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8.87
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165|N =175
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SANIHS  N7TND-PZL2-UUPH-LYHT

Ol (22 073" 124"

]é[;‘
gb 1C<7%0” ==, 15 (9.1

~

35(20.0) |41 (23.0) |79 (43.2) 68 (38.4) 118 (66.3)

+2f2 E0f B2 2 = 312t 2ICh(intention-to-treat £41)

2|2 A& Ba2 01 YFYsHAl 28 L 7|2 «efoll chsh 2&5HRICt

FEYES Hototo| st 24 F, 222 Ui, 0|
EXS0 HiZ2 -0 cigt AIEL=E & 100 mg
12 13| 271 HE2 2|9 tht] SHH22 2|5t HbATc JHM S LIEFH20{(ES) FPG L 2-h PPGO| CH
ol M= {9 CHE| Folgh 242} LIEFHCHFPG, -25.4 ma/dL: 2-h PPG, -50.6 mg/dL). A0l Z2|El &t
P 20| M /2 Cib| HbA1cQl JH42 HbATC 7| AE, O] GOk E0f R, &, 13 BMI 7|

C.
o
A, S 2T O] AJZHO] Hut, CiAS R 20 4, £ &2l 2Ty HE 2|H (HOMA-R) £

s Lo o

Q&2 2H| HE Z|E (HOMA-R)Q| YaFS Hhz| ortC}.
HS5 HERZ20CZ FGRA0| 2 2|2 & A2H St Si2j0f| TSt A|EI2RIEl 2180 S 54T
7HEH247F)+

AEFZEEl 100 mg 2o

+0EXZ201(=21500 mg/¥)| + HEZXZ2021(=1500 mg/¥)
HbA1c(%) N =453 N =224
7| A AE () 7.96 803
JIHAENZ SiEfo] HiBHEA TR ) -0.67 -0.02
2|ek + | EXL20I cfjd| 2}0| (B
§ _

@) -0.65
HobA1c<7%01| SEe 22t [N 213 (47.0) 41 (18.3)
(%)]
tekg £0f B2 2 E 312t R Chintention-to-treat &A1)

%
m

B>
=
ind]
o
EY
rlo
k=]
>
ek
o

N

dotA 2 2 212 Hefofl chisi 23 stc

§p<0.001
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EMEHS  N7TND-PZL2-UUPH-LYHT

HEZ20I0] CH3t AEIZEEIS| 2I1HES 32| A =0t Hlush Syt 2 AMAIE

HEXE=Q(=1500 mo/Y) H=2Ho= Y2HO0| 2 2| ofe A28 Yty B2HHDA1C6.5%

~10%) 1,172¥ 2 422 Z2|T|R|=(2/CH 20mg/Y) 2718 Ci] AEFZZEN 100 mg 1Y 13| £0f
o REd 4 Y S Bo6lY| /gt 523, F2Q0UHY, 0|3 YUY, HCHR AMAIEO0| MAEACH 22
g/LOIAC, 187 S Y 2AHS 2|25}st7| ol 2IT) 20 mo/L7t2| &
F012 10.3 mg/¥). O] A|EOIM & Foiz

o
S5 7|l ThBl HbATc2t RolstA| ZHMA S AT 523 & 7| MEl CHH[HbA1c ZA s AIEFZR-IEN 100
¢]

=
X
N
1o
P
X
ofp
o
rlo
Ul
3

1, 0|% E0fE2 LY RA=ACHS 2T A= H

Fi-l

12 13| £01Z0|M -0.67 % L 22T = FOZ0IM -0.67 %2 FASIFICE

m =

DS E202 S2ANTRE HER Y| Cfet A2 YElS] 2148

BRI (24 mo/Y) BHERY E= S2ANT2IE U HEXE0I(= 1500 mo/L)e] HERE O
G20 & B3| 9 A28 Yl BRHHDATC 7 5%~10.5%) 441 @S (AL AlEIZYEIe| £}
89 wEd L UGS HWIISIY| 9I5t 24 =, L2 i, O|F WA, L% ChR YAAIT0] MA|Z|QUCE
243 A Hol 22|0mje|& U o|EX 201 i Z 0] CHEt AIEF2EIEI 100 mg 1Y 18] 271HEL 9
CHH| HbA1cE [2latA 7HA5HH (H 6), FPGO] Clisi M= 9/ CH| A M2 RoI5t ZAT} LIEF:

CH(-20.7 mg/dL).

H6 OEZ2Q F2HI2E B2 o2 HERAO0| 2 52| o= H23 St S12t0|| CiEH A|EI2
YEl 271 Hgo QEK WIHMQ4R)
AEFZEEl 100 mg Q| ok

+ 22| e|=(=24 mg/Y) +=e|HIe|=(=4 mg/Y)

+HEXZZ221(=1500 mg/¥)| +HEZZ22I(=1500 mg/¥)
HbA1c(%) N =115 N =105
7| 2 AEH () 827 8.28
| AE| 2 SE{o| MBH(HH HA ) ~0.59 0.30
2o+ S2|0f|m2|= + HERZZ0] i

§ _
H| 2ol (A Iga ) -0.89
% )]

g £0 22 2 E 312} 2lCh(intention-to-treat £A1)
2|2 AHF o2 0| SYUSIA 2% LU 2|2 Aelo Cisl HA5tCt
§p<0.001

01 QIHIOIII(htlps //nedrug mfds go. kr)EI at
(MU E M T a2 §Hal 2 ASLICH



SAMEHS  N7TND-PZL2-UUPH-LYHT

=
AHHDbA1C 7%~10%) 2622 A2 =2 AEISEEI 100 m

=E g 27t ¥R K54 U 4 BIIGP|
QI8 547 (1834363 912), DAS| A, 0|F W, 91oF (Y AAAIFO| AAISIICH 185 AlHof 0=
L20ID} 2A|Z2|EHE B2 Cis AIEF2YE 100 mg 12 18] 271EBE 9iot CfH| SAHoz 8

2|5t HbATc S LENHS0{ (B 7), FPG L 2-h PPGO|| CHEHAM & |2F CiH| ZtA 2t LIEFHTHFPG
-19.0 mg/dL; 2-h PPG, -37.9 mg/dL). 54F A0l BWItEl HbAlc, FPG, 2-h PPGO| CHSt Ztagnt=
183 A M9 Zet FAFSHRACE

[

7 HEZZAN ZAZ2|EtEo2 YYRAO0| 2 &2 ohs H2E ' SH2t0]| TS AEF2 - El 27t

8o vad FHAN(18F)t

AEF=EEl 100 mg |k +
+HEX20! (=1500mg/Y) HEZZ20 (=1500mg/¥)
+ 2AZ2|ERE (24~8mg/Y) | + 2A22/EFE (24~8mg/Y)
HbA1c(%) N=168 N = 88
7| 2 A () 8.81 8.73
| MMEfRRE{C| HSHEYE T
" -1.03 -0.31
2o+ HEX20| + 2A|22|E}
§ _
2 O] to| (2 B ') Rt
}('102/)511 C<7%O” =l EJXHK‘ [N 37 (22%) 8 (90/0)

1oFS §£0] 22 D& Sz} ZlCh(intention-to-treat &A1)

2|4 A a2 old LYot 2 L 7|4 «efoll cisi 2 AsHRACt

Aad(+/-HEZZINHOZ AR HO| 2 2| §hs AH2H Gt B2HHDATC 7.5%~11%) 6419

[

2 22 AEIZY-E 100 mg 271 EE29| R/ QHHMS HIVEHY| 95t 24, 22| Y, 0|2 9
4, A o2 ALAIHO| £3E|RACE 2|2 THA|(run-in period)0l| BISS QHH A K2Fo| ol&2l(E 6t
Y, ALY E= 372 E HEE0 £ HEX20(=1500mg/Y) 2 HRE0] Botom sig 7|2 S0

JO‘ 001 s=1HI0!I|(https //nedrug mfds go. kr
IREOI(ANMUE SH= T2 ) S 5Hal &
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B

tol

KN

OH

3H4 Q1 2|20l 27HE AlEt

o]
EIH

o-

HI(HR)
ey

|

[=]

©

_Cr>_

(95%41=]
0.98

(0.89, 1.08)

0.99
(0.89, 1.10)

I.L__I_

(patient-
years)

FIREPN

b

e

100¥
4.2

3.6

At
)

%

3

o]

5
851
(11.6)

291
(4.0)

286
(3.9)
746
(10.2)

14

-Ls
i

At
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b

[

3

100
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SN S  N7TND-PZL2-UUPH-LYHT

500 mg/kgOflA 7+eto| 20| SI15HRICH O] 232 AUCH| RS 212 & 1ff Q14| 2|CHH 22 (MRHD)
21 100 mg/day2| 72| 60U H =0 ‘20|t 2He| 242 150 mg/kgOflA 2H2he|2] Ot O] 222

Q| 2| CHH F-EHL| A2l 2080l 3 st= E&o|ct.

o

e OIRAE o2 AlEFZEEl 50, 125, 250, 500 mg/kg/day 202 21AZE YOt A|HS 4345}
ACH QA z|chHZ-E 2| 22| 70810l sHY 5= 500 mg/kgOflAl O] 2 7[0| M & 20| Yraio| Z7t5}

2f0)] 0
A| UCH AEIZEEIS YE|2|0FE 0|88 S SO (Ames)AlE, CHOMILE 0|5 2|2 A z|0] 4

Al L AL MERY

o

FEA], SHE ZEMIEL 2| Q| H AW O] 4 AIE (in vitro alkaline elution assay) 2 OFA

J

ZEMEE 0S8 AUAMAI D 22 YO RUSHATOIM HO|AH L AMH 0| 4R LU0| LIEHLER|
o4ATH.

HEO| 2B AI-OIM 125, 250, 1000 mg/kge| 8 C2 £Z10IA wHl A 452t Wb Al & ZZA|H
7E2|(9F Z8F)F 01510, LA0IM B2 HEE AU7UNR| ZRE0] St 125 mg/kg (A2 ch A

(
YEY2 1280l M O 2Bl s O = BHAIE|R| UTH NEZH(QIA|ZICHHZ-E 2| 258 L 1008H)0

o
Me E0t 2ABE AMESQ SI0F YZ0lA 2Hate|Act

HIEZZEQU2 124 L= 234202 MY &= A4S0|L B OF7[A7|& A2 SENSHH H2IS LIEHY

YOI LAYAIRIO| SHE (B 1047 2|£)9 OLLA (915 2|4)0| CH3H 242t 900 ma/kg/day?t 1500

mg/kg/daye| 822 HAIE|UCE 0|2{5H 82 A EHH0f| 7|25t Q|| 1 2|C 5{22Q| 2 3H|0|

ARSIl =28 SHEOfAM O] 2ol of 5t =
=

oAl &y 2t 2tz 8F0| S7tst

-~

CF. @4 OjA @04 0] OFat 2RAE orgol ZHL giolc

=

SHSHHOIAIE (S, typhimurium), FHAL SHHO|A|S (OFRA 2T ZE M), A

Lot

O5) E& A W A3 M- (0L SSMZE)0IM HIEZ2010] Ho|2ld THsAof| et 22 e AT

[Wd

O 4 HEO| SEIS2 600 mg/ka/dayel NEY, E& HEHHS 7|ZOZ 2|0} 5|82e| o 28|E 0]
8 1) EX20l0] of3f Y2 W) eiglet
@ MASY
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SAMEIHS  N7TND-PZL2-UUPH-LYHT

HEof ENOIM HAle SASHAIFOIM O 2F 125 mg/kg BH(Q1A| 2| A 2839 128] &0 1Y)
7tA| 018 W, ~EfSOILt EROIO]| 42 QAUCE. 2Lt YL
oMol YA SEAE 22 e AolM 2] BHSS 02T 4= e A2 OS2 YFOM Q| AL

&|2| Qhect,

AlEl=EElS P4lst A2l SHEQ EN0M ALl 6~20Y (712 M 7()0ll £0 Al =0 2|1 250 mg

/kg, ETNOIM 2[1 125 mg/kg = AUC Bl of 221510 Q14| 2|cHA 28221 100 mg/day2| oF 308,

208712 018 o, 2|7| 92 ATt SHE0IM 1000 mg/kg/day (RIAIZICHHZ-EZR! 100 mg/day2|
oF 1008 .20 SHE)E AFE0N Al RBLLL-F AN0|MO] 52 SR WMEO| SIIRUCE

A 6L 7 2172 1000 mg/kg/day ELE ZFE0I8E SHES| Af7| L4 LFO|M A F0| Za
SIRACH 7|S0ILt BEO0f| O] 42 2t2=| 2| 44Tt

[ —]

AEFZ YRS Yolet SHEO) F0] = 24| 2H0l| Of 45%, 24412401 80% 7t EHBHE T RUCH ENOIME &
Of = 2A7t01l 2 66%, 24A17H0ll 30% SUCH.

t
/100022 2R (SH A AL (F))S 2x2 WMAAH 2 2 1 4 AZEH HolojH 22
0 28HO| HZ AEISHEIS S 21}, HREIIBH22|(AUCt, Cmax) S

], 2| 2t2] 90%412|7t0] log 0.80H[Af log 1.25 O|Ui2M MS5tH o2 SS5HS QIZ5I9Ct,

Bl DT LEe Y|
& AUC0-48hr Cmax T (hl’) t1/2 (hr)
(ng - hr/mL) (ng/mL) max
A0 E A A QFA Y 30
CH=zCk 100/10002 2|02k 2696+485 383.1+79.3 © 50'~5000) 6.51+1.21
(B AL|(R)) : :
A|UA|EFCHONA OF A HE
Bl 3 26544469 | 378.9+65.5 =00 6.33+0.92
=1 100/10002 2| 124 - T (2.00~5.00) T
(Rl (%))
90% 42|32k log 0.9614 log 0.9212 B _
(717 :10g 0.8 ~ log 1.25) ~10g 1.0099 | ~log 1.0732
(AUCt, Cmax, t1/2 Bt dt £ BEEHAL Tmax ; 2L2HESQ), n=28)
AUCt: EHAIZRE 2| ZEE5E FAIZH R 25 C-A72MGHHA
Cmax ' 208I=E
Tmax : 18IS ST SLA|ZH
ti/2 @ LTk AA B2
* HWHIIStE 2| S 2 MSHSH WA 2| 212] 90% A2 22

33/72 Q AF oI FOIEA
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SHEMS :

N7ND-PZL2-UUPH-LYHT

LI I EZ=0I
A | HA[EISIAA A EEE100/1000 2| D2l (R Q=) 0f CHROF AH=0| E A A FAEFH 100
/1000U 2| I (BFRAOATI(F)S 2x2 DAAEOR 24 1344 2245 HOI0|P)| B2 U A% A| T3] 2
TE0{510] 28Y(55E) L 25T (AF)o HZ HEX20IS 2ot A}, B HIISH= 2| (AUCt, Cmax) S
2 HE5I0] EXA 22| 5t S W], W3] 212 90%A12|77t0] log 0.80(1A log 1.25 O|LHZ2A A4S 5t
o2 £S82 UZSIACH
&8>
HI D)5t L Pl )
T AUC0-24hr Cmax T (hl’) t1/2 (hl’)
(ng - hr/mL) (ng/mL) max
At S oL -
Ch2OF | 100/10002210%4 | 9858+2851 | 14914438 | 3 3% ooy | 4.16£0.74
(A AL (R)) : :
AL A|EFCHA A QF A EY
AB{oF 3 945343137 | 1363+381 4.00 4.40+1 24
S 100/1000% 2| 124 - - (2.00~5.00) T
(R|LztEl ()
90% AlZ| 77k« log 0.8731 | log 0.8393 ) )
(1% :10g 0.8 ~ log 1.25) ~log 1.0286 | ~log 1.0074
(AUCt, Cmax, t1/2; Badh £ B2TAE Tmax ;s SY2HEHSR!), n =28)
AUCt: EAAUREH 2 2SEE =S HEAZHNR] Q] HZ2 S C-A2 MG HA
Cmax : 2 0YE=C
Tmax : -’:‘-| HIZ T SEAIZ
t1/2  LEE A HRYD
* HIE dotsts l% Z 1S5 A 2| 219] 90% A2 22H
QED
Bl A
__rl_"i_ AUC0-24hr Cmax T (hl’) t1/2 (hl’)
(ng - hr/mL) (ng/mL) Max /
PO EAA QB
CHZOF | 100/1000%2|022 | 1369542612 | 1156223 8.00 4.10+0.99
(sr= ol AT () 46.00=10,00)
ENCC RN e
Algor | 100/1000%2102 | 1356042425 | 1056+212 |, 082% 4.731.76
(lAmel(F) “.20-10.02)
90% Al2| 77k log 0.9568 | log 0.8652 ) )
(21 :10g 0.8 ~ log 1.25) ~log 1.0273 | ~log 0.9584
(AUCt, Cmax, t1/2; B2t + EEHR}, Tmax sowt( ?l), n=25)
AUCt: SUAZHRE 2 ZEHZ s H2A | IIR|9] HRC-A|2H2MEIHA
Cmax : 1YL
Tmax : 21 1S sE SGAIZ
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