£267.4 13.467%5.03

THH| 68.1£20.8 5.7%0.5 895.8*£344.3 | 13.18%£2.26

Cmax\ AUCO*M : 5‘5; H %ﬁ?yﬁgﬁtﬁ%& Lfi%/j——\‘
CPfE = AR R )

EYFE R E F AR
BV FRIRI SRR T A T4 >
OF z2vxtF > 0D 20mg =71 ?
(M FE R D FI RN A R T4 2 PR 94F 12 H 22 B [R3E5EH 487
oy FRK 13 4E 5 A 31 H—H#FdE EFRFEIEE 786 . FRK 18 4F 11 H 24 A —HBekiE
AR 1124004 5 K OVERL 24 45 2 A 29 H—HdE SEAFAR 0229 5 10 5)
(THITE AN 72 2 H OB D 7= 8O DAY FHIF FHRBR AT A 7 A > SR 13 4E 5
H 31 B EIFRE 783 B LUK 24 4 2 H 29 H —tiE FERFAZ 0229 5 10
7])
TanXEF U 0DEE20mg (=7 1) LW A LE DT L 20mg DENELL BE
X1 A7TE'N (FauXxtF b LT20mg) %, 28I 2HD7 0 24— R—¥EIC
F O ERER N B A I AE R X OV 1% 1S B A i B LT LC/MS/MS &I Tl
2n¥ v FUREZRE LT, §ONTHEDENRE T A —% (AUC4,. Cpy) 1T
T 90% B FEIX FENEIC THEGHIBHT 21T o 72 #E5E. log (0.80) ~1log (1.25) O#iH
WTHY . WHIOAEYFHIREMED R S 7,



(D Ay « Kb D # 5 (n=31)

(ng/mL)
30 1
—e— 71 O0%tF0D§E20mg [=70)
25 - YA INIVEHTHIL20mg

Mean=£S.D., n=31

20 1

RE¥E W R O p R
o

104

SR ARRRSE | ot E

oS : . : : . : .

0 6 12 18 24 30 36 42 48
RS (hr)
(2) AR IF - K72 LEeH (n=31)

(ng/mL)

30 -
—e— 7 20O0%t&F>0D§E20mg [=71)
25 - - YA INILEHTEIL20mg
+ =

20 | Mean=*S.D., n=31

FFE\ W O o R

6 12 18 24 30 36 42 48
R ] (hr)

Q)&% - KbV 5 (n=31)

(ng/mL)
30 1
—e— 71 O%£F>0D$E20mg [=70]
25 4 == YA NIV EHTEIV20mg
20 Mean=£S.D., n=31

15 4

10 4

FRNE \" W - A O b LB

RFfE (hr)



(4) &% - K72 LS (n=31)

(ng/mL)
30 1

—e— 7 20% & F>0D$FE20mg [=7A)
25 4 == YA LIV EH T IL20ng
1M
2_5 20 | Mean=S.D., n=31
2 15
p
}
2 104
llg
5 |
0 . . . .
0 6 12 18 24 36 42 48
BFfE (hr)
HIE/NT A—H BEINT A —H
AUCO—>48hr Cmax Tmax t 1/2
(ng+hr/mL) (ng/mL) (hr) (hr)

K FTauaxkF 0D EE 153. 548 9. 8403 5.68 11.74

& |20mg =71 | +80. 464 +4.0321 +0.91 +2.74

)

A R VAV & v i % 166. 469 11.4912 5.90 11. 54
E 5 20mg +106. 160 +10. 3497 +0.94 +2.41
R K T anXxtF 0D 189. 250 10. 9424 6. 32 13.10

72 |20mg =712 +126. 352 +6. 8885 +1.49 +2.78

L

A R VAV & v i % 176. 521 10. 1326 6. 48 12. 73

5 20mg* +104. 339 +5.4272 +1.00 +2.47

K T anXxtF 0D 185. 154 13. 3859 6. 52 10. 54

& |20mg =71 | +98.515 +6.5296 +0.63 +1.26

)

A N VPRI & v i % 190. 463 15. 0818 6. 39 10. 54
£ 5 20mg +109. 940 +8. 4490 +0.84 +1.66
= K FTauaxtF 0D EE 186. 697 12. 6918 6. 74 10. 59

72 |20mg =712 +113. 870 +7.5434 +1.09 +1.76

L

A R VPRI & v i % 169. 745 11. 8649 7. 45 10. 59

5 20mg* +110. 667 +6. 8630 +2.23 +1.68

doK &SR

WL TRRDWREMRH 5,

@FT 2uXxtF L 0DEE30mg =71z 9
(MR RIS D E LR SERBR AT A KT A2 ER 94 12 A 22 B EIRSEL 487
Ty FRR 13 4R 5 A 31 H—HgE EHEEIEEE 786 . Rk 18 4 11 A 24 H—#itkE
AT 1124004 5 K OVERL 24 48 2 H 29 A —EdiE FAFAS 0229 55 10 )

(Mean=S.D., n=31)
AR NS AUC, C,,, FED/RT A — 2%, #ERE OB, RIRORIUEIE - RS ORBR S 1F




(THIFE AN E 72 2 BH OB D 7= 8O O AW FHIF FEMWRBR AT A 7 A > SER 13 4 5

H 31 B EFFEFRE 783 5 RO 24 4 2 H 29 A —HdiE EAFFEAIE 0229 5 10

771)
TanXeF 0D 30mg (=7 1) VA LE 7L 30mg DFNEI L BE
XIF1 7'V (FTaaXtFr e LT30mg) %, 2482y o 24— =k
K0 BEEERN T I HE R X OV I AR A& 5 LT LC/MS/MS ¥EI Tl Ed 7
2 X F RELZIE Lc, FONTEYERE T A—42 (AUC, .5 Cpa) (22
UWNVT 90%ETEIX A TREGHIBNT 21T o 7o/ R, log (0.80) ~1log (1.25) i
WTH Y. WHIDOEYFRIFREEDHER SN,

(D AR - Kb Y $5 (n=31)

(ng/mL)
30

—e— 7 1O%tF>0D§E30mg [=7'0]
25 | T -4 - YAV EHT1IL30ng

Mean=£S.D., n=31

RENE W& 4 O b B E

RFE (hr)

(2) #a iy - K72 LG (n=32)

(ng/mL)
30 4
—e— 7 10%&F>0D§E30mg =70
25 -I- Y12\ IVEHTRIL30mg

Mean=£S.D., n=32

N
o

FRIE W/ e O o R E
o o

a

o
(o>

48
R (hr)



(B) &% - KbV 5 (n=32)

(ng/mL)

30 4

25 A

20 A

15

10 1

RENE\ W O o SR

—e— F1O%tF>0D§E30mg [=7'A)
- - YA INIVEHTEIL30mg

Mean£S.D., n=32

o
ox

B

(4) &% - K72 LS (n=31)

30

36 42

(ng/mL)
30 -
—e— 7 2O0%t&F>0D§E30mg =70
25 - YA INIVEHTEIL30mg
1m
ff 20 ] Mean+S.D., n=31
E
[m]
x
+
7
%
Oy . . . . . . . :
0 6 12 18 24 30 36 a2 48
RERE (hr)
HE/RT A—H BEINT A —H
AUCOﬂ48hr Cmax Tmax t 1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
K FTanaxkF 0D EE 305. 335 19. 6599 5. 87 12. 07
& |30mg =71 | +164. 507 +9. 2285 +0. 96 +2.49
n
e |V A ok 316. 515 19. 9654 5.42 11.83
E = 30mg +176.774 +9. 6640 +1.09 +2.16
i3 K FTanaxkF 0D EE 263. 356 16. 9330 5.69 12.72
72 |30mg =712 +124. 601 +7.7264 +1.00 +1.82
L
e |V A o ug 250. 498 15. 4649 5.78 12. 26
= 30mg* +114.120 +6. 5896 +1.16 +1.44
K FTaaxkF 0D EE 310. 261 19. 3666 6. 44 11. 65
£ 35) 30mg =71 | +178.032 +10. 6374 +1.39 +2.17
% e | VA o g 283. 331 18.9011 7.16 11. 31
= 30mg +153. 499 +9. 8962 +2.10 +2.01




(3)

(4)

HIE/RT A—H BERT A —H
AUCOAMXShr Cmax Tmax t 1/2
(ng+hr/mL) (ng/mL) (hr) (hr)
K FauXtF 0D EE 279.174 16. 9372 6. 94 11.61
£ 72 |30mg =712 +143. 603 +8. 5488 +1.59 +2.36
Ay, l./
= e | A vz 282.171 18. 5244 6. 65 11. 78
5 30mg* +132. 082 +7.7747 +1.70 +2.03
kK & RITRA (Mean=S.D. | #a&IFAKD 0 F 5. BEAKR LEG n=31,

MREKZ LG, B%KS D 5 n=32)
i B LN ONT AUC, C,,, DT A—Z 1%, HBRE DOBIR, R OERIEIEL - R % ORUBR S
WL > TRRDWREMDR B 5,

i
B L
BY - HAEONE

16.2 R4

16.2.1 BEOEE

GEEERABME (TH]) 107 203 BF L 20mg 2220808 2\ LA 12 B O 5
L. BREORBLRAT LI & & OFMBIE T A— 5 ROBIATHE A% 16-3 12
T, BBEEEOC, IFEERECENEVMEER R L, FEEARD LR LD,
T AUC, Ty (B). Ae URHHEIE) XA BERENEZ RIS RNSTY),

7% 16-3 FWENEE T A — & (RN, BFEOLE)

&5‘% ,filJ Cmax Tmax AUC0*48 T1/2 <ﬂ> Ae0*48
(mg) | (ng/mL) (hr) (ng-hr/mL) (hr) (pg)

ZE iy 8.53%+4.12| 5.7%0.8 [116.33%58.16] 9.01%+1.42 [11.36%7.04
20 7

# 10.97%6. 17| 6.0=%0.0 |133.82£66.72| 9.27£0.79 |11.93%£6. 06

o

it 0. 0422 0. 2856 0. 1427 0.7171 0. 9499

T

Cmaxx AUC0748 : '3::‘1 =4 "%‘E?‘:/iﬁﬁgiﬁk LT%E‘%
Aeg s RIS @ 7 = v & F U lEEEHE L & L CRR
p  AEME, *x: AEAEDY (p <0.05)

P = AR R )
16.2.2 BENHZERUVERSHEOZE

TR A LME (12 6]) ZXBIC, T XtF o 40ng A %R, #Sa%,. b5

WIS ERE (ZE0E) I NENHEERO&L L, BFEORE L OB 5RO %8

R LT & X OFEWENE T X — & K OWERHIRNTRE R & % 16-4 1R,

Couxs AUC ITEAEZ I G- & §AZZ R IR 5- & ORI THEZITRO b o To, W%

&ﬁ@nmi% SRERFR G ICHAIER L, AEENRO b, JIR%REGIZE T
BEPIRE O RHRE TS (L2) (FZEERHIIENRE S, AEENBO b,




BREERE (Z218) 50 C,,. AUC IZFAZEIERFR BT~ T, IER L, £
FTREBEARRD S GHEAMC L7 —%),

#16-4 HYFHRE R T A — X (BRFEOHE BHFHOFE)
Cm'le 2 Tmax *3 AUCO—ooHi 2 l 7 T1/2 14
IRMEHRE T A — X
(ng/mL) (hr) (ng+hr/mL) | (hr™) (hr)
. 27.5 6.0 464. 3 0. 058 11.9
Eﬁ (30) | (4.0-10.0) (32) (23) | (8.2-17.5)
&§ . 25.9 6.0 456. 7 0. 061 11.3
(36) (1.0-10.0) (41) (21) | (8.0-14.9)
. 24. 1 10.0 402. 3 0. 070 9.8
il (47) (6.0-16.1) (41) (25) | (5.9-14.1)
LI IRE 19.6 10.0 381.7 0. 064 10. 8
(Z2h8) (35) (4.0-16.0) (40) (17) | (8.1-16.3)
Jugitl 4
WS vs WIRE e | < 0001% | 0,060 | 0.004% -
p {E
ZEfEE vs. REEER
B s BERE | sl <0001 | 0.005% | 0,368 -
p f&

HL: g LEIR, 2B B OF —% 26
W2 FanfbF Ul s LTHERR
T3 Rl (/M-I K AE)
4 Y (/M- iR R AE)
p: AEME, *  AEEDHY (p <0.05)
CEE (EERED . 12 #)

16.7 EMHEEER

16.7.1 RFINZ T2 5E

M ZIRFHI
TEEERR AN B (14 1) (2, T2uxtF L (60mg HEREAHKE) L 7/LRFH
> (100mg/ B KERE N #5) Z20HAKES L, T 2uxtF o OEYERE 257 L
oo ZVWARFHIOHHICEY, TanXEF o0, AUCIEENEI 2.41
%, 5.60 fFITHIR, T, 1TKI 3 FFICHER, MIE2 VT T 0 2L TT% DR D35 5
L. WIS AREENRD LN ® WEANCLDT—4), [10.2 Z#]

@QHaxtFy
TR A BME (1241) 12, Taa%kEFr (domg 1 B 1EIKEROEL) L<\n
FtFr (20mg 1 A 1EKEROKRS) Z0HEG L, 7 arxtF oy
BAFM L7z, "eXxteFrofffHicky, TanXeFroc,,. AICIEERT




U160 1%, 1.59 fFITHI R, T, 1% 1. 26 fFICHER, M4E2 U T 7 v A1 37% Dk
DRBHBIL, WTNHAEENRBD BN GMEACL DT —4), [10.2 BH]
QI7EFOV. BHER
fERER A B (14 6]) (2, TaaXtF L (4omg FIZZEREEROKRY) 77
EBF VL 40mg (FHZZMERFHLIERE QG | IEMERIA] (EMER & LT 50g %2y
HEREOEE) 2220 0FHEE L, 7 ae X T o oY EhRe 43 h L7z,
TaaXxtF ORI KIET 7 72T VORI oo, TEER OO
WL, T2vX8F o DC,,. AUCIETZNZI 68%KTN65%IZILT L, T, 1%
0.91 fFIZHME L., WINbAEENEO LN Y UEANZLDLZT—%),
16.7.2 &l RIZT L
TAEI4)Y
R A BE (106)) 12, Ta=uxktF > (60mg | H 2 [P KEROKS) LT
740> (774U & LT250mg ® 30 5 siisf RN 5) % 05
L. 774V OEYENRELZTM LTz, 747 1V UEYERRICA B RE0ITA
LR T2® GEANCE DT —4),
T AR OARS AT T B L EFIE#ICRA&RE. 1| B KM &I 60mg TH

2
16.7.3 HEICRIZTHE
m R JAVN

fEEER N (BYES B, M8 fl) (2, TamFtF L (60mg 1 H 2RI SAFRE A&

H) tuZ¥ L (@2ng 1 A2 RIRKEROKE) &G L, HEICRIETHE

Rl U7, BRI AR bR 72 GHEAC LT —4),

I ARNOAGR S VIZHEZ 1 B 1 REIRZICE D &G, 1 AR KM 60ng TH
2o

2. EMEERM/NZ A -4

(1)

(2)

T
AR L
RIS
AR L




(3) HEEEEH

T anaXxtEF 0D EE20mg (=71 |

TR R Al LRI O 32 -
b 20mg X 1 #E
TR R G- B%ERE
K&V K7L K& K7pL
(n=31) (n=31) (n=31) (n=31)
0.061739=% 0. 055067+ 0.066727+ 0.067271 £
kel (/hr)
0.012720 0.010799 0. 008332 0.011694
(Mean=®S.D.)
Fa2mlX%EF 0D 30mg (=77 |
TR R Al N LRI M 32 -
b 30mg X 1 &
MR R G- BH&EE
K&V K7L K& K7pL
(n=31) (n=32) (n=32) (n=31)
0. 059513=% 0. 055483+ 0.061314+ 0. 062061
kel (/hr)
0.010778 0. 007256 0.010558 0.012179
(Mean=®S.D.)

(4) JUFFVR
kTR L

(5)
LR L

(6) Zoft
LR L

. B&EH (REaL—2ay) @i

(1) BRI
R L

(2) NS A= EFHER

BB L

IR
PG L




(3)

(4)

(5)

(6)

10 i — A BE P 5 5@ 14
M ERR L
& — Ra AR AT @@ 1
16.3 »f1
16.3.2 BRR~D#IT (3%)
(1) ka'R#41T
ITFRFEI1I2HBEBD T v b (0= 3~4) |ZYC-ET 2 uxe T EHiElE (Faax
I L LT 4bmg/kg) #RROEL L L ZOMHREOREBITRIIRGED
0.02%LL FToh o7 ¥,
(2) lr R EEMRBA~ DT
HIRFE IBHED T vk (n=1) IZCHE#RT = axbF U EBE (Tt
& LT 4bmg/kg) ZENEE Lz &, RIRFZEME~DOHEHRBROBATIGRD &
NTeh . B55% 24 Bef TR LI F £ TIR T L7229,
t~0BTH
16.3 2%
16.3.1 ELi+#1T
fREERFE LI (6 61 (08 12 37%)) 12, TandtF o 40mg % 1 H 2 [IFRHNE
ARG L, &5 4 B Bl b% o M RO iR B 2 E Lok, Ft
~OBATHRRD B, FLIF IR O AUC 1T IMAE IR EE D AUC Of 1/4 TH o7,
BoFanxtF o | HEREZHE LR, BXZ Tug THY . IO &
(80mg) D) 10000 73D 1 ThHo7=* FMEANZLDT—4), [9.6 BH]
o AR OGRSV EIZ T B 1 EEIERICHR A& G, 1 B K& 60mg TH
Zals
BRA~DBITH
N ER R L
Z D DEBE~ DT
EER R L
MREBEEE
16.3 2

16.3.3 EAfEE
(EHERRZ A 2 k52 b L7z BRI R OSSR 5 BRI 3510 5 ex vivo DILIEE FFE A%
HIE LI R, 97~99% Tl o7z, FEARITMIERT 2 1 & F PRI KT,
RGP 512 K 2 ZGITERD AR Dy o 72 3273




6.

8.

10.

e
(1) RBEMIRURBIES

16. 4 13

tMNFIZ7 e Y=oz A0 GEH CYP TORHE & FRABLEANC X D E)
DOFERLV, b MFI 78 Y —ATIEEICAN LS MOKBRIENEZ D, ZDK
JEIZIE CYPIA2 TR CYP2D6 23 5- L TWA EEZHN5 O (in vitroRER),
FaundvFroEREDIT, 4t Fexy FanxkwFr FArrntA RT,
iz 5-£ Redxy 6-X F&Y TandxtvFr 7 z—h, 5,6-Pk Kk
TaaXtFr St AR 6 Xy 5-A MRy TanxkFr Ju
7atA FRBDLIL, WITRbT a2axdeFUnbani-t%, iz 71R
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