2023#11AGET (BLR) PORIRER| (MRERENER - RMETRE) B EEERSEES
RIS 58 2 38 ) 871190
FU AN v OREN ERERE
B OE EERE o “ed'g gm
AR < 36 jU’JJlUJODﬁzsmgFYDJ
° L 1] L] -
JULAI JOD&ESOmgrYDJ
o .o
TLFINIIODs 75men,
o g
JLRIUJZIODs150men,
PREGABALIN OD TABLETS
OD#E25mg | OD$E50mg | OD$E75mg | OD§E150mg
) FE-EMEOLSEICLD &ER% 5 30200AMX00853| 30200AMX00878| 30200AMX00854] 30200AMX00855
T B & Hi7ehta | 20204E12 8 [20204E12H |2020512H 120205124
2 BB (ROBECHRELBNTL) 4 AR
T l/‘ 4 %),%‘ TEPR =S =
AH OB UBBREO RO » 5 BE OB = 15 5k
3. #ARk - IR 5. FEEXFFIRICEHET BE=
3.1 #8RK GSHERRREIE (T S E7R)
Wi FLHNY >ODEE25mg| S L AN Y > OD#ES0mg MAMEMREOZENIL. KEY Vv F2R058 () &
L) [YDJ WEOEBEN A EEICEOXEEICER L, BEZKHSh
BRRSY | 188, L AN > 25mg | 1§Ed. LAY > 50mg BB ORRETEHI L,

pyiigzl

D-w>=bt—)., Wik, 7
oFyFuitilo—Xx,
277 v #BMg. Fh

OZARE Ry, #LT, K
27 oua—A, EKT A8

W74

FVHNY >ODSE75mg
YDl

T VAN »OD$ELS0mg
[YD]

ARGy

1$EHh. TV HNY »75mg

18, 7L AN > 150mg

NI

D-w>=bt—)., Wik, 7
oFyFuitilo—Xx,
277 ~#BMg. Fh

OZARE R, #ILT, K
A7 oua—RA, EKTAEBE.

3.2 BRI

Woms |7V 77/t ¥ OD§E25mg|7 L 7% ) ODEESOmeg
e YD) [YDJ
A HEDHEHE HEOEFRA D R
[ERES #7.5mm
BEx #93.8mm
HE 150mg
Ao — YD636 YD637
Wog |7 L7178 ¥ OD§ET5mg| 7L 7%y ¥ OD#E150mg
- [YDJ YDl
R a0 FEE BB A D F5E
il i HIRA DR
” NN
sHE %%% & &
BE #10.5mm
BEx #95.9mm
HE 450mg
waa— p YD638 YD639

6.

HERUHE

(HREE SRR

BE. RAICIUHHAEREE LT LANY Y 1H150mg#z 1
H2ENC3 W TROKS L, 20% AR E» T TIHA
B e LT300mgE CHET 5. 7B, El. FERICE D
HERT 25, |HESHARIZ600mgzBA W &L,
Wy 1H2ENC3 T TROKBET 5,
RHERRBREIC B S =)

EE. RAICIOHARE LTS L ANY Y 1H150mg% 1
H2EIC A CRO%E L, 2o AR E2» W TIHA
B& L 7300mgE THitE L%, 300~450mg THERES
b0 B, Fp FERICKVEERRT 25, |HESHE
1Z450mgEBA R WL E L, WINB TH2ENI T TR
A%59 %,

7.
7.1

7.2

BZERUBEICEET 5=

KEI DR G ZFIET BHEEICIE. D B A EY
JTHRAICBEET S &, [8.22]
BERERERZICARZ2HRE5T 541X FRIIRT Y
LPFor 70T I RERESELE L TARIOREER
UHREERZHAMT AL, £/2. MBERZZ T TWL
HEETIE. ZJLT7FUIUTIS Y AMEISUR1HA
BICMA T, MTBEN 2 EH L2 BICRF 0BRSS %
T52&. BROHABDPRESNTWLABAICIE. KA
ErO6HB L. BEEIHERSI N, RA TS EHEIC
BEILHIE, BB, CITRLTWAHE - ARIZY
Falb—YarERIEDIDLL DTHAHZENS, KR
BEICEBICBE LZY S, HE - ABRZHAM TS
L. [9.2, 9.8.1. 16.6.2%H]
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(FHEREE R
JVTFZY s
7757|260 | 230-<60 | z15.<30 | <15 | LKA
. ORREEY
(mL/min)
|H#5& | 150~600mg | 75~300mg | 25~150mg | 25~75mg
1[E]25mg 1[E25mg
1p3E |, 1AIE
AR 1[E75mg i b L<IE2[E | 1E25mg | 25X 1
1H2[E X 1H1E | 50mg
1[E75mg
161 1[E]50mg
1H1E
1[E]50mg
= | lE150mg 1H3E 1[H75mg B2 50X
MR | g | %@ 1aE | O™ | 75,
1[E75mg 1A1E &
1H2[EH
1[E100mg | 1[EI75mg
e | 1EI300mg 1530 1H2E 1[E75mg | 100X &
R g | X RIE | 150mg
1[E150mg | 1[E150mg
1H2[m 1H1M[E

F) 2BIC1E, ARG ORI 5 4R MBENT = Fi L -5/ 0
YIalb—va sEERICEDL,

(R ERRIEICHE S &)
JVTFZY "
7975va| 260 |230-<60| 215-<30 | <15 | LEER
X DETHED
(mL/min)
LH# 58 | 150~450mg | 75~225mg | 25~150mg | 25~75mg
1[E25mg 1[E25mg
163 1H1[E
R 1[8]75mg i B L<IE2E | 1[25mg | 2531
1AM XiE 1HIE | 50mg
1[E75mg
AL 1E50mg
1H1[E
1[E50mg
1/E150mg 183H 1[E75mg BB 5601
MR | 8 1a1E | M| 75y
1[E75mg IH1E &
1H2[H
1[@100
HLLIE
R | 1m225mg | 1M75mg iéslr“@g 1@712&5;“ 7513
(BRE5R) | 1520 1H3MH i \HIE 100mg
1[E75mg
1H2[

F) 2HIC1E, ARBREGOR R 5 4R MBENT 2 EiE L 5/ 0
YIal—va URERICEDL,

8. EEREARNIE

(GhEEHE)

8.1 AFNDOFESICL VDT WV, IR, ZFHEERESHS5 DN,
HEHEBERICES>HlbH 5D T, REERSHOBEIC
&, BEEOEZREERZESBROBREICRESE R
WEIEET B E, [11.1.13E]

8.2 AFlOAWLHBEEHIEIC XY, IR, B, FEE. FHL
AEBROCSTESOBRERSH 5bhbdl ehH 50
T, HBE52FIETAEEIE. D B AR LA
TRAZICEET A &, [7.12]

8.3 AFIDHEIC KD AEHMERT Z LD H S50 T. AL
WCHEEL. EHo#MBEsDd o bhi-igad. REEE,
EEEEEOBY L NBEITS> 2 &, R, HEBOHE
. H5VIEERKRSICHEVEEENFIZO LS &
BdHA7-0. EHICREFTRZ2ERT 22 &,

8.4 AFlDEEIZLD ., FH. HERE. BH. HHEOR
[BENECZAREMESH S0 T, BERBIC, BEEICO
WTHEBZEZITHOFREREL. BEESRDONZEEICITHE
YnMBZT> &, [15.2.2818]

GHiEfEE )

8.5 AHIT & B g R E AR OB BHII R KRE Tz <ot
ERETHHIENS ., FRORRE L % 2 REOLW K
WaRzMETITL. KAlZBRERE LBV L,

9. HEDERZRIZIEEICHTIIEE
9.1 BH#IE - BIEEEDH D EE
9.1.1 BEEDS ~MEDFLDESE
DIIEBELET HEZICBVT. D> MELARLH
HobhbBZENH5, [11.1.220]

9.1.2 MEZEDEIENH D EE
[11.1.5208]

9.1.3 EMKFEOEENH S EENIEBEFEDH D EE. 15
HEZEDHZEE
KEORES VI E2BEL, HEIIKET S L,
[15.1.2%08]

9.2 BikeEEEERE
JVTFZUIVT TV AEESEE LTARAIORGE
RUBSHREL2HAGT S &, AFIZEE LTRELE
MRPICERtSh 270, MEEFEEIEL 2 VBIER
PERALLIL BE2BENIH 5, [7.2. 9.8.1. 16.6.2
ZH]

9.5 #iE
FIRIEER L TWAAREED H 5L, BRED
AR EREEE LR EHET SN BEHICOARKET
5L, BERT. BREREYE (EHEE. REEZFED
HER LR, BRER, BLEESE). BERANOEE
(AEET. EFEROKR., EEEHEERISOEKT.
BB, AFEREICT 2HEE) SHRESIh TV,

9.6 1%ZLIR
AETETFFAZETFSER &, AFlIZe FEHAS
ANDOBITHFRH SN TWBY, [16.6.450]

9.7 INR
NNREEZWNRE LB NERUREEZIBEE LBER
MERITER L TV, $hET Y M TRAFEORZED
E<l. mKREFRARE (600mg/H) LEZDOBEICEW
T PIEEREER (BREFHTERTEEILYD) KUK
EANOEE (—BEoAEEMIE) sMEShTn5,
2. BRERAED2UE 22 BB CHEEHEENS
DETA, MNSEOBRBTRBEREHOERSRESNT
V33,

9.8 SimE

98.1 ZL7F=r U TS AMEESEBICHEER. BE5H

RERAMT AL E, BEIIBET S L, BMEIK
TLTWBZ EDZWV, [7.2, 9.2, 16.6.25%]
9.8.2 HF ., R, EEHEHAZICLVEHNLEREZIES

L7615 5. [11.1.1%08]

10. tAE{EA
10.2 HAER (HAISERTSBIL)

HHIZE BRHRIER - $EE A R - fRET
AR A A A FEIRARA., BN A S NIz & DR | B
A FRHE | EDD S,
el
FFyary FRADM RE R E R OB B A AR R | A AN A9 72 1R
s SR IAVN FITH UTARBIDEMANAERT | Fick

TNLI—=) (K|2BFhPHb,
i)
MEVRIE % 5] 242 | MEVREE OBEEIRENTL | BFRE
ZTEA (7rY | 2EAERALTVSEE T,
FF Uy AR | METE (FEE. 0. SHoER
RIEEHESE) BE) ERETHIAINEES
BENDDH B,
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SEH 2 HEARIEIR - $EETTE 7 - el T

KEEZEZF & | F7V) D REBH EAR O | BFEAH
T EA (F7 | ICKDREEZEEZRET 2D A
VY IV RER | IFEEEIBEASH . Tz,
%) FTIV D RERNIREEINI
FRRITE 25 ER I L. DAR
PRIENIIET D ENH L7
O, KEIEHHT 25E8ICITEE
5952 L,

11. BWER
WROBWERADPHS5bNB I ERHHDT, BEE I
T, BESRDONIIGRICIIHREE2PIET SR EH
PRBETH>Z &,
11.1 EXLEIER
11.1.1 FWN (20%2 L), BIE (20%Ll L), EiEEK
(0.3%1)
HE L, R, BEEEAS Db, BELEIFSIC
Bol L OMENH S, [8.1. 9.8.2%R]
11.1.2 A2 (0.3%A¥) . FiKE GEEREH)
DAREDI AT N HZBETIE. BEEZ+THITTV,
BEIBD SN-BEICZBREG2PIEL, EYRAEB
21752 &, [9.1.18H]
11.1.3 HESIERRIARAE (BHSREA)
. B, CKER., mMBRUORBIF 7oy
vV ERENH S bNEAICE. BEE2FIEL, H)
BAMBERITH &, -, BMEHRBEIC L 2A0E
EEDFRIEICEET S &
11.1.4 BER2 (0.1%KiH)
11.1.5 MERE BEARH)
MEFEEOBRBIENHS5DNBZENH 5. [9.1.2
28]
11.1.6 {KIMFE (0.3%H)
Bk, BRI, miT. B, ZERESOKIMEE
KBD S bNIFEICEBREEFRIEL, B RLE%
F52 &,
11.1.7 FAEEMERS GEEARH)
R, FRTRRIEE, FEESEOBRERZ T ICBEL,
BEDPRO 5NBEIIREXE,. WERCTEDME
EEMT S L. MEAEMRIEDNIZGEICERS
oL, BIBERERILVE VRIORE%SO MY 0E
2FH T &,
11.1.82Y3avg BEERH), PFI145FY— (0.1%FK
i)
11.1.9 KSFIEIRAE(REE (Stevens-JohnsonfE(REY) (SHRE
), SRHAIHE EEAH)
11110 BIRERFR (BEEREA) . BREEREREE (0.4%)
BUERF 2. AST. ALT ERS %20 FFRaERELH 5

s ENH B,
11.2 Z0fthDEI{EA
. 0.3%LL 1 .
1%L E L%k 0.3% 3 SHEEANEA

I K OV T HRER R A | /s AR TR A

VISKRIEE fiE. A MR | EE
BAME

K@ KO % BRAR . | Sk

HEE B Ak 7T .
=i AR MAE

EEE ARHRAE E . KBS OE. B HAE. B
LHE. 2| 5B5Z0R | NVHTXL
R BRE S, [IOE|E. B,
BB ARO[ WS o | MR K
Ry, BE|JVER-TT
. AL, & =y
VERN—H|73ME B
LB IR R | I

ol 0.3%51 & oty
1% L% 0.3%K 1 SHEEANEH
MIERMEE | FEMOE (R, EE | EH. RN BX, BE
W, B, | DRE, B EE, 4 |[#ER FF
THEE. | BMK, B 70— X, | BEE
B |, BER| RS HEE.
E. EEE| Y X F %
&\ B V-, B
SERRE . 15 | E B UT
TEBRE | Ao %
WV, HIE A
B, RER
T ER,
LGN
B B RE R 5
RiEkEE
ARpREE BH., AR ERE. | W XRE.|RBRIUHK. #&
H BIE | MEREH I HR ¥R ME AR | B, BOEEAR.
T RJE. B | EBEEDOE
. Wb, HEO
HEm. XH|HLZE, A
iE . R | ER
REZIE. IR
Eid
H KUK | Bl % | B R
[ WV
DS iz B—EE = | AkER
Jav 7z,
SR . TR
NEENR . W
HEHRIR. O
= 1 41X
i
mEREE EIE. K
MmE. 1E7T
]
A= ] T I ] 8 B K . | BiZE B
0 K O Kt b Bz 0. WO BT AL
[ &, BRI, | JERk
85
BkEE EA . EIERERE. | WMEBZ .| EK BT
D, FHL|HIEAR ., | BREEYR | BE
M. NEM: | SRR, B, | HEREE. K
B AR, | R SR
AR %
RO | FE FOERE.|ZTE. B | BB
TR E wE. BE | T BRE.
JEI P e e
iRER Y HmAOET. | HA®K. =
O HEL MR, B &, BAEE.
fRE HifEAR . DU | HEARREE
fedE. B
b5
B R ORI PROCEE . HE| FREA ZR
fRE PRIKI
IR KO ER. | HBEEE.
FEREE AL, | ERERE.
HALAE mARE. 7
B3, H
R B E
FLEEA
LHBEX(FE. O|EAORE. K| FHE. B, | R
UHERA |\, BEH. W, EREZ | BE, 5§
TR BEEK, | B, BER | Mk, BE
TRE. 3| s &
HFE
BE. FE | mE - gE
KOE S
Gighd
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o 0.3%L) o s
1%2L E L% 0.3%i SREANEA
R R IR EE fREHEM |MPCKE|FERD .| FHYY
. ALTH | o+ R B8 | 28D
fn. ASTH# |0
m. 7
N AR ]
. fe
L7PFZ
i

13. BEES

13.1 fEIR
15g% TOBBRSHIAEE SN TH Y, BRIZSHIC
BONEELERE. HOEE, R, ELKE. 115
o, Wil FEHEEORS, RERETHS.

13.2
KA MBI D RESND T ERS, FRLTL
BEEROIE IS LML O LM 2 ZMT 52 L.
[16.6.3518]

14. BRALOER

14.1 FHIZMBOER

14.1.1 PTPEEOEANIPTPY — b2 5B L TIRAS 5
£5EET 2L, PTPY— FOBRBUCLD . BEOLHE
A REREARIA L, BICEZAEB T U THRE
ARFOERLEIELZHHET S LD 5.

1412 AFIFO LIcOE TR IRES €5 BT 57
O, K LCIRAATEETH 5. F7o. KTHRATSZ
EbTES,

15. ZOfthDER
15.1 ERARERICED <15
15.1.1 S CEMES N AR 2 ECEBMORTANAZEITE
5. TAPA. BHIRESEZMNRE L1990 FF
AN EERABROBEERICB LT, AREERRD
EREROFEBRD Y 275, FTAN»AEDRMRET
T ABERB L TR2ER S (LTADAZIRA
#:0.43%. 77 ARB0.24%). MTADPAZEDIRA
BT, 772 RBEHNRI00AHLDLIAZ VL
FtES NI (95%EMXMH : 0.6-3.9). F/2v TAD
ABEBEDY T N—TTIE. 77 EREELHAR1000
AH7=D24RKB W EFHEShTWED,
) AR THTANPATKEL LTREESNTVHH, FHICBT
BAA DA - ARG [FREREE O, MARTRE 1P S 98
Wl TH%b.

15.1.2 EYELFICEEET 2 AR OEEERIEM S T
WRWA, KH 2 HE SN BE TIREDER AR
BICREENTWVWS, [9.1.38H]

15.2 FEERAREIERICE D < {EHR

15.2.1 2EM DO ANARERBICBVLWT, BRREKHAE
TO¥He MNEBEREOOBLU LOBBERICHE T 54K
EOBGIZXD, AEKENICMERNBEOFERIHE
MU EDWEND 29,

15.2.2 2D T v M PARERBRICEWT., RABEKHE
TOVHE FBEEOSEU LOBERICHEYT 54
HEOBRBICED, M@ TLE ) Sy MOBERDON
HHEBHOFEBERSEMULZEOBENH 59, &
7ov v MEAVICEBARBRICBWT. KEET
DUC-FLHNY > HRBEREDH R I MK K N &
AEDHBIIS ERERTH 72D 7Y M3RD
52 A RER S EM R TIIKRARICNT 2 HEIIR
HoNkhro7z, RICEHT ZEIMERHOFEERIIS 5+
AELVEL, REEEEREEZNRELA13~16
BB E D77 At GRBME) 07 7%
AEETIE3.8%Icxf Ly AHFI#E (150~600mg/H) T
10.6%. EfxsHE (3EBMHE) T1x10.2%. #
MEFRIE Z R & L 16 RIS O 75 £ At iBatbs
DTS RBETIZ2.8%ICH L., AHE (300~

450mg/H) T9.2%. RS TIZ9.4%TH >
2o [8.43H]

15.23 15 v F ORMRER CIMRSEEICBE T 2 EBRICB WV
T\ BEREARHETOFg FREEED28E LR
BRICHE T 2AEOREICED ., REREOHAMH
ESEMLI-E®mEN»H B,

16. ZEYEhHEE

16.1 MOGEE

16.1.1 BOigs
HARMNEERAIC. 7L AN >50. 100, 200,
250K 0'300mg (Fx5E6MH]) =Har I BEREO
BE LUK, BE5&NIBRTCmaxiE L., t12038
6 TH 5 72o CmaxKUAUCo-»ld. 300mgE T
ORBHET. AEICHAILTHEMLES,

58| Cmax | Tmax | AlGe tiz | CL/F | VAd/F | Ae
(mg) | (pg/ml) | (hr) | (gg-boml) | (hr) | (L/Ar) | (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 | 204 | 5.66 | 493 | 403 95.0
(0.67) | (0.27) | (1.3) |(0.59) | (0.35) | (6.4) | (2.7)

200 6.35 | 1.00 | 43.2 | 593 | 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)

(MaRBE S, F6fl. FHE (EEFE2))
Cmax : & MmEEHigeE
Tmax © Fe M R 3 5E R
AUCo-o : IMHEHEEE-RERT AR N
ti/z @ MUEEHP IR R
CL/F: BRPFoeE7) 75
Vd/F : BT OSHERE
Ae (%) : BOE5%60R M E TOREAED RFHER

16.1.2 RiEHXS
HA MR A IS 7 L 48 > LA 150 0300mg
(BHRE5E8%]) #1H2E7HBRERORSE L 72K,
BE5#%24~ 48K TEERREBICEL, ETHHD
123 FNEFN6.02KRV631IEMTH -7, BE57H
HDAUCo-1213. H#EFIHEHD1.4ETdH 729,

Cmax Tmax AUCo.12 ti2
(pg/mL) (hr) (pg - hr/mL) (hr)

%1H |%7H | %168 | %7H | %18 | %7H | %18 | %7H

1[150mg | 4.23 | 6.30 | 1.3 0.9 | 22.2 | 31.6 | 5.11 | 6.02
(1H2m) | (0.72) | (0.74) | (1.1) | (0.4) | (1.9) | (3.6) | (0.69) | (0.47)

1[@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)

(PafE (BREEREE). #8H1)

16.1.3 EMFHEF MR

(FLANYODEE150mg [YD])

(1) kXTRALES
FL 4N »OD$E150mg [YD] &Y Y HO0D
$E150mgZ 7 a A4 —N—FEIc kD ZFhFhlE
(FLHNY > &LTIS0mE). BERAET1S8
A AR ORORE U TP RELRREE
BIE LTz Bon-EYFLNI2—% (AUC.
Cmax) 122\ TI0%IERXMNEIC THREHEITZ
f1o7-#%. log (0.80) ~log (1.25) D#EFEA
TH Y. WAOEYZENESEPHEE S WD,
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HEINT A= BEINTRA—F
AUCo-24 Cmax Tmax ti2
(ug-hr/mL)| (ug/mL) (hr) (hr)
TLVHNY
> O D $¢30.80+£2.88| 5.59+1.01 | 0.9+0.4 | 59+0.5
150mglYD]
U UNODSE ) o 422| 5074122 | 07403 | 61408
150mg
(E9E =2 HFZE. n=18)
(¢tg/mL)
7 -
6t ——TUHNY ‘/OD@%ISOngYDJ
ST &~ JUHOD$E150mg
§147 (PHYIE LIRS, n=18)
B’ 3t
&
2 L
1 —

01234 6 3 12 24
BRI (hr)

MEFREENEICAUC, CmaxFa 8T A —# 13, HiEaE OBIR, 14
RORAEE - FFFEORBSEAFIC & > TRAZAIREMEN H 2.

(2) KB UTHRALEEGS

FL#3) »OD$#E150mg [YD] &Y Y H0D
$8150mg#® 7 0 A% —N—Ic LD ZNZ 1§
(FLAHNY > &ELTI50mg). BFERAET1S
LKA RERO#RS U Tl PR MREE %
HE Lizo Bon-EMEEINT A —% (AUC.
Cmax) 122\ T0%EHEX A IC THREHEIT %
1T 7z48%R. log (0.80) ~log (1.25) D#EEN
THY . WMAIOEMANRSEIEZ S ND,

HEINT A =% BENRTRA—F
AUCo-24 Cmax Tmax t12
(ug-hr/mL)| (ug/mL) (hr) (hr)
L HNY
> O D $£(32.29+3.17| 6.08+1.00 | 1.0£0.6 | 6.4+0.5
150mg[YD]
U UAODE 3 75 306] 5772096 | 10404 | 64+05
150mg
(EHflE £ HERFE. n=18)
(pg/mL)
8 -
7 —— 7 LAY Y OD§EIS0mg[ YD)
w C & YYHOD$E150mg
s S (P91 + HERE, n=18)
E 4
i
B 3
2
1
0 g\ﬁ

01234 6 8 12 24
Ke 50 (hr)

MAFEPEEOICAUC, CmaxZn 85 A —4 1%, #EEE OB, &
EORHEEY - RifFEORERGAFIC & > TRL 2NN H 2.

16.2 TRIX

16.2.1

BEDHE

BAANEFEBEALFICB VT, HEBREVERICTL
F8) ¥ %& 1 50mgHEREO#S L 7O CmaxiiZh
ZN4.95%03.22 pg/mL. Tmaxi¥0.947 % 0'3.37

16.3

16.4

16.5

16.6

K. AUCo4sld Zh 2N 31.2%0U28.8 ug - hr/mL
THHTlz. BBEFEEIIBWVLTCmaxiZf35%E T L.
Tmaxi3H2.4BBEE L5 AUC0-4sDE TIZH
8% TdH 728,
bkl
HAANBEBERAIC. 7L AN 50, 100, 200, 250
K0U300mg (F#5866]) ZiaERICHEREORS L
TRORPTOAHABRE (VA/F) 13H40LTH -7z,
FLUHNY) VFMERICHEIT L. MAEFEEICNT 54m
FEEOHIZ. 0.76 TH 72 TLHNY VIE, 0.1~
20 g/mMLICBWTIMERERIC, IZEAEKEAELEDP -
7299100 (jn vitro RER)
e
TUHNY VFIFEAERB#EZ T 2V, BEBRA (G
EA6M1) 1214C-7LHNY >~ 100mg (107.9uCi) #
E#%. ReICmIX S Wiz ETREDR99% R ELE T
Holze RPICHHEESNEZTLHANY COFERBMT
HBHN-X FIVFEFIZRFBICHEED0.9% & L TEIX
ENTze In vitro RERIZBWT, FUHNY 159 ug/
mL (ImM. 600mg/H#% 5RO EEREDCmaxDH
10f5) ©CYP1A2. CYP2A6. CYP2CO9.
CYP2C19. CYP2D6. CYP2E1 & U'CYP3A4IZHT
BIHEIIFED 5NGH - 7291012,
Bt
HAMNMEREBRAIZ, 7L #2350, 100, 200, 250
KU300mg (H#%5826f4]) ZEAERICHDREORE L
7B DCL/Fl34.64~5.15L/hrchH -7z ZOEEDRH
PRt R(1383.9~97.7%TH - 725,
BEDEREFIHEE

16.6.1 =&

FEWRDOT7T~78RD HARNBEREWREOH I T L AN
»100mgx BEREOREG L7z B, Tmaxid 14K,
t1/2136.32B B T3 5720 AUCo. K Ut1/20%. 1REEIE
BEHREICTLANY 100mgz BEREORS U7
EHEBELTOITPICHERRUVERET AL HER SN
7213,

Cmax Tmax AUCo- t1/2 CL/F

(nug/mL) | (hr) | (pg-hr/mL) | (hr) (L/hr)

e 3.24 1.4 26.6 6.32 3.82
miE | (0.55) (0.5) (4.3) (0.82) | (0.65)
TR 3.56 0.75 20.4 5.66 4.93
JEERE|  (0.67) (0.27) (1.3) (0.59) | (0.35)

(fermRE. Hofl. FoE (RERE))

16.6.2 BikEEEESERE

(1) BHREDRL ZHEE266 2RI, TLANY >V

50mg % BERREO#RS L2, BHEDEKTICK-T
t1 2R Ly AUCo-D L7z CL/FRUEZ )
7F YA (CLr) WO LVLF7PF=227U7T > AIHA
Lz (AEAT—%),

JV7F=v| Cmax | Tmax AUCp- t1/2 CL/F CLr
7977 A| (pgml) | (hr) | (gg-he/ml) | (hr) | (mL/min) | (mL/min)
260mL/min| 1.86 | 1.00 | 159 | 9.11 | 565 | 449
m=11) | (039) | (0.22) | (4.4) | (283)| (17.6) | (23.6)
<mbmn| 1.53 | 1.29 | 282 | 16.7 | 306 15.4
) | 029 | 039 | (5.0 | @41 | (7.3) | (7.7)
2mlmn| 1.90 | 1.93 | 523 | 250 167 | 923
) | 062) | (148) | (11.7) | 6.7) | (3.9) | (3.37)
<1(5;“:L1/)m‘“ 169 | 1.00 101 487 | 830 | 430

(%58 : 50mg (BME). FHE (BERE))

CLr:&Z7U7I A

(2) BESERENREREN

838FlDHEEE (HANATAF % &t BERHEERETO
Bl FRREE R B E 26/, BRI R Mg R
B IRE A T 5 BH 1540 R ORMTEERE
224%1) ZNRE U TREFAEM BT 2 L L7z
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HE, —IRIBNAEET -T2 85— N XY NEFLSHE
gExhn, BEELTCCL/FICLTIZ LV TF=2 D
Y75 A (CLer) RUHEMEAE, VAd/FIcLT
BMI. HEKE., HHROCERSRES NS, 7L
HNY VO FREICHEER 52 5RTFE LTIXCL/
FIZNd B2CLalEETH 5 X 5N, BHHRER
EHEICBWT, CLaOETRICED, FTLANY
DOCL/FIZE TR 5728, ClLcrfizs& & Uiz -
HEOHRSIPBETH S,

F72. HRAOBERFHEAREMREREE IS BREE
IZBWT. ClerA30mL/min2l E60mL/minakiiic
ERLTWREZFICSLANY »150mg% 1 H2EK
BEEOHSE (300mg/H) Liz&Z0EEREBICHT
%5AUCo-12 (AUCo-12,55) DETIVIC K BHEEMHEIL.
CLcr’60mL/minBl o #8127 L H3) >300mg
Z1H2MEREZO®RE (600mg/H) Liz&Z&EHL
T®H -7 CLcrA*30mL/minkl E60mL/mink i D
BEICBIATILANY DT YT T A&, Cler
A60mL/minbl EOBEDKESTH > 715, [7.2.
9.2, 9.8.1%M#]

JVrF=v wER AUCo-12, ss CL/F
IIVT T YR = (pg - hr/mL) (mL/min)

2 60mL/min 1[E1300mg 75.5 69.2

(n=31) (1B2[E) (17.1) (13.8)

230-<60mL/min | 1@E150mg 80.3 32.3

(n=14) (1H2[E) (16.5) (6.34)
CPHEfE (FiEREE))

16.6.3 MRBNEE

M EN 2R T TVLEBEEL2HICTLANY >~
50mg# HOREO#RE L7k, 4RO MEENT IC &
D IMEER L AN BEIENS50%E TR Lz, Z
DORDOFEN 7Y T T2 ZA1d192mL/minTd - 7219
BEAT—%). [13.258H]

16.6.4 1%5L4%

ER12EMY Eomsm (1061) . FrAanNy v
150mg# 128 & o5 (300mg/H) L7-R,
TUHNY Y IBAICBEITL. BAFOEFREICS
J 2 FRER. BANEPFONT76%TH -7z, LR
OFH R IBEE % 150mL/kg/HERET B & 7
LANY VOARNDIHSH 720 OFHIRER X
0.31mg/kg/H (AE#ET 2 L REFEEEDKT%)
EHESNDD HBEAT—%). [9.65H]

16.7 E4HEEIER

TUHNY Y EEE UTREEO £ FRPICHM S
N, BEhBLWTEEAERBISNS Z <, 1l
BEOICLHEELEVD, FUANY VHEYEEE
AZF &’ I rREiENY HEAT—%),

16.7.1 ANRVYFY

TUHNY) Y ERTNRYF >V OEYHEEEHIZONV
T, BERALLFIZHRICT LAY > 100mgKk S
FANRYF2300mgz BERE U #ER. KOER
BRAL8BIZ L HIINY > 100mgR I HINRY F >
400mg#z K1E#KE (S5 MHE : SHf) L7zt E
MELTHET L7z, TR, BEBRERVORERED
WFNICBWTYH, FUANY YOBHICE > THN
RUFVOEYBRIIEL L D 5T Eow TUH
NY Y OIRIGEE X ANy F U HEICE > ThTH
IR LA, RIRBICIZEEN 2h - 7217,

16.7.2 BOBHEFE FEE/IWIFYRFOYRUIFZILIR

rSIF—ILDOEH)

B A 166 2 0 RITRERESE (Fis ) LT+
rRruryimghk U FZ LI AT TF -
0.035mgO&/F1IHLIE) &FVLAHNY Y (1H
200mgl H3[ME) % [FRICREO#KS LIE, FLAN
YOO LT F Y FarOCmaxid 7L ANY
VIEGERIRE & BB L TE(bE T LU AN AR
DAUC24E L HINY VIEPEHIRE & Hl LT 16%1E
MU, FLANY IZ ) VIF > Ra v oEyEreic

EEBERIFE G >T20 TUHNY VHHBOIF=
LIANTIF—ILDCmaxkVAUCo241F&. T UH
N VIEDERIEE & HB L T ENZENE5% R M1 4%
L. PUANY VIZIF IR NTIF— LY
BRICEERZRIFTS BN T T2, BIDREREIZS
LANY COIMFEREE (M5 78 ICHE2RITS
LThoiz18),

16.7.3 05 E/NA

R A L2612 RRic 7L 43 > (1[E300mgl H
2[) ZREROKSE. 0s€/8L (Img) ZHH
BELRE, 05€¥/5L0CmaxKUPAUC)»lE. 7
LAHNY VIEFERRE & BB L TENZN6% % U'8%1HE
L. FLHANY viduSsEnRa0EygikicEEsr
RE& Doz, /2. uSENLFEHBEO T L AN
Y rOCmaxid. O E/SAIEFHREE D 2%EEML .
AUC0-12121.8% &<, B SE¥NSLETLANY VD
HEYBRRICHEREX RN 5T, TLANY &S
ERLADOHRICE D . RAEERE R R AESHEEIC B
5 RIEE R IEEREN, BFIES I THEM
IR T 9 2EEPERD 51719,

16.7.4 FFY 2R

fRRERR A1 261 % R L A3 ) > (1[E300mgl H
2MH) #REKROKSHZ, £Fa > (10mg) %
PABE LR, A% 3 FroCmaxKUAUC).«
. FUANY VIEHRBERBLTENRETNL LS
FO95% AL, FUANY YA FTa Ry
MERICEE L RITS ol Ty AFTaRNY
BB O S L HNY Y DOCmaxid. FF3 3 ¥V IEHF
AR L DAS5%EDP > 72H . AUCo-IXEIRRETHD .
FEFVARVRTUANY v OEYBRICHEL 5 X
B otz TUANY Y EFFIIRVOMHICEK
0. FRENMERE R OHGEBIRERE IC B 1 5 G HE R IE
BEREN, BARSEICHTHEMNNICE TS 20
WERD 5 NT-20,

167519 /-

TR A 1361 2RI LA Y > (1[E300mgl H
2[) #REZORGH, =¥ - (0.70g/kg) %
HRBE LR, T4 —)LOCmax&TAUC-«lE.
TUHNY VIR E B L TENENE.I9% KT
9.6%P L. TLHANY VIZT Y ) — L&Y FRE
ICHERZRIE kDo, iz, ¥ ) —I)LHEHEED
TV HNY > OCmax Kk FAUC)121F. T% J — LIk
HHBEEHREB L TENEN21% R S1%ED 2 72 D5,
COEIHREMEEZAETEIEVWEEZZI SN,
FULANY VELY ) —LOMAICE D, RAMRER
UHAGEBERE IC BT 2 KIDHEERIEEREHN, BA
BEBICHRTHNBICET T 2@ANPZD 5N

7221,

1676 7=~

Tz b VHEAOHERRESICE VIERSEELTW
BN TAPABELIOF ZHRIZTL AN~
(1E200mgl H3ME) % REFEOHES LB, LA
NYVIFTz= b v OIMETEE (M5 7l) I
BERIFET, Tz b BT UHNY VD
YIBREICHE 25X B> 7222,

16.7.7 ALK EEY

AN EE Y B Z RS SN TOSERATAD
ABEL2HZWRICT LAY > (1E200mgl H3
[|) Z2REZRORS LR, TLANY VIZHULANT
P ROZFOREY (10,11-TRF> RIE) omiE
FIEE (b 7)) ICHEERITST., FhhUNT
TEUHTUHINY VOB BREICHERZEZ D>
7222,

16.7.8 NILOES

NLT AT M) 7 LA R RS ST TWAERA
TADPABFEL2HAZRRFICSLHNY > (1H
200mgl H3[HE) #REROKSG Lz, FLAHNY
YEINLVTuBOMEREE (M5 7E) CEEE K
FET, FNLTaBEL T UANY COEYEREIC
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HEE B 57222,

16.7.9 SELUFY

FTEMI)FUZHAITHEBRSESNTOWSRATAD
ABZEL2F 2RI LAY > (1E200mgl H3
[\) ZMRERORS LR, FLANY VIESENY
FromEhEE (M5 7)) CHE2RITEST. £
IENIFUBLSUANY v OEMBRICHELS
ZIah 7222,

16.8 Z0Dfth
(FLAHNVU>ODEE25mg [YD])

T #HNY OD$E25mg [YD] & [&EFRZ HZOME
TERF DA AR EERBRAT A N T4 > (PR244E2RH
29H HAFEH0229%105)] IKEIE, FLHNY ¥
OD#E150mg [YD| ZiZMEMAE Lz & &, EHZE)ICE
DEEYZEMICFRF L ARSI N,

(FLAHNU>ODEE50mg [YD])

ZL#N) »OD#E50mg [YD] 13 B RZ AEOE
BRI O LY ENESEERBR T A R4 > (CERR244E2H
29H EEEFEEFH02295105)] KHEIE, FLAHNY Y
OD$E150mg [YD] #iZH#8iR & Lz & &, BHEHICE
DEEMZMICRGE E AR SN2,

(FLANUODEE75mg [YD])

FL N »OD#E75mg [YD] 13 BV EZ HEOE
FERIEI O LY ENESERBR T A R4 > CER24%E2H
29H ER/EFEEFH02295105)] KHIE, FLAHNY Y
OD$E150mg [YD] #iZ#8iR & Lz & &, BHEHICE
DEEMZMICRLE E AR SN2,

17. BRPRANAR

17.1 BEIERUREEICET 2R

17.1.1 BAZ S B xdiREER

RS RAREE 2R & L 13RS D08
BB B LT, EEFHEIEE T & 5 RALETHi
BOKBAITITROEBDTHD, TLAHANY Y
300mg/HE KX U'600mg/ HBE T3 77 L AR & Mg

U CREMENICERERSEFRO 5Nz,

AL R DR R I 72D
I | R | o | it
F5€k | 97 | 512+0.19 ; -
1;§gﬂ;/ 8 | 4.81%0.20 [02&3%] 0.262
7;‘60771;’;/”5’ 89 | 4262020 | 1.5%?8,32] 0.002
zgaz;;ég 97 | 4.49+0.19 Lljgfglm 0.019

a) WERENVEBHIET A0 HiED 5B H U7z HER O PR X
a7 [0 BA%EL) 510 (B ERWEAR) O11EHE Tl
SN, RIATHFREVIZEBVEAEZTRT ]

b) #EHERVPCLER2E T R—2A5A VOEFAIT 2HERL
T B HFEIT

) ZJVT7F=r YT T AHEM (Cler) &> T, 30<CLers
60mL/min D #ER#E 1213300mg/H. >60mL/min® #Ea# 12 1%
600mg/ A5 ahiz,

ZEMFHINRAPORIERREREIZ, I AT
43.9% (43/98f). FLHNY »150mg/HEET
57.5% (50/87#1). 300mg/HE#HT73.0% (65/89
Bl). 600mg/HET82.5% (80/97fl) TH-7=. £
EEIERIZ. FPEO TV (31.1%). BHER
(28.6%). 1B (12.1%). KigtEE (11.7%) T
Holz. HEZEIERIZ. 150mg/HEICOAHEZE]
B (5) @ >REIME) . 300mg/H B ICE#BH K/ KILE
DL1FI2M (85 © EE) 2SS 722027,
FEPRIRME R R ICHE S ERBE 2R E L7213
BEREGO _EEMLBHBRICB VT, ZEFMEE
TH2HAETMEDEBEBAITIITROLEBYTH
D, FUHANY »300mg/ HBCTIET T 1 REE & g
U CHEHENICER G EP RO b iz,

P L)
BRE Bhogry [P0 o ko
sepng | E ) nggiog | 7Y D
ez | o | (95w EmE]
TR 135 4.83+0.21 [ -1.20£0.21 - -
VA% AUV -0.63
300mg/H 134 420£0.22 | -1.82£0.22 [-1.09,-0.17] 0.0075
VA% AU -0.74
g | 45 |408£032|-1oax032) ST |-

d) #EREPBHEERY 2WAOHED S HE Lz LEM O P%ERE 2

ay

[0 (EAEL) 510 (TN ERWER) D11 Tl

EN, RAATHPREVIFEBVRAZTRT ]
e) HEHKRUCLBERTF, N—ZAF71 VOERAAT7 2 LR L
THHTBON (BAEFHHEROEBE R AT OR=ZF 1 P 5DE

{LEL

CBUAHTLANY »300mg/ BEEE 75 1 KBS OB E X

BHE Liz.)

f) Zv7F=r29U 7T A#EEM (CLer) 10& > T, 30<CLer=
60mL/minD#5%&E 101E300mg/H. >60mL/minD#EE 1213
600mg/Hr 5 & iz,

RN ROPOBIERAFERRIL. ST RBET
36.3% (49/135%1). L HN) >300mg/HEET
56.7% (76/134%1). 600mg/HET80.0% (36/45
Bl) ThH-o7. EREIERAR., ZFHHEDLF L
(300mg/H#£19.4% K% 1'600mg/ H#$37.8%) . {HAR
(300mg/ HE20.9% % 0°600mg/ F BE40.0%)  HHY
HiEE (300mg/HEE12.7% % 0'600mg/ HEE
13.3%). {kE#AN (300mg/HEEL1.2% % 0%600mg/
H#11.1%) TH-7:29,

BAERIERE 2R E Lz 16EMR S0 EEHKT
BREBICBW T, EEFMEIEE T 5 2 Rk ik 0%
RMAIATRITEROEBOTHO, TUHANY VH#
(300~450mg/H) T75 & RBEE ol LT Hiat

iR BN R SN,
TR TR A 3 780
KGR BAINTREY | SouRenx
PR | Cpmaese | fosofmecn | PE
TS5t R 248 5.45+0.12 - -
TLHNY >~ -0.44
300-450mg/H 250 501£0.12 [-0.78,-0.11] 0.0046

g) BEREVEBHEE T 2MAOHEED 5B H U HER O P78 2

ay

[0 GEAL) 510 (ThBlERWiEA) D11 THHE

EN. ZTAT7HFREVIZERVFEAZRT L]
h) B#E5HZHERT X=X VOERAIAT 2HER LT HILDHS

#r

17.1.2

RN RAPOBIERAFKRERIE, TSI RBET
51.6% (128/248%l). VL HNY V#T82.4%
(206/250%1) TH-7z. ELEIERIF. HIE
(45.2%). ZEHEH TV (28.8%). FEHEM
(14.4%). 1#f (12.8%) TH - 7229,
ERRAESHER

HIREZ RAREEE 12601, BRRMERMERREE
ICHES B 12301, FRAERRRERE 1066133+
W EREE (FREBERZE. NEPiK
. ZIEIMERELAEICPE S %) BE1036 2 REL
R ERE (WINB52HE) KB 2RAOME
(0~100mm®Visual Analog Scale TEAY A E
FEBWEAZRT) OTFHERITROEBDTH->
7zo

AR

FAOE (mm)
HIREE R AR FEFRARMER R SE R (2R S PO
FHmGIE | PHELERES | MO | PE R EE

Eitesn I}

126 62.0+19.0 123 52.8+21.7

128

116 35.3+22.3 119 30.0£23.0

248

105 34.0£23.0 112 27.7+£22.0

5238

94 28.3+22.9 97 24.8+20.8
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JEADOEE (mm) @
RalilisI= A RE AR MR R T
FRAmBIEL | PiofE £ EERRE | FREIE | PifE £ RS
Eitd=ai] 106 61.8+23.5 103 67.1£16.6
12:8 104 48.9+23.3 98 44,3+26.9
2838 101 48.3+23.8 92 46.3+27.1
523 87 47.1£24.8 85 44.9+27.0

a) 0~100mm®Visual Analog Scale CEAKE WIFEHRVIFA%
R,

ENERRSHE (FREZHZHRE) cBLT, &
AWM RBIFOBIERIX78.6% (99/12661) 12
OO, EREMEHITZFEHEOE L (28.6%). K
MMEEE (16.7%). HEEE (15.1%). {FEHM
(13.5%) TH-o7o
ENRAKSHABRE (BREERESZEREREICEIE
&) 1BV, RN REIFORIERIX70.7%
(87/123M%1) 1cgBd o, E4LEIERHIX. HIE
(22.8%) . 1KEHEM (22.0%). FEHEHF O
(20.3%) TH o7
ENERERSHE (REFHBE) IcBW T, BNt
R B BIER 1384.0% (89/106f) 12588 5
N, ELBEMERIIER (26.4%) . FgHo Fwn
(24.5%). 1AEHEM (18.9%). #E# (16.0%) T
Hotzo BWEFHOEREEIZ. ZLABETHY ., EE
DORIWERIEZED SN h o7,
ENERBZSHABR (PREMEREEEER) BV
T\ %479 % ERERIE KRR, > BEE P B L 7
HBHVIEARIBBRARPICH 2 ISR L ZEER I,
87.4% (90/103#1) 2R 5n., EREIWERHIX. 18
AR (48.5%). {REMEM (28.2%). F&HEo F W
(22.3%) KHMEFE (17.5%) T ->7230~33),
17.1.3 B RERRA RS
BHEERRRRELZNRE L16ERMBRSD _EE
MEERBRICBW T, EEHEEE TH 2BEHOK
BAITETROLEBOTHY, TUHNY VB
(150~600mg/H) TF S REEE kL THE2
FICERZRENIRO 5N,

RG22 700
HEHOR-251
H5H# POOTHELR | FobREnE
G Ve os%fatmxn | PE
+ g
TR 106 -1.07+0.149 -
FUANY ¥ 059
150-600mg/H 105 -1.66+0.157 [0.98.-0.20] 0.0032

a) BHEOHEIX. 150mg/HA2 5B L. H28E & 0 EEHEZT
V. BARKTRICHRE L EEHARICTESHE, 55168 £ THE
EE i I Rl O Al
WEENBHER T 2EAOHE [0 BaEL) #5610 (2hbL
EmwiER) OLIBETHEisN. RI7HPREVIZEBVEA
#RT.] OB ULIAEY (16EM) OBBAITOR—RT
1 VOB 2 RSB TR L,
WRHDOR—25 1 > 56D FHELE=
AEH (168[) OFHERBATT-R—RA 5 A >~ OFHEEA
a7] x [SEEEEORSHE/RSHM (1638R/)]
c) BEHEUHHRZRT. R—251 VOEFHAI7 RORAICET
HEEOFADOBA 7 2 HER LT HHIESH

b

=

ZEEFMERAFORBERARRRIE TS L REET
46.7% (50/107%1). L AN VEET67.0% (75/
11261) TH -7z ERBWERIX. HE (33.0%). #
FEOEV (19.6%). KEEZE (13.4%) TH-
Tz EEZBWERIZ. EMEELFARSE SN, [EE
L7239,
17.1.4 5 E TS R I REAER

HREZHERREEEEZ MR E L ZEEMRBRER
IZBWT, EEHEIEE TH 5 mKeHliRF O KRB A O

FIITEOEBDTHY, WTFhoRBRICBVLWTHL S
L7131 >300mg/ HE K '600mg/HEETIZ 75 &

REEEHE L CRETZENICERRUENI RO SN,
. FARETTRS OFRE Z 7 7D
(ﬂm;ﬁfﬂ) BEH SEfI BNREH | St REDE i
sEtse | [95%(EmxmE] | P
SERRRISRER
_ N 6.14
TSR 93 £0.23 - -
FUHNY >~ 5.26 -0.88
1 150mg/H 87 +0.24 [-1.53,-0.23] 0.0077
(1388) | 2LH1y > 5.07 -1.07
300mg/H 98 +0.23 [-1.70,-0.45] 0.0016
FTUHNY » 4.35 -1.79
600mg/H9 88 +0.24 [-2.43,-1.15] 0.0003
SV T/ TR
_ . 5.59
TSR 87 021 - -
2 TVHNY >~ 5.46 -0.14
(5EM) 75mg/H 83 +0.21 [-0.71,0.43] 0.7999
TVUHNY » 5.52 -0.07
150mg/H 82 +0.22 [-0.64,0.50] 0.7999
- N 6.33
TSR 81 +0.22 - -
3 TUHNY v 5.14 -1.20
(8:EF) 150mg/H 81 +0.22 [-1.81,-0.58] 0.0002
TUHNY v 4.76 -1.57
300mg/H 76 +0.23 [-2.20,-0.95] 0.0002
_ N 5.29
4 TSR 84 +£0.24 - -
(8 | FLANY v 3.60 -1.69
600mg/ElC) 88 +0.24 [-2.33,-1.05] 0.0001

a) WHEPBHEET 2BAOHED & B U7 LA O TR A

a7 [0 BA%EL) 2510 (ZhBlEzwiEa) O1 1T

EN. ATT7BREVIFERVEAZRT ]

RIS : 5B, HREROCLaBEZRERT. N—RA5 1 DK

A7 2 HERE T HHAEAT

HER2R U3 REBRUERZER T X—ZXT71 Y OEFAIT

ERERET BN

Q) JL7F=r U7 T AHEEM (Cler) 1I2&->T, 30<CLers=
60mL/min® 5% 1213300mg/H. >60mL/minD#HE#E 12 1%
600mg/ A A5 &z,

<

NERBRSRELICBWT, R FTENRAIF O
BIfEFARREIL T T L RBET39.8% (37/93f1). 7
LANY »150mg/ HET59.8% (52/874l) .
300mg/H# T64.3% (63/98fl). 600mg/HET
74.4% (67/9061) TH -7z EEUWEMIE. ZEITHE
BHEL (150mg/HBEL6.1%. 300mg/HEE32.7%%
0'600mg/HEE36.7%) . IR (150mg/HEE9.2%.
300mg/HEE11.2% K% 0'600mg/ HEE25.6%) . Rt
FE (150mg/HE12.6%. 300mg/HE14.3% %
600mg/HE13.3%) THo7. BELZREME.
300mg/HEHICT 7 ¢ 7F ¥ —RRIS1H. 600mg/
HEFIC B &\ /BRI A5 TR/ AR A 2 I/
EROSHESIFIHFICHRE SN, WIHBEE L,
HHESE I/ IAERER2IC B VT R REIF O
BITEFARRRII S T L RBET25.0% (22/88%l). 7
LAY > 75mg/BEET32.1% (27/84#). 150mg
/HBET41.0% (34/83%1) TH -7z, FiEIWEMIE
FEIED E W (75mg/HBH8.3% KX U'150mg/ HE
14.5%) KOMERR (75mg/HE7.1%% 0 150mg/H
BE9.6%). CIMEME (75mg/HEE7.1%% U'150mg/ H
B4.8%). H (75mg/HEE1.2% K ' 150mg/ HEE
8.4%) ETH -7z,

SLESE T/ TTAERBR3ICB W T, B2l REIHh o
BIfEFARRRII S T L ABET39.5% (32/81%1). 7
LAY »150mg/HBEETS50.6% (41/8141) .
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300mg/HEET67.1% (51/7661) TH-o7z. FisH|
fERIZIFEE® £V (150mg/ HEE12.3% K% 0'300mg
/HBE26.3%) . AR (150mg/HEE14.8% % 0*300mg
/HB23.7%). OWNEE (150mg/H#9.9% KT
300mg/H#6.6%) FTh -7, BELEIERII.
150mg/HEEICHEEL. OEMHSME. DEEAER
/DEMANFEOIFAEPRES Nz, Thb6 Dk
JRIZDOVT, DEESMGE. DEEABIR/ DEME
HSLDRE I3oREE, $EELIIEIEAI R S Nz,

AAEE T/ THRERAICB W T REWFHE S50
BIEARBRRII T T R T36.9% (31/8441). 7
VAN VEETT3.0% (65/891) IcRHHN. FEix
BIfEFIZEED £ (27.0%). HEIR (23.6%). *
MEEE (13.5%). OWER (10.1%). FH
(9.0%) BRUEESIT (7.9%) FTH- 7239739,

17.1.5 SEIREAIZ SEER

HREZHMBEREETZNRE LB SHER]
(15401, mE312EHEG) RU2 (27561, &E172
BERE) KBTI SRADREDOFHEIITROLEBD

TH-o7ze
FAHOEE (mm) @
BT R B 5 ER1 B 552
PGS | P R | FEEIR | P iR
B 5w 154 69.4+£18.7 275 67.3£17.9
1238 114 42.8+26.1 211 40.3+25.4
2458 91 40.5+£25.1 173 41.4+24.9
5238 63 38.3%+24.6 122 35.7+£24.2
10438 32 36.8+23.2 78 32.5+24.1

a) 0~100mm®Visual Analog Scale TEAKE WIF EHRVFEA %
R,

EH#SRBLICBL T, BEMFMARHIFORIE
F13275.3% (116/15441) 1288 51, ERBWERI
T TV (20.8%). (AEHI (14.9%). IHR
(13.6%). BRICK 48 (9.7%). OHEER
(8.4%). R FEROEHRA (£7.1%). BIIER
VED (86.5%) HTh-ol-. BELBIERHIZ, =
I & HIME3F]. EEEER, EEHEE, K- LY
v LM, B MEEIAHE/ DB IGE. kb
I K 29ME/FHIC K B 9MESBISESERE S M. W
ThumEEL:,
EM#RESRB2ICB VT, Rkt & e+ ogE
F1E265.1% (179/27561) 128D 5., ERBIER I
FEEOE WV (16.0%). KEgtERE (12.7%). {HIE
(10.5%). |IEE. R, BEEMECERE (&
5.8%). ZD (5.5%) FTh-7z. BEEZEIERIZ.
FrffarEE, R/ RMO2BI3M4PHES N, £
OERIZFNZNRENE, BETH 209,

17.3 ZDith

17.3.1 REDOREHER
HARABRBAZNRE LTHRERRVERICT LY
NV 2 150mgBEREORE L-ROZHED T »
DOHRRIT, BBIEE553% (1/194]) & H~iEaR
#530.8% (12/396) TE» - 7249,

18. ENEIE

18.1 {ERERF
FUANY VIZHRERERICB W TEMREE LY Y
LF v FILVOBREIC LB 2 1%E 229 a0 97
1= hEDREEZENLT, AT TLF ¥ RO
EHEETORRBRONILY TLREAZMEI L, 7Ly 3
VRS OMRCENEERE A IE T A EHAREBEINT
W53, BT, FULHNY v OERERICIE M THERER
HiRD /LT FLF) UREEKRTET = RIS
AERABESLTWVWSC EARBEINTLIS)~49),

18.2 $E&E{ER
FUHANY Vid, BMERICBLTAERENBICNT
HHEGEITENIN TS, RHEEREERUERFEIC K2

BRI IR ERREREEIH T 5, £
Tou AbZME. RREME. MEEERICER I NS BRE.
BHBBETVICBWT L ERERZ2RTS0~55),

18.2.1 BMRIEMHIEEE (CCl) EFNLICHIFD 77057«
—7EEA
FLAHNY VIE, Ty PCCIETNIZK B, BHEDY
BT OT =7 %2 & I L7250,

18.2.2 BfEMEIEE (SNL) EFIWLIECSF 3707127
1EF
FUHNY Vid. SNLETNVIZED S MMcRRESHE
BN R OB T a7« =7 230 L7250,

18.2.3 ARV RVYYY (STZ) ERKFEFIVICSIFZIMT
O« Z7{ER
FLANY E. Ty FSTZERRETIVICBWTH
T BHNRCENT T« =7 2 H L7125,

18.2.4 BEHEERERBETIVICBIFIARh707« =71ER
FUHNY Vi, 7 ZABHAOEE N IC X 2B HE
BETNICBOWTHRETHEHHNTOT + =7 2iHI L
7252),

18.2.5 {EMHHBIERERBETIVICBIIBR 707« =Z7/EA
FULHANY E. Ty MEERBRRERETIVICE
WTHRET AENT O T 0 =7 ZiMH L7253,

18.2.6 KILXU VT A NCHIFZIERRICH T SEERIER
Sy FREAOKRILTY V510K FET 520
OEREETEI OS> 5. TLAHNY VIZHRERIED
59 % & SNAHE2UHZMEI L 759,

) EETREELMERICT LR 2Ea R EMET T =7

IR, B (REZ2ELERICET A ETHELS) KUK
(BEANOBBETELS) 7uF«4 = 7ICnEsh 5,

19. B ICRET 2E{LERAR
—MEEHE - S L AN~ (Pregabalin)
ft % % :(35)-3-(Aminomethyl)-5-

methylhexanoic acid

CgH17NO2

159.23

HEBEOWMKRTH S,

IKIZRRBFIT W,

{b2EmEE

4 1 A
7 T &:
:3 N

NH,
CH3</ H
) CO,H
H,C

22, @
(FLAHINU~ODgE25mg YD)
1008 [108E (PTP) x10]
500%E [10%E (PTP) Xx50]
1008 (7L 3I48)
(FLAHINU~OD§E50mg YD])
1008 [108E (PTP) x10]
5008¢ [108¢ (PTP) X50]
(FLANY ODEE75mg [YD])
1008 [108E (PTP) x10]
500%& [10%E (PTP) Xx50]
1008 (7L 348)
(FLAHINUYODEE150mg [YD])
1008 [108E (PTP) x10]

23. FEk

1) EmsEEEER (VY Ah 72 201048 16H&
. HEERMIE2.6.6.6)

2) Lockwood, P. A. et al. : J. Hum. Lact. 2016 ; 32
(3) : NP1-NP8

3) siEEMERAV-BERE (VU AA T2 201054
H16HZA&GR. HiFEERHNE2.6.6.6)

4) BAEMRE (VYA AT 20108FE4H 16 H &R,
FEE BRI E2.6.6.5)
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5)

15)

16)
17)

18)

19)
20)

21)
22)
23
24

25

)
)
)
26)

27)
28)
29)
30)
31)
32)
33)

34)

35)

BERBEAICE T 2EYHE (BHERE) (VAT E
)L 201044 H 16 HARE, HEEERMTEE2.7.2.2.2.1.1)
BERAICBIT2EER (REKSE) (VI ATt
)L 2010F4H 16 H AR, HEERE2.7.2.2.2.1.1)
(B B AN R - RS R (58150mg)
BEOEE (VY hAh T 2010F4H16H%&R. H
BERMTE2.7.1.2.2)

TRAT AR R SR ORI B KR OCRH (VI h T
)L 20104 H 16 HA&RE, HEEERHTEE2.7.2.2.1.6)
MFEFEAFEE (VA AT 201054 16 H &R,
EFFERIEEE2.7.2.2.1.5)

REZOHEM (VY HAH T 20104 A 16 AR
HFF R E2.7.6.1)

t bcytochrome P450icxtd 2HERER (VU HAHT
L 20104E4F 16 HA&RR, HFERINE2.7.2.2.1.3)
EREICBIAEYEFE (V) hh T R 2010544
16HARR. HFERNZ2.7.2.2.2.2.1)

B AR E B X IUGENT BE 12 B 2 HEMERE (Y
UAHh TN 2010F4A16HAR. HFEERBIE
2.7.2.2.2.2.2)

RS, BPRESRERREE . BIRRERERE
FREICHESKEEZET HBERRMEFHREERICET
HREEMZEYFE (V) AH T 2010810H27H
AR, HEERME2.7.2.3.5.1. 201286H22H &R
HEEERMEE2.7.2.3.1. 2.7.2.3.4)
EMERICE T 2EWEEER (VY hH TR 2010
FAA16HARR, HEGRHIE2.7.2.3)
HNRYF > EOFMEEER (VY AH 722010
FAR16HAR. HEBRMEE2.7.2.2.2.3.5)

RECEEEE E OFEMHEER (VU A7 2L 20108
4H16H%&RR. HFERE2.7.2.2.2.3.6. BEME
&)

O TENRLEOEYHEEER (VYA ATV 20105
4A16HA&R. HIEERBIE2.7.2.2.2.4.1)
FFTa Ry EOEYMEEER (VY AT L2010
FAH16H&AR., HFEERMNE2.7.2.2.2.4.2)
¥ —VEOEYMEENER (VY hh T Rl 20105
4H16HZAR. HiFERMNE2.7.2.2.2.4.3, FERE
&)
Brodie, M. J. et al. : Epilepsia. 2005 ; 46(9) :
1407-1413
(MR B EANER AN EFERE (5825mg)
(PR B ENER : EMZNRSERE (5850mg)
(BR) R NE R« EMPNRS RS (5875mg)
NIETER fth : HARS V7Y = w 722458 20105 17
() : 141-152
EWNHIARERER RRESBMEE) (VU hh 7k
JU 201048 16HARR. HFEERMEEE2.7.6.29)
ENEE MAEMBGERE (BERBEREERERESICHES R
) (VU BATEIL2010FE10H27HAZR. HIFER
ME2.7.3.3, 2.7.6.1)
E N MAARIERE GGRMEmEE) (VUAh T e
20124F6 H22HA&RR., HEERME2.7.3.3, 2.7.6.
(2))
ENERARSHE (FRESBEEE) (Va7 t
U 20104 16HAR,. HFEERMEE2.7.3.5.1,
2.7.6.37)
ENEHHRGHER (BRREREAREE IS ER)
(VUHBHTEL: 2010F10H27 &R, HEERY
B2.7.3.5.2, 2.7.6.24)
ENEHZSRE RESHFBE) (VU7
20126 H22HA&RR. HEERMME2.7.3.5.1. 2.7.6.
(2))
ENEHKRGHE (FHEBGERERE. MNEPRERE. £
FMEELEICESER) (YUY AH Tl 20135F2H
28 HA&AFR. HHFEERME2.7.3.5.1. 2.7.6.(2))
EFEEFEIE MARRE: (BREERERE) (V) h7en:
20135228 HA&RY. HHEE BRI E2.7.3.3, 2.7.6.(2))
SESE IR OENHET T AR (FREE %

(10)

36)

37)

38)

39

—

40)
41)
42)
43)
44)
45)
46)

47)
48)

49)
50)
51)
52)

53)

54)

55)

24,

26.
26.1 SGERRSET

BR) (WUBATSEIL2010FE4H 16 HARR., HEE
RHEE2.7.3.3)
NEFEIHARRIGHE GRESHREE) (VU asTS
)L 2010FF4H 16 HAR. HEEERMIE2.7.6.34)
NEEL/MHET T 2 RAERE (FRES % 0ER)
(VUHA T EIL 2010FE4H 16 &R, HEERHTE
2.7.6.30)
NEEIHE TS AR R (FRESEmER) (VY
HATENL I 2010FE4H16H &R, HEERHE
2.7.6.31)
NEEL/MHEY T 2 ARERE (FIRES % ER)
(VUHA TR 2010FE4H 16 AR, HFEERTE
2.7.6.32)
NERHZSHAE (FREZSHEER) (VI Ah Tk
)L 20104 16 HARE. HFEERE2.7.3.5.2)
ERAAEOME (VY AA 7L 201048 16H
AR, HEERME2.7.3.1)
NERHZSRE (FREZHEER) (VI Hh T E
)Lt 2010F4H 16 HA&RE. HFEERMIE2.7.6.35)
NERARSHRER ERESREERE) (V) Ah Tt
)L 2 2010E4 A 16 HA&RE. HEERMIE2.7.6.36)
WHICBIBREBOFE (VY HAh T L 2010%4H
l6HA&GR, HFEERME2.7.6.3)
Bauer, C. S. et al. : J. Neurosci. 2009 ; 29(13) :
4076-4088
Fink, K. et al. : Neuropharmacology. 2002 ; 42
(2) 1 229-236
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
BUEMERREBETNVICB ) 2ENEEEE (VA
AT 20126 A22H %R, HEERHE
2.6.2.2)
Field, M. J. et al. : Br. J. Pharmacol. 1997 ; 121
(8) 1 1513-1522
Field, M. J. et al. : J. Pharmacol. Exp. Ther.
1997 ; 282(3) : 1242-1246

NERBERERUBWVWEHh EE

MREHGEE BEBHEKE

EILEE ILTIEPT#E3697HF18=
I8, 0120-647-734

SNEIRTERES

VY tizau bR

ELRELMEHRIRS3697&#i8S
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