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[Z=A13 AbHI =& A
0lAA]
| 1.0273
90% 172 oo log 0.9803~ ) )
JNE | 0.8 ~ 1 1.25 1.1739
DI+ log 0g 1.25) 1.1797
(AUC,, Cmax, ti2 3 BR2TETEX, Tha » SL2HEIR), n=30)
AUC; : ELAZIRH ZBESsS FSA2 XS €5sS-AI2H2HGHHA
Chax - ZDNEESE
Thax « HNESsE TEAIZE
tip o ZCH AAL BE2ET)
* HINEIIESIE 2 08Stst BEX| X2l 90% Al 2 72t
REDL
AEet B =2 9 AE7E20/10008 2 TR [FA S A Aol A =2 ek Edeopd A 20/1000 2 L3
(FIBE]2 20 ZANTOR 2142 AR Ao g5 A o8 ArRoisle] 319 4% ev=U
g MEXENS ZAHY Ay, v agrtEE(AUCL Cmax)E Z1 Wkstd FA AstyS o, 74 A9
90% 215 F7to] log 0894 log 1.25 oW ZA AEFHOE 53 YFsATh
<EvZ=HE>
HnEIIE S ENEHIIES
e AUCo-72nc Crnax
Tmax(hr tijo(hr
(ng-hr/mL) (ng/mL) max{11) ve(f)
EEREPEES
1.25
CHZ=e 20/1000 2| & 1702+332 185.8+37.2 17.48+4.78
[(=)a =] (0.50~4.00)
HUl 22l d LS
_ 20/1000L el 0 1.50
A&t _ 17474370 189.4+47.5 18.32+4.28
[ZFAISIAMI =&AL (0.50~6.00)
0lAA]
log
log
90% A1 A2 0.9800 0.9445- _ _
(91F : log 0.8 ~ log 1.25) ~ 1' 0674
1.0618 )
(AUC:, Chax, tie » BEBULTEFTEI, Tha > 23H(EHSR), n=31)
AUC; : EAAZIRH ZZBESsE A2 XIS EE5sE-Al2H2HGHHA
Chrax - ZDNEESE
Thax - HNESSsE TEAIZE
tip o LCH AA BE2ET)
* HIWEIISSXE BHEs BEXl X2l 90%4Al=2| 2t
<HEXZ 24>
HnEIIet=S ZHNEIIE S
-2 AUCo-24nr Crnax
Tmax(h ti2(h
(ug~hr/mL) (ug/mL) max( I') 1/2( r)
Hgel ot Hed
5.00
CHZ=er 20/1000L el 0 12.63+2.42 1.193+0.217 3.90+0.70
[(=)te] (4.00~9.00)
HUl2ecld e S
_ 20/1000L el 5.00
=R _ 13.23+2.21 1.355+0.220 3.61+0.26
[ZF=AISALHI =& A (4.00~9.00)
0lAHA]
log
log
90% A2 P2k 1.0054 0894~ ~ ~
(J1= : log 0.8 ~ log 1.25) ~ 1' 1887
1.0936 )
(AUC, Crax, tie 3 BRUTEFTEI, Tha > SYHESR), n=31)
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FAATE ASE o FE

15 MZFAF A AR @dst= 29

O ANFee

_15_



16 FFHAI AL AE At @Fehs 49

O AT =
1.8 HAEo| ¥
2w zman 71N QHAA-fEA | AREEZHEY] | siEEA R
4 A= A4 A= & Id A= I A=
AR YA | 2021.06.29.
BaSA
2021.09.28. 2021.09.14. 2021.09.24.
d=}
LR
2022.05.16. 2022.05.18. 2022.05.17.
e
2 F* 2]
A3 2022.06.27. 2022.06.10. 2022.06.13.
a=t
[EY 1] ¢HAAZ-FEA 2 7|E 2L AFSH AA 23

_16_




Hr
Hr

M

[H & At

B 1] 0. A&

&}

AR (A A TA) A5ZA2

. Al
v

- AlaL

Hlp
o

o

TR

i
jze]

X

of
o
Bn
o

1)

35

2 83 ¥

= M

o

@] X

A A A A

X

)ﬂ4qﬂﬂﬂﬂ4qﬂ478

O
2

O |0 |0 |x

s
2

A A OO |O |O |x

o]0 |0 |0 |O |O |O |-

7t
5

O |0 O |O |O |O |O |O |x

DMF A5 & Z

X=X
=]

ws,

FAHY BFFAAR 2] lA FEA ZaEH o] oA §

BiA

Neael SU: ol 4A % AR, &

Z
5

ojopgozA U ol7lE oferEs st
Aol v

=

sl #7b8 elerET} Aol

=
S

A28 A58 : A2zA9T = 3 I3}
7hE o EY TUT 4RO Hol F5H

S0 8%, g, oFlas

o’

A7zA45REH A6s7A A=E Z& s

=25

q

R

=
=

2

=
=

A

BA AL

)

pud

g A5

ol &

7k AE 9o
1) F+2A%ol

A5

;OL
=

2) 23teta Ao @

=2
RN

ol J1AE A

LR

4) 71&

e
jon
R

K

i

s

@ %

. gkl o) ef ol

wol AAE Ag

<3|
)=

z 9 A

I

7

)

D

ol #3 2ARE

R

K

i

ns

o

e

el

O

O

o

. ghAl o) ef ol

_‘|7_



i)

To!
™

n_A!O

i

A=

r

-
mr

jant

o

=
=

7

3]
=

ul |EE A A

el

4
o

5) tA=

s A5

5. oFe|2hEo &

aYAEAE

7}

K oke) AR AR

oFA

T
e

A5

3
=

RIS SR

, b B A AR

HI1A]

iz

i

o

cn

=

<t

jan
TR MW
o T

==
jeus

Lo

St Al E LA

3]

1) A=A

2) AAARE ol

3) o
4) o

HPK) A% H A

3]

1o

3 HalA

HPD) Al

3]

T

s

7) Ze7124 9 7

U 7tnA s

8. = §AA Tt b

_18_



o AAFEL 715171 F5 ‘Hd oA ANA Az& (EﬂH HEES et rite/MEZ 2T ANY

AsE WA 7Hed
o HZZA HUZSHHHES —’Fi’&%-’?ﬁ}%(ﬁl”ﬂ Pb)ﬂr EﬂLﬂa Blo] EA AR o] 315 (KKM-184) 9] T3]
Fo] PK A5 2A 99 Aol7t HUlg =Y
o HUZEIALA20/10002 ] 1HL AA-F
A7420/1000 2] 1R 7o) (AT ARARE AEsG o,
o HUZYAXA10/5002 1 L 10/750E 2]
e o e HaSEAPARE AEsgen, 49 55395

1,719 EE W U HuHS o B KB
11 AEHR

o AFH, dAH : EHUEYAAEH10/5008 2 15, ElvlE e AAE7E10/7508 2 15, ElulE el ) A17820,/1000
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13. A% 455 ML 2 ARH
T AREE FAAIE
v = 2] 1A %87810/5002 2] 1 el 2] ol A EA10,/500 2] 13
AEH B vl 22 AA1810/ 750D 2] 21 B 2] o} A 8410/ 7500 2] 13
Hul= g A4 7&20/1000“1?4:134 B 2] o} A ¥420,/10002 2] 1%
AA FA S AA T Aol A Sl
14 (845mg) & ElVlg|SdRo|EQFls} | 178(%F 810.7mg) & EVIZERHEES}S
& 1892mg(ElvlZlEdR o 2A 10mg) 2 Hl | AEstE 155mg(Evlel S HE 224 10mg)
EX=0944% 500mg, 2 MEX2YY4Y 500mg,
14(11335mg) < HulZEddolEAME] | 18(%F 11903mg) F ElvldlsHRBEE3s
TR F3HE 18.2mg(HVIE 2 YR 224 10mg) 2 | A4HH58E 155mg(HIVIE]E | i/ﬂ 10mg)
HEXZZRELE 750mg, g HEZEREAE 750mg,
14(1585mg) & HYZSHEIEANHC) S | 14(F 159.0mg) & HUSHHEES 4
st= 3784mg(EHIZlEHRI C 24 20mg) Z | A= 3L0mg(ElvE 2 Y S 24 20mg)
MEFERY4Y 1000mg 3 M EXERY4S 1000mg
o] ¢ HUel2HEH} WEXENY WHEE | of 42 HUSHHN HEXET] WEE
. A7b A A28 T B FFRES | o7t AT A2Y duy A9 ddxHES
S FAA77] AE AALH 2 eE el HE | AT AE AALH 2 eFaW HE
AZ T, A= T,
o] oFe] g 7t FAe @ AW, %ﬁ*é o] ofo] gk 7 e ¥ A8H, AN
g ool Ak Atk o] oF2 dul | gl jofAlel] ZASte] AAIh o] ok Ywt
Mo MY} A 1Y 13 Fo] 3, | Hog HYAAlel 3 19 13] Fo 3o,
WEZERN FAY WA FA4ES Fo] | MEZENG AAH HAHA FAES E0]
71 Sl dAH R §S 2T 7] 98 dAH s &% 2HIT
o] ¢F 20/1000mg AWA-E 1Y 13, 13] 14 | o] °F 20/1000mg A¥8-L 19 13, 13] 1%
< 583 < 583
°] °F 10/750mg = 10/500mg AA-E & | ©f oF 10/750mg == 10/500mg AEHE& =
&3 A 19 13, 18] 24<e SAd & | &ste SAc 1Y 13, 138 284S M =
& 8% id=s g8t
WEXEY dEgWos FEG GxMS | WEXEV W5QWoE FEG GxHS
& & gl @AA, o] o 27| &% H | T F fle A A, o] ok 7] &7 H
vZl 28 20mg 19 mg} WEx=T9 7] | YZZHE 20mg 19 13)9 WEX=FY] 7]
& RS AZSEE Ik HUESHE | & FALFS AFHEE drh gz yd
3 HEZE79) %%&‘ﬁoﬂﬂ o] ko A | 7 wWEZEV ¥ ﬁ‘ﬁoﬂﬁ o] ¢fo 7 A
gate Atol A, o] oF &2 HUYIHE | Fsh= A, o] o L HU=HE
3} HEXEVY 7|E FAE4FoE ANAY | I WEZEYY /E FogFow A
T vk WMEZEW S AL AA | & Atk MEZZW SPAA AR AA
29 WA, 89 2de 7198 RUHY & | 2o WA, d9 242 1] ZUHT &
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gk SApo 4

& 2do] AHg| o] Fojxjok &

& 5 A
AFEFE Hulg=de 20mg 3
HEXZ7 2000mge] .

< 18 F Qi
19 Ho 2FE&Fe =g
A4 M EZER 2000mge] T,
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21. 959 %F(Drug substance)

211 4R
O Hulgl2ddo|EdAd o3&

o A H g2 Ydo| B4k o] 43} E(Teneligliptin ditosylate dihydrate)
o JutH: 3-{(2S,49)-4-[4-(3-Methyl-1-phenyl-1H-pyrazol-5-yl)piperazin-1-yl]

ditosylate dihydrate
o B2 C36H50N609S3 (Mw 807.02)

O

oy

o
o
HU

C36Hs50NsO9S3 : 807.02

@
|l
=2
i
o
Rl
HL

pyrrolidin-2-ylcarbonyljthiazolidine
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Ex 2794 (Metformin Hydrochloride)

o UulH: 1 1-Dimethylbiguanide hydrochloride

o 744 C4HIINSHCI (Mw 165.60)
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3. et dof 2
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31. 959 %F9 4N

o Y 9l

32. &7 9 %kF ABA

&% NAEH Agz L7 /A4 2 7}
10/500mg | o/ 1= 25T /60% RH & W A% 1219
Aadg | Bcio 7IE A% @1
10/750mg AEAT 10C/75% RH (HDPE /LDPE ) [ 512 v 2eF (6712

33. AFAR B 59| AR

o NAHAF

Hdl 22 4A87810/5008 2] 13 71887, A2(1~30 TR, AxUd=FE 2478€
Hul =2 A8810/7508 2 13 71h 871, A4e(01~30 T)EH, A=

SEER Y
Hu 22 A -420/10002 2] 27 718 87], A(1~30 CT)EH, AZYZEH 24714
o 92 WA AT S

34. A dd AAA A

o AFAANG Ade e Wl At AEd SAARC wet A AEE 2 ARSI BEd

L

4, Sdo| et AR
o TOoFF) FESIZRALAA A (HFFEGHA IA) A28xA5Zl wie} HAl T
- AR FE AGE EAAES U 7187 Aokl AMEEAL flon, HulZlE o] B4 e 1 A F
AFe 13T o ‘EANG A A 19 A =& 71s7F F59 & ool g

o ESZEZA BRG] o & AL Hulg2dd
- E44Y =449 =49 =439
g2
B AzeE CRBIRE -
AE oA~ A1%-420/1000
1002 19 600 19
e 1
e B o5 At Hz e
TE gl
e o | EAERLTHE [ E A G SR G EdRl S
o TArE
e (;A ¢ 50 ;’H 159.4mg 80.820mg 37.84mg
TE S o=
1020mg) (Y sddoz2A | @shtezs 02y |(HUgdIdEezZA
.um
& 100.0mg) %) 20mg)
19 A 7% 58
a 600mg 478 2mg 80.820mg 37.84mg
0
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51. $EZEAE M

o TOorF] FESIZBALAA A (HFFESHA IA) A28xA5Zl whe} HAl TFe S

52. 9N Y

o [ofoREe] FESIFAILAAN A, (AFAFEFXRAA A)) A282ASE | e} HA T
53. 4¥tFPAF(EE AR FAN )
o TofpEe] FEHESIFALAAN A, (AFAFESGAA 2A)) A282ASE | et WA THsd

54, 34 BX . Ol g B
o H A
_ }\]‘&4

- BoE o gHugEgd

- AEAZE 0,05 1, 2 4, 6,8, 10, 12, 16, 24, 48, 604l

A

EEE!

LR

of e AFAE(GE
©3], 2x2 AN, ATFA(n=12,
© 24 20mg/dog[th =

3k A

3
)=

5 37h) 12N 4

o 5 A%

Animal PR parameter 14 Teneligliptin (n=12) A
Group Phase i AUClast AUCinf  AUCVAUCInf  Cpa y T
(pg-hr/mL) (g -hr/mL) (% (ng/mL) (hr) (hr) i3
Gl-1 11.26 11.26 100.0 110 1.0 36.7 --Control drug
(Tenelia tab 20mg)
Gl-2 11.88 1188 100.0 123 10 335 10
GI1-3 13.61 13.61 100.0 1.54 1.0 299 5
1 £
Gl4 831 831 100.0 071 20 - g o4
Gl-5 11.98 13.40 89.4 1.40 0.5 19.7 é
& 0.6
Gl-6 10.12 11.04 91.7 1.34 0.5 12.6 §
g
Control drug G2-7 10.11 1134 892 0.81 1.0 17.1 g
(Tenelia® tab H 04
20mg) G2-8 11.79 12.83 91.9 1.08 1.0 145 =
G2:9 11.82 11.82 100.0 1.55 05 20.0 02
G2-10 11.86 1292 918 124 05 14.6
G2-11 1013 10.13 100.0 1.09 05 127 00
0 2 4 6 8 10 1 14 16 18 20 22 24
G2-12 8.92 8.92 100.0 116 0.5 132
Time (br)
Mean 10.98 11.46 962 119 08 204
sD 1.49 1.68 48 026 04 8.8 2 Teneligliptin (n=12) B
Gl-1 14.670 15.660 93.7 1.120 20 13.7
G1-2 11.160 11.160 100.0 1.180 20 392
10 = KKM-184
) Gl-3 14570 15.770 924 1.720 05 165 (Teneligliptin 20mg)
Gl-4 9.790 11.250 87.0 0.710 20 20.2 .
B 0.8
Gl1-5 10.640 10.640 100.0 1.160 1.0 19.3 g
Gl-6 9.750 9.750 100.0 1.150 20 133 E
KKM-184 G27 10550 11.680 903 0840 20 157 £ »
(Teneligliptin H T
20mg) G2-8 11050 12220 904 0.760 40 162 H N
A G2:9 12470 12.470 100.0 1160 1.0 19.0 g 04 .
G2-10 11.790 11.790 100.0 1.030 1.0 17.8 ~ ks
G2-11 12,070 12,070 100.0 1.120 10 140 02 *
G212 8620 8.620 100.0 0.810 20 14.4 »
0.0
Mean 1143 11.92 9.2 1.06 17 183 . S " A P VI e
SD 1.83 2.08 5.0 027 09 7.0 Time (br)
o] t@ AN o
5.5 g AARE A
dofat thxof Fof  oFFeta vEiulE dato] FAAY al= o, 0% 2= ]
o AEY ZoF Fof 5 of5A EJ(AUCt, Cmax)& ZI1W3ste BAAE 39S o, 90% A= F7ko
=N [¢] ] o] o E]:L ] }\l ]/\ 20 S ]7 i B3 H
5 © Hér (10g0.8~1.25 o OM 2= HH E]OE T == 4 7“(_]' o) & - 9 HY
=) R ) 2= Q A=Y o gt} =)
= 8 Iﬂ»—‘—‘?— 1= I B I 7)<1——‘i il % L=
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6.1. YA AAEL AP (GCP E)

o U YEAGAAZIFHNAZH 2FAE Y, AFLA 2013.24) B AN D HA LA 7 H(EFuRo] 2912
A1 42t 2018.12.26.) 1 A 3
62. Y3ANIAER 718 : 1%3(BE) 24
L=
ANEEFH AFHE A @z o3 Tﬂﬁ&% 49 2 &F ZAEHME
o3&
SN, FARA, = | 17
R N a7t ¥ (20mg/1000mg),
174(BE) KKM-184-D o3, z_lwfi v‘f_, 2771, A9l 33 /309 28 A ATES CTD 53
AN
SN, AN, A 14
o RS, 9 (20mg/1000mg),
3 -184- o3, 24T, , /314 - .
173(BE) KKM-184-DFE 3| 21/ ;;_g 24171 el 367 /31 NF A ALEC CTD 5.3

o HUZ WA EH10/5002 ] 13 2 10/7508 2] 1] A AL

e T o] N GSAIARE YPNAAES 25

6.3. AEFA A Y

=

S = o | E
wA| oY | AwsA | mme | 2F TSRS ETA BheE ZE
A EFA S A
17 | KKM-1 |t =ef 0, a7zd  |FE A o3 |<FE> - 55
84-D |AEFS T, |FFHuA |4 339 |t 2 g4 F g SdEE |- ol hs 239
AT Fol A9 |2-period (307 AN@eF 14 2 WEX=T9 AR5 PASARS PERES
oF 553 WA (SR S IGEE TEAAR HrMES 2A(=oF 2 Aok
G e i Yo AUC,, Cmay) 7zt 14 / ALT %%
H] @ <QrAA> SSAEES) WA,
20mg/ ¥ E ol gutg, WgtE, BE 3Ry AL
AR RN FEAF, A9GA Felstg o, tzofn
¥ 1000mg) A 7+ FoF
Aol Sl
14 | KKM-1 |t =2k} 37N, A7d |AF A @3 |<FFE> - FT5
84-DFE (A @& 4%, [F2ul ¢4 369 [tlzeF 2 g4 F " Sge |- ol ke 7359
AT Fo A9 [2-period |(31% AldefF 14 4 WEXZ29 ] A A g A A F
°f&sH4 wAANE | ehE) Fo(Eu g FEA BrhAS 117 (N2 471, APk
547 kA YRR AUC, Cha) 74 /) 5%, TE,
Al A <gA> AAR ol 5) A,
20mg/ ™ E ol kg, W Eokg, AR NG
E2RIGA FHAE, GG ALty IEH AL
% 1000mg) geletglon, ozt
A 7 FoF
2ol fle

o AFTAR] B, TR, D3 T, 22 WANY (FF] : 149)

- A”A

[E5A14]

Hdl el 2
=

Hel 10,033 067, 1, 15, 2, 3, 4, 6, 8, 12, 24, 48, 2AZHF 143))
HEXZEY 0,067, 1, 15 2, 25, 3, 35,4, 45, 5, 6, 8, 12, 24X 7HF 153])

_25_

e F5 HU 28 9 A417820/1000



HulE2EE 1 0, 05, 1, 1.25, 15, 2, 25, 3, 35, 4, 6, 8, 12, 24, 48, 72X 7HE 163))
29 :0,1,2 34,5 6 65 789,10, 12, 24A7KF 143))

- NEAd
&, HulgEdH" AUCt (ng - hr/mL) Cmax (ng/mL)
718} 1706 7138} 198.8
R — o z=of —
e Aty 17304295 Ky 204.1+50.6
w2 - -
Ao dE 1723 Aok 713t 185.4
Ay 1740+249 s 188.0+31.7
90% A= 73t
0.9743<6<1.0468 0.8681<65<1.0024
(08<6<1.25)
5, WEX=Y AUCt (ug - hr/mL) Cmax (ug/mL)
o0k 715t 8.660 - 718t 1.323
PR ety 9.053+2.823 ey 1.375+0.392
RN = =)
Aeler 718} 9.533 Aok 713} 1.420
s 10.012+10.253 Ky 1.495+0.500
90% A= 73t
1.0273<6<1.1797 0.9803<6<1.1739
(08<6<1.25)
A%, Hulgadd AUCt (ng * hr/mL) Cmax (ng/mL)
ook 718} 1674 o ok 7138} 1823
s ety 1702+332 =y 185.8+37.2
HA - =
Aok 713 1707 Ao 713t 183.1
s 1747+370 ey 189.4+47.5
90% ~1= 73t
0.9800<6<1.0618 0.9445<6<1.0674
(08<5<1.25)
2% HEX=Y AUCt (ug - hr/mL) Cmax (ng/mL)
ok 718} 1242 o ok 7138} 1.170
B A | 12634242 A | 1193£0217
R = =
Ao 715t 13.02 Aok 713t 1.331
Ay 13.23+2.21 s 1.355+0.220
90% A= 73k
1.0054 <6<1.0936 1.0894<65<1.1887

(0.8<5<1.25)
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66. 7t LA S

o AT gl
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67. 9473l g AAAA
o %3 Wt A, AEFATTAH WA EEA AUCSH Cpod] 21W
A o] 90% AF] T3] EF log 0.8 ~ log 1.5 2 F53 4+
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o] Qr 20/1000mg AL 1Y 13, 13 14& B83h

o] ¢F 10/750mg E+ 10/500mg A¥E < B&3te= s 1Y

13], 13] 24& FA B8t

HEZZF BEQYOE 22 IP2Pe T & glE A

A, o] ko] %7] &2 HUgEHY ZOmg 19 139} HEX
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19 Aol A34%Fe HiZIHE 20mg ¥ APA HEZ=7
2000mge| tt.

& IRAEAIE R8st o] ko R HEG FAelA of
B7EEA @kt @9 x2dof W}
e A2Y g A AndAE ow
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