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RIS Img (7 ) |[BRIEARW62mg (7 %)

7)) 7F e L TC20mg) |7V 7F L L T40mg)
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W), TFLkra—A, kY =, ) ViR
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7 %1 70D20 7 % 1) 7 0D40
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ARHNOFHE D 5 B> U OBERIFIG W(D#EZKTZ% Zz ) SEN
Bt A AT 5 729 2 TR IEVJ%J{“?
% :— a (o]

6. AERUVAR
FE L AT A7) FF ok LC20mgx 1 H 1R 4%
552, B, SRR TSLEAEICE. BEE 5Bl
A 540mgl H1A 28§ 5 2 EDSTE b,

8. EELEXRMEE
8.1 A DN & 72> Tk, BFITH LARMAEAE IR K U082 DX
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160mgx 1H1EF S L7z & 2 ICQTIEENHE SN TV D,
[17.31 ]

KHFOABHEIZET . 20mg/HTH D |
40mg/HTH %,

9.3 FFH#REREEEE
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OPFARICIE 7 Fofa #5352 &, [8.1. 83, 9.1.2,
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BT 5L, PTPY— FOREMKIZE D, WOHiAHTA
WEREEAHIA L, FICixgile B L CHEmAASOEE
LBEMWEZIRT LI EHH 5,

1412 KFNIFEO Lo THEREZRB IS S L RET L0,
K7 L CIRHWRETH 5o F7/2. KTRHTAZELEHTE D,
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15. TDMDER

15.2 FEERPRRBR ICHE D < 1B¥R
71 =7 A )& G 7528 B SRR G- 2 BRI BV T
75mg/kg/ H¥ G- TR, MU OVH A8 SRR - ik - 1%
BEO R EERDED Hize T ZDAUC . 1H
40mgx b MIFG L72L EOMA/BITEL Tz, b, [FH
OB EF IZ. oBWiE (7 M, 7 ARTTHF)
JOE N TR STV 2,
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16.1 MeiRE

16.1.1 E£EHIFRZE R
ERER IS, 7 %) 7OD§E40mg (k7% L R UKD 1) TR
M) &7 A T H40mg (Fmge) % # & R e S L7
EEDOT AR T TF OISR RERER K 0SB RE S
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IHEFE S 7D,
74 7ODE20mgld, [ AT % 2 R0 B EH O 4L
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35031945175 ) | 12D &, 74 7ODEE40mg & 1B
Hle Lzk &, HEEFFASEEoHKEECEE L, &
W R4 b AZe S22,

(1) k% U CIRA (@ KTRA)

800
m —e— 7 X 1 7OD#E40mg
_ o =3 s
% eood T o-- 7Y 7§R40mg (& ER)
i ~
Y
Y
3 400
%
7
.
E 200
(ng/mL)
04 J»
TTT T T T T T
024 8 12 24 48 72
B 5 %8R (hr)
CPIg+HIREF A, n=48)
Cmax AUCo-720r tmax t1/2
(ng/mL) (ng * hr/mL) (hr) (hr)
7 4 1) 7 OD$E40mg 1.50
4977+1331 | 3705.7+6717 202+51
(0.50-3.00)
741 7 §E40mg 1.00
e 560.8+145.3 | 3742.1+685.7 199+42
G2t (0.50-2.00)

n=48, VI + B, tmax * FORAE R/ ME-RAME) - trz @ Kb
TH5AH 0]

(2) K THRA
600
n 0] —e— 53U 70D##40mg
% 1 --0-- Fx U 7iE40mg (EiE)
F 400
T
Y
5 3004
D)
; i
M 200
2 |
B 1
(ng/mL) 100
0 -
TTT T T T T T
024 8 12 24 48 72
15 1% EFRE (hr)
CP4E+ IR, n=24)
Crmax AUCo-720r tmax t1/2
(ng/mL) | (ng - hr/mL) (hr) (hr)
7 4 1) 7 0D#£40mg 1.00
4909 +104.3 | 3990.3 +808.9 19.3+29
(0.50-2.00)
7 41 7 $E40mg 1.00
5162+1596 | 4048.7+757.8 195+35
[EEE) (0.50-4.00)

n=24, PIGM + BRI tmax © PIAE OR/AMIE-IRAME) « te © A
T JAR 2]

16.1.2 REHS
BERER A, 74 7)) 7 F 8 LC20mgx LH1ET7H
WIAEBIIG0 B LR G- L ek &7 40 7)) 7F
YOFEYTRENT A= IZUTOLB) THY . THHLAN
WERRREICET 20 L E 2 5Ny, (FlfEnT—%)

Cmax AUCo-24nr AUCo- tmax t1/2
(ng/mL) | (ng-hr/mL) | (ng - hr/mL) | (hr) (hr)
#n] 1.0
et o | 160.60£47.26 | 105722839 | 1627942738 258+49
P54 (0.4-2.0)
7 1.0
mEI Fn'i 220.14+£59.86 | 1514.6=3705 | 2641.4+594.7 302+69
%514 (1.0-1.0)

n=7, FIGME + FERERE tmax © HRME R/ MERRME) |t @ KT
JAH D =

16.2 ORYR

16.2.1 BEDF
RN, 740 7)) 75 & L T20mg% B2 H A
C G- U723 E . 2RISR T Cmax lZ20% M0 F Ly tinaxld
LIFEHE 2> 5260 ICIE R L7228, AUCIZZEIZRRO Sk
Mot (EHEFEDOT—5)

Cmax AUCo.720r AUC(),oo tmax t1/2
(ng/mL) (ng - hr/mL) | (ng - hr/mL) | (hr) (hr)
e 232.2 18555 2090.3 265
ZE G IR 11+04
(236.2+4377) | (1861.1 =148.1) | (2094.6 + 138.5) (278+93)
o 1849 1806.6 2044.0 b6s11 269
(187.5+3355) | (1814.6+183.3) | (2056.1£2309) | ~ | (283%95)

n=14. FMFIIME GEHEPII0E £ BUERE) . tmax © HACFIDE +
7 tie @ AR RAH DR

16.3 2%

TAV TN TF O MIFEDREERILT76~822%TH -
725 (in vitro) o

16.4 X3

16.4.1 A (PHEIA. 661) 12, [MC] kT 4 7)) 75>

20mg % BRI G L7z & & M4 RELIR, RO

HIML, M2, M3, M4 OMB5ASiED 517z,

F 7o, GBI F To MBS RERRE S S R L 72

AUCo=lZ§ 5741 7)) 75>, M1, M2, M3. M4%

UM5DAUCh«DE AT ZNZENTL1%. 14.7%. 1.3%.

1.3%. 0.3% K& U1.1%Tdh - 729,

TN ) TF y ORFNIEFUCYP3AL, 7TV EAE S/

*x 7 —+¥ (FMOLKUFMO3) 7B5% 5, 720 74

1) 7)) FF 13CYP2D6. CYP3A4K OFMOIZxT L CHFH

EMEH AR L72AY (ICsofl : 4894 19758 U467.2 umol/L)

CYP1A2, CYP2A6. CYP2B6. CYP2C8. CYP2CS8/9.

CYP2C19. CYP2ELIZxt L CHEMEH A RS9, CYPIAZK Y

CYP3A4%ZFHE L 22 - 727 (in vitro)» [10. 2]

16.5 HEitt

16.5.1 KR A, 742 770 7F v & L T20K 040mg % 22 fig
WZHEREHRG- Lz 8 & (F66) . 5= 021.0~22.1%%
JRACRZE LR E LCHR S L, B2 ) 7 F v A1E37~
39mL/hr/kgTdh - 728, (gD 7—4%)

16.5.2 M A (AHEIA. 661) 12, [MC] kT4 7)) 7 F >
20mg% BRI G Lz & &, % 5#421680 F Clofl
HCETRE D 45.4% DR 12, 465% 25 H IcHEE S iz, F 720
51200 £ TORGREIIHT B RELE. ML, M2k
UM3D ZFER P HEIE= T, 21 2114.8%. 17.7%. 1.4%.
19%TH h . R, M1, M3, M4 OM5D FREHE ik
L, ZNEN261%. 40%. 16%. 03%1U1.3% Td - 726

16.53 74 1) 7)) 7F Y IIPHERHEOEETH D . 99 u mol/LD
B TPHEAE 2N T A5 Y TX Y Y Ok 7425% % TH
LY, T2, TRV TF R, BREICEHEL TN
BT =AY N5 v AR—F —0AT3IZH L THHWIHESE
MZRL7 (ICsft 1 992 umol/L) 725, OAT1RUEKES
FF YTV AR=F —0OCT22xf LILEEH 2 RS 2o
7219 (in vitro) o

166 FENEREH T 2EE

16.6.1 Bi¥peESH
BB R 12, T 2 ST U L L T20mew HARE L
B Lz &, 740 70 TF ¥ OCmak Ot L B HERE R
FEOREIIN U2BEHE L ZLIRO N h ol — T
AUCo | ZMEHERL A & Il L€, BREEE AR £ (50=Cer
=<80mL/min). HEREEERREREEE (30=Ccr<50mL/min)
K OB SR EY (Cor<30mL/min) TZNZENE
1.25(%. M1.68fE M U149 TH Y . KEAEEZ O
AUCousnelZfERER A & it L ¢, f116f5CTh o720 F72.
MEENTIZE > TT ) 7)) 7F 3580 15.6% 0 F:
Sz (BHEA R O ESED T — ), [131 ZHE]

16.4.2

o



%Z%QEF&%_‘@*EE{ Crax AUCop-0 t1/2

(ng/mL) (ng - hr/mL) (hr)

TEEER A n=8 17893 1748.39 2564
(17650+3842) | (17727%6573) | (26.1=50)

R n=8 193.15 217890 2560
(20796+5331) |(22342+2786) | (27.7+79)

R AL DI (%) 107.95 12462 99.84
[90% 15 #HIX ] [86.24-135.12] | [100.97-153.82] | [75.94-131.27]

AR n=8 199.55 2930.17 34.93
(203.63+42.33) | (3090.3+8686) | (36.0=+11.0)

fERER A & D (%) 11153 167.59 136.19
[90% 15 HEIX [H]] [89.10-139.60] | [135.78-206.86] | [103.59-179.06]

i n=8 186.39 260317 26.26
(191.63+49.07) |(28333+652.3) | (298+11.0)

flERER N & DIt (%) 104.17 148.89 10241
[90%15 #EIX 1] [82.10-132.18] | [119.10-186.13] | [76.61-136.89]

TEHEREA n=8 192.69 1568.38 1741
(195.75+4328) | (15695+3455) | (183+57)

KB 4R n=8 211.26 1826.06 22.85
(219.00+11891) | (18209+2854) | (236+58)

TR L DL (%) 109.64 116.43 131.20
[90% 15 #EIX [#1] [82.30-146.06] | [98.10-138.19] | [98.26-175.18]

AR/ NI (AT + R )
fEEERC AN Cer>80mL/min, ¥ : 50=Ccr=80mL/min., %55 :
30=Ccr<50mL/min, &% : Ccr<30mL/min
tiz T A AR O

16.6.2 FHREERE &

TR E LI, 74 7)) FF v & LT20mg% Hal#E
BH Lz &, 742927 TF 2 OCrax TR A & LK
LT, BXPEEFHEfER % (Child-Pugh/ 8 CEFI A 275~
6) M OHESEEEATHERER 5% (Child-PughE CARI AT 7
7~9) TENZENHLME R OFL3SETH Y . AUC-1EZ
NN LA6HE K OFI15965 CTH - 7212 (F4E A OV i
DT —%)o B, HEMEREESE (Child-PughHTHE
AT TM) TORKRRERIE Vv, [931 B ]

£ TAVTZ)TT L ORYEEIZ T~ ad Lo

TR T TF > ORI T A — ¥
N ——— T A7) B O [90%1E X ]
PO BERINE - e B/
Cmax AUCO—%
eI " 137 149
Sy me e [1.25-150] [1.39-1.60]
16.7.2 b DIERFAZE & DHFA
FAVT)TF e F ) Ta Y B ) )

VIO Z)RXEY P A PRV I VEHLIZE &,
TARY T TF Y RTINS OHEF O LY ERE (O RS-
WX B BIERRO S o 7o (SEEA L UV 8

ﬁ%@?‘_y>o
) Ay vavy, Exr sy, YA EY i
HARANDT—%
17. BRERRIR

171 A RORLMHICEY 555
17.1.1 BihEEE
(1) BREIHARE (F7tRANB_EGSkhtERAR : A8

e AER)
BFEE R OTEERE TS T > b O — VA4 7% 25
HERBFRZE 2RI, 74U 7)) FF vk LTl0mg.
20mg. 40mgX 1375t R % 1H1E12EE S L7z, 12
SR BT 2 5-BG 5 OHbAle (NGSPAE) D2 L&

DT ZEREELE DR (/b33 [95%FHIXH])
13, 20mgeG-#E (7961) T-090 [-1.06,:0.75] %. 40mgix
Gk (8161) T-1.01 [-1.16,086] %TH o7z,

R ORIV HFEBE G132, 20megF5-#T0% (051,79
Bl). 40mg#5-#ET37% (3B/816I) T o719, (Hil
FEDT — %)

ERFEIARAR (77 tFANB-ETRIEBEER - K5
A9ELER)

SRR R e OB CIpE o > b o — ViRt e 2

2

FERhelRE S O Crmax AUCoe ti2 FEIREEE (20361) MRS, FA) 7Y TFrELT
(ng/mL) (ng - hr/mL) (hr) 0mg iz 7T R% L HIALEMES L7 fERIEkE
HeHER A n=8 20058 1610.10 21.95 DE B oot
(18588+8465) | (15488+209.1) | (248%64) - e o
%FQ n=8 251.64 2348.28 26.69 1&m}f'}§® EU{’EH{( [ TA) T T F ‘/;}Q‘—?‘ﬁé 1z E{J&) C; *LCC
(22925+8616) | (22079+7900) | (279+71) o7t (Fl§EDT—5)
BEERA L DK (%) 12545 14585 12156
= ° = > 77 — = A SR EA NEES 4
[90%EMXM] | [9707-16214] | [1221317417] | [941315699] ® 77 URHBEEEE IR (128K) OfR
I n-8 276.24 2566.69 3021 5 Hi b OEILR
(24763+112.95) | (24189+5058) | (309+66) oy |TRIIVTTY
HRERA E DI (%) 13772 15941 13759 o 20mght WD
[90%fE X | [10656-177.99] | [13349-190.37] | [106.54-177.68] " =99
BTN I IO = () HbAle NGSPE) [ - o6 062-005 0.79%
¥ © Child-Pugh/METEFIA 2 7 455~6, H%E : Child-Pugh%d (%) (-0.94,0.64]
7 % M0 i
CHRAITAT~9 L 02%18 192+18 o
v RIS S me/dL.) H2A0-139]
20 1 R 29e36 9eas 447
16.6.3 BHE - 551 3 = iEHE (mg/dL) [546.-348)

fERE 2w (655 L R75REDUT ., 1261) & IEmEimE (45
Ll E6bm A, 1261) (2. 74 7 TF v & LC20mg
% ZEEIR I BRI G- L 72 & &L Ciaxs AUCo 2 Ut1 20D
JE i 1209 A Sl O AR ZSRPIIE O (90%
FHEXE) X, £h241.006 (0.871-1.163). 1.090 (0.975-
1.218) K UF1.054 (0.911-1.219) Ta h ., (ZIZFEETH -
728 (AE AR O i@sE D7 — 5 ) o

16.7 EYMEER
16.7.1 o/ haFJ—ILEDHA

Fhratrv—=nVvEfHLZEE, TRV TFrOEY
BREANOFBEIIREDO LB Th - 72 GHEN S O e
@i“\_‘7>o

/NP AE = RS ¢p<<0.0001. [ 1 (3 f195% 5 X [

17.1.2 fhOM¥ERE TR & OGRAEE

(1) BN IEERER (RIVKAZILY L7 RER EOGFRAEE)
BHEFE R OEEREIINA T A ¥ FTla >
b= VA4 7 2B SRR B (19401) & x5z,
TA) ) TF e L T20mgid 7T A2 1H1E12:8
B 5- L7z #iRISREDEB Y TH 72



*

7)A€ ot R (128K (CEEMRLEER) o

(e

FGHIA 5 DA
TR T)TF v
20mghE
(F)AEY R
B 5-5E)
n=96

7T b R
(ZF) 2 F
HUph5-28E)
n=98

D7

HbAlc (NGSPfi)

-1.00%

0.29+0.06
[-1.16-0.84]

-0.71+0.06

(%)

/N

S

e I + FEHEZRSE % p<<0.0001. [ ] (EHI959%1E HE X

1280, 7 41) 7)) 7F & L C20mgXix40mg (34
®IE) ZIHLEZ ) A ) FEGEH L5238 F Tk 5
L7z& &, 52HIFIZ BT 285845 5 DHbAle (NGSP
i) oZAbE CPE9ME £ EEREE) (£, 056+087% (96
) THoio

52:8 F COMIME ORIEHFEHE &1L, 7.3% (71/96f)
Tho7e, (EliEoT—%) [11.11 Si]
ERFELIHERER (F7V) T REHEOHRAEZE)
BHEE L O ENREICINZ CEA 7)) & v THiLhE =
b a— U A 2RIE IR R (20481) P BIC
TR 7)) T F e L C20mg Xl i77“t’ﬂ‘75_’1|31@121_
B G L7z fRIIREDO L BY) TH o7z,

)

7)) sy ot iR (1288 (CEERLEEER)
DFER

G b OB LE
TN TF
20mghf
(Exr9) 5y
BEFI#5-7E)
n=103

7T R
(Exrn5vy
HE 5
n=101

D7

HbAlc (NGSPfi)
(%)

-0.20=0.05

0.94=0.04

-0.74%
[-0.87,-0.62]

/N

FePIgfiE + Pk %p<0.0001.

[ 1 1 3W95% E X

128, 74U 7)) 75 2 & LT20mgXi340mg (H&
B ZIHLIEIE A7) & L6 L5238 F Tkt 5- L
7o& &, B2EEFIZ B B FMED S OHbAle (NGSP
i) oZ b CFHMl = ZikFE) X, -086+0.66% (103
Bl) THotz

5238 F TOMIMAE O RIEH B EAIE 1.9% (261/103
Bl) THo72®, EEEoT—%) [11.11 BiE]

17.1.3 RS IR (REKRSHR)

(BHRCITVZRRES., EJT7FHA FREXRG a-7
a4 —ElREHEOHA)

FrA g R OGBS, G A K ONEEREE N 2 T
) ZRRIEH, T A FRER DLV IFa-7 VY
8 — P IHEH] T T > b T — VS50 7 2800 b o i
(46261) Zxtgiz, 749 7)) FF kL T20mgXiZ40mg
(WER) A 1HLIES2EM S L7z 52EEHC B 5 %55
5755 DHbAlc (NGSPE) D2k (CPIIME + fEifF %)
k. AR T063064% (21261). 7 = FRIEFIBET
T-076+0.70% (80%1). ¥ 77 F A FARIEHEMT0.78+
0.75% (9561). -2 )V a3 ¥ —CHEREH T-0.89 +0.64%
(7561) TdH o7

5238 F TOMRIMAEOREHFEHRE A1E, BEMyEET14% (3
Bl/21261) . 7 = FAREFIGER T3.8% (361/8061). ¥~
7 FA RREHIGHTLI% (161/9561), a-7Va & —+¥
FREHBEH C1.3% (161/7561) Td - 7219, (EilfEo 7 —
5) [1111 &)

17.2 BERTHAES
17.2.1 BLEIRFERERREER (1 > XU > WE & OHRER)

BRI ZFiEIJJJ?‘HEL:fJD/iT A ¥ A B EHG R

(RAT GEAEDOIHHER R O 1 > 2 ¥ OEHFEDN25%
NA£30%) « B SO FERNRL AR O W3 e & AT,

1H#% 52 3 8HAL L F40HAZLLT) CTHfEa > b o — LS
AR5 7 28k R B (148%1) xRS, 72V 7T
F ol LC20mgXiZ 7T AR Z1H1IENGHEE S L7z, #
RIIREDOLEBY THo 72,

F AR EA ) RGN E OFFHEER (16EF) DR

FEGHID S DAL E
T o
75 bR TAR)T)TF
(f ¥ 2 ¥ High 20mght
R R RO
- 58
n=71
n=77
HbAlc (NGSPfH) 0.80%
007£008 087+008
(%) [-1.02-058]

IR = FREERE %p<<0.001. [ ] 1 ZWH95% E X H

=

16ELE, 730 7Y 75> & LT20mgXi340mg (34
) Z1HLEA > 2 »8H &P L52:8 F Tk L
72k &, B2BEFIZ BT BT HAAD 5 DHbAle (NGSPAH)
DZALE CFIgE = FERE) 1, -081+093% (7761) T
Holo

5218 F TOMIMmHE ORI SEHEI G L, 15.6% (1261/7761)
Tho®, (F@finr—4) [11.1.1 2]

17.3 ZOf
17.3.1 >

BRI T 5HE

fERER NI T A 7)) 7F & L T40mg X idx160mgx 1H 1
F4HE., KEROHELS LzEE0 7T 2 RAIEL7ZQTcl
(AT EICHIE L 72QTe) MIRZAL DR A FHME (RO
0% EHE X [ _FBRAE) &, 40mglE D54 T #3E C3.9
(7.6) msec. 160mg# O 5/ T % 1.5 T9.3 (13.0)
ms<3c’(§)o7iZl (%IAKU WMEEDT— %), [914 ZH]
IRF D A FR T, 20mg/HCTH O, IwAKHRIE
40mg/ET35)Z>o

18. FRhZEIE
18.1 {ERARRF

TNHh TR TF R1 (GLP-1) 3. AFIEE L CHbE
MO EN, RIS DA v A YW aiEE L, Zvh
TGRS A2 8T, BERIELZRE L CTn52, 7
AT TF AL, VRTFIUNRTF F -4 (DPP-4) ‘iﬁ
PEDBHES & ) GLP-10 53 % Jiifl L. 1§ PERIGLP-10 il H i
JEARBINS 2 2 L&), AT IR %2 3863 22,

18.2 DPP-4FEE/EA R U GLP-1 3 I HI{E A

T A7) TF it e MR DPP-4IE T & KA
FHEE L. ZDICsfEIZ1.75nmol/LTd - 722 (in vitro) o

s TRV TF X T v MR OEEEIGLP-10 43 =
TR FEARAF RS B0 L 722 (in vitro) o

< A YA VIRBUE R O ERE R 2 R TR E TV TH
%Zucker FattyZ v & W -fEEMREBRICBVT, 7
A7) TF L EHERESC L) mEE R GLP-1EEE
B ONIEE A > A VREE A BN S 872,

’*’J*fﬁﬁ{fﬁﬂ%‘ IBWC, 7)Y 7 F 20mgD1HL

[ G0 14 P DPP-44fi M 2 P L. M4 A M FIGLP-1
TR %i“ﬁbl] R,

18.3 MHERER E(ER

c A VA VARPUE R TR RE R E 2 R TR E TV T
%Zucker FattyZ v b &% Hwi-fEEFRBRICBVT, 7
A7) TF ARG X0 M S A ] L A2

< 2RVBEIRIABE IS BV, T4 7Y 7 F 2 20mgD1HL
[T = S5 SN =5 = ) R g e 11 b R O NS Y 1
O L7,

o



19. BRI ICBE T 2 EB{LFRIAR

—ff 7oA 7)) TF v BALKEEEKA
(Teneligliptin Hydrobromide Hydrate)
1(25,45)-4-[4-(3-Methyl-1-phenyl-1H -pyrazol-5-yl)
piperazin-1-yl]pyrrolidin-2-yl}(1,3-thiazolidin-3-yl1)

¥4

methanone hemipentahydrobromide hydrate
SF=R - C2HoNeOS - 2 1/2HBr - x H20
PFE 62886 (fEK)
M R BEBEOHKTH L, KITETRT L AF =R
RETRT L TF =)V (995) 1ZRREITIZ v,
BExX

s A9201T ()

22. A&
(7% U 7OD$E20mg)
1008 [1088 (PTP) x10. FZJEHIAD ]
(7% U 7OD$E40mg)
100 [1088 (PTP) x10. FZJEAHIAD ]
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