* 20254F9 HEZaT (55200

20234E9 H X 3T (B 1)
S EiELAES (HREENERE - FHEEEE)
FUHNRUZATEI
L A B S 1)

TUNNVI 17w 25mg9'I4 |

FUNNYUDn7eL T75mg B I4)
TUNINYUD 17210 150mg 994 |

TUAINY VOEARRREE

TUHNYU0D%25mg 99|
TUHNU0D%T5mg Y41
TLHIVU0D=150mg 9941

PREGABALIN Capsules, 0D Tablets [SAWAI]

HRREERDIEES

871190

717 & 25mg 71 7V T5mg 71 7+ 150mg
& 2 & =/ 30200AMX00859000 | 30200AMX00860000 | 30200AMX00861000
BR oS BA A 20204E12/) 20204F 12 20204712 /1
OD#£25mg OD#$E75mg OD#$£150mg
& 32 & =/ 30200AMX00862000 | 30200AMX00863000 | 30200AMX00864000
)T — RIS OMEIC )BT S 8% 7% B I8 20204F12H 20204F12H 20204121
N - - o TV Ii31) Y OD§E | 7 LIy »OD§E | 7L AN 2 OD§E
2. BROROBEICFRELENT L) CIE N A I KON AL KA A
KHNDOB N LS BUEOBEREO B 5 B
SUARUD SUARUY
3. fHRE - MR o875 op 150
3.1 % oI o S
FLINY v FLHNY FLANY g ;“;7; ””’1‘;5
W& 7 7k L 2%Bmg #TENTEmg | 7 150mg e 557
(71 (74 (74
R FLINY) Y — —)
(L1 7] 25mg \ 75mg \ 150mg # T (DR AR
i 7”:” FLz, v Raxysuoilkiluo—A, D-vr= h—)b LSRN Ef)
i | i (mm) 6.1 8.1 10.1
a1 hTeNV|BBILTF 5 v ¥TF v, T VELEENa JZ % (mm) 39 38 49
Ak — =R — &t (ng) 790 #7180 #9360
o 4 |7V 7#7/5Y ¥ 0D LA/ ¥ ODgE| 7L 7751 ~ ODi TVLAINY ¥ TN TV ¥
" 25mgl ¥ 7 1 | 75mg[ %7 1 | 150mgl 47 1 | ENCE N OD 25 OD 75 OD 150
%N TLHNY v HIA FA4 T+ 4
[15E] 25mg ‘ 75mg ‘ 150mg B "
JHAREFY, fifhithO—A, A7 FH—A, AF7T 4. SHREXLIFZR
BEl |V vEMg, B ROy soelbiao—2, D-vr = b — OmiREEER
JUNR B IV Ny ) OfHERRBIEICHE S &R

3.2 BAIDMER

FL AN v FLHINY v FLAHNY v
% 71 7 )V 25mg 51 7V 75mg 71 7 )V 150mg
[H71] (74 (71
2 2 AN
G[H | GO | GG
LA ™ n ™
CIo | (o | (I3
4% 45 35
#l O T 7 UF]
BHOHR Hfs [ T 7/ (N I/ W R & )
(RS 7 NI A = i I =) I = R
WZEY - ABOH K |NEY - AEOWHK|NEY - BEomE
£ F (mm) 14.2 14.2 15.8
i (mg) #7130 #9130 #5229

5. MEEXISHRICESHET %iEE

CHRAEERBIEIC 1 S &)
AEIRREOZMNIE, KEY v~ T A0 55 (W) £l
FEI 1 70 e | 2 JD X EEICTENE L. MEEZ W S LB I12D
AT H I L,

6. FENUHE

(HRIEEMNERE)
WL RN HEE LT L AN Y1H150mgx1H2
BT CROKES L, Z2o%IABU E2 T TIHHER S L
T300mgF T T 5, 2B, Fhn, ERICL ) EEBHKT 2
AL THIREHEIZ600mgd Bz 2w e L, Wb 1H2
243 TRIO%S9 5,

(RHEERREICH S &R
WL RN HEE LT L AN Y1H150mgx1H2
BT CROKES L, Z20%IABU E2 T TIHHERE S L
T300mg¥ T L 721%. 300~450mg CHEFF3 %0 2B, 4F
Wi, AERIC X D EEIE T 525, 1H &&= 13450me % it 2
Bzl L, WIS 1H2ENZ 5 TRABS- 3 %,



7. BERURZICEEYT %F5

7.1 RHEOFG b3 28561213, 272 QAR LT
THEAICHET S &, [8.25 1]

7.2 BHREEEREICRA G T A ELAE. TRIRTZLT
For o UT T AMEESE L L CRAOR S5 O 5-H
RREIT AL, T MEETZZTTWAEETIE. 7L
TF=Zr )T Ty AMEIN UZIH RS A T MigENT
% FHGE L 7 PR ARF OB G2 479 2 & MO FEAEE
ENTVLEAICIE, BHELSHB L, ZAEMITFER S,
RS EICHMETAI L, BB, SITRLTWSH
FoHEERY I 2L —va YRERICEDSCD D THL Z LM
L, HERETLICHEEICBIE LS, A - A=t WlEld s
Zk.09.2, 9.8.1, 16.6.25/H]

(HRIEEERE
VA = g 2
s %
yVTIYAl 260 | 230-<60 | 215-<30 | <15 @@ﬁtg,
. OWFHEY
(mL/min)
1H#58  |150~600mg| 75~300mg | 25~150mg | 25~75mg
1[A125mg 1i25mg
1H3[m 1H1E
- 1[E75mg 3 L 320 | 1kH125mg 251
WA E Wik
1H2[m] paks 1H1IA] 50mg
1[l75mg
1H 1 1[A150mg
1H 1l
11E50mg
P 1[A1150mg 1.E|3E 1[Al75mg 1E2531a 503 1%
AR o LU 1 | UM gy
1175mg 1H 10 €
1H2[m]
111100mg 1[El75mg
o e | 1AI300mg 183 1620 1[A175mg 100201
TR | g | LS | 150me
1[H150mg | 1[H150mg
1H2[m 1H 1M

) 201, ARH] He 5615 B £ A © AR R IMROEAT 2 F2 56 L 72 B o >
Ial—vasERICES

GRIEERREICE S &E®)
JLTF=y T
pTI x| 20 | 230-<60 | 215-<30 | <15 | WIUENTR
. DORFEHEY
(mL/min)
1H# 58 |150~450mg| 75~225mg | 25~150mg | 25~75mg
12%5mg 1[f125mg
LH3m 1H1m
g | [E7me Z | bLizE | 1E5me | 257
R 1H2[ Wik 1H 1 50mg
1[l75mg
1R 1 1[FI50mg
1A 10
1[9150mg
= 1[E150mg 1H3M 10 75mg 125313 5031k
HEFR g | AW T s
1[75mg 1H1E g
1520
11100
LI
W | UM2%mg | 1A75mg ﬁlfé lg?nj;li e
(RmfkS®) | 1H2M 1H 30 T LH 1 100mg
1[Fl75mg
1720l

F)2H 1A, AHIHE -6 B 14 2> & 485 BB 2 F i L 2860 >
Talb—va VRIS,

8. ERUELXRIER

(RhREHLE)

8.1 AAOGIZEI o F v, R, B EEIHL DN, H
B EHICE 57200 H 2 DT, KERGHOEHIZIE, BE
HOEIREERR 2 ) OB IR SV ) EET S
ZEL[11.1.15H]

8.2 AH OB PG ILIZ L ) ANIR, B, B, THL A
TR O HESEOBENIER D S 5 b b 2 & 0d DT, 5

HIET LA, A & S TEBU 2 TR A 1R
T5 2L [7.181]

8.3 AH DG X W EEMINE KT 2 EHHHOT, I
L., WloERD b ad, ESREE, EEREE
OBE)REITH T & FRIZ, HGEOBN. 5 WidEY
PGP NERERINAZZD 5N D EMNH D720, EMICE
HEEFZ ST 5 2 &,

8.4 AHIOFEGIZ LY, FHH. HERE. B, HHEORREE
B U LR S 5 0T, BRI, REEICOWTHZ
TTHOHEFEEL, BEID SN HAIIEEY 2 EZ1TH 2
Eo[15.2.220]

(HREENER)

8.5 ARHNZ & B AR S O TS R Tl 7 < RS
HETHLZ DD, ERORA & 7 2850 L NG T B
BTV, RN ERETEG L 2w &,

9. HEDERERFITIEEICHITHER

9.1 &HIE - BIEEEDH D EE

9.1.1 EEODS > MEDAEDEE
DIMEBELY T2 BEIIBWT, D S OAEDSH S bl
L2 ENH D [11.1.25H0]

9.1.2 MEFEOBENHDEE
[11.1.5ZH]

9.1.3 EMIKEFEDIEADSH % BENIIEIEREDH 2 EE. faHlE
EDHIEE
RIFOIMED e R B L, HEICHG T 52 L,[15.1.25
1]

9.2 BikHEEEESE
JVTF=Zr )T Iy Mgk SE L L TARAOR G5 KO
5z RS+ 52 o AFNETE L TRELEAR I
END7H, MEEFEESELS ZVEWEAPEIH LS T2
BENDDHDH[7.2. 9.8.1, 16.6.25H]

9.5 ¥R
TR AR L T A TR0 & 5 otkiz iz, iEE Eog itk
Mabths L2 LR SN ASEICOAESTHZ L, B
FERC, JRIEEN (AE, REMEREORSAER LA FHE
BOBGREES) . BERAOFEE(FERT. EFEROKT,
TER R FUC O T, SEIRIL, ERHREICR 3 2 5 8E55)
M SN TWDY,

9.6 =7
KRG ERT EE L 2 L, KAl N EERLHRANDR
IO 5N T 52,[16.6.45 0]

9.7 INR&E
INBERSIR E L AR O R R b L 22 iR BRI
FERL TV WET v N TIEAREOBRZMENE . A
PR & (600mg/ H) & FEEOBEFEIC BT, R (F 5
TEB TR O & L0 ) L OB EAN O (— @R E
ARG SN T b, F72, WAERKRAREO2ME% B2 2565
THERMBIZEIUSOM T A, 505 OBE CRIERIEH LR
MG ENTWBY,

9.8 SkE

9.8.1 7 VL7F=r )T Ty AMiESHE G E, K5 MET
T A, HEIHEGTLI L, BHEPEKTLTNS S
EDNLL[T7.2, 9.2, 16.6.25 1]

9.8.2 ®F . MR, FEHAFIZL VB LENSEeRI L
Bihid 5o [11.1.1%1]

10. #HEFHA
10.2 HEER(HAICERTHI L)

FEH 5 FRIRAEIR - 3518 75 Wy - ekt

HHARAAE S ) WA 4z, RMEAS A 5 L7z & o (B4
FEA A FREER RGP D Do

TF¥Fary FRFIRR e R N OV SE B A% s | A By 2 1 1
SRR PAVA SR L CARRIDAHHINA IR & B

FAI-VERE) AT R8T DD,

_2_



ST BRI JAE BT - BT

1% E10.3%LL E1%Kd | 0. 3%l BEEA

A PRS2 51 &R & 3| AR & o BEEAUR S T BB A
EH(T I FT V|0 BREFR IR L Tw 2 EHT
CSRRF SR ESESE) . A EIE (B, 1, S o
M7 &) 2 5EIES %) 2 27 DY
FLBLNNDH b

RIMEFEEZ G SR |77 V) ¥ v REH] & ARH O GF #7AH]
FEHKN(F 7)Y YIS E ) KA EREE SEET 5
AHEFHIE) VAIHREEDLBENND 5,

e, FT V)Y Y RERNIIE
ISR 25 SR 2
L. DA FEEESITEAL T 5
ZENH LD, RH LT

HRCRREE R F IR, TR RO S AR, RR N RE ek, LR
yOBESE. |E RE MR, [, 34 o i) EThEE
PR, | IR, AR BE| X AL DCHHTH
WEERGE |, REEE. K VA F 4

T, R, [V —. g
R I o A I : SN € N VAR
DFE WV, RS
. BREE S
JHBE, SA
T 0y B A

EL bk

Z W

[5

il

HEAIIIERERICHES T AL,

1. BIfEM
ROBEWER DS SN b Z ENHHDT, gL 512170,
BEHRD NG E TG 2R IET 5 7 S R L& & 4T
Tk,

1.1 EXFEHER

11.1.7 HFRLN20%LL 1) HEIE(20%2L E) . EEEEK (0.3%4)
HFE WV, IR, ERELESD b, mE LEIEIcEs L
DOED D 5.18.1. 9.8.25K]

11.1.2 AZ(0.3% )« BlizkRE (BEEEAI)
ODAEDY) AT DS 5 EHTIE, BExTmI2drv. BEIRED
LN A Id G 2 Ik L, SR LiE 2479 2 L. [9.1. 12 ]

11.1.3 1EIUBRRURRAE (5 A HT)

AR, B, CKES. MR ORF I+ 7y LR
HoObNgaIciE, HS52hik L, MY RLEZIT) 2k,
F 72, BERUHRFEE IS X 2 S EREDOREIFERTAH I &,

11.1.4 BARZE(0.1%A:i)

11.1.5 IMEEERE BEEEARD)

M IIESE O BIBRED S S b D T LD 5,19.1.250]

11.1.6 {EIM#E (0. 3% i)

Pk, Rk, ST R, ERkEEEOKMEERD D 5
b3S 2 ik L, YR 0LE217) 2 k.

11.1.7 RAEMRNR CHEAR)

WMk, IPIR NS, SEEEOBREIRZ oo gt L, BEh
RO LN HE I EXA, WECTH oA % EMi+ 2 2
Lo MEMm A ELN G I xRS 2Pk L. BIERE S
VECHOPGSOBY R MEEZFTH 2 &,

11.1.8 Yav o EHEEAR). 7FT+45F—(0.1%KiH)

11.1.9 RERIRIEIRE¥ (Stevens-JohnsonfEREE) (A R
W) . BRAIHE B IEA)

11.7.10 BUERTN CHEAH) . FFHEREREE (0.4%)

BIENTF %6, AST. ALT EH% % 00 Tt E2xH 5 b b
CEDRDH D,
11.2 ZOftDEI{ER

MREEE % W, BIHERE, MBS 5 R (IR E B
Bl I ol ALEF BE IR, |BE. BhEAL
~ MmN HRERE 0%
7. i AL, B O
e e HE. |58 Ak
# IR
Py M3

T OV | s 1 o0 & | H T A
5 W
Lo s 5 [/lES 85— B = 7| TSR
oy 7, HIR.
TATEAEENR IR
PR, D=
LIpRE
kS [ LU S
JE, 1E2TY
I 2R . i I8 R B P N RN
K% Ot b SOV )N ¢/ N [V 3
i 5 s, B |

HEEE | B, RO AL S, AR, HE TR
IR NI 7 A= AN /N = P BT G/ N

MR WERE g5, B AN PRE, (. TIERR
RIS

FEJE I SRz | 3695 ZOFERE. WE. | BIIE. . |

W

S INE P | SRE . BT

o R BT, B A E. &

[OR siep ik (N N N 0N

e PR TR | S

B UIR PRIGEE, PEIRIREE | FR A ZhR

W

HEHEA R DY L. A SPHEAE, 1R
FL &, TPALILEE | BRhEA 4,

Hig, LB
W RN
(N2 LN

EHEEE R E, D|IEDE R (8B @, | IR
OG- RPT |8 957, |EREE B8 % 5l

1%L E10.3%8L E1%A | 0. 3% Al SR

g b N N N 0F P, ERETIR
(N
T A

W, | - sk

B O WL 4

BEAE

M K O°) I rp BRI A RE NV AR

AL 5 I ER AR
PR UV BR8] v U
TR JuiE EEIIE

RS | ANIRE $h Bl KA D DR, TE B (BENE.
e SRS | B E O S WAL,

R B R, PP o, BEER
9 D& B )Y R —
K E. AN T, =y
B o— |7 B
ME HR R |
HERE

=
N\
- 2

i

N
e

W, X

o

i

r, T

HoE =

FapEtRAs [REN (M fPCKEE hn, [k |k A, Mmoo A
ALTH . AST| s pigsEn HE%a

B, mp 72
7 —EHn, 1
VAN =2l

13. BERS

13.1 fE4R
15gE TOMERGHIVME SN TED, BERGRIZALN
7o EREIRIE, HEIREE, IR, SEELIREE, WO oL Bk, %
LESORS, HEIEETH D,

13.2 WiEd
RANZAMBEN I L DR INLE 2 enb, FEBIL TV HIER
DOREFENIE U CTMLEN O %N % Z S 5 2 £ .[16.6.32 1]



14. BRAEDER

14.1 FERIZAFOER

(EAIHE)

14.1.1 PTPAEOHEHFIIPTPY — F 25 L TIRET 5 &
IFFEFT DI L, PTPY — FORREKIZ X D . WA EE
AL, 213l 2 B2 L CHERBIR 250 EE 2 46
SEERT LI LD D,

(OD#E)

14.1.2 AFNITHFO L2 THER ZEH S5 & fiET 572
B, K L CTHRETRETH b, T2 KTIRHTLZELTE
5o

15. ZOMthDEE

15.1 RARERICE D B

15.1.1 #EHhCHEM S N7 A H % & L EBOITA»ASIZB
Ly TADA, FIEEEL R E L721990 7 F 1 ARt R
RRBOBEHERICBW T, RSB LR AR EROIHD)
A7 D, MTADPAEORMETT I L REEL LR L T2
B FUTADPAZERMEE 0.43%, 77 2REE:0.24%) . Bt
TAPAEDORMEETIZ, 79 v REELH~1000AH7201.9
N\ LR S (BWEHEX 0 0.6-3.9) 0 720 TAD
ABEOY 77 V—7 Tk, 75t RBEEL 100005721
2ANL\VERHE STV,

) ARFNIHA T T AN AL LTRBEIN TV DA, KBTS
RENORGE - BF IR S . SRR IR D 8 T d
5,

15.1.2 SEWELHIC B S 2 LB OFEEER M S Tw
TS, KA R PG S B TIRAF OSEBI AT IR I S
NTW5,.[9.1.38H]

15.2 FEERPRERERICE D < 1EHR

15.2.1 2O~ AN AEMEREBIC BT, AHEHNETO
iy MEFERE O LOEE RN T L ARIEORG 12X
. BRI A AIE OIS LERDSEANN L 72 & O#i 73 57

15.2.2 24EM DT v M HAFERERICB T, HKEKRAZETO
T MEFEREOSEL FOBEE R ICH M T 2 AREOHKG 12 L
D, TV E Y Ty MIlE RS 512 HEREZENE O S ER)
WL 7z 0SS 50, 20 T v b EIH /s A5t
BRIZ BT, KK TOUC-7L N v Bk R Dl 2213
MR NE & AL DRI HEIHETH o205, T v M3K
O52:8 [ SARHE G- B Tl R R a3 2 B R H
irolze IRICHETAREIEHOEBRII TSI L REL DS L,
T MR A A R & L 7213~ 165 0 75 & Ryt Hg
SHER (3R E) D 7T B RBETI33.8% 2% L. AFKIEE (150~
600mg/ H) T10.6%. R+ sk GHEREE) TiE10.2%.
HHERFIE A MR L L7216 50 7 T 2 Rt BB o 75
R TIE2.8% 26 L. ARHFI#E (300~450mg/ H) T9.2%.
Wi 5388 T139.4% Tdh - 72, [8. 4B ]

15.2.3 T v P OZFRRENR MRS EICB T 2 HBRIc B W
Ty WARBERHETOFY e MEFEO28ME U EOBEEIZH
M LAREDOHEGIZE Y, BIREFOFAEIS ML /28D
Wi bV,

16. EYEhEE

16.1 MAEE

16.1.1 BEO%S
HAR NS ALZ, 7L #3150, 100, 200, 250% UF300mg (%%
6B % A BRI G L 2o B B 12 A0 1B ] T Ca 2 5
L. Ti2ld 6 CTd - 720 CoaxX FAUCo1E, 300mgF T H &=l
BT, AR CHGI L TR L 7Y,

Erasn iy Chnax Tmax AUCo- Tz CL/F Vd/F Ae
(mg)  (ug/mL)  (h) (ug-h/mL) (h) (L/h) L) (%)
50 2.03 0.67 10.7 5.98 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) (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)

A E RS- %60, T (R E)

Comax * T 1o HLSE AR

Tmax * 952 155 HILAE H % FEE ) 53 R 1]

AUCo-  HIUHEH % B2 - I AT T

Tz o HHE R RE ]

CL/F: Bpriio&gs) 75 A

VA/F @ BT o5 fisifk

Ae(%) @ HAIFEG- 60 F TORZ(LAD JRhHEEEE

16.1.2 RiEH”XS
HAR NERERR AL 7L 473 1) 211150 K% 18300mg (£-4% 5-m:861) % 1H
21817 H M AR 8 G- L 72, #5124 ~ARIE ] CoE i IRTBIZE L,
5TH HOTred E 216,025 06 31/ TH - 72 F57H H D
AUCo2ld, #5HEIHH DL 45 CTdH - 729,

Crnax Tmax AUCo12 Tz

(ug/mL) (h) (ug-h/mL) (h)
BIH 7H  EIH HTH  BIH BTH  B1H BTH
118/150mg 4.23  6.30 1.3 0.9 22.2 316 5.11 6.02
(apzmEn) - .72) (0.7 1.1D) (0.4 (1.9 (3.6) (0.69) (0.47)
1181300mg 8.82 10.3 1.6 1.6 42.1 58.8 5.42  6.31
(1H2[n1) (2.3¢9) (2.3) (1.00 (0.8 (6.9 (10.6) (0.87) (0.54)

P (R (RE) . 4861

16.1.3 &EMENRIEF MR

(TUANYVATEILSEMe[TD A1)
TVLHINY A Tn2bmgl T A JE D) A h TR 25mg R
BFI2EzNZNn1h TV (T L AN ¥k L CT25me) 228 E [l #
e (ra Ak —N=) L. MEER 7L AN ViEr e Lz, 1%
5N7-FEYEHE/ YT A — & (AUC. Cmax) lZ 2\ TR EHEX T
MREHIAT 24T o 7285 %, 10g(0.80) ~log(1.25) DFEPANTH v . WHID
AW R SR DS TR S 7z ”s

BRHN 7 TRV GHE DI B ST A — 5

Cmax Tmax Tz AUCo-24nr
(ug/mL) (hr) (hr) (ug-hr/mL)

A AUV 9%
2Bmal 7 1 | 0.99+0.29 1.0+0.5 6.1x1.0 5.23+0.68
VA A7 EN25mg | 1.01+0.30 0.9%0.4 6.2+1.0 5.12+0.72

(Mean=S.D., n=20)

L2r —e— TLANY AT 2l T A |
I --o-- JUHH Tt 25mg
s Lor Mean=+S. D. (n=20)
K
L 0.8 ‘
% i
N 0.6
1
w04
JE
(1eg/mL) 0. 2
TR R I I I 5:\17
0 Q 152253 4 6 8 12 24
0.17/0.5 s £
00T e 5.4 OREH (hr)

(TLANKY AT EINOMgT T 1)
TVINY ¥ TR 150mgl $ T A JE ) ) A A T v 150me & fEHEK
ANBFIZENZNLA TRV (T LA/ ¥ & L T150mg) Ze 5 B nl %
PG (7 m 24 =N =) L, MmEh 7 L AN i 2 J5E L7
&N BRE/ ¥ T A — 2 (AUC, Cmax) (22> TI0% MR 12
THERHRAT 247 o 7245 1og(0.80) ~log(1.25) DFEPHNTH 1 . ]
DY AR SRR S N 727
BRFN N 7LV GO IEYEE ST A — 5

Cmax Tmax Tz AUCo-2thr
(ug/mL) (hr) (hr) (ug-hr/mL)
TVIHN) v h TRV
150mel 47 1 | 5.09+0.98 1.4+0.9 6.2+0.6 30.41+4.09
V) A7 E)V150mg | 5.51+1.09 1.1%£0.7 6.1+0.6 30.36+4.31

(Mean+S.D.,n=19)




T N —e— S LANY >IN 150mg T A |

i | --0-- U HhHTEIL150mg

4t | Mean=+S. D. (n=19)

o

7

L

%l

VA

)

>

i

1

(ng/mL) 11
TR A A R | | | ;:\Q

Oppr152253 4 6 8 12 24
0. 01}330- g 1 545 OB (hr)

(FLHINY ~ODE Mg[b D1 1)
T LN »OD$E25mel 7 4 1& 1) 1) 51 OD$E25mg x fEHE R A T
IZFNENLEE (T L A3 & L T25me) Z2JE I Rl 4% 5- (7 1 A
F— =) L, MR 7L AN ViR E L7z, 155 N5 )
fE/¥F X — % (AUC. Cmax) 122\ T0% {2 #H X J 12 CTHEEHAMT %
1To 7ofE 5, 1og(0.80) ~log(1.25) D& TH O . WjH]| AW [F]
SMEDHERR S 7Y,

FUHFI G S OEM B ST A — 5
Cmax Tmax Tz AUCo-2anr
(ug/mL) (hr) (hr) (ug-hr/mL)

0.91+0.20 | 1.3+0.6 6.0+£0.6 |5.12%0.56

7 L N1 2 OD§E
25mgl 7 1 |

(n=19)| V V 77 OD##25mg
7L #NY) »OD$E

0.93+0.20 | 1.4%+0.9 5.9+0.7 ]5.04+0.52

K
;J?) S5mal 7 1 | 0.92+0.18 | 0.7£0.2 | 6.3+0.7 |4.98+0.66
Ul
(n=20)| Y U #0D$E25mg | 0.93+0.11 | 0.7+0.2 | 6.3%0.7 | 4.80%0.49
(Mean=S.D.)
L2F (7k% U CHRAB O MoERE fiR)
molob o —e— JLJi/N ) 2 ODgE25NE 7 1 |
i --0-- 1J 1) /JOD$E25mg
Z’ 0.8 Mean+S. D. (n=19)
5
N0.6
!
w04
3
(ng/mL) 0.2
N R | ! ! ! 5:\17
OMm1152253 4 6 8 12 24
0.17/0.5 e
080T % 5% OkeR (hr)
1.2} (K CRRAABS DI RE HAR)
% Lokt —e— F LN > ODgE25me 47 A |
ey i --0-- 1) U JODE250g
‘7/“ 0.8 - Mean=S. D. (n=20)
N 0.6F
!
w04
B
(rg/mL) 0.2
) T | 1 1 1 1 5:\?
OWQ 152253 4 6 8 12 24
0.17/00.5 N b i
080 1% 5% D¢ (hr)

(FUL#I\U ~0DEE150mel BT+ 1)
7L #31) »OD§EI50mgl 7 A | & 1) ) 5 OD$E150mg % M EE A+
IZENZNEE (T L AN v & L T150mg) Ze R H k13 5 (7 1
AT —IN—=3) L, MR 7L AN iR lE Lz, 55723
BAE/ ST A — & (AUC. Cmax) 122 T0% EHEIX [ 12 CREEHRAT %
1T 72455, 1og(0.80) ~log(1.25) DFFANTDH V) . WiFI O 4 W21 R
DT S NI
KA G G OSEY BYE N T X — &

Cmax Tmax Tz AUCo-24nr
(ug/mL) (hr) (hr) (ug-hr/mL)

7L AN »OD§E

% |150mgl 1] 4.68+0.95| 1.5%+0.6 6.4+0.6 |30.53+2.91

L
(n=19)| YV #70OD$E150mg | 4.63+0.99 | 1.4+1.3 6.3+0.6 |30.07%+3.19

7L 4N »OD§E

150mel 7 1 | 5.07+1.05| 1.1+0.5 6.2%¥0.6 |31.12+3.94

(n=19)| Y Y #0D%¢150mg | 4.60+1.10 | 1.1+0.6 6.2+0.8 |30.77+4.02

(Mean=S. D.)
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7F (k7% U CHRA O MAEE R
% 6L —e— J LA\ > ODEELS0mg 57 A |
i ---o--1J 1J JOD#E150mg
v Mean=£S. D. (n=19)
v
%l
N
Y
>
B ooLbr T
B
(reg/mL) L
THN I B | 1 1 1 1 ;Z\?
OWQ 152253 4 6 8 12 24
L 01.7330- g BB OWEE (hr)
7+ (7K CHRAABF DI RE HR)
Iﬂ?’{l 6F —e— 7 LI\ > ODEEL50mg 71 |
i r ---o--1J J /JOD§E150mg
VA or Mean+S. D. (n=19)
L N
Vil 41 A
N =
U 3r
it
< L
I 2
(ng/ml) 1L
1 1 1 1 S\_q

I Y I |
0 1152253 4 6 8 12 24
Oﬁ% . B H O (hr)

MAEFRIREE 7 5 NZAUC, CmaxS /87 A — 71, WEE ORI, 1K
ORI - BRSO RS L > TR D WHEMDL D 5,

16.2 MRUY

16.2.1 BEDHE
HARNEEER ALIBIZ BT, MERETERICTLA N V%
150mgH [l 4% 5- L 720D Cinaxld F 1214954 1073 22ug/mL. Tumax
130.947J% U°3.37H: . AUCosld # 1L 2 131.2% 0°28.8ug - h/mLT
HoTze HEHEBEGIZB VT CnaxlTHI3BWMET Ly TrmaxlEF2. 4F5 I IE K
L7275, AUCosDIE FiE#8% T - 729,

16.3 £
AARNBEER IS, 7L A3 250, 100, 200, 250/% U8300mg (4-4%
H6H) % HE £ (MR %S L 2B BT o547 B8 (VA/F) 1
FJAOLTH o 7zo T LN ATMERICBAT L. AR 54
MAEED IR, 0.76TH o720 T LHNY Y, 0.1~20ug/mLIC B
WTHHEERFIC, 1 FEAEREE L D729 10 W (n vitroif) o

16.4 {38
TLUANY HIEE A ERHEZT v BB (DEE A6HI) 121C-
7L H N 2 100mg (107.9uCi) #%£5- 2 JRHIZ AN S 72 T GE 0 #9
QUASKREALMR T D > /oo RIS SN2 T L AN v o FEAH
WCd HN- A F VIFERIZR A G ED0.9%E LTS 17z, In
vitroiERIZB W T, T LAY Y 159ug/mL (ImM. 600mg/ H #5-F D
ERIRFED Crax D FI106%) TCYP1A2. CYP2A6. CYP2C9. CYP2C19.
CYP2D6. CYP2E1M USCYP3A4IZRI§ % FHEIZFRD SN o 7212 19,

16.5 HEftt
HANERESR A, 7L #7231 50, 100, 200, 250/% U8300mg (4%
H-m606) % A IR H R G- L 72 OCL/Fid4.64~5.15L/hC
Ho7z0 ZOHEORHHEIHIL83.9~97.7% TH > 727,

16.6 HEDERERTITEE

16.6.1 =&
AEHTA6T~T8i% O H AR NMEHEE|E6FIIC 7 L 73 1) 2 100mg % H.AlFE
4% 5 U721, Tmadd 1. 4B, T12136. 320 T2 > 720 AUCo-o K O
Tield, REREIEEIE 7L H/3) 2 100mg % IR 4% 5 L 720 &
L CThE PSRN RS A @25 S 7z,

Crnax Tmax AUCo-< Tz CL/F

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

i HE 3.24 1.4 26.6 6.32 3.82
e (0.55) (0.5) (4.3) (0.82) (0.65)
T HE 3.56 0.75 20.4 5.66 4.93
It (0.67) (0.27) (1.3) (0.59) (0.35)

MR - %661, PI5ME (R (R )

16.6.2 BiHEEEEE

(M EHERED R 72 2 BEERE 260 % X R12. 7L AN ) ¥ 50mgk B nlk
Bh L7k, BREOK TS > TTweA R L, AUCeH-238 1 L
2o CL/ERUS 2 )75 ACL) 327 LT F=> 2075 ALkt
BIL 729 (HEAT— %) o



JL7F=%  Com  Tam AUG~ T CL/F  CLr
7079 A  (ug/mL) (b))  (ugh/mL) (h) (mL/min) (mL/min)
>60mL/min 1.8  1.00 159 9.1l  56.5  44.9
(n=11) (0.39)  (0.22) (4.4) (2.83)  (17.6) (23.6)
>30-<60mL/min  1.53  1.20  28.2 167  30.6  15.4
(n=7) (0.29)  (0.39) (5.0) (4.1) (7.3) (7.7)
>15-<30mL/mn  1.90 1.3 523  25.0 167  9.23
(n=7) (062 (148 (L7 6.7 (3.9 (33D
ShomLmin 69 100 101 487 830 430

$e58 0 50mg CBIAD) . P39l (iR 22)

CLr: 27U 77 VA

(2) BRI ENRERRAT
838 D W R (H AR NATAB % & e R ERETOBI, 2 IRIE IS B tifg
S 2610, B R M RN R 2 S R A A T A B 1540 J U
TRMER A B 22401) & RF G & U CHRESE SR B RE AT & SN L 7oA
By KN E G- 8= M AV FEFVDEE I N, L
LCCL/FIZxf LT L7 F =227 5> A(CLer) Jt OBLEAR TR,
VAd/FIZk L CBMIL, BUAEAE, 50K OCEkE2SHE S zh, 7L
N Y OFEYEN RSB A 52 5 KT & L CIECL/FIZH 3 % CLlerd®
EETHDHLEZ LN, BREREEZIZBWT, CLadfXTIZX
. LN Y OCL/FIMETT 570, Clerftiz 2% & L7k -
MEOHHPLETH 5,
F 720 HARN OBERIF AR wifR B 120k D SR B 12 B W T, Cler
A330mL/minkk L60mL/min i I T L Cw A EEHEIZT LNy v
150mg % 1 H 208 R 135 (300mg/ H) L7z & & DB HEIRFEIZ BT 5
AUCo12(AUCo12.58) DE T MIZ & AHEEM L. CLer?™60mL/minkl o
BEIZT LN »300mg 1 H 20 AR 1% 5 (600mg/H) L7z & &
LR L CTdh o720 Cler?®30mL/minkh E60mL/minsii O B &I BT 5
TVLHNY D7) T T v A&, ClerA60mL/minbh o B of)
T 72910 [7.2, 9.2, 9.8. 1]

A A= penE AUCo12. s CL/F
IIT T VA (ug-h/mL) (mL/min)
>60mL/min 115300mg 75.5 69.2
(n=31) (1H2[m) (17.1) (13.8)
>30-<<60mL/min 118[150mg 80.3 32.3
(n=14) (1H2[m) (16.5) (6.34)

TPl (B i)

16.6.3 MREREE
MUEBNT % 521 T B BERE 126012 7 L 4773 1) > 50mg % Hlal ke 4% 5
L7z, ARER O MUELEANT 12 & 0 A2 7 L 778 i EEIER950% £ C
WA L7 ZOWOENZ1) 7 5~ 212192mL/min T - 7219 (4HE A
T—%5).[13.25]

16.6.4 1B7LIF
FEMR120A M P o 32 2L (1060) 12, 7L AN v 150mg% 121 & &
W25 (300mg/ H) L7z, 7L ANY I REFLICRRIT L. Bl oo
TWIRREIZ B 2191, FHMEMEE T OFRT76% TH - 72 FLIEDFY
B E 2 150mL/kg/H EIRET B &, 7L Y OFEA~DLH
H72 0 OFHEEFERIX0.31me/kg/ H (FEIRFA T2 L EES RO
7%) LHEE SN DY FHEINT—4),[9.65 ]

16.7 EYMEEER
TVUHNY) AFFEE L TREMEO F FIRPICHEES L, B MiZBw
TIFEAERBEINDLZ LR, FAMBEERICDHEA L2 WVD,
TN VS EAE R % 5] & f 2 3RE MR (SEEA T —
5o

16.7.1 HI\RVYF
TVLHNY) EHNRY T OEFEYHASERIZOWT, HEER AL
ZRRITT LAY 2 100mgle S H /8 F 2 300mg % Hlal$ 5 L 725
By M OERESALSBIC 7L 773 1) > 100mg M O /3R > F > 400mg
PG5 (P 5- T FE - 8RR L 72 5kBR % 20t L TGS L 720 2 DR R
KA L O EE G OWFIUZBWT L, T AN Y OPHHIc L -
THINRY T ORI ZEAL L oo Tze T2, TLHNY YO
PUEFE XA NN Y F VBRI & o THOTRIMET LzAs, WINE 2 IE 5
BM T2 o 1219,

16.7.2 ROBMIRE(EEE/IVIFY ROYRUOIF VIR NS IF—
ILOEH)
TEHE RN e PE16M1 % 0k SR AR 3E (FERE 2 Vv = F > F i v Img e O
IFZIVIA R T Y F —0.035mgDAFILHLE) & 7 L8 (1
200mgl H3[H) % [ IR %5 L7287 LAY YO 2 v
IF 2 PO Y DCumald 7L HNY) »IEBE I & Il L T2 b3, 7
L AN B EEDAUCh2ld 7 L 7773 > SR FEIEE & i L T 16%54
L. ZLHN) Y VEFr Fay OEYERICEEZ RITS R
ol TUHNY VHHBOLZF Z VT A NS TV F — VD Crax L
AUCo2uldy T L AN VIR & Felst L T2 L2 415% K ON149%347m
L. ZLANY) VI3 F VI A NI VF — VORYBIREIZHEE T
IEE Dol T, BIORHEEIZ 7L AN v olsEdiEeE (5 7
) (2R BT & i o 7220 2D,

16.7.3 OSE/I\LA
TR R N 12000 % 5 502 7 L 473 ) > (1IR1300mgl H 2[0]) % B A58 1 #5-
thy T FE8A (Img) 2 BEAHG L 2H. 05 £78 A O Cra L FAUCH-
wldy FLHNY VIR & L L CENEN6% R 8% L ., 7
LAY i3 a 5 B8 A QMBI HE LY RIS hholze T2,
05 BSAPEHBEO 7L N ¥ DOCraxld, B 5 B2 KLY
2% L. AUCo12131.8%MK <. 15X/ 7L AN ¥ oS E)
MRICIE R G2 otz TLHNY e TESAOMHIZEY,
FRHIBRAE N OHL AR B AR 12 B 1) 5 DU 2 AR, HAI
BRI IETHIINAY I 3 2 B 25580 57z 2,

16.7.4 #FY ARV
e e N 12610 % %F 512 7 L AN ) o (1A1300mgl H 210) % R 8 R # 5
B, ¥ T3 (10me) 2 PG L2, %23 F Y OCuua X T
AUCo-wld. T L HN) VIEPEAIE & Jlk L 2 211.1%K% 189.5%
WAL, LA V4 F 20 N OB HES RIZTS ko
2o /20 X VAN UBHEBEO L HNY) Y DCradds FF IR
PR X ) 4.5%(KA - 7285, AUColid[FREETHY ., FFa by
WXT VAN ORI E L G2 ol TLHN) T F
A RO LY. RRARERE L R E BB AR BT B RO
RIEAFREEDY, WAL G AR THIA I T § 2 55780 51
t24)\ 25)O

16.7.5 T#./—IL
TEEE R N 1360 % b 512 7 L A7 31) » (1A1300mgl H2M0) % AR RT3 5-
%, =% /7 —(0.70g/kg) & PERIZ S L2, =%/ =V DCuna L O
AUCoeld. T L AN BB & Il L T2 2n8.9% % 1%9.6%
WAL, TLHNY) VIFT s ) = VO BRI RITE o
2o Fio I = VEEFHEEO T L AN ¥ DCmaxc X FAUCo 121%. T
5 — VIEGE R & I L T ENREN21% K F1%E o 72h5, S D7
R EMEE R 2 TE RV EEZ SN, TLANY YLy ) —
VOB X0 . FRAHRRE L OHLRE BB RE 12 5 1) A RUSHEFE R IR %
HAEDS HHI G A CHIIN B AR T 3 B A0 S 7 20,

16.7.6 Zxz=hA
7 x = M EFIOMEREG X D EEIRDEE L T AR AR T A
W ABEL06 %2 % 512 7 L AN > (1E1200mel H 3 % B R % 5
L7208, FLAN) iE7 2= M Y OMBERRE (S 5 78) ([2E
ERIZET, FT2 b AYDTLANY) YOS EREICEEE S
Ao l®,

16.7.7 AILIX\REEY
HVINT VY U HBH F MRS SN TO DA TAD ABELG % 5
FAZ 7L AN~ (1H200mgl H3M) % SRR % G- L 728, 7L AN
N AE AT Y Y R E O (10, 11-2 R ¥ ¥ FIR) o 4 d
(N T 7)) IS EZ RIFET, AW EE LT L AN
VOB B R G2 o 12B)

16.7.8 J\)L 7O
SNV T EEEF N Y A HA R MRS SN TW A BATADABRELL
Bl %6k 502 7 L N > (1E1200mgl H 3 % SOERE O35 L 728, 7
LN P3NV T aEEO MR RE (M7 7 ) 1B Y RIS,
TNV TUEEDL T LAY O BREIERE 5.2 b 2P,

16.7.9 SENUFY
FE M) F U EBEFTHRHE S SN T ATAD»ABEL2E % 5t
AT L AN ¥ (1A200mgl H 3 % RAGRE 5 Lz, 7 L AN
VT M) F L OMBEREE(N T 7)) ISR EE RIZTET, $72
FEN)F YL TUANY) R BRI E L G 2 o727,

16.8 Zfth

(FUAHNYYATEIVISMeT DA 1)
TVLHINY) U H T e NTEmgl A NIEIRBEI kRO X, TN
U H TEMS0mgl BT A L& A RS & A Sz,

(FLHINYUVODEBMeB D1 1)
T LI N) Y ODEETSmgl T A NIIE S E D&, S AN v
OD$E150mgl 47 A | & AW [R5 & A Sz,

17. ERPRRGIE

17.1 BMENUREMEICET 255R

17.1.1 BT S inNadiReER
RIS T RS 2o B & L 7213 B R 45 0 — I B UL BB
BT, EEFEIEE TH 2 RMEFFMEEOEKEA I T I TEDO LB
THh, 7L\ »300mg/HEKU600mg/ HEETIZ 7 I L AREEE L
B L ORI A B A WSRO b e 92,

TR AT D A 3 7
Az T 97 | 6.12#0.19 | - T
G| ® | 4ss0m | 0ar0wm 02| 0%
Mot | 89| 4me0m | 080w | o
égg;:;;gf,“ o7 4.49+0.19 | -0.63[-1.15,-0.10] |  0.019
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a) PEBRFE 3 H AL T B A O Hab o & B L 72 LM P399 A 2 7 [0 & 7
L) 2 510(Z Bl EZ2 Wi A) OLLERS TRl S AL, A 3 7 AR E WIT LTV &
EIRT o

b)&;ﬁﬁ%U\CLcrE EWF N=AT A4 OEFATT R ER LT DI

I VTF=r )T T v AHEEM (CLler) 12 & 5T 30<CLer<60mL/min D ¥
1213300mg/ H+ >60mL/min®#ER#E 1213600mg/ H 258 5- S 7z,
VR RE R ORIMERASEEF L, 77 1 RBET43.9%(43/98
). 7L AN »150mg/ H#EC57.5%(50/87%1) . 300mg/H#ET73.0%
(65/89%1) . 600mg/ H#T82.5%(80/9761) Td - 7z L ZBEIWERIL. F
PR F 0 (31.1%) . IR (28.6%) . fHFE(12.1%). FAEMEFE11.7%)
Tdh otz TEELBINEM L. 150mg/H BE 120 A 22160 (527 © R W
15). 300mg/ H#ELZ 3 a2 /R E o 151244 ()7« [A1482) A% 7z,
W PRI AR RS AR B 5 A D R 2o R L L7213 RS-0 &
BRILEGRBRIC BT, FZFHIIEE CTd 5 RGO/ A 3 7
EFEROEBYTHY, 7L AN »300mg/HEETIZ T 7w RIFEL L
B L CRERHAMICE B R AR b,

IAS R P A 3 79

N=AF4 2hb

#5EE e |ANTIE| 0L o T TR o
B i | OSSR tostmxn) | PR
135 | 4.8320.21 | 21

;)é’mz/’;['f) 7 45 | 408032

-1.94+0.32

Q) BBRE DY N T 2 M A0 HaEr S 5 L2 B OFI5355 A 2 7 [0 & 7%

;@;ﬁﬁ:hﬂﬁ&wﬁ%)@ﬂ&%fﬁﬁéﬂ‘x:?ﬁk%wﬁ&ﬁw%&
NER

)X G BER OCLrB 2 T R— AT 4 ¥ OIERA DT &I b+ 5558055
WE (AR OIEIEA T ON—=2 7 4 ¥ 6 OBALRIZ BT 2 T L AN ¥
300mg/H#E & 7o RBEL oA FEAME Lzo)

DZLT7F=2 2075 A (CLer) 12 & - T 30<CLer<60mL/min® ¥ i
1213300mg/ H . >60mL/min®# B (213600mg/ H 23 5- S 17z,
e AEVERHI O B ORIERZEBLE X, 7T 2 RHET36.3%(49/135
B, 7L AN »300me/ H B T56.7%(76/134%1) . 600mg/ H # T
80.0% (36/4561) Td - 720 EAREIEM L. FEIED T\ (300mg/ H #
19.49%J U0%600mg/ H #£37.8%) . {E#HE (300mg/ H #:20.9% &% 0°600mg/ I
40.0%) . RHSPE IR (300me/ H #12.7% K U600mg/ H #13.3%) . 1A
I (300mg/ H EE11. 2% % 0°600mg/ H #11.1%) Td - 720
WAERRERE RN R & L2I6AM RS o —EERILEREIZB W
T, EEFMIEE TH 2 REGHIFOEBA I T IEITEROEBY TH
D, FLHNY CEE(300~450mg/H) T 7 F £ R & ik L CHErE
A B AR 5 72803

A O A 7 7+
BSH P e A
EOR | Ui | oo famxm) pil
7ek | 248 | s5d45%012 | - ] -
TVANY ¥ 0,44
300-450mg/H | 20 S-012012 | 19.78.-0.11) 0.0016

o) W Y H AL #2964 0 H 3k & 5 L 72 LA O F 3955 A 3 7 [0 & 7%

;@;@}0(:mumxaéﬁ&muw%ﬁwné M 237 AR EVIEETRVIGA
TR o

WHEGRERFT. N— AT A ¥ OEIGA DT %R L3 5 I
LA VERH R R B O REIEHFEB L. 77 2 R BET51.6%(128/248
B TLA N L BETS2.4%(206/25061) T - 720 ERBIVEMIZ. MR
(45.2%) FEITED F 2 (28.8%) RTEEIN(14.4%) . FHFE(12.8%) TH—720

17.1.2 BRI SHER
RIS B e AR 1260, A PRI M SR AR I P D R R
123051 G A7 85 0 AR B 106151 304 v AR P Aot s 2 ek o (R B 120
. AR R SRR LRE L PR D R ) BB 1036 2 it G & L7z
FEHH%G 3B (W b 528) 12 B 1 5 i A O 5 E (0~100mme Visual
Analog Scale CEAK Z VI ETRWiA X IR T) OFHEITTERD & B
0TI o 723988

Jii A D BREE (mm)
AR £ wRIEE R B PRI AR R R L2 ) e
FEEIEL | PN = RS | REMBIEL | TN = AR
$ 5 126 62.0+19.0 123 52.8+21.7
1238 116 35.3+22.3 119 30.0=23.0
2438 105 34.0+23.0 112 27.7+22.0
5238 94 28.3+22.9 97 24.8+20.8
Jifi A O (mm) ¥
FRAMRE RAE A A AP R R E M
RGP = B RE | RRGIER | IO = AR
fiacn:i] 106 61.8+23.5 103 67.1+16.6
128 104 48.9+23.3 98 44.3+26.9
2838 101 48.3+23.8 92 46.3+27.1
5218 87 47.1+24.8 85 44.9+27.0

a)0~100mm® Visual Analog Scale TEATK & W F ETRVFEAZ 7R T,
N R % 53 B R R T ) 12 B W L A PERRAR S5
DO FEIMEH1278.6%(99/12661) (278 v, ER eI FEIED F»
(28.6%) ARVEIFZAE (16.7%) . IR (15.1%) . AEHEN(13.5%) TH 720

_7_

I P U195 - 2k B O PR 9 1 A iR B 22 L2 0 9 ) I B W T, &4
P 5T A R S 1 T D BRI IE70.7% (87/12361) 12380 S, T4 B
V. IR (22.8%) . AREEGNN(22.0%) . FEED F 2 (20.3%) TH - 72,
] P9 R 1% G- 5t GREAHE AR R 0 ) 12 B\ Ty 2 e MR R Alsek S v L2 AR
JH1384.0% (89/10661) (2588 S AL, T 72 BINE L AR (26.4%) . B
D F W (24.5%) . AREBGNN(18.9%) . HFE(16.0%) TH - 720 BUEH D
EIEEIX. £ BETH Y. BEEORERNIZRED bNkroz,
] A 2 0193 - kB (P A e e B S PR ) 12 B L AT T A LR
L R S BREEDEAL L 72D B W IZ BRI s 8 7212
SEHL L - BIVEMIE. 87.4%(90/103%1) (2780 b, E4EIEMIE.
MR (48.5%) FRILHINN(28.2%) . FEED F 2 (22.3%) . KM FIE
(17.5%) TH > 720

17.1.3 EEHEERR RS
FRIEGHERESE 2R e LIGEM RS o —EERILERBRIC B
W, EEFMEHCTHL2EENOERAITIEITEDOEBY TH
D, LAY CEE150~600mg/H) T7F & R & i L CHats
HINZAH B YR TR0 H iz,

,)"g,’zﬁx ] 7l>,c}

n b i) R ONR—2F 1 s
BRI e | o omesE TILRLOE |
ol ey e s | (95 (EA ]

-1.07=0.149 - -

FLHINY v . . - U D
150-600mg/H | 1° 1.66=0.157 0.59[-0.98,-0.20] | 0.0032

) IR G132, 150me/ B2 S BIMG L, 528 & ) BEBR % 47\, S4B TR
VCHE L7 B CESE S S 6B E TR A 2 L & L7,

b) e B AV H SRS 20 4 0 HEE008 A 2 L) A 5102 BB 7 Wi d) D118
B TR S AL, AT 7 AYKE VIR R A RS o] B S L 7z it e (1638
) OYSEA T T D= AT A b OPIEEACE & 5 ME T L 72,
EHRMON— 254 s OPHE(LR=
U (16 ) OTPIERGA T 7-R— 2 7 4 ¥ OFIEHEA 2 7] x [ &Y
OFESWIR /A5 Q6 ]

OBGBR MR AR T, R—R T4 ¥ OERHATT RO 2 BEOFM
DA T %W E T 5 I
LGRS R B ORIEMZEIEIL 7T 1 R C46.7% (50/10761)
T L AN Y HETE7.0%(75/11260) T - 720 EREIMEMIE, @R
(33.0%) FEPED T (17.9%) . FAEVEZIE(11.6%) Tdh o 720 B
Ze BRI . ARIUHERE LB AS S S, [ L 72

17.1.4 5175 R igaER
WREB R EE 2SR L L EEREBRBRICB VT, T
FHUITEHH T 2 RAGHIEF OERBA I T TEOEBYTH Y, T
NOHERIZ B VT 7L A3 2 300mg/ H#E M 0600mg/ HEETIZ 75
LR L R L ORISR B S ATED H e,
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Somg/n_ | B | SOOI |y 79 .45 | 0006
VA VAV IV -1.79
600mg/ H© 83 4.3550.24 | [ 5 4a") 157 | 0-0003
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SHEM) |y | T 00 |
omg/f | B | S MEOZ g gy | 00002
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4 7T R 84 5.29+0.24 - -
@HE) |ZrHoNy o T 169 |
600mg/ H* 8 3.60=0.24 1 1y 5371 g5 | 00001

a) WBRE DME HELIT 2 A0 Hiko & 5l L 72 LM o F¥3% 58 A 2 7 [0 & 2
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ERY 6]
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P P a i i
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Pae @i

A VLT F=r )T Ty AEEME (Cler) 12 X - T, 30<CLer<60mL/min D #5k#
1213300mg/ H+ >60mL/min®#ER#E 1213600mg/ H 254 5- S 17z,

HLEH & SOGHERIC B\ T MRl Sl b o Rl EH 3B 1L
7 Y RHET39.8%(37/9361) . 7L 7731 2 150mg/ H #:T59.8% (52/87
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Tholzo EREEHIZ. FEIMD $ v (150mg/ H #:16.1%. 300mg/
H #£32.7% % 1F600mg/ H #£36.7%) . & It (150mg/ H #£9.2%. 300mg/
HHE11.2% K% 1°600mg/ H #:25.6%) « A 71 (150mg/ H #£12.6%.



300mg/ H #£14.3% M 1°600mg/ H #£13.3%) T&H - 720 % BIEH
1$, 300mg/HEEWZ T F 7 4 7 F 2 —#ES16]. 600mg/ H #1258
e F /BRI /) 60788 / AR PR 0 /AR IR OB F 251 12 ity &
. WINGEEL 72,
ARESE T/ MAH R ER212 B W T @M FHlixT S50 F o B/ B %
37T & R#ET25.0%(22/8861) . 7L AN »75mg/ H # T32.1%
(27/84%1). 150mg/ H #ET41.0%(34/83%1) T&H - 720 E R BIMEM X%
B> £ W (75me/ H#8.3% M 18150mg/ H #£14.5%) K OMaE R (75me/ H
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H #£14.8% K& U°300mg/ H #£23.7%) . 11§z 8 (150mg/ H #9.9% K& O
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D VEIRAGHE . OB PEASEE IR /O S PR A AL UG O 3BI44F A3kt S
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SR AR MR, SEELIE PR DTHERE S L7z,
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(13.5%) EINEZE(10.19%) . §947.(9.0%) F OSFEH AT (7.9%) S CThH - 726
17.1.5 S{EREA IR SHER
TR R BB 2t R & L 72 B 550851 (15461, %3128
5 R O2Q27506], mRE172EHETG) 2B A OFREOFHHEIE T
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T A D5 (mm)®

SIS T RS- atha1
FREIE | SPIfE + R R

R 5 a2
a0 S K e o 725
67.3+17.9

154 69.4+18.7 275

32 36.8+23. 78

a)0~100mm Visual Analog Scale TEASK &V T EHEVFAZ R T
B $ 5 S BRLIC Bv C 2 e VST il k) S o B E A 1E75.3%
(116/15460) (2720 S, E & EMEH T B D £ (20.8%) . 1k
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(8.4%) « A IRME J VLT (£57.1%) « METTIE T OB (#56.5%) %
THholzo EELREWERIZ. Fhc X 24M5300, EEEER, EEhkk
AR U v adiiE, REVERAMIGE /O S AR, Jom /R
W2 & B AME /SR X B AMESTIRME S S AL, Wb IfE L 7z,
MG ER2Z BT R S8 O REIE-1265.1%(179/275
BRSO SN, ERBIERIZTFEINED £ (16.0%). A4 M7 IE
(12.7%) . 161 (10.5%) #EJTHE. F5HL. PRI O 5 (455.8%)
B (5.5%) 55 Th o7z EHEAREWEMIZ, FHRRREE, RIS/ KM
D233 HRE S, FORIFIEENENRNE, RETH -7z,

17.3 Z0fith

17.3.1 BEOXERR
HARNERB A 20t 5 & LTt IR R VBRI 7 L N1 % 150mg
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HV T AT v 3V OMBLEE TOIRBE T OV > w7 A5 A % 3
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18.2.3 ARVT NI YV (STZ)RRKRETIVICSIF 707 « = 71ER
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32.5%24.
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B TLANY PR EAT S B & S B S2H AR L 72
V) S TR 2 R LI L 2 A 2 B 7 0 = 7 LR, Y
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—f&%2 : 7L #/31) ¥ (Pregabalin)

%42 : (35)-3-(Aminomethyl)-5-methylhexanoic acid
SFI - CsHiNO:

SF= 0 159.23

‘e

NH:
CHs / H

> CO.H
H:C
M RO ETH S, KITRRBEITITL L AF 7 —VIZHD T
WIFIZC L 7 7= (99.5)12IF & A EHEIT v,

xp2, ‘At
(FULAHNYATEILSEMET DA )
PTP : 100% 7tV (10Cap % 10)
(FUAHNYATEILISMgT D A1)
PTP : 100% 7 (10Cap x 10)
(TUANRY VAT EIS0mel8 o1 1)
PTP : 100% 7+ )V (10Cap x 10)
(FLHINUvODESMegB D1 1)
PTP : 10082 (108 X 10) . 5008 (10$% x 50)
INT 2008
(FLHINYUVODEBEMeB D1 1)
PTP : 10082 (108 X 10) . 5008 (10$% x 50)
INT 2008
(T AU V0DEE150me oD A 1)
PTP : 100$% (108 % 10)

23. FE0k

1) A FEREE () ) 2 h 7 Rv  20104E4 8 16 HA&AGR, HREEF
WE%2.6.6.6)

2) Lockwood, P. A. et al. : J. Hum. Lact., 2016 : 32(3) : NP1-NPS8

3) B A RS () ) 2 A T Reov - 20104E4F 16 H KRR,
HEE SR T22.6.6.6)

4) DBAEMERER () U B H TV 2010464 H 16 H KGR, B G GRS
2.6.6.5)

5) fEREN A B 2 SEWBYRE (RIS (V) A 5 7L 1 20104E4 7
16H KRR, HRiakis2.7.2.2.2.1.1)

6) fREEES NI BT 5 S ENRE (SUEHS) (V) A 71 7L 0 20104E4 A
16 AR, HrEEFEEE2.7.2.2.2.1.1)

7) HrEL s & RIR, 2020 5 69(11) : 1285-1295

8) EEFFIZEA ¢ HrdE & ERAR, 2020 5 69(11) © 1296-1312

9) EHEOEE()) S A TR 20104E4 16 H KR, B SRR
2.7.1.2.2)

10) USRS RR A G- O SR B AR K OV () ) 71 7L ¢ 2010454
H16H KGR, HIFHEHRHRE2.7.2.2.1.6)

11) MAEFEREKEE (U Y B 5 7R 20104F4 H 16 H KGR, G5 e EE
2.7.2.2.1.5)

12) B3 U B 7 )b 2 20104E4 H 16 H AKEE, RS REMEE2.5.3 .4,
2.7.2.2)

13) & bcytochrome P4501KF3 2 BHEMERH (1) ) A1 41 72 )b © 2010454
H16H KGR, HIFHERRE2.7.2.2.1.3)

14) EEEEICB H3EWERE () ) 77 TRV L 20104E4 H 16 H &SR, Hi
FHERMRE2.7.2.2.2.2.1)

15) EHREREERE R OMOENT EF 2B 23 ERE () ) A H
7w 20104F4 H 16 H KGR, WREERI%E2.7.2.2.2.2.2,
2.7.2.2.2.2.3)

16) fEHEpBRE . TIRIEE AR . FEIRI I AR RS iR 12
P9 IR & A3 5 B N OSRMER R E B3 12 BT 2 RHEFEEY
BREQ () ) A 5 7 L 20104E10 3 27 HAKGE, B A &R 22
2.7.2.3.5.1)

17) fEREREBRE . A RIS AR R . PRI T R A e 5
VIER R AT B BE B OWAHER e B 12 BT 5 FHE SR Bh i



18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28
29
30

31
32

oo

33)
34)
35)
36)
37)

38)

39)

40)

41)

@) AT RN 20124F6 H 22 H KGR, HEERMME2.7.2.3.1,

2.7.2.3.4)

SEWEREIC RIS 2 SEAREAER () ) 1 1 7oy - 20104E4 H 16 H K

A PR REE2.7.2.3)

N F 2 L QY EAER (1)) 717 7 )b« 20104E4 A 16 H 74

. PEEEEET2.7.2.2.2.3.5)

FE I BEAL S & O EAERDO () ) 75 7 2v - 2010454 F 16 H A

B, HREERNEE2.7.2.2.2.3.6)

FRITHITSE & OFEYHERH@ () ) 5 7 v 0 201044 H 16 H A&

A EAEHEE)

05BN AEOEYMESEROC) ) 17 7 )b 201044 H 16 H 74

. PEEEEET2.7.2.2.2.4.1)

07X A L OBYAMHESER@ () ) #7 7v  20104F4 F 16 H A

XNy EOIEYAEAETRO ) U A A TRV 2010424 H16H

R, HEERIE2.7.2.2.2.4.2)

¥ a Ry EOSEYHEIEH®@ ) ) A H 7RIV 20104416 H
PR, AR

LIy 7 =) EQIEYAEAEFAO () ) A5 72l 1 2010424 H 16 H K

P, HREERMEE2.7.2.2.2.4.3)

Ty =) OSEYHEMERC) ) A5 7R 2010454 H 16 H A&

A EAEHREE)

Brodie, M. J. et al. : Epilepsia, 2005 ; 46(9) : 1407-1413

FEPVERL AR R SRR (7 7 2 L 75mg)

FEPVERL A I A B (OD$E75mg)

ANIERERE = HARNA > 271) = 7324558, 2010 5 17(2) © 141-152

] PN 45 AR ASERIE 5B (s DBt i) (V) ) 11 7 v © 2010484

FA16H AR, HiEEH%22.7.6.29)

] P 25 TILAH AR RIE B CHE PRI 12 A AR R S 21 5 9) (U ) A1 o

7V 20104E10 H 27 H KRR, HIEEERHRZE2.7.3.3, 2.7.6.1)

I PN 25 T AR M RIE R GRRAE A T AE) (1) ) 77 1 7' )b« 201246 H 22 H
. HREER®E2.7.3.3, 2.7.6(2))

EINEI 538k G R E AR RE) (V) A 4 7 )b« 20104E4 5

16H KGR, HFER%2.7.3.5.1, 2.7.6.37)

PN E 5 53 B OV PR IR P AR R e B B L2k D S (W U A 7

oV 0 20104E10 27 H KGR, RS & EMRSE2.7.3.5.2, 2.7.6.24)

I E 5 - Bk (RRAE A i) (V) ) A1 7 77 )b © 201246 H 22 H 7K

. HREERMME2.7.3.5.1, 2.7.6(2))

EIN R 535k (RS t8m . I 280 . £ 5 Em biE

WZREA ISR () ) 1 TRV 20134E2 ) 28 H KR, HH R R B

2.7.3.5.1, 2.7.6(2))

FEIF 3L 1) 465 TOAH B (R REFRIS 220 908) (U ) 1 4 7k )b+ 20134E2H

28 H ARG, HREERMME2.7.3.3, 2.7.6(2))

FVESS AR O T 75 & R R G IRIE 5t i)

(V) A Hh 7 20104F4H 16 HAKRE. HREERHMEE2.7.3.3,

2.7.6.30, 2.7.6.31, 2.7.6.32, 2.7.6.34)

AHENR I G-k Gy RIEIB e i) (V) A1 7 v 2010

FAH16H AR, HigErE®2.7.3.1, 2.7.3.5.2, 2.7.6.35,

2.7.6.36)

WFIC BT L EFORE() ) 7 h 7 )b 20104E4 16 H KGR, H

B RHRTE2.7.6.3)

Bauer, C. S. et al. : J. Neurosci., 2009 ; 29(13) : 4076-4088

Fink, K. et al. : Neuropharmacology, 2002 : 42(2) : 229-236

Maneuf, Y. P. et al. : Pain, 2001 : 93(2) : 191-196

Tanabe, M. et al. : J. Neurosci. Res., 2008 ; 86(15) : 3258-3264

Bee, L. A. et al. : Pain, 2008 : 140(1) : 209-223

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

Field, M. J. et al. : Pain, 1999 ; 80(1-2) : 391-398

Tanabe, M. et al. : Eur. J. Pharmacol., 2009 : 609(1-3) : 65-68

B PERG BRI E T IVIZ B 5 IEAGSEIEER () ) A T

20124E6 H 22 HAKGE., HIFEEAHMES2.6.2.2)

) Field, M. J. et al. : Br. J. Pharmacol,, 1997 : 121(8) : 1513-1522

Field, M. J. et al. : J. Pharmacol. Exp. Ther., 1997 : 282(3) : 1242~
1246

24. MEREERERUEULEDEE
OB P > 5 —
T532-0003  ABATENIXE 5T H2-30
TEL : 0120-331-999 FAX : 06-7708-8966

26. BHEATRES

26.1

SHEARGETT

IRARZERISHT

ABREIXERESTH2-30

DA2 A250704



