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18E i
IEANY §y—vx :,_7;4)?7\% I =]s) —
Sy | N LEE ESME | (e - g A) 10.8(R/E)
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4. SHREX (E3HR
EESRRE

6. BERUAE
WE. KA. S ANy v ELTHHAZLE5mg %
|H2MEEO#5 L, 0% ERRE LT5mgd > AR
ToRFEEHFTHEE L. 1E15mg% 1 H2EREO%5T %,
B, Fi. ERICK D 1E10mgA 5 15mgo #if T E
BEL. 1H2ERST 5,

7. BiERUHAZICEET 335
BREEREREICRET 2EHIE. RORITRI VLT F=
/7U77/x@%%%tLT&%E&U&%@@%%%?
5L, BHEDPSBMBL. BEEISHER SN, SRR+
RIBEEREET S &, [9.2, 98L166L11L6§
]

B RERRE OFEE (CLer : mL/min)
HE
B HhEEE \
(MiEREE % &)
(90>CLcrz60) | (60> CLcrz30) (30> CLcr)
1H#5&| 10~30mg 5~15mg 2.5~7.5mg
= 1[EI5mg 1[E]2.5mg 1[E12.5mg
IRER gom 1F208] 11
R 1E10mg 1[8]5mg 1[El5mg
AR HE 1H2[E 1H2[E 1HI1[E
Figt|\#32  1[E15mg 1[E7.5mg 1[E]7.5mg
HE 1H2[ME 1H2[E 1HI1[E
8. EEREAIER
8.1 vF WL, HE. BRMHEENEILHILNVHHDT, K

Rl EhoBEICIIHESEDEREGRZ ML R oE
RIS SE R VWES>FET S L, [11.1.1 2]

82 (AEHMAEZRT ZENAHAHDT, EMICEREL. IEMHO
BIEN D S bNIGE . BREEE, EIHEEZOMEY)
BRAMBEITO 2 L. FIC. HEBOHEMNIERESIC
PEWAEEIARO6NE 2 ENH B7-0. THMICHE
HitHIAERET S &,

8.3 KA & 2 MR ELZROBEIREBEETII R
FERETHAI NS, BRORREZZERBOBW K
CHREBEHETITL., ARIZEBAREIBE LAV &,

8.4 KFlo&M e HERIEIc XD, NEE. B, FH. &
MEBZEDHMIERS D obNEZ EFHEHDT, KE
ZHIET2BAICIE. BRAICEET AR EEEIITHI I &,

85 B, HERY. BUH. ASORBRENSHSDLNI B
EDHAHOT, BERIC, BEREEICOVLWTHZZ2ITOR
EEETAHIL,

0. HEDHRZRIZFBICHIT IR

9.2 BHREREERE
JVTFZYIIT IV AMERSEICKRER. REHE
ZHET S L. ARlOMBRENFEL 20 EIERAD
RALR I LSBT NDPH S, [7.. 9.8.1, 16.6.1,
17.1.6 2]

9.5 %
IR IR L C W A ATREE D H 2 KT, 1B LD
Attt LR 2 B SN2 5E5IC0RRET
BT &, BMER(T Y b) ThEBEBEIRESN TV,

9.6 %247
WELOERERVBAREOEREZEE L., RALD
Wbk 2 matd s 2 &, BMER(S Y ) TRt
FUCREITT A 2 EMMESNT WS,
9.7 INR
NRE AR E U BRREBRIEER/R L Thi,
9.8 St
981 VL7 F= v VT I AERSEZ ISR, BER
lREHRHSTA 2 EEHEICKRST S, BHEENEKT
LTWaZENFZW, [7.. 9.2, 16.6.3 2]
9.82 »F L, IR, BEHAFICLVERLEREZES
ITBENDNDH S, [11.1.1 2]

10. {8E{EA

JEANY VIZFEE LTED S DORIREA B R O RME 5w

ICEVHRtEN S, I AN OFWMICEDB TR

R—%—1F. BERT=F> b5 AR—=—%—(0OAT) 1.

OAT3. E¥HFF> b5 AR—%—(OCT)2., H*/ Bt

HFFH 7 v FR—%—(MATE) 1 RUOMATE2-KTH %,

F7-. UDPY Vo u v BBEREER (UGT)IC K ARED R 5.

10.2 HEFE (HEBISEFRTSD L)

HHIZE AR - BEAE BF - GRET
A=Sa S SN AH O R R TRy ROOATI,
[16.7.1 18] TEHEBENSH 5. | OATIRVPUGTOHE
fERIC & D, AF oM
hEESERT S EE
ALY (-
RAOER PR > XF Y OMATEL
TEBENDDH B, |RUMATE2-KOHE
FERICE D KRE DI
FEEN LRI S EE
Ab6N5B,

SR TATA RS P RE | B AR R R
TILI—)U(fKE) | OE T 2R 2 FHEHEKRTLEEZD
[16.7.1 2] BENDEH B, N3,

VRAFTY
[16.7.1 ]

11. BIfER
WROBHERDH 5bNBZ ENHHDT, BEZTDITITV,
BEPRDONIHBEICIIBEE2HILT 274 EEY) 2 0E %
o2&,
11.1 EXREIER
11.1.1 HFRWVGEEAR). {EIR BEEAR) . EE5EK (0.1%KH)
HELEME2ECIBZINDIH 5. BEIROOLHN
TG EICIIREZRIEIZEET 5% E#EY A 0LE %
752 &, [8.1. 9.8.2 BIH]
11.1.2 FHEEEEREE (SHE )
AST. ALTLREZEOHEERENH S DNEH I ENDH
%, EHBREPEBHNMREOVIHER 2 ST EE MR
O oNTGEICIIRER2PIEL, BURZAEBEZTH 2 &,
11.2 ZDDEHER
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R e (AR 8| (Ao F 0,

A
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13. B8RS

13.1 fEK
MAERIERE 2R & LR IcB 0T, 1
H60mg TOBEHRGHVHRES N TV S, BEKGR
ICHSNIERIE. RS, BRERE, BER. WTE
&=, B, MEEER. BIETH -

13.2 iE
AANFMPBGENIC K D 15.3%PRrES NS, [16.6.1 &
]

) AHI O RESUIR RIS R EERE TH 5.0

14. BRALOEE
14.1 EBRIZMEFDER
(BFIHE)

14.1.1 PTPEZEOEANIPTPY — b o WODH L TIRHT %
EHEEFTHI L, PTPY— bOERERICEK D, BLH
AP BEEMEARA L, BICIZZRELZB I L THERE
HREOEELEMELZHHET LI EDVDH S,

(OD#g)

14.1.2 ODSEIZFO LICoE THRR =B85 EHET 572
®. Kz UTIRARMETH 5, /2. KTRATSZ
EHTED,

14.1.3 OD$EIXE/- T DRETIE, KL TIRAESEREWZ &,

15. ZDMDFE

15.1 BEERERICE DL B3R

15.1.1 BRZ &G 7 V7 TEM L EELR 7T 2 AR
BRiCBWT., BRBEEAEERPAARSEEL,3786]H
561(0.36% : ERREZELE]. BR&EAM) . 7SR
8694 (0.46% : BFZEBAN) IZBD 5Nz,

1512 BHERZ &L 7 V7 CFEM Lz EEHERFE 75 £ A xtiEaR
BicBWT, EERI A AR RESEEL,37861F 341
(0.22%) THE SN, TS RES6ITIZME T
Mol

16. EENRE

16.1 MARE

16.1.1 BEKRS

(1) =OANUVEE

BEREMAICITANY & LT3, 5. 10KU30mg (&#%
58266l # BEREOHKE Lz & &, #5#%1KH TCmax
IZE L. 112132.96~3.37KHTH > 7. Cmaxk
AUCInfi3 58I L TEmL 2D 2(EAT—%).

HEREOHRSROMmEES I a 7N VIREHER

(ng/mL)
600 eee 3mg
*ee 5mg
500 4 -4 10mg
4as 30mg
JI[L400*
# S E AR R 2
#1300
b
i3
200
100 4
0o : " * -
01234 6 8 12 24

W [ (hr)

5%ELE 5%k S A Y BRI SR OSEMBNIE §5 A — ¥
B Ei 2. AL Cmax Tmax AUCinf ti2
% 5 FERE i e (ng/mL) (hr)®D (ng - hr/mL) (hr)
Tofh | FE RS, TR\ WO 3mg | 6 4862847 100 1184242175/331037
E. BER, [ (0.50~1.00)
O, 18, smg | 6 |783%180(, 190 12762426.96|2.96+0.17
PRSI, R (0.50~2.00)
MRS (HbAC - 1omg | 6 |205+64.0], 190 l614148402(33240.75
. MAEE ER) . (1.00~1.50)
PSEUE, 1HCK - 30mg | 6 |433267.9) | () o [1.682£233.4/3372026
7 IRBEIEIE. A5 : :

FEofiE + fE R
L) Al (Rl ~ ok i)

(2) =OAH/NU>ODsg

TERERLA B ME3661IC 2 1 A8 > ODSEl5Smg 1§ (K7% L
THRAXIZAK TR X1d I a#/3) »$E15mg 188 (KT
fRF) 2. 70 AA—N—IECEEREEEORS L TEY
BN X — & 2 H#E L7z, Cmax& OAUClastd (a5
INZFEIEO O HIO0%EHERMIE. \»WIhd0.80~
1.250&FENTH V. HEFOENZNESEESFERS N
79, Im#NY > OD$E2.5mg. OD§ESmMg&kFODE
10mgld[ &8 A R 72 2 & O B 8A] O 1) 21 R S 1 Bk
HARIAICEDE, FERMFZ I a7\ »OD#E
15mg& L7z & &, BHESIIRSEHE SN, EWEN
WCRIEE AT EINT,

I u AN Y OD$ELSmg (K7 UTHRA) Xid I oA\ VEElSmg
OKCHRA) BEHE 14 SR QR FHE ST X — 5

Cmax Tmax AUClast ti2
= I

n5R AR (ng/mL)| (hr)*2 |(ng-hr/mL) (hr)
OD#£15mg i 1.00 + +
(Kkz LOHRE) 36 |282+69.4 (0.50~3.00) 906+123(3.11+0.680

$E15mg N 1.00 4 N
GKCHRFR) 36 |282%£63.2 (0.50~3.00) 887+1282.96£0.626
SPEE R R

E2) s (f5/ME ~ S A fE)

I HNY > OD$E15mg GRTHRAT) XiE 3 1 #/3 Y »$§15mg (K
THRA) BERE O SR O M EINT A —5

= Cmax Tmax AUClast ti2
B5R R omn | (0® g hymy)| ()
OD#£15mg 1.00
okema) | 20 |285E710] (g 50~3,00) | 932% 163 |3.1420.666
$15mg 1.00
GKCAR) 36 (283%70.0 (0.50~3.00) 8981140 |3.06+£0.705
SEHME AR R

E3) F il (/I Mil ~ o i)

16.1.2 KiE#kS5
BERAIC I THNY > & LTLEL0R D Smg (&1 58
o6fl) % 1 H2EI7HMREROKS L& &, BE53HEE
TICEFEREBIGEL., %E7THEHD12132.43 % 0°2.830
THolz. HE7THHOCmaxKkAUCtauld. B58IC
Bl L THEmL 729 9,

REFOB S RO MEEH I 0N BEHER (5 7HH)
(ng/mL)

500 1 +ss  10mg
T 44 [5mg
400 4 .
PR R 2

300 1
th L
B 200 1 1

100 /

0+ T T
0 1 2 3 4 6 8 12



RAEFREOI SR DML N T X — % (B 57HH)

Cmax Tmax AUCtau tis2
B58 |fIM (ng/mL) (hr)#  |(ng-hr/mL)| (hr)
1[5]10mg 1.50
(1H20) 6 |210+£39.4 (0.50~2.00) 601.0+£63.68 | 2.43£0.54
1[El15mg 0.53
(LA20) 6 |381+88.0 (0.50~1.53) 1,057+142.2|2.83+0.70
SFEME AR R
TE4) Fr O AE ()Ml ~ ok fE)
16.2 DRIV

16.2.1 BEDEE
R A30FIC I T AN > & LT15mg% BEFORS
L7z EDCmaxi3ZEEIE VBB TENETN230KT
188ng/mL. Tmaxix1.00%0'1.508f, AUClastiZ#h
ZNn884%1833ng - hr/mLTH - 7z, A5 TCmax
I3F18%ET Ly TmaxIid0.5KER L7z, AUCInfo
ETIZH6%TH 720 (HEAT—%),
16.3 9%
16.3.1 DTEE
ERAIC ST H N 2 E LT3y 50 10 030mg (&4
E86fl) 2 BEROHRE Lz & ZDORDP T OKKEIHE
(Vz/F)i378.01 ~87.97LTH »7-V 2(AMEANT—%),
16.3.2 MERFITER
VCHEEAZFHWZEE T, 30N VIZFKRIMERICET
L. & homfEREEICNT 221MPREDHIZ0.85~
0.87Td» - 727 (in vitro).
16.3.3 MFEBFEEE
UCE#MAZ AW ER T, b MIEEAESRIGMmEES
EEO0.1~10pg/mLICBWVTHEEINET23.4~25.5%T
- 727 (in vitro).
16.4 {3
R A BE6 B 1 CIZ#{A30mg (150 p Ci) % B (AR %
5%, BEREREDO7T%AIRFICEINS W, ZDH76%H
RELERTH o720 RE(LADIDRPREIEZS 7 & 21K
THO. HEED0.6%DPEINS NIz, £z, UGTICLKBR
BWEZIIN-Z V0 vBlagEbEHEI s 9 (SHEA
F—%),
16.5 kit
fBERAICITHNY & LT3, 5. 10&RU30mg (&#5
E6fl) Z BEREIH%S L7 & EDCL/FIZ16.50~18.24L/hr
Thotzo TOEZDOREMEDRPFEIFIZ63.2~71.5%.
775 AE104~124L/hrTh -7z 2, @EERASE
TE6HIIC HCIE(A30mg (150 1 Ci) Z HEREOR G Lz & ¥,
B 51680 ME% £ TICHRASTHED BREPRIRIZO8% DL kiciE
U $997% A RHIC. F1%#EpIcHEf S h /28 9 (SEA
TF—%)o
16.6 HEDHERZEITIEE
16.6.1 BikpEEEEE
EHBHREE R OB HEREREFIcI TN v EL
TSmgZHEFEAOHRE LizE &, CLcroETRITHEL
AUClastOEMA D 5Nz, MENZ2ET 2 KHSER
2EEFETIE, ARFMOIMBETICEVBES LI a Ny
> D 15.3% P MBHENTE IR & 117210 10, [7. 9.2,
13.2 18]

BRREREORE Wi Cmax Tmax |AUClast| CLr
(CLer : mL/min) (ng/mL) | (hr)® |(ng-hr/mL)| (L/hr)
1.25
= + + +
CLcrz90 | 4 |71.2£25.6 (0.98~2.00) 321£52.5/10.9+1.52
90>CLcrz60 1.74
+ + +
(&) 6 (81.4+29.0 (0.97~4.00) 422+85.17.83£1.61
60>CLcr=30 1.95
+ + +
(thspr) 9 |76.9+13.3 (1.03~5.00) 655+144|4.48+1.87
30>CLcr 2.00
+ + +
(FE) 5 [118%£25.8 (1.47~5.00) 1,350£259/1.92+0.463
KRB AR 4.01
+ + —
e | 6 |101£329) | 0 11.990£916
FEE £ R R

TES) Ao (F5e/ Ml ~ A fi)
T16) #5247 & IMGENT 2 ARFRIFEME L 720

16.6.2 FHikREfEEEE
BEROCHEEOHEREREREFIOHICITINY &L
T15mgzBERO#KS Lz & EDCmaxid. BEEBEA L
HEBELTZENZTN1.0EAV0.8ETHD . AUCInfIZZh
ZFhOOMERVLIETH oD (HEAT—%),

16.6.3 Siin&

S55~75ROEEEHREICITANY YL T1ES5, 10/%
U'15mg (FEER6H]. 65mAM1361% &) 21 H2M 14
HERERZO®RESG L&, B53HE X CICEFIREIC
EL., %E514HEH®D112133.58~4.55Th > 72, &5
14HE®DAUCo-1200lds S5 1HE®D1.13~1.24&TH >
Too R IEERA & B U ERICKZ L ERITFTED
SENBHoTPDHEANT—%). [9.8.1 2]

16.7 EYHEE(ER

16.7.1 tBE1ER
IO AN VIEEELE NCYPRTREEZEED 5 0 IZFHE
9, B 5 AR——(0OATL. OAT3. OCTI.
OCT2. OATPIB1l. OATP1B3. MATE1 kU
MATE2-K) ZHE LA o7z, £7z. PHEEHA (P-gp) XU
AN AMEER(BCRP) ZHEL 2P >72, I0ANY
EESWEN. OAT1., OAT3. OCT2. MATEL1 &
MATE2-KOEETHAH I EWRBEINT, /oy 0l
N FUGTIZ K 2RE B 2T 72 (in vitro) .

(1) Fu~% F500mge I 0#AY > & LT15mgz AL
7z&&. T uANNY yoOCmaxkUPAUClastid. ZhEn
29% K T'76% LR LIZ1Y (HEAT—4). [10.2 ]

(2) ¥ AFV400mge 2 THNY v & LT15mg# MR L7z
L&, IANY yOCmaxKkUAUClastix,. #hZFh
17% K 0'44% EF L7219 (SAEAT—4). [10.2 B8]

(3) 3Ny eI )= LRiFuTENLE2HALLE X,
AN Y ROINS OFERIOZEY BRI S IC X
BHLPRFEEIROONGP 2Tz, SUINYEIN
5 DEFIDOHAZKEGREICBEWT, BMES Lz AN
T BFENAROCFEBEOK N EHZiRD 7215 (4LE A
T—%). [10.2 &H&]

4) SN VENTTR=LZHHLEZEEZ, SN
RO NIV R ILOENBEICHAKRGICK DL P2
HEIFEOONG oI HEAT—%),

W) AR OERARIE I AN > & LR ESMg 1H2E. A28 1E10mgX

121[E15mg 1H2ETH 5.
1) AUCINS : SRR AR & ¢ o M4 rp i R - W R b R S A

AUClast : & ATHE 72 e R pd & C O M P B2 - R I
AUCtau : B HFE & o I8 i 2 - IR R i e

17. BRPRRE

17.1 BIERURLECET 355

17.1.1 E MEEEHREERRER
HARZELT V7BV T, BRBRERE R REEER
BEB240I (HARANS97HI) 2 RFic, IuHNY > 15mg
(5mg/H. 10mg/H%=ZhZNnERES%. 15mg/H%
12;8f#%5 : 5H14EMK%S). 20mg(10mg/H % LERM#H
5. 20mg/H %z 13EM#% 5  H14HB#%5). 30mg
(10mg/H. 20mg/H% ZhZh 1B 5%, 30mg/H
Z12EM RS | 3 4AERERE)D, LR IeR%E14
BRI E T 5 —HEMHLERHSE 2 £ L7,
14BREOEFAITICBWT, I aH/NY »30mg/HEET
T ARBEHBR LU CREMENICERAWE I RO N

7‘:16)\ 17)Q
_ 14BEOR—R] ,_ . .
v |RHI R Tt REDE .
Q7). #2) S h - ’ ES)
| o [T
Z\LE
RN—=2
+
S 54|30 EL0IZ ) 51 o5 - -
1438(310(4.22+1.820
N—=2
+ -
20mg/HEE |71 165\557£08%9) | 471 135 Lo 4%10517] 0.3494
1438(151]4.14£1.685 e
N—=2
+ -
30mg/HEE| 71> 165/5.55£0.967] | o)1 134 L0 82'5_817] 0.0027
1438 [142(3.73+1.845 oo

HED BAMOPEEREZ 27 [00F47% L) A 510 (FBE T E 2 BB OMA) O 1 1B T3
fii]
TE2) FofE + IR 2



13) RHIfEIX. missing not at random A 71 = XL ZRE L7z ETFVICE DL ZERAE
WK ORTE L. fi5EkT—F Y Md, REH, B, BE5HSEOREIERH % EE
R BEREHR. N—2AF1 VPR ATT 2 RERE LBRRADRET
JZ K D f#HT L. Rubind5iEIC & 0 #EE Lz,

E4) /NP + AR

%5)20mg/ HE KR U30mg/ HEE & 75 ABE% 2 h 2 A RE/KH0.025 () T g L
Joo MBEE HICABEN RO SNBAE. 15mg/HEEE 7T R 2GR /KHE0.05
THERTH &L Lz, MEELICERTIEI AP > 25A. 15mg/HEE TSR
BB LanwZ L& Lz, 20mg/HEE, 30mg/HEEE L S5PPERETH > HE.
15mg/HEFE 75 L A2 ARAKME0.025THET A2 & & L,

BIMEFRBBEE X, 20mg/HETL8.8%(31/16541).
30mg/HE#T36.4%(60/1651) TH -7z, EHITEHIZ.
20mg/ HEETIEARS.7% (16/16561) . {FEITED F17.9%
(13/16561) . RAEMHIFIEL.8% (3/165M) Kk UMAE#E NI
1.8%(3/165%1) . 30mg/H# TIHEAR14.5% (24/16541) «
FEMED E119.1%(15/16541) . KAEHEIFES.5%(9/165
1) R MR EHENNS.5% (9/16561) TdH > 7z,

17.1.2 SN EERHERRHER
HARZELT Y TICBW T, fRESRMEREET7630
(HARAN611H]) Zxt5ic, 3 u4/%) > 15mg(5mg/H.
10mg/HZEZZhZnEBBS%. 15mg/H% 1238 H#
5 E14EMEH®SE). 20mg(10mg/H % 1 EH# 5%,
20mg/H % 13\AHKE : 5F 14K S). 30mg(10mg/
H. 20mg/H#% #hZh AR S#%. 30mg/H % 1238
Be5  FH4EMBES), b LTI ARZ14EREKS
I 5 _EHERHLEGE R L 7.
T4ABEROEEAITICHBE VT, ITHNY »20mg/HEE.
30mg/HBETT 7 b RBE & B L ORI ANICER G E
HRH 5N 19,

14RO —2

T | U b FIUHKEDE|
2,276 #) S - : 110)
RIH | B gy MR 7 R0 s | P
N=2
+
75exa 74y PP PE0  h0k0009) - -
143 263/4402 2,115
R=%
+ -
2mg/ b1 54 |12 TOELOB g0 141|047 00058
143 129(3.99%1.839 810,
N=2
+ -
g/ 54 2|12 POFNOB  g70137|  OTT <o
143 139)3.71£1.797 10.-0.

F6) AR OFHEE A a7 [00EAZ L) 25 10 (BB TX 2 REORFHA) O 1 1 EHE TR
]
FE7) A5 + AR 2
18) KHIfiElZ. missing not at random A 1 = XL ZRE L7z ETFTVICEDL ZERAE
KK DRTE L. WSk —5 Y Md, REH, B, BE5HOEOREERH 2 EE
R, AR N—RAT A VPR A T 2 BB E LIRREDRET
JUIC K D FET Ly Rubin® 5B & D #EE Lz
T9) /NP i + ARz
##10)20mg/ HE R U'30mg/ HEf & 75 £ REf 2 T2 A R/KHE0.025 (i fil) THk L
Too WL B ICHBENSRD SNBE, 15mg/HEFE 7T L AREE 2 HR/KHE0.05
THET L Lz, ML HICHERTIRED > 54, 15mg/HEfE 7SR
BB LAanZ & Lk, 20mg/HEE 30mg/HEES S PERTH - 7285
. 15mg/HEFE 75 L RBE 2 ARAKME0.025THIET A & & L,

BITEFRBHE L. 20mg/H#ET35.3%(54/15341) .
30mg/HEE T44.5%(69/155) Td > 7z 7 BIMERIL.
20mg/ HEETHEIR17.0%(26/15361) . Z&1ED £118.5%
(13/153f) R OMEEHENNA.6% (7/15361) . 30mg/HEFT
{ERK22.6% (35/15561) . FETED £1214.2%(22/1554)
BOVERET. 1% (11/15561) T - 7z,
17.1.3 S MEERERERRHER (RBRSHER)

HAZEGT V7 TEME U 7RI AR i RS 1ERE
BE21461 (HAAN16561) ULH RS & w2371
(EARANLI87HI) 235 & U 7= 528 (MiE 4R, FH=HR
BMASHEM) RSO EMRAKRESHBRIC BT 2FADR
EOFHERIROEOEB D TH 72202,

i | RO T HEER A FEFE | BRI G e
P G s OB ()1 |GV s OB () #10

b il 214 42.1£20.41 237 43.5+21.38

1238 200 35.7+20.30 219 34.7+21.80

2438 186 34.4+20.89 203 32.7+21.81

52318 169 31.1£20.70 184 28.6£22.16

HELL) P fE £ R, 0~100mma Visual Analog Scale

BIEASBHE L, BREERHEAREREERRREET
27.6%(59/214%1) . #HREZHMHZEREE T39.7%
(94/23761) TH o 7=o FRIMERAIE. WEREMERE MR
PR E R FRE TIEART.9% (17/21461) . FEED £ »
6.1%(13/21441) K ORI IZES. 7% (10/21441) . HiK
YL 1% R BB TR 13.5% (32/237H1) . H#ED &
1110.1%(24/23745)) e O EIEINT. 2% (17/237H1) T > 720
17.1.4 EMEERHERKHER

HARZELT Y 7ICBWVT, HIREMREEEERE (G8E
G i) A 29901 (HARA24201) 231, I aHN
Y (A7) ==V RO CLer2#*60mL/minbl_E O #EkE
IZ1x10mg/H. 20mg/H%z ZhFh LER&K SR, Kt
IZIE UT30mg/HX1&20mg/H % 1 285, X7V —
=Y 7D CLcr2*30mL/minbl_E60mL/min i o # 5%
HICi35mg/H. 10mg/HzEZhZhEMKE%, Zatk
12 LT 15mg/HX1&10mg/H % 1 2:;8[#% 5 © §14:80H
Be5), b LTI ARZ14EREE T 2 _E5HHTE
AR 2 L7z

14GEREOEFEAITICBWT, 0N VHETTIER
B & U CREMEMNICAER 2 WE IR 5 iz,

} IERON—A|
o (L ORI A e ko

el Bl A G
R=%

7oekn 747|100 g5ph0132) - -
143|135 5,50 1.932

<oy | A

S 154 | IOO0ELIOL 9340132 270 00001
143|132/ 470 1.863 e

H12) AMOFHERA T 7[00/ A% L) 5 10 IR T E 2 REBOHAH) O 11 BRE TR
fifi]

113) P fE + iR 2

#14) RHFIEIE. missing not at random A = XL ZE L7 ETIVICHEDI ZERA
BICKOME LT, WSk T— 7ty M3, BEHZEEDR. X—2 571 VP
PIRA T BB E LD HATIC K DT L. Rubind HEIC K VA L.

E15) BN T E L R

TaANY CEETORIERRBEEE L. 41.1%(62/151
Bl TH-oiz. ERBERAIL. MHIK25.8%(39/15141). %
D £16.6%(10/15141) R OAEEMA.6% (7/15114)
Th-o7,
17.1.5 EMEEEHREEARRER (REAKRSHER)

HAR%Z &t 7 27 THEME L 7z P i S e (B HhiE
B miERE. MEPRER. I —F Y IRICE S
MR R E R ) BE 21041 (H AR A20041) ZxfR & L
7o 523 (WiiEHA4EM . FHEREH4A7ER. W18
) 8 5 OIEEMERB G BT 5 A O HEE O fE
WIRDEOEBY TH o722,

AP R A £ Ji A DFRE (mm ) 1O
# 5l 210 61.4+£20.42
12;8 182 49.3+£24.16
2438 170 46.3+25.30
4838 167 45.2+25.74
5238 170 49.7+25.79

116) P fE £ MR, 0~100mma Visual Analog Scale

BIVEFSE ISR 12, 40.0%(84/2106) TH > 7. £ El
fERIE. BEER15.2% (32/21061) . KAEHEIZE.0%
(19/21081) KO8 D £117.1%(15/21061) TH > 7=
17.1.6 £ MEENEERIER

8 PR RO e e P M R LIRS 1 e R R
ETBHREBRTZET HEE 2R E U7z 148 R (i
2:EE R O E MR 1 208 M) % 5. 0 5 IAEIEE Mt ic B
WT, 14EBOKIR AT TIZIRDED EB D TH - 7220 27,
[7.. 9.2 1]

o 14RO
(L }?5?%/ in) A ;;Ug PRAITED E) | R—=ZF 4

cr - mL/min » b OE(LRE
HEEERAEERE N2 4

BEE 51| 30| 2651049 1 79,0335
(592CLcrz30)"0 | 1438 | 26 | 3.81+1.834
HEBRERE -2

BER sy 2| 2ITELI T 0710871
(292CLcrz15)#20 | 1438 | 4 | 3.83+3.082

E17) AR OTFERE A 37 [00FA#7% L) 2510 (BT E 2 REOFKA) D11 BRET5F
fii]

—5—



TE18) P fE + H R

TE19) /NS P i + iR
¥20) #ERR 1 5mg/H

W21) MERER7.5mg/H

BIfFFASBEBEER, PEEERERTEENT30.0%
(9/730f) T v . EEBHIERTEER T0%(0/56]) T
Hotz. ERBEMIZ. H5FE B e RS BE R UK
13.3%(4/30f1) . ZEMED £116.7%(2/3061) TH -7z,
E)ARFOAGEHERIZ I 0N & UTHIAELESmg 1H2[E. AR AR 1E10mgX
131[E15mg 1H2EITH %,

18. EERpEIR
18.1 {EF#ERE
FOANY VIFHRRICBWTEBMEBEEALY T LF v 3
VORSREIC S LB 2% & 2 2 a0 Y 712w b & DR
EENLT ALY LBRZINET 22 &2k 0 EFEEM
PRETHEEIOND29, I5(2, ITUHINY VDHE
EERICIITHRBIGEIRO ) L7 RLF Y UREEBICT
BIEELERBES L TWAZ EMRBEN TS0,
18.2 $E&(ER
18.2.1 BEMIEE DFEIRETILT v MITHB WL TR N4
HEEREZ ER S8,
18.2.2 A ML MY MY UBERIBETILT v MZB W THMRIH
WIS 2EEREE RS E/2,
18.2.3 BREUBEET LT v MTHB W THEMBAIRIIC N 2 &R M
% ERsHE730,

19. B3RS ICRE T IBERHIFR

—RZ 1 I EHNY 2 ARYILEREE (Mirogabalin Besilate)

{E2#% : [(1R,5S,65)-6-(Aminomethyl)-3-ethylbicyclo[3.2.0]
hept-3-en-6-yl]acetic acid monobenzenesulfonate

PFIL 1 Ci2H1oNO2 + CeHeO3S

DFE : 367.46

% R HE~HMEHEOHRTH S,

BEn -

Ly N

H3C P
\—O:|<\COZH

H

SOzH

B = :169C

SECHREL - 1-42% ) —)L/Britton-Robinson#& & (pH3.0) : -0.59
1-#%% J—)L/Britton-Robinsonf& & (pH7.5) : -0.05
1-#24% /—)L/Britton-Robinsoni& & (pH12.0) : -1.10

20. RV LDER
&
20.1 BAE. RIS & D SERIREICHM L QEAPABND &
Wb
(0D
20.2 7L IO —HEBIIEREET TRET S L.
20.3 2.5mg#E. 10mgHE FSEAIREICEHERICLSEEDOHS
WHOENDIENDH 5,

21. HERSRM
REEM ) A7 EHEEZRED b, BYNCEHET 5 &

22. @&

(9U—Ix§82.5mg)

(PTP : #22HIA D) 100%E(10%EX 10)
(FU—I' T8E5mg)

(PTP : BZI#HIAD)  100%E(108EX 10)
(FU—=IJ'TiE10mg)

(PTP : #28HIA D) 100%E(10%E X 10)
(9U—I'115mg)

(PTP : #z2J8HIA D) 1008 (108E X 10)
(9 U—3TOD%E2.5mg)

(PTP : #2J8HIA D) 1008 (108E X 10)
(91— TOD$E5ME)

(PTP : ###FIA YD)  1008%(108EX 10)
(§U—3 TOD§10mg)

(PTP : #z2J8HIA D) 1008 (108E X 10)
(9U—21OD§R15mg)

(PTP : ¥Z/#AHIA D)  100%E(108EXx 10)

23. FE#k

1) Brown K, et. al. : Pharmacol Res Perspect. 2018 ; 6(5) :
e00418

2) #ANER} OB SR OEMEE/NT X —& (20194E]1 H8H &
8. CTD2.7.6.3)

3) HNER: 3T ANY Y ODSEE I TN VEEOEYERE

4) Jansen M, et al. : Clin Pharmacol Drug Dev. 2018 ; 7(6) :
661-669

5) #NEFR | RIEBRSEOENEE/NF X —4 (201941 H8H&
%, CTD2.7.6.5)

6) tENER} @ ZZER I BRI SR OEY B/ ST A — % (2019
FE1HSH&AR., CTD2.7.6.2)

7) FENER - UCIZR (A & R /- JREE R B R AR (20 194E1 A
8HA&ER. CTD2.6.4.4)

8) Yamamura N, et al. : Xenobiotica. 2021 ; 51(5) : 549-563

9) HANEHRl : UCHEEAZH W b ANT A ER (201941
H8H &R, CTD2.7.6.4)

10) Kato M, et al. : J Clin Pharmacol. 2018 ; 58(1) : 57-63

11) #AER : HAANBHERERFICB T 5E)ERE(2019F1A
8H%FE. CTD2.7.2.3.2.5)

12) Duchin K, et al. : Clin Drug Investig. 2018 ; 38(11) :
1001-1009

13) #ENER} - EFRERE 2R E L RERS R (20194£1H8
H&#. CTD2.7.6.7)

14) Tachibana M, et al. : Br J Clin Pharmacol. 2018 ; 84
(10) : 2317-2324

15) Jansen M, et al. : Clin Pharmacol Drug Dev. 2018 ; 7(6) :
597-612

16) Baba M, et al. : ] Diabetes Investig. 2019 ; 10(5) : 1299-
1306

17) #NER : BREHRE R R E R REE 2 R E L&
FHE BRI KRR (7T £ Rt iEaRER) (20191 H8H &
CTD2.7.6.21)

18) Kato J, et al. : Pain. 2019 ; 160(5) : 1175-1185

19) &R BEREE R AR EE 2 0R & U7 IHE A E
G PRaER (77T A X I8aER) (201941 A8H &R,
CTD2.7.6.22)

20) Baba M, et al. : J Diabetes Investig. 2020 ; 11(3) : 693-
698

21) HNER  BERRE R RERRREE 2R E UE
A ERE LR R PR AR (RHAR 5.35%) (20194E1 H8H A&GE.
CTD2.7.6.24)

22) Kato J, et al. : Medicine (baltimore). 2020 ; 99(36) :
e21976

23) HNERL : FRRES R AR EE 20 R & LS IAHE R E
g PR AR (RHAR 53ER%) (20191 H8H &R, CTD2.7.6.25)

24) #ENER : PR E R A E 2R & U2 AR E R
R RRER (7T & ARHIEEER) (2022463 H 28 H A&
CTD2.7.6.1)

25) HNER : R AR R E R RE 2 R & L 72 5 THE R
LRI ERPR AR (R 55A5%) (202243 A28 HA&GE.
CTD2.7.6.2)

26) Baba M, et al. : J Pain Res. 2020 ; 13 : 1811-1821

27) fENERL @ BRERER T 2 7E 9 2 M8 PRI A AR R 1 AR L
FEARAEE R R E 2 0 R & U 72 56 A E P IR PR R
(20194£1 H8HA&FR. CTD2.7.6.26)

28) Domon Y, et al. : ] Pharmacol Exp Ther. 2018 ; 365(3) :
573-582

29) Kitano Y, et al. : Pharmazie. 2019 ; 74(3) : 147-149

30) Oyama M, et al. : J Pharmacol Sci. 2021 ; 146 : 33-39
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