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40 mg [H7 A1 | +1126.22| £1342.76| *109.88 +0.90 +0.011| =11.51 +3.53 +75
N S Qs 1663.28 1871.43 181.93 1.65 0.035 22.28 16.95 91.5
AT 4 ZAVEE 40 mg
+996.89| =£1225.27| £130.41 +0.94 +0.010| *+=9.39 +2.91 +6.5
GBI TAE R - p=0.7277 - p=10.8456 | p=10.9954 — p=0.9258 —

*p<0.06 THEEDHY
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(ng/mL)
200 -

100

EREV NS FosNF

50

n=18, VH{HE£S.D.
—e— T IHNYODEE40mg (47 A1 |
—0-- IHINVT 4 A ®§E 40 mg

Pe % ol (hr)

K7 40mgfEKiL

HERDMIEF T VI Yy s

Mg (ng/mL) MAEFEEE (ng/mL)

IMAE S (ng/mL)

400 No.1

300

200

100

0% ‘1‘2 24 36 48 60 72
i (hr)

400 No.5

300

200

100

0012 21 36 48 60 7
i) (hr)

400 No.8

300

200

100}

0o———+=
0 12 24 36 48 60 72

frefi] (hr)

—e—: TIVIYIY Y OD 40 mg [H7 A |

M (ng/mL)

M (ng/mL)

IR (ng/mL)

147
<

i

400 No.3
300
200
100
0e ° .
0 12 24 36 48 60 72
R (hr)
400 No.6
300
200
@
100 ,,L'
qQ
o
0 12 24 36 48 60 72
IRefE] (hr)
400 No.9
300 F
200 F
100&6-
0®

0 12 24 36 48 60 72
Hﬁﬁ_ﬂ (hr)

0

AR (ng/mL) iR (ng/mL)

AR (ng/mL)

400 No.4

300

200

100

08T

0 12 24 36 48 60 72
IR (hr)

400 No.7

300

200

100

0 12 2-4 36 4:8 60 792
IR (hr)

400 No.10

300

200

100

IR (hr)

IHNVT 4 2P §E40 mg

8 40 mg &KL

A DB BERE D MBEH TV I Yy VRE (1)




74 (446) PREHE - B 54%E BT 2017F4H)—
100 No.11 100 No.12 100 No.13
3 =) 2
£ 300} £ 300 £ 300
£ g £
B 200} B 200 i 200
i " %{@
g% 100 g 100 9 s 100
: g g
0e N : ) S 0e M — S
0 12 24 36 48 60 72 0 12 24 36 48 60 72 0 24 36 48 60 72
gfE] (hr) RfH - (hr) R[] (hr)
400 No.15 400 ¢ No.16 400 No.17
3 = =)
£ 300 E 500 £ 300
g gk g
w200 s 200 f w200
b = 5 =
g‘% 100 g 100 & 100
g = E
0 e ) 0 ‘ ) 08
0 12 24 36 48 60 72 0 12 24 36 48 60 72 24 36 48 60 72
Rl (hr) IR§fE] (hr) IRFE] (hr)
400+ No.18 400 ¢ No.19 400 No.20
3 3 2
£ 300} £ 300} £ 300
2 g 2
B 200} o 200f B 200
2K K 2
;E% 100 i g 100 §§ 100
g | g £ | e
0 e 0 S — )8 T =
0 12 24 36 48 60 72 0 12 24 36 48 60 72 0 24 36 48 60 72
Rl (hr) IREfH] (hr) IR (hr)
—— T IVINY 0D EAOmg [T A ] o IHILT 4 2P EE40 mg
8 40 mg fe/k7ix Uik & #5RE O it 7V I v 7 VIRE (2)
#6-2 40 mg #EK7x LB O#EYEIRE/NT A —% (n=18, F¥fE =S.D.)
AUC. AUC.. Cmax tmax kel Te MRT AUC/AUC..
(ng+hr/mL) | (ng+hr/mL) | (ng/mL) (hr) (hr ") (hr) (hr) (%)
FTIIBIVY 0D 8 1409.05 1575.23 137.22 2.19 0.031 24.53 17.63 90.0
40mg 971 ] + 626.26 +706.59 +61.51 +0.73 +0.009| £7.93 +2.47 +55
R e B 1271.46 1411.89 131.73 1.61 0.033 22.93 17.47 90.8
AT 4 AVEE 40 mg
+520.84 +602.95 +73.80 +0.83 +0.008| *=7.10 +2.64 +5.6
RS R — p=0.0158 - p=0.0099 | p=0.3155 — p=0.6632 —

*p<0.06 THEEDHY

WINBBEETHY, EEN

wEhle (%8,

64.7 kg), BMI 3 19.4 ~24.6 ("F1522.0) Tdh >

776

2. 20 mg fEK7% LiABR

1) XG4k

PispE 20 Bl& 7V I B vy v OEYEEES X O
HEMEDFHli R & Uiz, #5RE OF#IE 20 ~ 30
ik CF¥23.25%), HEIX53.9~79.1kg (¥

2) IR

TNI VY O REHER X 3, &
Pl DMK IREHER & X 4, FWEIRE/NT A —
Z DO EI TSR ZE 5-2 1TR Uiz, MEhT L3
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AUC: Cmax
K | FBIEDOTFEDFED 90%EBIXH* | 1og(0.91) ~ log(1.08) | log(0.94) ~ log(1.20)
Bk XD FE D log (0.99) log (1.06)
e L | MO TEEDED 0% IR | Tog(0.90) ~ log (1.04) | log(0.98) ~ log(1.21
LA SHHUEDFIIE D 7% 10g (0.99) log (1.09)
Ky | FEEDFELEDED 90%EEXH* | 1og(0.95) ~ 1og(1.07) | 1og(0.90) ~ log(1.04)
EL A XHEEDFIED % log(1.01) 10g (0.97)
ome KL | AEEDFEDZED 90%EHXMH* | log(1.03) ~log(1.16) | log(0.94) ~ log(1.20)
LA XU D PHIE D7 log(1.09) log(1.06)
* 1 10g(0.80) ~ log(1.25) OHEFHIZH 5 L&, EWFMICRSEEHET S
=8 AFEFL H
bR WERE TS HEFRL PR P 535 iRl | VABREE & D BE
MK S [3jE [Bl1& BEH s L
1 FEEL (7355 IHNVT 4 Z%E 20 mg [al{8 BEH7 L
ﬁ%; WK | B i B L
5 RO B | B I AT 1 A% 20 mg [m115 R L
20 mg 15 ALT k5 XS | 7V B8 > OD 820 mg [T A | [8l{8 B L
LSyl (35 [|E | B D 200 Livg
KisL SR (3355 ) ) [BIfE | B H D0 Livan
. 15 IHNT 4 A¥E 20 mg
alR S hpis | | B 206 L
IIRFTIEE (2355 [mI{E | B bH L0 Lvan
A (2355 Bl | B# s 5008 Ly
éﬁ; 10 e | B SHVF 4+ 2 40 mg W | Btid B 56 Lzl
h T W | Bl 50 Lk
40 mg kiR & (2353 i ) [al{& B/ L
2 I AT 1 A%EE 40 mg
KisL JE B L35 [m17E Bafize L
bR 14 BN | BEE | T3PV Y >~ 0D sE40mg [H7 4 | | [64E Bz L
17 P HRERAS I T I | HR s I AIVT 4 2% 40 mg [al{& B L

PV VIREITRAIE TR L 7 #E 2R L7223,
MRT CHRIFIRIZ A EZLRD BNz, T DD /S
T A= TIFRAMICEREEIRD BN > T,
3) MR

MmEF 7 I I B IV VigE X VKD AUC B &
" Cmax QX BUE D FIED 7 D 90% 15 XM,
log (0.94) ~ log (1.04) ¥ & U log(0.98) ~ log(1.21)
THY, Wb log(0.80) ~ log(1.25) DHiFHMN
ThHolze LD > TKELDFEGEHTT, TV

SHNVY ODEE20mg [HIA4] EIHIVT ¢
2% 20 mg W 3AEWFCRAETH D EHESI NI
(F D,

4) 7 2

PERE 1B A F DB EEL DR 5N,
WINHBETHY, BIEIHERINLE (K8,

3. 40 mg #EKdH W HER

1) ® e

BERZ T Ul 27 Bl 2 S EhRE D FHMi /42 & L
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2o HEHMEIZXDIEBR~OSMAE Fk L 1 6%
B 28 6l%, REOFHEANS E Ui, #%RED
R 20 ~ 38 % (P39 26.9 %), AHEIX51.0 ~
75.8 kg (F1963.9kg), BMI i3 18.7 ~ 24.3 (¥
21.5) Th-7z,

2) IR

TIVIHNE VO HRERE 2K 5, &
el DM IRERER 7 X 6, FWEIRE/NT A —
T DR RE SR 6-1 1R Uiz, MiEFT L3
YUy VREITRAIRCEU LR 2R L, W
NDOINT A=Y THHEETED NI -7,
3) AWrFrmEI SN

MR TV I YV g VRE XD KRDIZ AUC B &
U* Cmax OXBUEDFHE D7 D 90% (5 B X HE,
log (0.95) ~ log (1.07) ¥ & U log(0.90) ~ log (1.04)
THhY, W d log(0.80) ~ log(1.25) DHiPHA
Th-tco LI >TKHDDEGEHRMETT, T
SYNVY U ODEEAOmE (I 4] EIHNVT «
25 40 mg W XAEWFHNCFAFETH L EHEI NI
(E7D,

4) & 4t

WERE 1B 3FOFEFEREL RS 5N,
WITNHBETHY, EEIHERINLE (K8,
4. 40 mg feK7%x LB

1) XZ R

BERA T Lz 18 Bl W EhRE DT A 5 & L
oo AEREZIZXVERANOSINZ FIE U I-95aH
20 &L 20 Bl 7z, LeEORHERS E Lic, #
B DA 1L 20 ~ 38 ik (P19 23.45%), HEIX
55.9 ~ 77.6 kg ("9 64.9 kg), BMI 1L 18.7 ~ 24.5
(P 21.0) Th -7z,

2) AR

TN IVIVY VO RE#E X 7, &
Pl DM IR RS A X 8, EWEIRE/NT A —
T DIEIHEERE K 6-2 1R Ui, IEhT L3
PV VIR RAIR TR L 7 H#E 2 R L7223,
AUC=-% X O tmax CHAIMICHEEZEZNBD AN
Too TDMDINT X — & TIBFIRNIZ A E LR
S5N7eh -7,

3) AR

MmEFT IV I BV VRE X DK AUC B &
U Cmax DR FAE D SFIIED 7= D 90% 5 BX FEIZ,
log(1.03) ~ log(1.16) ¥ & UFlog(0.94) ~ log (1.20)

PIREFHE 5% H45 2017F4 H)—

THY, WINd log(0.80) ~log(1.25) DHHiFHN
Tholee LI > TKELDEGSRETT, TV
IYIY ODEEAOmMmE (V741 EIHIVT «
2P 40 mg W XEWFCRETH D EHEI NI
(F 7o

4) & &t

W 3B A FDOBEEFRLDED SN,
WIFNLBEETHY, REI RSN GR8),

% =

Yz )y ZEEBDOTIVIHIVY 0D §E 20
mg [V74] BXOT VIV VY 20D 40 mg
(BT 4] 220, RBEERMTHLIINT 1
Z¥E20mg BRI HIVT ¢ A% 40 mg & D
W S 2 BGET 5720, HAR AR A S %
Rz 2K 2 WD 7 v 2 —N—iBRE T - 7o,
AENIOFENRESE CTH D Z L HKD VD RER & K
e LBz AT\, M7 IV I S8 VIREN B3R
W12/ T A= & Tl BH O AP0 [ i %
i Oy

ZORER, KbV, KL oOWwkk554TFT, i
BEID AUC. & & O Cmax OXEAEDFEHED 2D
90% 15 #IX 13 10g (0.80) ~ log (1.25) DHEIPHNT
BHolce BENT A =T DHEIIIZENT, 20
mg $E/K 7% LikB# O MRT & & 08 40 mg $E/K 72 Lk
B AUC-T, ®ARICHERENEDONI, Zh
IR N IERIZ ED 5 72 (MRT : 1- 8 = 0.9999,
AUC= : 1-8 =0.9964) Z EIZ XD DT ENE
Bl LIz ThY, mEHDOHE
RO REWICEZECIELHDOTIERNWEE X
bNize F72, 40 mg $EK7e LiABRD tmax T, %
FIRNC BB ZD GRS BNz, tmax 2D W Tl H#A|
DOV x T 5L, ZOEIT0DEETDH
D, WHAOENE R OLE®ICHEEEZ DD
TlEsWEEZ BNz, ZDMDSE/INT A =5 T
1%, WHBICEEZIRD LN -7,

L7z -TC, TIVIHINVY OD$E20 mg (57
1] EINNT 1 ZA%E20 mg BXFT VI IS
YOD$E4Omg [T 4] &I BT « Z¥EE 40
mg ¥, EMFWICHEFETHS EHUEI N, 7t
B, KEBRIZEWTHERE S HIIZ 16 tFOBFHFELR
DRHHENT=H, WIN B TCREI RSN T
B0, LEMICREIZ L) - T,



L oiBgsE o6, 74 % > 0D §E 20
mg [V T7A] EIHWNT 1+ A"E20mg BEXVOT IV
SYIVY ODEEAOmMmE (V741 EIHIVT «
Z ¢ 40 mg 13, BIRFMICFEFETH D Z EDHER
Nz,

2 £ X B
1) FITELN S T2 2 85 DB D 7= 8D O AW -y [ 5 1 5 Bk

2)

3)

PIREFHE 5% H45 2017F4 H)— 77 (449)

HARTA Y CER 1345 A 31 HESRERSE 783 5)
WHERVE A H ASEFIEIE 2 v % — f : BEHRG& R
HA KT v 22000, FFHHRLE 2000.
BIEIRTDEY ORI FRR T A FZ 4~ DP9
12 H 22 HERFEFREH 487 %5 (P 1345 H 31 HE
MR 7865, TR ISHF 11 H 24 HHE L FAERE
1124004 536 X O 24 4 2 7 29 H 3581 7% 0229
%10 12 C—Fkib))




