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HbAlc (%) N=136* N=68*

1A A () 7.79 7.72
JNAANZHE 9 W3} (LS Hdt) -0.90 -0.12
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165 A Ao HbAlc 7%m gt =23 3

X}Q(J] %)]% ¢ 7%rIE 88 (64.7) 9 (13.2)
*N& H2 13 43 58 243 2 749 o4, A58 I45 £33

T ANCOVAZE ©| &3 intend-to-treat ¥4 7|4 HbAlc ¥ /\]3471%01] EH?SH BAE,

¥ p<0.0001 91OF Hlm A

Mexz=r g gvae el B3 HuZede s F7F ¥E
HEXE9(1Y & 1,000 mg © ooz 8F ol F8) 3 FeMYYE(1Y &7 4 mgold R 8F o4 %%ﬁ
Eofg gyl & 2dHA gt A4 20 CRaAs ?‘;‘rx}ﬁHbAlc 7% ©17 10% ") F 2017 e] FAgk FA9 u
4, 0% =k, ¥, B gz YAAFOIA B 2eE fE45) dAgel BAHAT BASE HE
2205 FeuueE Bds §AsHA 271 B wAbY 9ok e AA HUESYY 20 mg T
ANEFEZHE 100 mge 19 13 Fofst= wol 7249 MiAHAT dRANE 55 F AdDS It 5L B3
7] 913} %ﬂﬂﬂﬂﬂ%E% AN @Ake] At st &5 Zreko] sk AT )
247 B & HUg =YY 20 mge AESHE HlE] vEEsAn (& 41}&]
X 4 A28 gy A s WEXEY 9 v Hulgedde F7F HEshe S dix 49
ANgolA e 45 o A3

HEZ27(=1000 mg/day)

29I g E(=4 mg/day)

gzl =¥ e 20mg AEFZHE 100mg
HbAlc (%) N=86* N=81*
714 A (H) 8.18 8.14
VAN ZHE 9 W3} (LS Bt ) -1.03 -1.02

= - 0 -0.01%

Nel=E ol (LS Hdt, 95% CI) (028, 026)
*NE 78 AZA ffute] gl ZE A5 AgS e T2 wjAHo A5d BE $AS £

+ ANCOVAE o] &3 per- ptrotoco l"i: A2 714 HbAlcol sl EAH.
[e) =3 /\

¥ HESAE "zl

o
FEHCYSl AR AT 04% RO

3}
o}

N
=)
oo
N
>
rlo
ﬁ
QJ
o
e
f
i
é

ZAd=ZHEH 1871€
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1.3 Y8 %FSE(DMF) A3

O HUYglsHe g4 s3tE
- S2W35 : 1574-5-ND
- Az . AEAKE)

- AAA AU E SFAA d s Wty T E24 15

. SEW3 ; 20050831-37-C-32-03(2)
- AlZ9Y : Wanbury Limited

- &A1 A] : A-15, M.LD.C,, Industrial Area, Patalganga, Raigad, India

14 3| 7}=4A
O o] 9FLS ‘%—H«Hﬁ (@ gl ol g 10/500 2] 13y o) B3
15268253.2] E&@o] F omur NI EFAL A elr F=u=

A=
=
FAM7F Al=d
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16 FFHAIA AL AE At @ehs 49

O NI
17 AAAE @ElDste 49
O AT =
1.8 HAEo| ¥
2 5| zman 71N R QHAAM-FEA | AXLEFAEY] | siAEEAE
4 A= A4 A= & Id A= I A=
AIRFYAL | 2022.02.14.
BaSA
2022.05.11. | 2022.04.13. 2022.04.15.
A=}
BAHS
2022.05.23. |  2022.05.24. 2022.05.23.
4=}
2 F* 2]
A3 2022.07.06. | 2022.06.02. 2022.06.07.
Y=}
[EY 1] ¢HHAZ-FEA 2 7IE L AFSH AA 23

_18_




Hr
mHr

A

[H & At

(A% 1] 0. &

&}

JIA)) AI5ZA|2

"

AR (4o

1A

Hlp
o

!

TR

T
jze]

X

o
el
3o
o

1)

35

|

= M

)ﬂ4qﬂﬂﬂﬂ4qﬂ478

O
2

o |0 |0

X

s
2

A A OO |O |O |x

O ]O0 |0 |0 |O |O |O [x

x

x

7t
5

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

X=X
=]

DMF A5 & Z

A28 24|58

ws,

SIS R

B
A
3

iz

jE

olepgomA ) S7b8 o|okEN H5ha lRBAc] FUE: o 4A ¥ W), &

sol S7ke olobEt As FEATL FHAM ATReIAL AslAlA wEA

5
=2

s A2zA9T R &Pk
A7zA4EZRE A6Z7A ARE TS 7He

S8, TAE, FUAE
s

A=

=
=

q

i

=
=

#

=
=

A

WA AL

)

5=
A5

iy
2) 23teta Ao @

of #%

3
=l

K EEDE
1) F2AH

ol
o

A@wol /A48 A=

i}
=

4) 71&

—_

_—

M

~

ol
e
TH
T

ool
K

z]r_

iz

@ %

. gkl o) ef ol

3) 71+ 3 AgWol ZAE A&

D

ol #3 2ARE

R

K

i

ns

o

W

el

KO

O

o

. ghAl o) ef ol

_19_



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

_20_



ol

o AAFFL 7I87F F5 HM IR M A=

oj

&

o

E

T
i
-

/)

1€

9/]

AEEl ARE A = 7187 eefEel AR E AL Jlon, HulE S HR At

HA

M9l ool R 4o ¥ AR

3o g%

i

ol

.
%

7}
o HZHAA EHd oI AR (EIU 2

2Rdad)s e A (e 2l

A
pul

ojn

o
W_o

ox

el
ojn
o

X

o

Bo

oll
=

@ Az Hdol

=

o Hulg] A A20/1000 2] 1

A

En

g

—

20/1000%

)
—o

pZs

H

A
o g dAA10/5008 8] 13 2 10/7502 2] 1

o A% AAF 13k F52 Hu B A A20/1000% 2] 13 72

B

ofl

11. AERZR
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14(970mg) & HUlZEHEENAFSE | 15(¢F 810.7mg) T HUYIHEHREESFA

12.98mg(HZ| FHEO2AM 10mg) 2 WEXE | 4A53HE 155mgEHY S HEOZAH 10mg)

271949 500mg, 2 WEZ2VYAYE 500mg,

18(12875mg) & HUZEHEEAAFSE | 18(2F 11903mg) F HUYHEHRHEES 54
FAETF | 1298mg(ElvlZ|SHE 24 10mg) B HEZ | 44953t 155mg(Elvlg 38 224 10mg)

27949 750mg, 2 W EX 2RI 750mg,

1%(700mg) T HYldededddrsE 1@(‘%k 1599.0mg) & ElUlZ2 YR BE3 T4

2596mg(HZ S EE 2 20mg) ¥ WEXE | 4953E 31.0mg(Blulgl S HE 24 20mg)

27949 1000mg 2 WEZ2WH4E 1000mg

o] k& HUSHE I WEXZW HER | of %S HUHSHHH WEZET] HEF

o7b A A2y Baw Ao FFRAE | o7f AT A2¥ duw A dgzds

PPN A AR D EE
AR Eejg,

4717 8 Adan o
A2 Fofg),

o
op
ol

o) ofe] ge 7 BAel W A, I
9 vepyel 2Astel AT, of oke Au
Hoz At $ 19 13 Fo s,

NEXZRH AHE 4AHA FALS £o|
7] S8 dAH o w §FS 2HEIT

o] °F 20/1000mg A2 1< 13, 13 14
< 589t

o] ¢ 10/750mg T+ 10/500mg AWAHE &
g3t A 1Y 13, 13 28-S A &
Eakines

WEZER GEgWHor FEI ZHs

D REECE!
@%aOE A

T Ak HEZER SR ARA AA
2o HEA, g9 M2 793 BUHT

o oo gL 7 Bl W Az, FEA
% lepgol 273kl AYE of ore At

Hog AU 3 19 13 Fo ajn,
HEZ=R3 Bdd JgaA 248S Fol

71 S8 dAld o &FE 2Hd

o] ¢ 20/1000mg AWAL 1¢ 13, 13] 14

S 589t
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ke e 19 13, 13 24& Ao &=

&3t}
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mY W4T ARA (OpH O WAR= O 248 0 84 0 79)
FEAY (W A9EY B AREIAY W FE5 08

| REEC PR YRS M TV EVRCE R LS

O=54413 W78N3  BAPY O B2F/A%- A9

A PG 455 32 ME YT

22. $A 9 %F(Drug product)

221. A7HAY F7 (FAA, AEA, GEA, HolA dFete B-F)

o A7HY FRE ZIATH (F Al9)

222 $AFE AFYE

m 2% B 3AANE  A¥A (OpH OHZF O 7E)
=AY (W S92 O 7Eh) O AxgE/582
O EFA8 O 7IgA" B 33948 O EFF/ANF - Al
R FGEo] H3E FL WME AT
A AN
B 53/ 83AE B AFEHAA/AAFLEANE O dEANF/JAEAE
O S54018Ad [0 dEFIA Y/ G EFGTEA
O FdAE O rAESd=AE O 284 EAANE OO 58401548
O ¢3eeAE [ A=E/9IAAEAAY O A2EA8 [0 449 O 718t/ 9
RFGEo] H3E 2 WE 7)Y
* EFAY AN Y, FLHAEY, S 2EHAY, 23 AY
* 7IEA Y | AESREAIY, 959 AATAYE T
3. ot Mof &Sk XI=
31 95 YFY AAA
o HU| gl 2 HH AAE T3 E
AN ZF sl L7198/ 2 A3}
A7 HEANY 25T /60% RH , 5}
AZA 40 /75% RH PE bag, Fiber drum kT

“HEARU(EE, ¥, B): AZFED FAAA] NIED - BA, £E, pH £9)

NAZH NEgz1d L7 F /A 23
FARENT 30C/75% RH S g
HEAR 40T /75% RH 1€ PE, Fiber drum e

HAEAY(CE, 55, B AZFES FANAS] AGEA - BN, &%, pH =3

s
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32. &7 9 o%F ABA

NEETTF ANgz7 S e /A2 A3
A7 REANY 25T /60% RH EEES A%t
7HEA 40C/75% RH (HDPEY, LDPE#) 2 &
* SN AEFRE 55 B
33. AAAE & o= AR
o 71H87], A2(1~30CelshR#, AXYZHE 1871 €
34. AA dFd AAA oA
o AZH ZAARS wet A AT 9 AT ZYEZTE 1871€)2 BT
4, 8o st Xt=
WA 7Hs

o TOoFFe) FESIZRALAA A (HFFEFGHA IA) A28xAN5F Ol ik
U

o 757} kel A8 T 9o, Hel 2R
Qo) U 12 HAo) xFe /17 FRel SR ol HH

Aud'e] 19 Ao ol

o

e o A
A U g4 Hue 2de @A EsE
A FH T4 Bl u] 2] 141 %-820/10004 2] 13
19 A FAEL 58%F 336mg (18] 300mg, 1¥ 13)) 2596mg (19 20mg)
19 Ho g8 589 36mg 43mg

51. ¢ FEAH N

o TojopEe] EREILALAA T, (4E

52. A Y

o [ofoREe] FFH

7R AT AN T (HF

53. 4GP AF(EE AP FE A F)
o TojokEe) FEEZLALAAL T, (AF

54. F5 - £X - thAL - ujAdel] #3 A Y

o HISZA Y Fuld AFAR(ES B7h

- AgUA

¢

- B HugEdd

aL
[€)

B2

1

@3], 22 wAAE, AT

SfFFPHA ILA)) A282A5E ol wt WA 7hse

ofE oA 1A)) AM28FA5G el wet WA s

opEekA TA) A28ZASF whe WA Thsd

14N EHME : 19-DK-0020N(2019.4.30.))
Eo(n=12, 7 67}])

O 24 20mg/dog[tZ=F B AEF 14]

- AEAZE 0,051, 15,2 3, 4, 6,8, 12, 24, 48A7HE 123))

7
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Teneligliptin (N=12)
2000
3 —— Test
«E —O— Reference
g 1500
-
4
Table 5. Point estimate and 90 % confidence interval for the difference of pharmacokinetic parameter 5 i
]
PK parameter Point estimate ¥ 90% confidence interval * g
3
o E 500
Teneligliptin E
AUCy,; (ng*h/mL) 0.942 0.8733 <3< 1.017 ? b z 5 i w9 3 =
Time (h)
G (ng/mL) 0.856 0.7922 ESEIRS 0.9257 Metformin (N=12)
10000
- - Test
= —O— Reference
Metformin 5 =
g
€
. . - . £
AUCy, (ng*h/mL) 0.978 0.8216 <35 < 1.165 § o
£
2
5§ wm
Gz (ng/mL) 1.14 0.9061 <3< 1.434 g
g
g 2m
a) Point estimate: the ratio of the geometric mean PK parameters of TemneliM XR tablet 20/1000 mg to ©
TeneliaM XR tablet 20/1000 mg R "
b) The results were calculated using log (Ln) transformed pharmacokinetic parameters o 6 12 18 2 20 EL I
Time (h}
Figure 2 Mean plasma concentration-time profile after oral administration of TensiiM XR tablet
20/1000 mg and TeneliaM XR tablet 20/1000 mg to Beagle dogs
Test: TeneIM XR Tablet
Reference: TeneliaM XR Tablet

doka} tizot Rof F oFEotd DenlE(AUC Cmax)® 21MB8] $AA S9L o, 90% 413
ABIAFEY WIE tha dolthh AR HIYRGNASAE A 13 QANYAT T
."

H} AEFAFFHC] JAHE T FLH AT LR el YsHNCER A s

6.1. YHAFAEY ANHXAH(GCP &)
o U YAANFAAFREEUSFEEY, AALA 1997311) E YFAGHAEG N F(@utol 291 =, A

U7} 2018.12.26.) 0014 43}

62. YAAFAER /N4 : 14(BE) 24

==
A¥ER | ARes AgEAe gy | TEAE 892 84 | Amd=
43z =
3, FAA, 35, N
37} 5) g
VHBE) | KDAOWR BEOL | @3, 264F, 24071, | o8 | asw/a0% 12§013g/ 0m i)’ CTD 5.3
Li}}\]ﬁa‘ o o = . o:ll_l‘
A, TR, A, :
V3(BE) | KDAOOZBEQ2 | w3l 204, 247, | SO | a7my3m ?g‘)‘;‘g/ 000me) | b 53
i g2l 4F A A7Re
o HUHIAEA10/5008 1 % 10/7508 2 1 A9 A adF F5A HE 4 EA20/1000%E 2
ad e M EEANIAER FANIAEE DT
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6.3. AEFATA Y

A3 - g |F9EF 2| Y ]
1"4_- - Al L Z Q_]_ 7 = 3
Al e 1A 53 =k a3 e Az Hrtes A3
A E- kA8t AlF
174 |KD4002 |t x<F 3+ M, a7z |FE A @3] <> -5
_BE01 (Al@eFe T8, [FzulA |4 409 Uiz 2 4 5 HUEEE |- o] S - 1499
AT o AlY |2-period |(3878 P 2 HEXEY 9 A gArol A F
k55t wAAE  ($E) o (el gl =2 FrbASE 177 (hz=2F 127,
EAT A4 = R AUC, Cuax) Algek 574 / Glucose
H A <¢HAA> A, 55, oA HE
20mg/HE o]’ utg, WEekE, ) oA, A9
zEWGA FEAF, I A ddAE A9t
4 1000mg) 3 5dE Ae
glstH om, o zef
ANgef 1+ 27
2ol RAAS
17 |KD4002 | th == &k} M, a7z |AFE A @3] |<ekFE> -5
_BE02 [Al@eFS A%, | F2ulA |4l 329 |[tzef W g4 F v FEE | - o) ks 78 9
AT %o A9 |2-period |(27% R 1 WEZZTY A gAtol A F
5514 DAY ($E) I EE TE1A BIPES 8A(MN = 27, APk
EA43 oA ZYelow AUC,, Ciay) 674 / BRAF, A},
H 3 A <gHA > ALT 4<% %) 24,
20mg/ W E o]’ 4utg, WEekE, IR AP AE
ZER A FHAF, I A9ty sEA AL
@ 1000mg) glatglon, o zofw}
ANgef 7+ 27
ol (S
o« ARFHA B, FAA, BT, 20 TAAY (FoF] : 149)

- A"AZ

- A 3A
T8, Hugd=4d AUCt (ng - hr/mL) Cmax (ng/mL)
Hzok 7] i} 1612 S 71? 186.8
e Aty 1641+291 Kty 19214434
o - =)
Aa o 7] 8} 1580 Aok 718} 171.2
ety 1605+263 =y 176.6+46.3
90% A= 73t
0.9481<6<1.0132 0.8603 <65<0.9763
(08<6<1.25)
2, HEX=T AUCt (ug - hr/mL) Cmax (ug/mL)
7]8} 9.082 78k 1.355
o zof TS o z=of T
i B | 930962126 N | 1381£0282
Aeor 718} 9.214 e 7138} 1.373
Ay 9.562+2.776 =y 1.398+0.279
90% A= F3t 0.9501 <6<1.0836 0.9469<5<1.0840
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(08<6<1.25)

A% WEX=Y] AUCt (ug - hr/mL) Cmax (ug/mL)
gz ok 718} 12.79 o ok 7)3} 1.100
B A Aty 12.92+1.91 Kty 1.118+0.195
G = =
Aok 713t 13.18 A5or 13 1122
Aty 13.35+2.23 s 1.139+0.209

90% A= 7F
(08<5<1.25)

0.9882<6<1.0756 0.9725<6<1.0699

64. Y3FIAEH

. AN s

6.6. 7tA R

o ATAY 2S

6.7. A& i AAAA
o %53 Wyt A, WEFHTFA HnBIFEA AUCS Cood ZIHHE 2t dizofo] it Ao
HA Zke] 90% ATl F log 0.8 ~ log 1.25°1 = 533 =
o ofgukgo] AR oY, ARE At 5 AS Gl o, dzotd APt T FoHd Aole
e 29 FHAF, AL AREAA AA JHH R FofFt 270G MEE ARHA GkE

AR AR | ARSA
of ke HudE e MEZ=de] PaFlst Au
E5a3 | A28 Swd A gzde A A9 Ade | 9 :
§ 9 eEaW HEAR TRk
of ofo] gL 7 A @ A=y, A& D UoFAel

21 Akt A
19 13 R 30, viEX 2V BFHE YBBA 25
& Zo7] Y3 GdAHCR &3S 2HIT
o] ¢F 20/1000mg A¥A4L 14 13, 18 14 H&3h
o] ¢F 10/750mg FE+ 10/500mg ¥4 & E&3l= A

Q.98 o _
FH-Y =19 13, 18] 24 EA0 Bga e

HEXZY dxgHog ZES ddzxdS & 4 gl

Ao A, o] ko] 7] &F& HUHEHEH 20mg 1¥ 1

g5t METENY J1E Fol§FE AFIEE ok o
Yel2ges MEEEve] Bgaas of os AB
she A4, o o g3 U




I IE FAEHOE AT 5 Ao, WELEY 34
IR % xﬂxﬂ o WRA, WY 2L 128 &

o wolof s g% zdo| AW olFojAck @} A
doglolsl BgFe] Aol AP JPL i

A7)7] 98 Axdogole e 13T &£ 9

19 Ay 3343 299 20mg 2 AR WE

m

M BRE §A87] 98, o] ke mAAY REAY
2AY 4R 21 Aok Bt

7. 232 AlSEEo s XR
o ol AuA420/10002 8] 13 9] oJoFE AW A&

8. T FAMIZ2te H|nHE H ol 2tES2

o JIS7VEE(FARET) T ST HIAL (13 Fx)
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