7UETS VL EQEMEMESE DS

=7 1mES 77—~ ESt

FUETSY—)LiE3mg N3 k3

TIVETTV—EE3mg (9 kI ITOWT, ZDOUS % TE BN 5% 0 E A 04
W RRISEVERBR T A R T A o) (EIREE 487 5 Vpk 9 48 12 A 22 A IRARA S 0229 4
10 5 : FRk 24 42 A 29 H—#ciE) 145 3 &2, 1. MAIDOMNGEF KU IS & B F a2 x5
& U7z E R R BR 1 & 0 e EHR S & ORISR SN TWAE T U B 7T Y — L
6mg I hI O EEELIZEZ A, BARKETH-T, Ko TUIE3E. 2. ZRINDHR
B B KYE NTHE TR B EI G O PR EMRER T A R T4  NICERIL T 7 VBT T Y
—/VEE 6mg [3 3 b I 2R ERGE & U TR R A FE i L7z,

ZORER. TV ET TV —)LEE 3mg [3 3 b I ITAEERIE] & ORF TR HZRE N FS &OHE
SNTTe Y WA EMFNCFEETH D Ll LT,

* DARNEE: 7Y BT Y = VEEDOR TN D 5 B R

1.7



TUETSY—)Lfgbmg N3 k3

TIVETFT Y —)VEE 6mg 3 b ) GRBREA) (DWW T, TR FEEFE S O AW i [ S Mk
BRI A R A | (EHEFE 487 5 FRL 94 12 H 22 H  HEAHRAT 0229 45 10 &= : TRk 24
2 A 29 H—¥IE) IS HEHL U C AW RSB & 920 L 7=,

R4 (Lot No. TBARIP6-11) & AR MERA| (JeF8 EHEAL 5 BEAI, 6mg) ZZh L4 15 (T
YET T —)V%& 6mg GA). 2/ 2 7 v 24— N—3E (IRIEHIM : 28 H D IZ L 0 HEEERK
NFBF (84 /A HE, 10 4/B #E 51 18 44) IZ# H-Aii 10 FEFLL Lo, K 150mL & & & I|ZH
A% G- U 7o, #5011 (0 FRFfE) (P 544 1. 20 3. 4. 6. 8. 12, 24, 48, 72 B LN 168 Iif
M OF 12 B CORieEIR2 S 1 B> & smL (4 & L < 1mL ML E) o lfig z~s3) > F

NU T AADERIME TERELLT-,

BE L= 2ComigzEoni L GonciiEh o7 U 7T ) — v (RELIKR) BE %
LC/MS/MS ¥EIZ L 0 HlE L7 (EEIRA : 0.500 ng/mL) , 75 S-S FRITRT<
HEWENRE TN T A—F BN LT, £ SEEROERE DO Mg T VU © 77 v — R
BEZRZE 1 RO 21077,

71D Cmax 3 XN AUC, ;65 DX D FEHED 7D 90%FHEX T, Z 12 h 1og(0.884)
~ log(1.061)3 & V' 10g(0.870)~ 10g(1.100) TH V \WFIb WA KT A L DHEAETH 5
log(0.80)~ log(1.25) DHEiFHN TH - 7=,

PLEORER X v R RLA L AEAERAN T A FHICRETH D EHE LT,

FERE LRI T A —H (P L EUER A, n=18)

TVET T —AEE6mg 33 b3 | BEAERAE (B2F], 6mg)
Cmax (ng/mL) 24.843+4.883 26.4015.905
AUC, 145 (ng * hr/mL) 1213.6+379.0 1291.8+497.8
AUC,.. (ng * hr/mL) 1346.1+496.8 1426.7+613.0
Tmax (hr) 3.89+2.17 3.89+2.91
MRT (hr) 46.07+8.05 44.95+8.76
kel (hr?) 0.015154+0.004187 0.015264+0.004210
tye (hr) 48.76+12.35 48.46+12.44

Cmax : S AEHERE, AUC @ JREE — IR AR N ifE, Tmax o B M5 - e |
MRT : RN, kel : WA ELL, ty, 1 IR
(ng/mL)
40

—— TVETSY—/LiEbmel IS
--O-- REERE] (G, 6me)
Mean*=S.D., n=18

0 12 24 48 72 168 (hr)
5 &ERH
1 FEHMEES 7 U v 7T Y — VR EHER

2/17



WEBREES A0

WEBREES A2

HEREES A0S

(ng/mL) (ng/mL) (ng/mL)
407 407 407
—e— FYETSV—)LiE6mel 3T IS —— FYETSY—)Li6melIT IS —— FYETSY—)Li6mel ITIT)
i g <O ABAEBA| (S, 6me) g O BAEBAI (S, 6me) g0 O BAEBA (. 6me)
b b Ed
& & &
7 7 7
P Yy
% ; 20
7 7
1 7
L L
R & 10
B B
. &
O T T T 0@ T T ! 0@ T T T
0 12 2 48 72 168 (hr) 0 12 2 48 72 168 (hr) 12 24 48 72 168 (hr)
BE %@ BE %@ B H%EE

WEBREES A6

WEREES A7

WEREHS A8

(ng/mL) (ng/mL) (ng/mL)
40 407 407
—e— FYETSV—)LiEbmel 3T IS —— FYETSV—)LEbmelIT IS —o— FYETSY—)LEE6mel ITFT)

L) <O RREEBA (§EHI, 6me) g4 <O RREEBA (G, 6me) g4 <O HREEA (SHI, 6me)
@ £ (3
7 7 7
y iy y
£ £ £
E E Z
Z E k1
1 1 7
L /3 13
-] - 2
[ ] ]

0 ST T T T T 0 T T T T T 0 T T T T T

0 12 24 48 72 168 (hr) 12 24 48 72 168 (hr) 12 24 48 72 168 (hr)
ELEL L] 5 BB

WERERS A9

WEREES A0

(ng/mL) (ng/mL)
40 40
—e— FYETSU—)LEbmel 3T IS —e— FYETSU—)LEbmel I T

5 <O ARAEEA (§EHI, 6me) g4 <O RRBEEA (G, 6me)
3 [
& &
7 7
1] ]
£ £
E E
2 2
7 {
/3 /3
-] -
[ [

0 T T T T T 0 T T T T T

0 2 24 48 72 168 (hr) 24 48 72 168 (hr)
BEHRER 5

X 2-1. HBRE RIMEF 7 U v 7T ) — LB EHR

317

AR LA SEATRE (A F%)



wEREES  BO1

WEREES BO2

WEBREES BO3

(ng/mL) (ng/mL) (ng/mL)
40 407 40
Q
:-Oo__ —o— FUETSJ—LERbmglIL I —e— FYETFV—Lbmel AL I —o— FUETSU—)LgEbmgl IURI]
o <O WA (S, 6me) 5 <O WA (SR, 6me) ) <O HAWH (GEH, 6me)
@ £ (3
7 7 7
P Yy
s 5 ui®
7 7
1 1
/3 /3
2 ]
[ -]
0 ST T T T T 0@ T T T T T 0@ T T T T T
0 12 24 48 72 168 (hr) 0 12 24 48 72 168 (hr) 0 12 24 48 72 168 (hr)
ELEL L] ELEL ] BB
= = =
WEREES B04 WEREES BO05 WEREES BO6
(ng/mL) (ng/mL) (ng/mL)
407 407 40
—e— FYETSV—)LiEbmel 3T IS —— FYETSV—)LEbmelIT IS —o— FYETSY—)LEE6mel ITFT)
g+ <O RREEBA (§EHI, 6me) m 546 <O RREEBA (G, 6me) i 4 <O HREEA (SHI, 6me)
@ o (3
7 7 7
P Y Y
£ £ £
E E Z
Z A A
1 1 7
L /3 13
-] - 2
[ ] ]
- 0 T T T T T 0@ T T T T T
168 (hr) 12 24 48 72 168 (hr) 0 12 24 48 72 168 (hr)
ELEL L] 5 BB

wERERS BO7

WEREES BO8

#WERESS B9

(ng/mL) (ng/mL) (ng/mL)

40 7 40 407

—e— FYETFV—Lhbme AL e —o— FUETSU—)LEbmglIURI] —8— FUETSU—)LEbmegl IURI]

o <O ARAEEA (§EHI, 6me) 4 <O RRBEEA (G, 6me) 5D <O HRBEA (GHI, 6me)
3 [
& @ @
7 7
P P
£ £
E E
2 2
1 1
V2 ) e O... /2
i 10 O Ed
'O S e E

0 T T T T T 0@ T T T T T 0 T T T T T

1 24 48 72 168 (hr) 0 12 24 48 72 168 (hr) 1 24 48 72 168 (hr)
BEHRER 5 BB

wEBESS B10

(ng/mL)

40

—o— FUETSJ—)LibmglIU I
g+ <O+ FRABA (SEHI, 6me)
%
7
P
€
4
7
7
f
L
]
B
0
12 24 48 72 168 (hr)
125 %E

2-2. R HIIMAE T 7 U ©F T — ViR EHER

417

—EEERF ST RE (B RE) —



TUETSY—)LfE12mg N3 b3

TVET TV —EE 12mg [3 2 b ) GUBRELAD (DT TR F8 3K 5 D A1) 7 1 [)
RN A BT A ) (EFFH 487 75 Rk 94F 12 H 22 A FEEFEAT 0229 5 10 75 : Fhk
24 4 2 F 29 H —EBEIE) IZHEHL U C A=W r0 R SRR BR % 320 L 7=,

R4 (Lot No. TBARIP12-11) & AR AERUA| (Ve =L ; BEAI, 12mg) €4 1 B
(TVET TV =% 12mg ). 2412 W17 0 24— " —iE (REEWIR] © 29 H ) IC X0 f
FERCN B (9 44/C B, 10 4/D B, FF 19 £) (28501 10 FRfE 2L EofE &% 7K 150mL & & %
(ZHERE A G U7, 50l (0 i) (542 1. 20 3. 4, 6, 8, 12, 24, 48, 72 B L1168
IE OFF 12 B CL RIS S 1 [EZ>& 5mL (fEE LT 1mL 2L L) ol z -~ >
T RUUAADRMLE CTHRILLT,

PRI L 722 T oMk & E 0o L ANt 0T U v T — L GRELE) R &
LC/MS/MS #£12 & 0 JIE L7z GEEMRA : 0.500 ng/mL) , 75 5 U725 TR IR$an<
HEWENRE TN T A—F BN LT, £ SEEROERE DO Mg T VU © 77 v — R
BErrnEnX 1 L0 21277,

7D Cmax 3 XV AUC, 155 DREAE D FEIMED 22D 90%[EHE XA L. £ 41EH 10g(0.938)
~ log(1.186)% & Ut 10g(0.930)~ 10g(1.035) TH V Wb WA KT A L DEAETH 5
log(0.80)~ log(1.25) DHEiFHN TH - 7=,

PLEORER X v R RLA L AEAERAN T A FHICRETH D EHE LT,

ERE LR T A —H (P L EUERZE, n=19)

TUETT—EE 12mg (33 b 3 ) | EEHERIA (427, 12mg)
Cmax (ng/mL) 59.464+11.658 57.888+13.580
AUC, 45 (ng * hr/mL) 3356.91+968.4 3445.0+1015.9
AUC,... (ng - hr/mL) 3918.3+1432.3 4017.2+1487.5
Tmax (hr) 3.79+2.90 4.37+2.34
MRT (hr) 50.53+7.09 51.07%+6.74
kel (hr?) 0.013616+0.003782 0.013525+0.003748
tye (hr) 56.06+20.49 56.12+19.60

Cmax : FeEMEFRE . AUC @ JEEE —ReRidhiR T, Tmax : ficr) M o R B iR |
MRT : “FEI R, kel @ {HSHEEEL ty, : THEFREH

= —e— FUETSU— LR 12mgl IURE)
<-O-- RERH (FEH], 12me)
Mean=S.D., n=19

‘ T T
0 12 24 48 72 168 (hr)
5%

1 EmES 7 U e 77— VR EHER

5/17



wEBESES CO1

wEBESS C02

WEBREES CO3

(ng/mL) (ng/mL) (ng/mL)
80 80 80
7 —o— FUETSY—LER12me 3P T —eo— FUETSY—LER12melITbR) " —e— FUETSU—LER12melITb)
o 60 -0 AEYWH (G, 12me) a " <O RAERF (G, 12mg) 8w <O RAEHF (SR, 12mg)
@ & &
7 7 7
i i ]
£ £ £
z Z Z
A A 2
7 [ [
% % %
i i i
-4 -4 -4
0T T T T T 0 ST T T T T 0 T T T T T
0 12 24 48 72 168 (hr) o 12 24 48 72 168 (hr) o 12 24 48 72 168 (hr)
BEHEY BEREN BEREN
= = =
WEREES C04 WEREES C06 WEBREES C07
(ng/mL) (ng/mL) (ng/mL)
80 80 807
01 —— FUETSV—LER12mel 3UHT) 07 —e— TFUETSV—LEE12mel 3UHT) 07 —o— FUETSV—)LEE12mel 3UHT)
o o0 <O+ ARAEYH (5, 12me) 6o <O RAENH (GRA), 12mg) & 501 <O REEUA (GEA), 12mg)
@ & &
7 7 7
i i ]
£ £ £
Z Z Z
A A 7
7 [ [
& % &
i i i
4 -4 -4
0 T T T T T 0 ST T T T T o T T T T T
12 24 48 72 168 (hr) o 12 24 48 72 168 (hr) 12 24 48 72 168 (hr)
BEHEN BEHREN BEREN
= = =
WEREES C08 WEREES C09 WEREES C10
(ng/mL) (ng/mL) (ng/mL)
80 100 ] 807
7 —— FUETSV—ILER12mel 3UHT) 7 —e— TFUETSV—LEE12mel 3UHT) 07 —e— TFUETSV—LEE12mel IR
£ o0 <0 BRI (BRI, 12mg) o 0 <0 BRI, 12m) o <0 BAEMFI R, 12m)
@ & &
7 7 7
i i ]
£ £ £
Z Z Z
A A A
7 [ [
% & %
i i i
4 -4 -4
0 T T T T T o T T T T T
12 24 48 72 168 (hr) 12 24 48 72 168 (hr)
BEHEN BEHREN BEREN

2-1. R HIIMAE T 7 U v 7T Y — ViR EHER

6,7

— B RA TR (CRE) —



wEERS D01

wEREES D02

WEREES DO3

(ng/mL) (ng/mL) (ng/mL)
80 80 80
7 —e— FUETSY— )L 12mgl 3P 07 —e— TFUETSV—LEE12mel 3UHT) ° —e— TFUETSV—LEE12mel 3R
o 60 <O FRAEYH (5, 12me) 1 o0 <O~ RAEWH (A, 12mg) & 501 <O RRAEUH (G, 12me)
@ & &
7 7 7
i i ]
£ £ £
z Z Z
A A 2
7 [ [
% % %
i i i
-4 -4 -4
0 T T T T T 0 ST T T T T o T T T T T
12 2 48 72 168 (hr) o 12 24 48 72 168 (hr) 12 24 48 72 168 (hr)
BEHEY BEREN BEREN
= = =
WEREES D04 WEREES D05 WEREES D06
(ng/mL) (ng/mL) (ng/mL)
80 80 807
7 —o— FUETSV—ILER12mel 3UHT) 07 —e— TFUETSV—LEE12mel 3UHT) 07 —e— TFUETSV—LEE12mel 3R
o o0 <O RAEMA (B, 12me) 6o <O RAEMA (SEH), 12me) B wg <O RAEHUH (SR, 12mg)
3 L & :
7 7 507QQ 7 507
i 7 ‘ 9
5 5 40 7 ; 40 7
2 3 518 e o
‘Ij ‘/ 30 QAN ‘/ 30
g P L
R ” 20 iR 20
4 -4 -4
L - 10
0 T T T T T o T T T T T o T T T T T
12 24 48 72 168 (hr) 12 24 48 72 168 (hr) 12 24 48 72 168 (hr)
BEHEN BEHREN BEREN
= = =
WEREHES D07 #WEREFES D08 WEBREES D09
(ng/mL) (ng/mL) (ng/mL)
80 80 80
L —o— FUETSY—LER12mel 3UHT) —e— TFUETSV—ILEE12mel 3UHT) n —e— FUETSV—LEE12mel 3RS
g 601 O RIEWH (5EH, 12me) % O IREWH (FEH, 12me) g 60 O IREWH (FEH, 12me)
@ & & i
7 7 7
i i ]
£ £ £
Z Z Z
A A A
7 [ [
% & %
i i i
4 -4 -4
0 T T T T T o T T T T T
12 24 48 72 168 (hr) o 1 24 48 72 168 (hr)
BEHEN BEHREN BEREN

wEESS D10

—— FUETSV—LER12mel 3UHT)
<O FREEMA (2F, 12mg)

168 ()
B5 %M

2-2. ERFEHIMIEH T VU ©F T — NV REHER

77

—IEERA A TRE (D ) —

(2017 4 10 H&ET)



