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50 2.03 | 0.67 10.7 598 | 4.72 | 40.6 | 83.9
(0.40) |(0.26) (1.1 (0.65) | (0.44) | (4.9) | (5.4)
100 3.56 | 0.75 20.4 5.66 | 4.93 | 40.3 | 95.0
(0.67) (0.27) (1.3) (0.59)](0.35) | (6.4) | (2.7)
200 6.35 | 1.00 43.2 5.93 | 4.64 | 39.7 | 91.8
0.73) 1(0.32) (3.0) (0.32)](0.32)| (2.7) | (2.6)
250 7.18 | 1.17 49.2 5.57 | 5.15 | 41.0 | 95.6
(1.43) (0.52) 6.1) (0.72)|(0.61) | (3.8) | (4.4)
300 8.25 | 1.08 61.7 5.80 | 4.91 | 40.9 | 97.7
(1.36) |(0.38) (6.3) (0.62)](0.52) | (4.3) | (7.3)
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150mg | 4.23 | 6.30 | 1.3 | 0.9 | 22.2 | 31.6 | 5.11 | 6.02
(1H2[(0.72)](0.74) ] (1.1) | (0.4) | (1.9) | (3.6) [(0.69)]|(0.47)
[])
118l
300mg| 8.82 | 10.3 | 1.6 | 1.6 | 42.1 | 58.8 | 5.42 | 6.31
(1H2[(2.34)] (2.3) | (1.0) | (0.8) | (6.9) [(10.6) [(0.87)|(0.54)
[m])
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L ZUAF = N=FEICE ) ERENLEE (TLAN) vk
L C 150mg) @R AN B 112K 7 L A3k @ ) Cfs & i ml ¢
FH 5 LTIl oAU IRiR I 2 05E L B S 72 38 B g
737 X =% (AUC. Cmax) 122 T 90%E XM TH
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AUC (030 Cmax Tmax T2
(ng - hr/mL) (ng/mL) (hr) (hr)
P
é;;%gigoi{; 28661.81% | 5513.07% | 1.14% | 6.19=
T A 4162.05 1416.96 0.52 0.71
1) 7 OD % 29561.17 5854.40 1.02+ 6.29+
150mg 4445 .27 1388.02 0.48 0.70
(Mean+S.D., n=24)
(ng/mL)
8000
—e— 7 L7\ > ODEL50mg 7 A )L |
i ---0--- J ) 70D#£150mg
B 6000 | Mean=S.D., n=24
"
ES "
5 4000 (il
1t s
L4 t
#2000 M
g :‘
0 @
02 46 12 24 30 (RsFE))
5%k

MAEp R RGRIE (AR RS, K2 L)
HWENRE/ ST X — 5 (EWARFREE, K& D)

A BHEINT A= 5
AUC (0—30) Cmax Tmax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)

PN
gd gojmfg 28625.96+ | 5388.19% | 0.75% | 6.22%
r7 A 3292 .46 968.03 0.37 0.77
1) 7 OD % 29083.79 = 5383.46 + 0.75+ 6.24+
150mg 2897 .83 1120.89 0.35 0.69

(Mean+S.D., n=24)
(ng/mL)
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—eo— 7L /N ODELIS0mg 7 A )L |

i ---0--- J 1) 7OD$E150mg
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th

S =

7 4000

it ,

&

#2000

s !

N ‘
0246 12 24 30 (1)
G-

Mg RS CEWZENFESEE. KH D)
MR EE N N2 AUC, Cmax 03T 2 — ¥ 1%, W
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]} v %C 150mg ﬁ@%%m%&’? Lf: H#@ Cmax Li%h%ﬂ 495
¥ 3.22ug/mLy Tmax (& 0.947 KON 3.37 EEf]. AUCo-4s
EZN2N31.2 K128 .8ug-h/mL THo7zo EHRIEGIZ
BT Crax lir'ﬁ'il 35%1&1: L. Tmax ‘i;’f{‘] 2.4 H%ﬁﬂ@% L7
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FIMERICREAT L. M IR 3 2 el E o i,

0.76 Thotzo TLHN) ViE, 0.1~20ug/mL I2BWT
MAEE IS, 1FEAEKE Lo 729910 (in vitro 388) o

16.4 38
TLANY) T E AR EZ T v, A (FRELA
6 %l) 1IZUC-7 L HN) » 100mg (107.9xCi) #5%. R
FOC AN S 72 S RE DR 99% DS REALIETH o 720 JRH
W SN2 T L AN v OEFENRHW CTH D N- X FIVik
EARIZR PGSR D 0.9% E LTI E NTze In vitro 3
BRlZBWT, 7L AN » 159 ug/mL (ImM. 600mg/ H #%
B DEHIREED Cmax DF9 10 f%) T CYP1A2, CYP2A6.
CYP2C9. CYP2C19. CYP2D6. CYP2E1 K OF CYP3A4 |2
9B FHEIRTRD b o 7291012

16.5 HEtt
HAR N ALC, 7L /31 » 50, 100, 200, 250 J O°
300mg (%54 6 1) * HFEE I EERR O G L 2o
CL/F i3 4.64~5.15L/h TH o720 = OO R HHEMZR I
83.9~97.7% T - 729,

16.6 FENEHREHTH8E

16.6.1 =#E
AEREAS 67 ~T8 D H AR NEREE #E 6 HlIC 7 L AN »
IOOmg %ﬁ‘i@ﬁ‘%l:l&%- Lf:ﬁ%\ Tmax Ci 1.4 H#FEE\ Tl/Z Li
6.32 I TH o720 AUCo-o U Tie 1I, EHIESHE 12T
L 77N ¥ 100mg % HAEE 8 5 L 728 & i L Ch 3
WZHER R IR $ A E AR S /219,

Cmax Tmax A(ichioo T2 CL/F

(ug/mL) (h) h/mL) (h) (L/h)

T e 3.24 1.4 26.6 6.32 3.82

[LiEz] (0.55) (0.5) (4.3) (0.82) (0.65)

TiHE 3.56 0.75 20.4 5.66 4.93

JEmdme | (0.67) (0.27) (1.3) (0.59) (0.35)
MRS, % 6 B, POl (BERE)

16.6.2 BipeEERE

(1) BHERED 7 BHERE 26 B2 0t 512, 7 L /3 » 50mg
e BRI G- L 72, BAEBEDIR N ICHE-> T Tie AR
L. AUCow?™ N L 720 CL/F KU~ )75 >~ A (CLr)
37 LT7F=r )75 ALY (EAT—5 ),

JLVrF=r Cmax Tmax A(SC;OTOO T2 ?Illjlik; <?Ihf/
707 A [(ug/mL)| (h) h/mL) (h) min) | min)
>60mL/min | 1.86 | 1.00 | 15.9 | 9.11 | 56.5 | 44.9
(=1 | (0.39) | (0.22)| (4.4) |(2.83)|(17.6) | (23.6)
65;?8;;§h1 153 | 1.20 | 282 | 16.7| 30.6 | 15.4
(0=T7) (0.29) |(0.39) (5.0) 4.1)| (7.3) | (7.7)
Soii;;m 190 | 1.93 | 523 | 250 167 | 9.23
) 0.62) | (1.48)| (11.7) | 6.7) | 3.9) | (3.37)
<i123£;§“““ 169 | 1.00 | 101 | 48.7 | 8.30 | 4.30

5 0 50mg (HiAD) ., Pl (BEHER =)
CLr : B7VT77 R

(2) BERMEYEIERR
838 Bl DM ERE (HA N 474 Bl % & HEEEWEERE 70 41,
ORI IE AN B 26 B, B PR 5 M SRAN AR s 2 | 2R
Y & AT 5 B 154 B OSAMER I IE B 224 1) % xh 5
& U CHRHEMSE B REMIAT 2 S0 L 72455 . — R % &
G 1-TX=P AV MNETADPHEEI N, HEEL LT
CL/FiIx LTz L T7F=r21) 75 A (Cler) R OVHAH
A, VA/F I LT BMI, FUABMETE, PRI K OE#G A 58
ENTS, TVUHNY OIS EEIEE R G2 5RT &L
T CL/FIZNT A Cler PEETHLEEZONT, &
BRREEERHIZBWT, Cler DIETICL ), FLHNY »
@D CL/FIZME T4 5720, Cler B2 2% L Lzl - H=
OME DV TH B
F 72 HARAOHERIFE R R EZ I B R EE T B W
T. CLer 7% 30mL/min PL_F 60mL/min A (24 F L Tw 5
BEICTLANY 2 150mg & 1 H 2 | LEK KRS
(300mg/ H) L7zt E0EFIKREIZBIT S AUCH:



(AUCo1255) DETIVIZ &L BIEEMIZ. Cler 2% 60mL/min
PEDOBEIZTLA/NY) »300mg % 1 H 2 B AER %5
(600mg/H) L7k & E[[LTHo72e Cler %% 30mL/min
PIE 60mL/min K D BEINZBIT LT VLAN) D7) T
v A1, Cler %% 60mL/min PL EDBH DK 455 TH -
7219, [7.2, 9.2, 9.8.1 ZHE]

JLTF= e AUCo-12 ss CL/F
7T TV A R (ug-h/mL) (mL/min)
>60mL/min 1 [ 300mg 75.5 69.2
(n=28) (18 2mE) (17.1) (13.8)
6025’3;;m 1 [ 150mg 80.3 32.3
(0=17) (1H2mE) (16.5) (6.34)

FIfi (Bl )

16.6.3 MKBEREE

MLHENT % 20 T B RS 12 B2 7L H3N1) &~ 50mg %
B3 S L7- 0, 4 B o Mg s I X ) g 7L A
N VBRI 50% F T Lize TOREDEN 2 1) T T
¥ 213 192mL/min TH - 721 (SAEATF— %), [13.2 =
1]
16.6.4 B3R

FERR 12 MLl Foizslg (10 8) 12, F L A3 ¥ 150mg
% 12 B & & 128G (300mg/H) L7z, LN i
BEFLCRAT L. BFLh OB FIREEIC B AP, BE
MEET O 76%TH -7 LWOFYHILEREZ
150mL/kg/H EAGET 2 & T LAY Y oFLE~D 1 HH
720 O GEE 3 0.31lme/kg/H (EEHE 4 2 & RAT%
B0/ 7%) LHEEISNDY JEAT—%). [9.6 ]
16.7 EMHEEIER

TLANY) PFFEE L TRZMUEO RIS L, ¢
MIBWTIEEAERBENDL Z ERL, TMFEEICD
MEE LW, TLANY U EERET SRS T
RPN (PHEAT— %),
16.7.1 HANXRLF>

T LN e HINR YT DY EAEF DT, it
B 1L % 5t 512 7 L H8) » 100mg K OV H SRy T >
300mg % Hilal#% 5 L 758k, M OMEERE A 18 Bz 7" L AN
) > 100mg Je S H Ny F 2 4A00mg % ARG (F 51
P SRR L7-3lBa% 30 L THET L7ze 2R, HE
B R OREHGOWTIZBWTL, LN b
CE o THNRYF VO EREIIEL L eh o7z F72
TLHNY) ¥ ORIGREIZH Ny F VI L > ThT
AT L72A5, WIE IR ED L h o 7217,
16.7.2 BOBEE BB/ IWVIFFOCRUIFZILIR
S TF—ILDEH)

TERER N 2 16 B % ot G RT3 (Rl 2 v F » K
0y Img ROFTFZ)VIT A+ 5 Y4 —)V0.035mg DEH) 1
H1m) &7Ls3y > (1 200mgl H 3 m) % [k
G- L2k, 7L Yo 2 v v Furo
Cmax & 7L #3) VIEBEFRF & ol L <8 (b3, LA
N VHEFHEED AUCo24 1Z 7L HNY » IEBERI R & it L
TL16%HEH L., 7L AN d ) VI F v Ra v o3EyEphe
B A2 RITE ol TLHNY ViEHBOZF =)L
I A ]\ :? :‘/j“‘)l’@ Cmax &U AUCO*24 Li\ 701/77\‘/\0]) :/3'5
BERIIER & H LT NZ I 5% [ OF 14%38m L, 7L N
VIFIZF VI A NGV — VO EEE I L TR
Lholze Tl BEOMMEHIT T L H N v o e i
(hT 7MH) IS8 % RIZTS ko /21819,
16.7.3 OS5 €/ L

flEEE N 12 B % 05027 L 7781 > (1 18] 300mgl H 2 [A])
% AR 5%, 0o ¥4 (Img) % BEAES L7k,
05 B 7SA D Cmax SN AUCo-ld 7L A3 > IEGE IR
LHBLTENEN 6% R8BI L. T L AN vida T
BIRA DY BB E L RITE L hoTe F77. T T ENR
LBEHEED 7L AN) VD Cmax (&, T T B8 A JEGERIRE X
D 2084l AUCo12 13 1.8%M <, BT E/NAIZT L AN
VU DOFEMBREICHE R G ol TLANY D
FES AR L | R R OHLGEENFEREIC BT B
B FE R0 IE B 3R 4528, A B G- (2 e~ TR L AR R
D ETASERD 5721920

16.7.4 x>k >

fRERERC N 12 Bl % % 127 L 473 1) > (1 18] 300mgl H 2 [\l)
PIRAEROHES %, ¥ a Py (10mg) ZPEHES L7
B, ¥ 23 F YD Cuax L AUCr-id, 7L AN VI
BRI E L CENZEN 1. 1% R OV 9.5% A L, 7L AN
VoA FTa Ny ORYHBICREL RITS o7,
T, X TVAR VRO T L AN 2D Crax 1&. 4 F
a RVIEBFHEE L Y 4.5%1K20> > 7225, AUCo12 1 [RIFERE
THN. AFL AP NTT LN v OEYEEEI B S5
R0tz TULHNY L EFXF LA NVOEMAIZEYN . FR
HIBERE T O EBIER R 12 3517 B UG HEE R0 IE 4 k&3,
FIFE G- 2 e CTHINBY LR T 3 B I A520 & 721920
16.7.5 T4/ —JL

fEER N 13 Bl % xF 52 7 L A3 (118 300mgl H 2 [a])
TR OS-%. =% 2 —)L (0.70g/kg) % BFHH%5- L7
B, T% =D Cmax X AUCo-wld. 7L HNY 2 IEBE
I & LB L CTENZI8.9% M TN 9.6%A L, 7 L AN

NELY = VOSBRI R A RIZES ol F0.

I = VRO T L 7N 2@ Cmax KUY AUCo-12 (&
I% 7 — VIEBERIES & el L C BN 21% L O 1% 00>
72, COEGEIREMEE 2 LETIE W EEZ SN,
TLHNY) ey )= VoI LY RREIRERE K OSHLIK
SEBIFEREIZ BT D BUGCHE R IR 388, HAIR 5-BF 12X
THIMABYIZAR T § A @[ 25580 S 721922
16.7.6 7z =hk1 >
T x = M YEAI O GA & D IERPEE LT DR
NS TAPABRZE 0B 20 RIZT L AN > (1 [
200mgl H 310 % RAEREOHRS Lz, L ANy g7
= M rolEdRERE (8T 7)) SRR RITET, F

-

772 b A DT UANY OEYBREICBE Y 5 2

ISV AESIN

16.7.7 BV EE >
HNINT XY v HE % MR G SN TN TADRAR
F 1260 %527 L ANy (118 200mgl H 3 [\l) % A2
BORG LB, LN IE VAT E v ROZFOR
S (1011-=RF > MME) omfEhiEE (F7 7)) 12%
BERITET, THIMNTEE L L T L AN 2 OEYT)

BISEBE T2 0ho72P,

16.7.8 /NIVT7 OB

SNV T UEES MY A HE RS SN TV LA TA
MABH 12 B & KR 7L AN~ (118 200mgl H 3 [[)
F AERRIIF S U 720, 7L A8 3N )V T a R o I
R (hT 7)) SRR RIFSE., TV 7Oy, 7L
HoN) v DS EHE B R G2 T o 728,
16.7.9 SERUX>

FE MY XU HAICHRE S SNTVLRATANAR
H12 B %527 L AN v (1A 200mel H 3 H) % K48
B 5 L2, LN 3T M) F U oMb
(b 7MH) ICEEERIZST, 29 M)F 7Y
N U DOEY BRI BB A G2 o 12,
16.8 Z D1t

FL AN 2 OD $E25mg [ 7 AN] BROSFLH N > 0D
FETBME [ 7 AV 12DV T, [EED B R EREE 0
YR SRR T A R4 > CPI 2442 H 29 0 3
FHEAI 0220810 5) ] 2o &, FLHNY >~ 0D $E
150mg [ 7 A )V | ZIEHERIFI L Lz & & AR IATE L &
IS AL, AEWFRIC RS & B S22,

17. BBERRIE
17.1 B3R ORLMHICEI T 258
17.1.1 BR 7 Z R EBEER

RGBSR R B E TR L L 13 BMES 0 - EEHR
B ER I B\ T REFHMIITE H T & 2 &GRS o 7257 A
AT7ITEROEBYTHY, FL AN 2 300mg/ HEE R O
600mg/ HEETIZ 7 T L R & i U CHEMAIICHEE i
FATRD BNz,



AR O£ A =1 7 ab) TR O PR A 3 78
B g | DT | TR E 0% EEaSRi pep | RANTIEFE | IR EDE

AR i | toswtmny) | P PR | e | loswmeucm) | P
75k 97 | 5.1220.19 - - 75K 248 | 5.45%0.12 - -
TLHINY v -0.31 AR AL I -0.44
150mg/ H 8 | 4.8120.20 | 85003 | 0-262 300-450mg/H| 20 | SOLFE0A2 0 g 780 qyy | 0-0046
TLHNY » g9 4.96=0.20 -0.86 0.002 ) BB HERT 2 /A0 HeEL S5 Lz 1AM OSP4
300mg/H 200 [-1.39-0.32] | - 237 [0 (i L) #0510 (TALEZVHEA) 0 11 BRCaFf
PAZ AN -0.63 EN, AT THARECITERVIFAZRT ]
600me/H° 97 4.49=0.19 1 ) 459 107 | 0-019 h) HGEERT. N—AT 4 Y OEHATT 2557 LT 5L55H

a) WEBREDMEH AR A Hab o &l L7z 1 EM oI5k
237 [0 GFAzL) 75 10 (SHRLLEZRWIFA) @ 11 Bk T
N, AT THAREVITEBORA L TT ]

b) #GHER U Cler B N1, R—25 4 Y OERfEA AT 2 kR L
¥ % 4B AT

c) Z7VvT7F=r2)T7 7y AHEEM (Cler) 12X 2T, 30 <
CLcr<60mL/min O# 5% 1213 300mg/ H. > 60mL/min OHERH 12
1% 600mg/ H A3%5- S iz,

LE Rl B h ORIEHZEREIL, 75 £ REET 43.9%
(43/98 ) . 7L 7731 > 150mg/ H#ET 57.5% (50/87 #1) .
300mg/ H #:C 73.0% (65/89 %), 600mg/ H ¥ T 82.5%
(80/97 BI) THorzo EHEBEIMEMIZ, FEMD T W
(31.1%) . fEIE (28.6%). S (12.1%). FAHVEFE
(11.7%) Td o 7zc BEZEERIZ. 150mg/H B2 L#E

Ky

LRl SR ORIER B IL, 77 £ R#ECT51.6%
(128/248 f51) . 7L A/31) YT 82.4% (206/250 f51) T
o7 EHBIMMERIE. EIR (45.2%). F@MED T w
(28.8%) . REBEI (14.4%). R (12.8%) TH o722,
17.1.2 ERREAE5HER

RIS P i B 126 B, R IR M R AN M 2 12 R
YEIRE B 123 19, #UHE R R AR 106 50 301 Ak PR A B
PSS CFHIBEARETRE .. M . 2 58 LIE 12 fF
HIKIE) B 103 e G E L-BUHRGRE (W
523H) 2B AADEE (0~100mm @ Visual Analog
Scale TEAKEWITERWEAZIRT) OFHHEITTED
LB TH o 72298,

[ ) i a)
9 16 (0% KM, 300me/ BB\ Bkl 5/ ILE O R R —
1) 2fF (i o BB D3 & 7z, \ AT RIS R *’gﬁ’ﬁ%ﬁj’ﬁfﬂgﬂ%“
FEVRI TR RS R = A ) B E 2t G & L7z 13 M ) W
P50 EEBRLEGRIC BT, EEFHIEE Th 2 ik REABIR | Tl = B | PR | P f = B s
Sl OEIHA I TIETROEBY) THY) . TLHNY » 550 126 62.0+19.0 123 52.8+21.7
300rr}g/Elﬁ—’C6i7°*7“lzrkﬁ—tﬂ:ﬁb’(ﬁﬁ?ﬂ’]bl 3%5':721'5( 12 3 116 35.3+22.3 119 30.0+23.0
FHFRD STz, -
24 38 105 34.0%23.0 112 27.7+22.0
SHEEHili S O A 3 7 ) 52 3 94 28.3+22.9 97 24.8+20.8
N2 T4 -
‘ BN | L0 | TTEE DB (mm)
Epacn:cd - ¥y b/ LD o ERIEI=Y FHE 73 T AR T A AR B S A P
EOR e | —w | roswlEm | P . e e
On o onE FEAG 5L | Il = REaE(R 2 | SR EIEL | Il + B R =
AR RRSES kS [X ] o
AR ER A 106 61.8+23.5 103 67.1+16.6
77k 135 |4.83+0.21|-1.20%0.21 - - 128 | 104 48.9+23.3 % 44.3+26.9
N 28 38 101 48.3+23.8 92 46.3+27.1
FLAHNY v -0.63
300mg/ 1 134 14.20=0.22/71.820.22/ 1y 9 177(0-0075 52 38 87 47.1+24 8 85 44.9+27.0
A PAL IV ~ -0.74 ~ a) 0~100mm @ Visual Analog Scale TEATK & W T EFRFE A % 7R
600mg/Fo | 40 |108=0.827L.0=0.52 ) 59 4 g9 ¥

d) WERE AT A0 HaE 58 M L7z 1 EM o F5EE
237 [0 GFszL) 7510 (SHLLEZRWEA) @ 11 Bk T
BN, ATTHRREVIZERVFIAZ RS

e) WG HER O Cler BEHT N—AT A VOEFAAT 2 km b
T2 I HNT (RAGEHIRFOIEFEA I T OR=AF 4 ¥ 5 OZAL
BIZBU A 7L AN 2 300me/ HEEE 75 L REEE O Z FEH
A& L7z0)

) 7Vv7F=r27)77 v AEEM (Cler) 12X - T, 30 <
CLcr<60mL/min O#ERE 1213 300mg/H. > 60mL/min O#ERFH 12
1% 600mg/ H A5%5- S 7z,

LEVERFA B h ORIWERSSBIRIE, 77 2 KRBT 36.3%
(49/135 1), 7L #/3Y > 300mg/ H BT 56.7% (76/134
). 600mg/ HET 80.0% (36/45 %) THo7zo LHEINE
i, FEito v (300mg/ H#E 19.4% )% OF 600mg/ H #
37.8%) . &R (300mg/ H ¥ 20.9% K% U 600mg/ H # 40.0%)
FAYMEEE (300mg/ H A 12.7% % U 600mg/ H #E 13.3%)
fRERh (300mg/ H#E 11.2% % OF 600mg/ H#: 11.1%) T
% D 7‘::27) o

HE R BT 2R & L7 16 %S o Z B M IEE
BRI BT, EEFHMIEE Td 5 ISR 09 A 2 71t
TEOEBYTHY., FLHNY VB (300~450mg/H) T
7T bR LI L TR B R ED O S,

EIN IS5 GRIREE BN 2BV T, ekt
filiet S0P O EIEH L 78.6% (99/126 #1) 12380 54, &
HEWEHNEZ RIS T (28.6%) . AWITEEFIE (16.7%) .
AR (15.1%) . RIEEIN (13.5%) TdH - 723,
FE AR P 53l CRE R M AR R R 1 2 5 98 ) 128
WC, MRl R S T o BIVER 1 70.7% (87/123 51)
WD SN, EAREIEAIZ. EIR (22.8%). KEHM
(22.0%) . FEIMED T (20.3%) TH o723,
EI I 538 GRAERTERE) 128V eathaFinT &
B ZEIVE 1 84.0% (89/106 #1) 1238 b, E4ENE
AR (26.4%). FEITED v (24.5%) . REHN
(18.9%) . 1 (16.0%) TH o720 BHWEMOEREE X, %
SBETH ), BEORIETILFRD SNk o 7230,
FE N 4% 53t (PR P B ) 12 BT, AT
9 5 FE RS I E R AR 2> & EIEE A TEAL L 725 5 W I ARG
BRI R B 72 12 F8 3 L BRI, 87.4% (90/103 #1) 12
Booh, EEIEHIE. EIR (48.5%) . fk |10
(28.2%) . FEMED T\ (22.3%) . KWPERE (17.5%) T
i)o f:31>0
17.1.3 EEEFEER AR IE
BERE IR BE LR L L7 16 AHS 0O - FEE5kt
BEABRIC BT, EEFHIIIEE Th 2 ENOERE A 3 713
TEOEBYTHY., TLHNY VB (150~600mg/H) T
75 bR L CREMEMICE B W ED RO Sz,



JEIR A a1 7o
RO ~N—2
B T .
) epz | | 2G| o
RN I e
* FRHE R
77w 106 | -1.07+0.149 - .
FLHINY v 059
150-600mg/ | 1| THOOFOIT g gg0 997 | 0-00%2

a) {EEEEOYEG1, 150me/ B2 58 L. 45 2.8 X ) S EME 1T

W, AR TRICIGE Lo BRI TE 5 EA S8 16 8 F Tl

Hyaz kel

b) #WEREAMEH RS 2 AOHEE [0 Uiz L) 22510 (ZhDL

EawviiiAs) O 1 BT, ZAI 7RI VT ERVFAZ

R ) MOEMLEEY (16 8M) OFIFAITON=AT (1 »

5 O AR & P G IR L 72,

ERBON=2F 1 26O tE=

[EHEW (16 AR) OFEEFEA I T -N—=AF A ¥ OFIEFHA T

71 x [BHeEE OS5 HE /A5 (16 )]

c) HHBRORHERT. XN=2AF7 4 Y OEBFATT KO

% BEOFOKA 37 % IR L § 2 BT
TRl SO ORIVEHFEBERIE 7 7 R HET 46.7%
(507107 1), 7L AN YT 67.0% (75/112 %1) TH -
7oo EZREIERIL, EIR (33.0%). FEho v (17.9%) .
KIVEFIE (11.6%) THo7zo EELREINERIL, ARMUHEE
1 BIAses S, \IFE L 7239,

17.1.4 S E T Z £ R 3T EEHER
WIRIEE MR EE AR L L T EERI BRI B
W, FEEHEH Td 5 RFETHliREOIEHA I TIZ RO
EBYDTHY), WIThoHBKRIZBWTH 7L ANy ¥
300mg/ H # K 08 600mg/ HEETlL 75 & REE L e L THE

FHEEIICE B UED RO S 7230038
AT O A 7 7o
Jigh PR sl b /N5 o .
Gemmm | FIF gy ey | 77EEEORD
+ it e [95%1E HAIX 4] ]
A & SO R
754K | 93 |6.14+0.23 - -
A PA
) -0.88
lsomg | 8T |5:26%0.24] [ 1 0.0077
H
1 A A
(3:@m) [V~ + -1.07
B I300mgy | 9B [507FOB 1y 700,457 | 0-0016
H
A PA
oy 1.79
600mg/ | 58 |43F0.24) ) sy 15y | 0-0003
Elx:)
AV E S T/ M AH R
754K | 87 |5.59+0.21 - -
A PA o.14
)y 83 |5.46+0.21 : 0.7999
P e [-0.710.43]
<5 i@l‘lﬂ']) 7"1/7]“}§
) -0.07
I5omg | 82 |5:52%0.22| [ "erf o 0.7999
H
75K | 81 |6.33+0.22 - -
A PA
) -1.20
. o 81 |5.1420.22| [ o) o] 0.0002
8 3am) |-
FLAN
e -1.57
omg/ | T8 |476%0.28| [, o [ 0.0002
H

TIEAR| 84 [5.29+0.24 - -
4 751/7'.7“/\‘\
(8 HRH) DAY N -1.69
LA 600me/ 88 13.60+0.24 [-2.33-1.05] 0.0001
He

a) BB MR H R T A A0 HiE2 S8l L7z 1HEM O
2a7 [0 Uiz Ll) 7510 (TR EZRWEA) O 11 B ¢ 3
EN, AT THREVITETRNFEAZ RS ]

b) #BE 1 MOV 43% 58, Hifk X " CLer & KT, N—A 5 4 » DK
oA a7 &I T B AT

R 2 RO 3G R Ok T, X—=AF 14 v oERwAa7 %k
U R WA v

c) VL7 F=r )7 Ty AHEEM (Cler) 12X 5T, 30 <
CLcr<60mL/min O#ER# 121 300mg/ H . > 60mL/min O #E# 12
13 600mg/ H 2% 5- 2 7z,

ARE R RGBS 11238\ T e EER 5 61 v o I
BHHRIT ST L RET39.8% (37/9361). FLAINY »
150mg/ H # T 59.8% (52/87 #1). 300mg/ H # T 64.3%
(63/98 1), 600mg/HEET 74.4% (67/90 ) TdH o720 F
HEIWERIE, B8 v (150me/ HEE 16.1%. 300mg/ H
HE 32.7% K 0 600mg/ H % 36.7%) . f#HIR (150mg/ H ##
9.2%. 300mg/ H & 11.2% K% 0F 600mg/ H & 25.6%) . AA4M:
ViR (150me/ H B 12.6%. 300mg/ H & 14.3% )% U 600mg/
H# 13.3%) CTHo7zo EEZREIERIZ, 300mg/HEIZT
F 74 5% —kESUS 1B, 600me/ H B FEIES T/
Tl 1 /557 4D / FAY VR IR 0 5 4125 1 Bl 12y &
. WIER L EIE L 72%,
HHESE T/ MAHEER 2 128\ T 24Pk EEAhe S 60 h o BIE
FEBRIET 7L REET 25.0% (22/8861), S LA/ »
75mg/ H 3T 32.1% (27/84 #1). 150mg/ H % T 41.0%
(34/83 1) TH o720 EREIWEMIZFEIED F v (75mg/H
e 8.3% & OF 150mg/ H B 14.5%) Jz OVEIR (75mg/ H B
7.1%K% OF 150mg/ H#£ 9.6%) . IS (75me/H#E 7.1%
KO8 150mg/ H B 4.8%) . 5881 (75mg/ H # 1.2% K O°
150mg/ H #E 8.4%) &CTdHh - 7230,
HHEEE T/ MAHEER 3 128\ T 24k EE A 60 h o BIE
FZBERIZ T T £ REET 39.5% (32/81 1), FL AN »
150mg/ H # T 50.6% (41/81 #1). 300mg/ H # T 67.1%
(B1/76 Bl) TH o720 EHRBIERIZFEED v (150mg/
H % 12.3% & 0 300mg/ H #: 26.3%) . IR (150mg/ H #
14.8% K 0 300mg/ H B 23.7%) . A (150mg/ H B
9.9% 1" 300mg/ H#E 6.6%) 5 CTd - 720 EELREIEFIZ,
150mg/ H BEWZ$EEL. O EMEIIMGHE . OBEMEAEIR /OGS
WA D 3 61 4 thssiss Shize STNEDIEFIZOWT,
UE VNG . OEYEAR LR /O 2= PR A 13 (145
FEELIZAE SRR & 723,
FLESE T/ IMAHERER 4 12 BTy At Eriiks S5 h o BIE
FEBRIET T REET36.9% (31/8461), FL AN »
FET 73.0% (65/89 B1) (2208 S, T4 BIER LT8O
F (27.0%). IR (23.6%). KR (13.5%). 19
B Jg §10.1%>\ 98 (9.0%) BOEHESLT (7.9%) S5TH
D 7‘:38 o

17.1.5 S ERHREHER
HREE BARREE A R E L2 EIES- 38R 1 (154 61,
e 312 A% 5) KUY 2 (275 B, E 172 B¥%5) 2B
LIEADFREDTFHHEIITEDE BY TH - 723940,

JADE (mm)
ST £ i 550 1 E 5305 2
SIS | Tl + BEAER 2 | RIS | S5 il + A0 i 22
Epaca:i] 154 69.4*18.7 275 67.3=17.9
124 114 42.8+26.1 211 40.3+25.4
24 3 91 40.5+25.1 173 41.4+£24.9
52 4 63 38.3£24.6 122 35.7£24.2
104 75 32 36.8£23.2 78 32.5+24.1

a) 0~100mm @ Visual Analog Scale TlHAYKR & W IT E5RVi A % R
D

Tl 538R 112 B\, Rl R e o IVEHIZ
75.3% (116/154 %) (2R b, TR EIERIZTEINLD £

— At

W (20.8%) . REREN (14.9%) . IR (13.6%). FiiZ &



BHME (9.7%) « TINREE (8.4%) « AL IFNE K OV (%

7.1%) BEIREK OHEL (% 6.5%) FTH o7z, EELE

PERNZ. FE0C X 265 3 6. =ik, E B, )
RPN 1K= S~ 3 AN Ve VRIS 3 AN D N e e

12 X M/ &AM 5 B 8 fhsiiE S, It

WA L7240,

EWRG-HER 2 128V T, 2Tl R e o IER E

65.1% (179/275 #l) \ZF8o b, EREWERILFEINES £

Vo (16.0%) . RAETEREE (12.7%). R (10.5%). #£7)

RS §S0L. AREBINR OBE (% 5.8%). E.L (5.5%) &
Tholzo BELBMEHE, HMEE., REF&IGE/ JM o
21§1J3>ﬁ:75§$ﬁ%:§ﬂ\ ZORIFE TN EIRETE, BETSH
o 7242 o

17.3 £ DAt

17.3.1 BEOHEHR
HARMNMERB A Z RS & L CHEER R VAERIZT L AN
> % 150mg HARE$% G L 72RO FEED T oS
. BB 5.3% (1/19 #l) & AR 5- 30.8% (12/39
Bl) CTEh o7,

18. ZEHEIP

18.1 fER#RF
T LAY AR B W CEMKGEED VY T L
F X AN OBEREICH LRI %8 % 2§ a0 722
v FEDFEAEN LT AT T AT v RVOFIIBHETITO
FHER ANV T ARAZIHIL, 7V 8 3 VRSO
(EEWEBEEZ P2 2 EDVRIB IR TW5D, B2, 7L
HNY Y OEFREIIE TSR RE RO 2 v 7 KL
)RS EOET N = RIS AE DS LTS
Z &733{—\‘[]2‘%2& ﬂ/CV‘Z)M)”“s)o

18.2 $HFE1ERA
T L AN U B FEERIC B\ T AR E R R S 3k
WEATENIIG T, AR RIEIRAT I OWE IR IR 1 & 2 pigelis 54
PIGIE VB ME BRI 2 PR B, F 7o, b, %
FEVE, ARG EICER SN A B3N, ERmE T VICE
Wb SRR & 7R 9749750

18.2.1 1BMKIEMRIEE (CCl) EFINICH T 2Hm7O7 «
—7% {EH
TLHNY E, Ty b CCLEFTIVIC L B, 0 Od)i
THT =T & D I L7250,

18.2.2 EREMEAZ: (SNL) EFNMICH I Bm7OTF 1 =7
1EH
TLHNY lE, SNLEFVIC LY Ty MISSE S8
W R OB 7 1 7 0 =7 & ) L7250,

18.2.3 ARL T YT (STZ) HEREETINVICHETBMT
a7« Z71EH
TLHINY iE, Ty b STZHERBFETIVIZBWTIAET
LR OB T a7 =7 2 I L7250,

18.2.4 FHIBEHEBEETIVICET3H7OT « =7/
TLHNY) F, 7 AFRAOHEE T L ARG T
WIZBWTIET 2H 7 27 1 =7 2] L 7252059,

18.2.5 BMHERIBERFRETIVICE T 3707 « Z71EH
TLHANY) P Ty MEEHEERERET VIIBWTE
5 LENT a7 1 =7 2 L7225,

18.2.6 RILTY L FZAMIB B EHRBICHT 38EEEA

F v MEBENOFRVTY G L D AT S 2 DK
TEEATEIO S B, T L AN I 54 5 &
ENDE 2 IH L7259,
V) BHE TR 2 v I o IR U B0 A & Bl 7 o
T4 =T LIRS, B 2R AR IRICET A2 TR
%) kOB (RE~OBETELS) 70571 Z 7208
N5,

19. BIRSICREY 2EM{LEAR
—fig$
7L A3 v (Pregabalin)
1t %
(35 -3- (Aminomethyl) -5-methylhexanoic acid
SFR
CsH17NO2
DFE
159.23

R
HEOBEKTH S,
HIZRREIFIZL L, =8 72—k (99.5) 12T <L A
5 = VAR THEITIZ W,

BER
NH.
cH: (g
> CO.H
H.C

20. BRWV EDERE
B ZITRA L B CTRIFT 52 L,

22. A%k
(FL AN OD g 25mg [7 X Jv])
100 $E [10%E (PTP) x10. FZHAIAD ]
500 #£ [10 % (PTP) x50, ¥ZMEHIAD ]
300 8¢ [, /YT, HZBEAIAD ]
(FLA/N 2 OD g 75mg [7 X J)v])
100 $2 [10%E (PTP) x10, ¥HHIAD ]
500 #£ [10$E (PTP) x50, ¥ZJEHIAD ]
300 8¢ D, /YT, HZBAIAD ]
(FLFHNY 2 OD §& 150mg [7 XV ])
100 $2 [10 ¢ (PTP) x10, ¥HHAIAD ]

23. FE

1) ABfgs e (V) A 7L 2010484 A 16 H
KB, HiEERHRTE 2.6.6.6)
Lockwood P A, et al. : J Hum Lact. 2016 : 32 (3) :
NP1-NP8
WA B & 728 (VU B 7L 12010 4F 4
H 16 HKE. HiEEEHIE 2.6.6.6)
WA MESREE (1)) B H 7R 12010 45 4 J1 16 HAKEE,
HES SRR 2.6.6.5)
TEFERR A BT A3 ERE (HEdS) (V) A58 7k
JVi2010 4E 4 H 16 HRGE. HEEREHIZE 2.7.2.2.2.1.1)
TEHER A BT A 3R ERE (RUES) (D) a7+
V2010 48 4 F 16 HAGE, HA B RHEEE 2.7.2.2.2.1.1)
HPIER A EEEERER [OD $2 150mg]
BHEHOPE (V) A ATV 201044 B 16 HAKZE.,
HESEAE 2.7.1.2.2)
MEkFAT () ) A H 7RI 2010 4F 4 H 16 HAKER, H
PG 2.7.2.2.1.6)
MAEEAREES (V) A A7) 2010 4F 4 H 16 HAGE,
B S E RS 2.7.2.2.1.5)
feE B L OHEE (U A H TR 2010 4F 4 16 HA&
2. HFEERME 2.7.2.3.4.3)

FEERF b7 L PAS0 T REC BT 5 i vitro BHE S
B (VS5 70 20104E 4 H 16 HA&GE., HEFEE
WL 2.7.2.2.1.3)
EEYE (V) ATV 2010 4F 4 16 HAKEE, Mgy
EREL 2.7.2.2.2.2.1)
ERREI T EREB L mErESE () h Ten
2010 4F 4 H 16 HAGE, HREERHTE 2.7.2.2.2.2)
TEREPEERE . RIS R B AR I AR g
) R AT A BRER L O RESRRICB
VB REERISEYEIRE (V) A 70V 1 2010 4 10 H 27
HA&ZE, BRI 2.7.2.3.5.1, 2012 4E 6 }J 22 H&
S, HESEREMESE 2.7.2.3.1, 2.7.2.3.4)
SR EYRE D 2 Y EAER () ) A5 7 R)v 2010
E4H 16 HARR. PrEErHRTE 2.7.2.3.6.1)
HINRyF 2 EOMEMRER (V) A0 7+ 2010 4F 4
H 16 HKRE. HiFERIE 2.7.2.2.2.3.5)
FECEEALEE & O EAER (V) A4 72 22010454 H
16 HA&GE. HrEERIEE 2.7.2.2.2.3.6)
WM ELERE (V) A A TR 2010 4F 4 H 16 HA&AZE,
FAE)

05 aEDMESEH (VU AH TR 201044 H
16 HAGE, HiSERNE 2.7.2.2.2.4.1)
FxTarrEOMELER (V) A A7 2010 4 4
H 16 HKRE. HiFERIEE 2.7.2.2.2.4.2)
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26)

27)
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29)

30)

31)

32)

33)

34)

35)
36)
37)
38)
39)
40)

41)

Iy )= )VEDMENAHE (V) HH 7RV 201044 H
16 HKGE. HIGEERMEE 2.7.2.2.2.4.3)

Brodie M]J, et al. : Epilepsia 2005 : 46 (9) : 1407-1413
FEPVERL - R RSEERER (B S i)
SNNETER, Ml - HARNRA > 21) = » 7224558 2010 5 17
(2) : 141-152

[N £ LA ARGRE AR R IRIE S ) (DU hh 7k
)Vt 2010 45 4 H 16 HAGE. HREEEMEE
2.7.6.5.3.5.1.2)

N & AR AR RIE R OB PRI P A A e 22 L 1 ) 98 0)
(V) H 7N 12010 4 10 H 27 HAKEE, HESERE
%27.6.5.3.5.1.1)

B N 2B T AR A RE R (R maE) (D ) 1 7 e
2012 4F 6 H 22 HAKGE. HEERME 2.7.6.5.3.5.1.1)
E NI 538 S GRIREE AR B L OR
TP ARG AARERE =2 D &) (V) A 7 )L 2010
AE10 H 27 HAKGE. HIEEERMEE 2.7.3.5)
538k GRERRIE) (V) 19 7 1 2012
A6 F 22 HAKGE, WFEERHIE 2.7.6.5.3.5.2.1)

FE N R 5380 (PR ) (V) s T
YL 2013 4 2 H 28 HAKAGE. HEEERMEE
2.7.6.5.3.5.2.1)

EN G- RER Gz s (VU bh 7k
V2010 4F 4 H 16 HAKGE, HREERHEZ
2.7.6.5.3.5.2.4)

FE| A R 9 -5 O R 9 P AR AR I S5 2 ) 9% 98)
(VYA H 7 2010 4F 10 H 27 HAGR., HE5ErRHE
% 2.7.6.5.3.5.2.9)

ERS L AR (BB ®Em) (W) 2 h 7t
)V D 2013 4 2 H 28 HAKRE., HIFEERMEE
2.7.6.5.3.5.1.1)

HMEIEE AR 7 7 R B ER () U A 7 ov @ 2010 48
4 716 HAGE, HEEERME 2.7.6.5.3.5.1.7)

AVEIE T /A 77 2 RRIRRER (V) A 7L 2010
4 16 HAKRRE, WiFERE 2.7.6.5.3.5.1.3)
AVEIE AR 777 2 AR BRERER (1) ) F 4 7 2010 4F
4 H 16 BAGE, WEEEHMEE 2.7.6.5.3.5.1.4)

AVEISE T /A 77 2 RRIRERER (V) A 7L 12010
4 16 HAKRR, MFEERZE 2.7.6.5.3.5.1.5)
HahrEaRE— (1)) A5 7L 2010 4E 4 B 16 H&
2. WG é‘ﬂffﬁ}ﬁ%f% 2.7.3.1)

FEEIIB SRR RIS M) (DU b h 7k
V2010 4F 4 H 16 HARFR, HIRHERMEE 2.7.3.5.2)
b EEIBG50E (1008-061 5U8%)  (F RIS AR )
(D UHH 7N 2010 4 4 H 16 HAGE, HEGERHE
2.7.6.5.3.5.2.2)

b EEIB G- 5UE (1008-198 #U8%)  (HFIRIEIE R AR )
(V)77 7E)V 2010 4F 4 A 16 HAGE, HEEREE
2.7.6.5.3.5.2.3)

HEORERE ()Y AHh 7R 201044 H 16 HAK
. HFEERME 2.7.6.5.3.1.2.1)

Bauer CS, et al. : J Neurosci. 2009 : 29 (13) : 4076-4088
Fink K, et al. : Neuropharmacology 2002;42 (2) : 229-236
Maneuf YP, et al. : Pain 2001 ; 93 (2) : 191-196
Tanabe M, et al. : ] Neurosci Res. 2008 : 86 (15) :
3258-3264

Bee LA, et al. : Pain 2008 ; 140 (1) : 209-223
SEHSER - ERB LR (VU A A 7 Er 2010 4F 4
H 16 HAGE, HEEEFEE 2.6.2.6)

Field MJ, et al. : Pain 1999 ; 83 (2) : 303-311

Field MJ, et al. : Pain 1999 : 80 (1-2) : 391-398
Tanabe M, et al. : Eur J Pharmacol. 2009 ; 609 (1-3) :
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SEHSRER - ERB IR (VU A H T RIL 2013 4F 2
H 28 HAFE. i %‘ﬂﬁ}ﬁ% 2.6.2.6)

PEPERG B MERIET T T VBT S 3R EEE (V) A
7172012 4F 6 A 22 HARGE, HEERIEE 2.6.2.2)
Field MJ, et al. : Br J Pharmacol. 1997 : 121 (8) :
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