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1. wE

ARIDIRAEIC. ©535IR%E. BIRMEHAER (B
RE) BHE5ShNBTENH B, Flew ABETD. &
BVEPEEERFOHREZEREL VRV NG
DTERTSHTEL [9.1.5. 11.1.6 8]
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2.3 2HEPAEMARANEO BE
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3.1 #8R
gy | TAYETTVEE| IAVET UG TRV T Y
7 Img [NPIJ 2mg [NPI1J 3mg [NPIJ
BHRS | TAVE Oy | AV Y | AV OY
(1) 1.0mg 2.0mg 3.0mg
ANAD—=ZAHI| AN AT —=AH)N |\ AT —ZH)
L, BEEK| DT LA, BEEK DT L BEEK
rAB. BRIV IAB SRtV I8 ERtL
o—2, B{tFy|a—x, BtFy | u—x, BLFy
U ATTI VIV AT T VBV ATT) VB
RITXTTL, BIRTIYTL, BIRTF VT AL, &
] Fuoxu—2R, EFoxo—2, B Foxo—2, &

KV U ERIKFE S IV
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3.2 IO MR

IZAVE O §E

T2V

IAVYE 7O g

BEE | g [NPI 2mg [NPIJ 3mg [NPL]
. HEOT 4 LA /{%}ﬁ‘%@f fgﬁ YHREDT 1 VL
d—T 4 VT8 SRy I—F 4 V7%
- o0
E| = 3 & GD
I — (— —
RS 6.44mm
Es 3.1mm
Ehs 104.5mg
o JJI2vErzuy |2V ay 2| AV a3
A= — /1 NPI /2 NPI /3 NPI
4. FHEENIFZNER
N
6. FiERUHE

BEL. RAIIETAVE oy & LTlERmgs ., S
F1EImgz RERNREORE T 5. Ab, ERICEDEE

HWET 5725 KA TIKIERBME. EifE TIE1E2mg% 8 2
Tnwlkekd s,

7. RERUREICEET 23R

7.1 BEREZHBZ THEET2HEI0F. BEOREZ+SIC
BRLAPSEEITO>ZEE L., FEROWEBIES TR
BIIBDB L,

7.2 ARIIMBERICBRASE S &, 720 IRAALTHEL
7ot BEERIRH C—RERVICER U CHSEE CIEE T 28
Hhh5EZIIMASELZN &,

7.3 BEOHBHEENIEEDOBREREDH 2 BE TIL,
1Elmgz #5352 e L. BEOREEZBERELLDS
HEICERET AL, #BEET 2HEICE. 1E2mg#%
BAWT E, [9.20 9.3, 16.6.1. 16.6.2 ]

7.4 KANZARLERIIEBEZRORAITETSZ &,
BERBETIX, ZEEBESICHARER O M EESE TS
HTENHBH, [16.2.1 HHE]

8. EEREANEE

8.1 HEICK VEMRGELZE LA EARHHDT, BRELE
WG L2 ERERZ BTS2 &, KRIOBE %S
T AHHEICIE BRLEODESEAZ+SICHETT AT &,
[11.1.2 BH]

8.2 RHNOEEFFHELIFIC KO, R, FEH - EFH - K
SHEHENEDERPRIAZENHAHDT, HHEEHEDE
B OERE O BROBREICRESE R VWL OIFEERT S
Z&s

9. BENEREZEIIEEICHTIER

9.1 BIHIE - BIMEFESDHZEE

9.1.1 D, FISIE. SEXHENRURKMDEEEDS MHI%

THREEDBEEICETULCVW R ESE
BEELTEZEZVWEH SN EEZRE RE5LE
WZ &, REEAAFILI—Y A%EI LTV, [11.1.3
28]

9.1.2 =55&

HMOIER PR Hobh, BHEEADSFHR LT L,
9.1.3 DEEDHZEE
MEETREHsbNZ2BENH D, EROEICOZ
WAEBENDH 5.

9.1.4 BNICHRENEZENHIEE
VERMNBRL HOEDONDEZBZNDH 5,

9.1.5 AFICT & W IRIRFEMAEIR (BEEIRE) & UCTEETH
ERIBURCEDHZES
BEOFRIE2 BT AL, EELEE - ETE. =
WEICE A BEREAEREFHET H2BENPH 5, [1.\
11.1.6 2]

9.2 BiiEEEESEE
KEDOZVT7Z 2 AMETR L, MHBES ERITL2BZN
BH5. [7.3. 16.6.1 ]

9.3 FFi&aEE=EEE
AEOZIVT SV APMER L, MAEES ERTE2BEN
BH5. [7.3. 16.6.2 ZME]



9.5 1¥®
TR SATIEAR L T W A AR E D & B e kIC i, B EOF
WD EIREZE LR EHI SN BEIC0ARET ST
Eo

RS HIC AR 2 5 S N B X 0 HE L7z RICIEIRIT
Hil. . BEL SRIEE. HARESOBBERS D 5
DNDZBENDDH 5, B, INSORERIE. Bt RIRGE
ELTHESNDBELH D,

9.6 1%ZLIE
BRI SEDZE, b NRFFICBITL, HAERICE
Rt dBTnrd b,

9.7 INR
NREEXR E U BERRBRIEER L Tz,

9.8 ST
1Elmg##%59 52 &L, BT HEAICIE2mgEBA
BNWC &, EiRETOEMFEEREET. MPEESEWE
MR 5N TBY GEHRAFOREERAIEZ VLT,
[16.6.3 HE]

HE{EA

KANSEE U THFEMAEMBERCYPIAATHA SN 2,
[16.4 2]

10.2 HHAEER (HAICERTSIL)

10.

HHIZE BRER - BB W7 - R
At A 5 NS OIERDER AR TR ER, H
AFHRA N LIE(L| S NB T END B O [HEERINFER A R S
LYpGILY] Ty BHLZZWT & NAFREESD 5.
YARY 5 VIE(EE | EE LW, R
ERIE/KFIY) BTRET 556
NRrrzazZy LR ICIZEEICRST S
FRAR A A Z&
T 1) FTYVEEE
N — UER L,
£
T A=) (BRE) AHENC VR 2 38589 | ARTEIC K O AR
[16.7.2 2] BT ENDH B ERDHERENS Z &
Hbo
JRERES WEIRAMEI 238 & DAL | AR K 0 IFIRANE] A 3
FTIT—ANFRITL|BIENRHHDT, |6ONHTENHD. K
FARYET—)LF M) [EEIHRET 5T & |FrC & DAEIIAYIC IR A
AN MFISNBFHEED B B
[11.1.3 2E]
CYP3AAFHEIEA G T | ARIORB AL | 2N 65 DR O FFRBHEE
2 FEH| ERZEHE S 5B | ZHFLERICED. AF
VT rEYY & AR D B, ORBEH(RES N, R
DEFERT LN D5,
CYP3AAIEEEA 2B T | ARIORBZEEF L. | 2 h 5 OFEH| O FFREEE
2 FEH| e ZEmsE 5B | REEERICED. AF
{1 hTaFV— HZANBD. DOREHHEES N, KA
[16.7.1 2] O MEFIEEAHEINT 2
BENDD B,

1. EfEA

WORBWERANH 5ONBZ ERHBHDT, BEE DT
W, BEASZOSN-BAICIIBEERIET 50 EE s
WEBZITH T &
1.1 EXIZEIER
M.1.1 23avd, 7FI745FY— (WThLHEEARR)
HiRZ, MEFESOEENRD SNGEICIEERE
ZHIEL. BYZLEEITS &,
&FMHE (BHEREA)
HEHICEOEYIKELZE LA ENHAHDT, BER
+iTV. AEERCERPBICOERE LEEICRST
BTl k7o, HAFICBITABE5BOAMLED
WLEEDOHIEICED, AR BFELZE, B, BR
#. KERRZEOBBERPH SbNEIENDH D
DT, HEEZFIETEHHEAICIE. BRAICEET S RE
EEIITH>Z &, (8.1 ]
FRORINE (BEREANER)
RS EEICET L TW A BEITRE LA,
REBAAFTNIA— AR ITBENPHHDT.
DEHHEICIEFRELHERL, BRERS 2 E#Y)
BRUMEZITH> T E. [9.1.1. 10.2 ZE]

11.1.2

11.1.3

11.1.4 FFtgeEEs
AST. ALT. Al-P. y-GTP® LFE %% > FFipefa
E (1%Km). BE BEEARE) Pbobhbdl ed
H5o

EAEIR,. EEE

EE (BELE), BHELANLOET (£0.3%). BE
(BHR) . $EEL (BEFLRRE). OB, WBH, BAE B
FATE (WTNLBEERE) EPH5bNE I ENd 5,
—BHFIEERES. ©5 5 SIRE. BIEFEEEIR (B
BEEIRE) (W B IEEAR)

AEIZHGT H5HICEPDEIORBT 20 L, HE
595 L,

B, TOICEELEWE ., HOEE, BESE2T
W, FOHREEFEL TV ARVWEDERENH S, [1..
9.1.5 B8]

1.2 Z0thDEIER
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R |sERE.
BHEL

11.1.5

11.1.6
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SEELIRE
FIE, REEE
HIEARR, N8t
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BHUE
LR
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3NN
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JisIERES

13. BEEXS

13.1 fEIR
AAOBEREGIC LD EIR, $EEL. BR24 U, Bk
KA. HEBERET. MEEKT, X ST 0L VIME,
FEIRHEREE T, BRREICELBEND D S, o R
BHHEF S 7V I —)L RO BERSIEBIEN & 72
HIENDBH. £z, BOECETIREZ EDOBKKF
MhHEEF. EBRIEELRT 282N 0H0. I<F
NICEHN 2 RB8 % - 852 DH 5,

13.2 &
AAHOBERESPHAIERDONIBEONBE LT
LX)l (R IT7EE U ZHEEERA) 2%59
BIBEICIE. HHEENC 7 IV ILOFER EoEE 2%
THEL T &,

B, MEBENICEBRETED TRV,

14. BRALOER

14.1 FERIZMFOER
PTPAEDEHHIZPTPY — bSO H L TR % &
SEES 5 &, PTPY— FOBEMKIZE D, BOLHAER
DEEREATA L, BICIZZEIL 2B L THERIRERS
DEELEMEEZHET LD 5.

15. ZODfDER

15.1 BRIRERICE D ER
BELE-EFPBESNZVWEFICTILYEZIL (RY
VIT YU REEERA) 2RESNIBET. il
AR 25T 556, AFIOES. UEEEAIZE
b BETZ2BZNDDH 5.

15.2 JEERAREBRICE D < B3R
KENZ. SEIMAKTHAIVEZOryO—FDIF >V FF
<= (O)-zFrFF~v—) THs, VUV TILE
FRABOKI800f% (100mg kg H) 2<% A, v M
2EMBE LRBICBWT, v AMOR . Mot
Z v NMEOFRR. MEOFLIR T OISR AEHE A B
ICHNBWEDREDS D 5,



16. FMENRE

16.1 MoiERRE

16.1.1 HRABRRBEAZMNRIC, TAVE T V]1~3mgx
1H1E7HBRERO#R S U7 & & 0B SRR O
S5®%THBOEMHE/ ST A -5 %EITR LIz, TAY
¥ 0 Y O Chaxk CAUCo sl 12 58 O L

L7z,
REBEROEYFEE/ ST X —4
w58 &S5 Crnax tmax AUCoast ti2
(mg) | B | (ng/mL) (hr) (ng-hr/mL) (hr)
IHE | 14.5244.% | o B 5 | 79.60436.17| -
1 5.
1.0
THE [ 14.7123.97 | (30 | 88.71436.33 | 4.83£0.89
IBE | 25.4047.40 | = o) | 1478945747 | -
, 5.
THE | 27.00£5.22 | (g 2 o) | 168.6967.54 5.08+1.62
15 )
; IHE | 37.03#5.70 | () 15 ) | 222.25+36.95
0.8
THE | 37.5945.54 | o 08 1252635017 | 5.1620.85

Mean#SD, 7272 Utna HFRE (F/IME-RAME)

AUC s\ 3 585 & TE B AT HE T d - 7o AR BRI AF RS & T 0 14 g

FE-Re AR N EE 2R .

Ilmg& U3mg : n=8, 2mg : n=9

16.1.2 £MFHIEZFEHER

(TRVEZOVE2mMg [NPI])
I AV uriE2mg [NPI] &L ¥ §E2mg#k .,
JUAF—N—IEICED ZNENIE (A E Ty
L LT2mg) EERABEICHEERRBROZKS LM
FRRRZ(LRBEZAE L. B o N BB/ ST X —
% (AUC. Cmax) 12D\ T90%(E M8 X HEIC THEEHR
W &47 o 7-4ER. log (0.80) ~log (1.25) O#HENT
HO . WHIOENEREFESTER S N2,

HENNT A =% BENRT A =4
AUCo24 Crnax tmax ti2
(ng-hr/mL) | (ng/mL) (hr) (hr)
I AV 70 EE 137.237 27.349 0.71 5.55
2mg [NPI] +32.820 +6.721 +0.25 +0.80
N 136.694 27.263 0.74 5.59
VARATEEMG | 3y 7y 48379 | 0.58 | £0.77
(Mean+SD. n=24)
(ng/mL)
35 .
300 (Mean+SD, n=24)
} —e— T2V Y- 0r§E2mg [NPI)
o os o LR A S HE2mg
h
% 20t
£
5 I
%
5104
5 H
ol ‘ ‘ : ‘ ‘
0 4 8 12 16 20 24 (hr)

ESE]

(TRYEZOVEE3Mg [NPI])

IAYVEZur$Edmg [NPI] &L X% §E3mgx .
JOAF=N=IEICEDENENIGE (ZAVE DY
& LT3mg) BRMABEICHEERERROKRS LTl
BERRALABEZRE L, 55N R BRI X —
% (AUC. Cmay) 1ZDWT0%EHEXEEIC THETE
M &24T - 72455%. log (0.80) ~log (1.25) D#EEMANT
HY . WAOEYENFRSFEPHERS NV,

HEINT A —% BEINT A =%

AUCo2 Crnax tmax ti2

(ng-hr/mL) | (ng/mL) (hr) (hr)

IAVY 7 iE 205.263 39.064 0.78 5.83
3mg [NPI] +47.020 +12.410 +0.54 +0.75

5 o 199.665 36.159 0.73 5.92
NVAAZEIME | 44169 | £10.876 | +0.38 | +0.75

(Mean=SD. n=29)

(ng/mL)

501
r (Mean+SD. n=29)
P HT —e— T2 YY1 §E3mg [NPIJ
i | o L3 2 % §E3mg
EF‘
*
E
1t
%
%%
i

0 4 8 12 16 20 24 (hr)
R
MAEFRENFICAUC, CuadFED/8T A =& 1%, #iER
FHORER, MEOFIEE - BEEORHEBRSEMICL -
TR AAEEPH S,
16.2 DRIY
16.2.1 REDXE
HARANERBABEEZGRIC, TAYV Y70 23mgs
HOREO®/REG L&, ETNEHBRLTEAETTR
IAVEZH Y DCraxld30%E TN L. AUCouldZ{t L
B Tze F i tmaDFRIMEIZ2 SEFREEE L2V, [7.4
Z ]
16.4 {3
IAVE U RO E%. Fr 2BIER#ZZ 1.
MmigFROFERBEMIE O)-VETZ7TYN-FFT KR (5)-
N-RX F LI TZT Y THbB, TDH B, BIFILZEE
IS BIEEREE RS T BEIPER VI TEE S F
MRIHEET A DD, TRV 0y EHBLTRES
EAR2 B 5 720
In vitrofREERERICE D, TRV EZ 0 ofR#EICIZCYP
3A4KR U CYPEIFEE L TWA Z Eamansz? 9,[10.
ZHR]
16.5 HEtt
SE AN BERABSEICUCIER-V Y a 7. 5mg#% BH
BOKE Lz & &, HERI0EME I, B/E LIRS
BEDT4 8% RAICHR S . 7D S B8 % 5%
AR TlcERt s iz, T, 15.8% A kit s
729,
16.6 SSENDEREZF T 2EE
16.6.1 BIEEEEESEE
BE PEERUSEOSREREEEICB ISR
V78 Y DCradd BREA & HRTZENZN22%,
8% KM U25% EF Uy AUCoinild40%- 28% 5% U'45%E N
U7zo 720 tinldFNZEN19%. 24% K U3BWIER L7z,
S)-Bix F LV s Ty DAUCHE % N2 140%.
88U KL 127T%HEM L 727 (HEAT—4). [7.3. 9.2 &
]
16.6.2 FFEaEIEEEE
BE, PEERVCEEOMBREREREFICBITIS2TR
VET 0 Y DOCmaxlds BEREKA &R TENZN13%,
290% K O25%(E S Ly AUCointld B T134%m 4 L.
FEE R OEE TIES% N U80%EM L /2. 72 tinld
FNEN2%. 66% M O10WBIER L7728 (FFEANT—%),
[7.3. 9.3 %]
16.6.3 SHrE
HARAGRE (FHEROR) 2Xfic. T2V 0
>3mg® ZTHERERS L7z & & DChaxX FAUCH2
3. BEBRAEERTHINE2%EML. 11.1364%
ERELED Y, [9.8 2]
16.7 EYEEER
16.7.1 & vaFY—IL
BEMAICT AV E 0 y3mge s a4 —)L400mg
ZIHIESHEREHBARSG L& &, BMEERE T
BLTIAYVEZ O Y DCraxldd3% EF L. AUCo-1E
125%E L7ze £z 7 b3 F Y — )LD Craxld 18%IE
TL. AUCoAZ 2% L7219 (AAEAT—%). [10.2
ZHE]
16.7.2 7Z)La—)L
R AICT AV E 71 23.5mg® &7 )La—)0.7g kg
ZHREMFRES Lz & &, HE5%R4ARM £ CITEmmsmz



BHESBEORESRBOSNLY (HEAT—4),

[10.2 ]

FSUHEY

BFEMAICT AV 0 r3mge 4+ 7 2P 10mg#%

HEMAZG Lzl &, BMBEREMBELTIAY

Y70 Y OCmnaxldZItE 9 AUCoasld6.0%HEM L 7z,

Flow T UL DCradd8.4%E T L. AUCoastld

EBlbLeh o7z,

—%. BHEHREOHEE L 2R FRSERMRE

(Digit symbol substitution test, DSST) 237 %5,

BIGFRRRICR & <BD (EHEEIRRREDE(L) L7

HEAT—%),

m A JAVA

BEBRAICT AV Y 0Y3mge a0 ¥/8L2mg% B

EffARE L s &, BHREREHBELTCIAVY

710 Y DCrnaxld22.69%E T Uy AUCo-astd7.0%38 4 L

Too Flow BT EINADCraxdd21 . 3BE T Ly AUCoast

139.5%EA L7z (HEAT—%).

nNaFtFv

R AIC T AV ¥ 21> 3mge /S0 ¥+ F > 20mg#

HOGFRBRE Lz &, B ERENELCIAVY

710 Y DCraxddd11.6% EF Uy AUCo-astid9.3%3E i L

Joo Fl2. NOFEF U DCraddl.6% EF U AUCosast

1E3.5% A L7z (HEAT—%).

aAFxvy

BERAICY T2 21HEIC0.5mgZ2E# 5 L, 2~

6HEICIHIEO.25mg % FAOKE L&, THEICT R

v¥rury3mge Y I¥ 2 00.25mgE HAKRS Lz &

E, VIF Y U DCuadF12.3%E T L7z AUCK I

ZbL L o729 (BEAT—%),

16.7.7 (R.5)-9ILT7UY

BERAICT AV 0 r3mg# | HIESHBERERS
L. 5HEIC (R,S)-7L7 7Y >»25mgZ HHHES L
zEE(R)-ILTFIVERY (S)-TLT 7D
Coax X O AUCoast EEL L 0 7219 (AHEAT—%),

16.8 ZDfit
IAVEZuriElmg [NPL 3 [EE8FE L 2E0E
TERIRI DO EMEN R SR T R T 1 V] ICEDE,
IAVE70ari2mg [NPI] ZiZ#siFE e L& &,
BHEH SRS SRS, EMENICRZ AT Sh
727,

F) AROERSN-AERUARIE B, RAICIZTRY
oy LTlER2mg®, EmE ICidlEImgERERTIC
BOBET 5, %5, ERICE D EEERT 5. BAT
E1EBmg. EipE ClXIE2mgABA LWL ET 5] T
H5Bo

17. BRPRREHE

17.1 BUERUREEICRET BHER

17.1.1 ERUEFIEEZE (BA) ZHREUVEEASET /T
HEEL5R
RFEERRERE (BRA) 726125 s L, 1HLIES
F¥ AR, TAYVEYTrImg. 2mg. 3mg. VIET
LA 0mgZ2HEH S L 77 A R EERL
EEMRNEBRBOMSR, TEVMIEE Th KK
BEERAN ) 77 7#& (PSG) 10 & 2 MIRBR KOS
WERERBEHI TEOE B THD, TRV E O V2K
O3mgt 58Tl T 7 LR G & B L CRiEH 2
BEBENTRD LN,

16.7.3

16.7.4

16.7.5

16.7.6

IRV uay

78R VILE T L
2mg 3mg
S B4 71 69 68 70
11.3 10.4
PSGiz &% 22.8 7.0
p (0.3, 132.3) | (0.0, 59.3)
EERRVEEE | (0.8, 194.5) p<0.001% p<0.001% (0.0, 146.5)
25.0 20.0
FE#HH 45.0 22.5
; (3.0, 120.0) | (3.0, 142.5)
BEARYEEE | (12.5, 210.0) p<0.0019 £<0.0019 (0.0, 150.0)

PRE (7)) (RBvIME, HAME)

a) HIEMEZNBERR LR OBAOFHELICEER. FAHl %58
RORZ BEEMR, HEE zZEPYR<KEIRICAZ > L
RAEMRET IV

RN GIERC B 2 BWERFEBRRNIE. T2V
Y7o v img 587061061 (14.3%). 2mgik 5.8
69BIF12M (17.4%). 3mgi&S5EE68HIH 1501 (22.1%)
Th-olz. FuRIERAIL. KEREE. EER, EFE
FEHOEVWTDH -7,

17.1.2 BEARUGEHROTFEEEEZNRE UERRRRS
HER
A O & i O RERAE B35 3256 (FEHER (5 OR%)
LK BARIREZ61F1&T) 2/RREL. TAVE O
¥ (BAICIE2X133mg. EiE 1011 d2mg) %24

ARG U7 B E AL ZEE TR BB 0 S
B, FENEBREBHOERIITREOLEBY TH- 1219,
BEA i

2mghf 3mgh¥ Imgh 2mghE
60.0 60.0 60.0 60.0

N—=2F4 > | (15,240) | (20, 240) | (30, 180) | (15, 240)
84451 7711 804 835
30.0 30.0 30.0 30.0

4E (0, 180) (2, 120) (0, 180) (2, 90)
8145 7341 7541 7941
30.0 20.0 22.5 30.0

8 (5, 90) (3, 120) (5, 150) (3, 90)
7951 7251 7251 7561
30.0 20.0 20.0 20.0

12:8 (0, 120) (5, 150) (5, 90) (5, 90)
7541 691 7041 741
20.0 20.0 20.0 25.0

1638 (0, 120) (5, 120) (5, 90) (5, 120)
72051 6741 67/ 7351
25.0 20.0 20.0 20.0

2058 (1, 120) (0, 300) (5, 120) (5, 90)
7051 6645 6943 74451
20.0 20.0 20.0 20.0

2438 (0, 120) (5, 240) (5, 180) (5, 90)
7051 6545 6845 7245
27.5 20.0 20.0 20.0

B AL ETAT B (0, 240) (3, 240) (5, 180) (5, 120)
8451 7541 7961 8351

HRRAE (53) (RvIME, BoAfH)

REMBITHREMNO > bRV 7 a v PRESH
723256156/ (48.0%) CEIfEANERD 6Nz, Eix
BIfEFIE, RREE (36.3%). R (3.7%) TH -7,
SHESE D 4HEER

JFREEARRESRE (RA) 65flzdf e Ly 1HIEY
FEKR, TAVEZ O ryIimg, 2mg. 2.5mg. 3mg.
VILE T LBA0mg 2 2H S Uiz 7T 1 Rt e
EREZEERRIX BB OMR. ZEHMIEE T
HBHPSGIC L ZERBERFIITEROEBOTHD, T
VY1 2RUBmgR SR TIR T T £ R G R &
L TN AREPRD 5Nz,

17.1.3

IZAVE Ty

TR VILE T L
2mg 3mg

A7 % 63 63 64 64

PSGiz& 5| 29.0 15.5 13.1 13.1

mRE | (1.5, 143.5) | U8 099 1 0.5 A3 1 (1.0, 81L0)

RORE (57) (F/IME, RKME)

a) EEHE TR/ S N7 28O ER/IEOFIE % M L - Ex IEE
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