20264E8 H {ERL (BB51R)

B & =IERE

AXHR - 34

BB 51 Bt BE R 649 DPP-4 BHE
— 1B PEPR e A —

LAY E Av=E S
)Fo) FF O 8H

DTV D F) 55, &)

LINAGLIPTIN Tablets

BAREBRSEES

873969

FEBES | 30800AMX00295000

AR3TRAE

) EE—EMEOLGEICLIVEMTLZ L

.23 (ROBHIZIHFESLEWLNIE)
2.1 AR OEATIH LIBHUE OBERE D & 5 B
2.2 BERIBEMES N7V K= A PEIRIFIESME X (T A E, 15
BEIRIR D B
(R O v AV AN K 2 | s O & IES A &
72D DCTAANE BT RE TRV, ]
2.3 HIERE, TINRIR. EERIMEOH HEHE
(A AV U EFNC L 2 BN L END O TARE DS
ST R A AN

3. HERE - MR
1.1 MR
HBAY o
(15E%) V27U 7F L bmg
fyERaLF oIy eFrAn—A, 2K
TR ERY, ATT VBT T A BT S

v ANT D ZT@MeEk, hrFounsay .z
DAB2% 5y

3.7 HFOHR

bailbiz T4 a—T 4 T hE
B AR
7>
w | @@

R
JEAE (mm) 8.2
J& X (mm) 3.4
H & (mg) 185

4. SHEER [EXh R

18I HERR R

5. BEER IIXRICEET HER

5.1 AHIOMM LD & 5> U BERITIEIE D A T b B RIHEE,
EEFEE FIAT o T ETHRBA ARG EICRY BES
BTk,

.RAERUVAE
WE. RAZIZY F Y FF oL L Tmgxl H1ER &5
%o

EELRERNEE

A RFNOERIZH Tz - TiE, BEIKR UK IR & O O xf
WIFRIZONTHAEIAT 52 &, [9.1.1, 11. 1. 1]

D AMERNH DN ZENHDHDT, FHRE LWE
. RSSO FIHER S H b bz Ea ik, HonICERO
DREZTHLOBEIREST L L, [11.1.653H]

L3 ORFIE R, A EHICRE TS L bic, R+
DT L, FICREMEO MBI OWTEEEZL D Z &,
AFNZ3H AE L THRZIMBEICHT 22RBA 07286,
LV EEX ONAEE~DETELEETL L,

A RPEREZRE T ENH DT, mTEE,. AEiEO#
REIIEL TV AIBEICRETHLXICIEET AL,
[11. 1. 1B]

L5 OKE & CLP-1Z A REEIE TV & CLP- 12 A 2 4 L 7- 1M
Weke TERZA LCTWa, il %Ot L7zBE o i RRBR S X
72 ARIMER OVZEMITHGR STV,

o0

[--]

[--]

L. RENDERZETHBEICEHTHIIE
9.1 BHHE - MEESEDOHIBE
.11 BOEEZRITHETIAOHIUTOEEITRKE
T AR R 2 T EIB e A 2
FREARRRGE, AUREE, RERZEFER. AFEEREOR
ST RTTIRGE
= P L\ AEE)
SEEOT L a— VB

[8.1, 11.1.1&R]
1.2 BEESFHOBERIESA LOROBREDHZ2E8E
WZEEGLA LY AZRITEENRH D, [11. 1. 258]
9.5 1F4%

I35 SUTAEIE L TV 5 ATREME D & % oIS I LR LA 3SR
fattz L2 LR SN G/ OREGEBET L L,
HEHR (7 v FERTHX) T, BRE~OBITHRHEE ST
W5,
9.6 =3LI%

B EORRMER OBIREORIRMEEZ BB L, 2L Ok X
FHIEEBRET L 2L, BER (T M) T At~
IRMEINTND,
1 INRE

INREE G L LT AIE R OV E 2 IR & U7 BRI 1T
Ehifi L TRV,
9.8 EEE
EHWERRBICHEE L, REx+o0B8 L 2R oEEICRET D
e,

10. HHE{ERA
AFNTFEICHERICREMEOE Y SN D, RPICHEE SN
LEGIVETHD (5%), [16.5. 28]

10.2 BtRAGEE (BFRICEET S L)

w

A4 % BRORSEAR - Yl 5TE | B - fERIN T

BEbR 97 A 2K R MUBFREIR O FE TS | BRI 38 & o pF
ANKR=AVT I RR | EET D2 L, B ARCE. AF0
3RA 12 A= Ly L | R VR A3 Y
ANK=NT LT H | THEIEA A | BEED,

v T A RRIEA | A AT 55

A R L A, KimpEDO ) 2o

FT VN DRI | BN S0, 2
a-TNavyZ—¥ | OEAOREE

PR 75 Bartsz &,

WA LAY 4y

WM

GLP-132 R AR VEE) 3K

SGLT2BH 25 4 %

[11.1. 1]
MOBERE T VR A A i3 | Il 2MR 972 | R T 7R A A3 1
% HEH AREENH D720, [ HEINDBENAN
U FOLEEH IR 285BI, | 5,

T TR UL | IEEHEZ OMEBEE O

BH.E A1 Wiz +orEss Ui

D N ) 3 BofETHZ L,

[16.7. 1BH]




HEHN4 ERRIER - FEE R | W - BRI T
MUBERE TR 2 8553 | IbE2s B354 wl e | R T 1FH 2358
% 3EAl WRHH7=0, Pl | BEhbskEnR

7 RLFU THEAIIE, | 55,
BB RVE Y [EZ OfMEEOIREE

FOR IR AR LE v EHOBELRRL
PRV < BEITHZ L,

[16.7. 2]

1. gl{eMA
WORWER NS 5D 2 ENHDH DT, BEE+DIITV,
FLE PR SIS AT G & P kd 5 2 P ) e AL A 4T
5T &,
1.1 EXGEIEA
11,1 EmEE (2. 1%)
RIMFER B oD Z N D, BHICALK=LY LT HIXX
A AY R EORT 25A, RiLFEDO Y X7 BHINT 5,
AR = T LTS OO CEEARMEN D S b, Eik
W S 7= T b s STV D, IR R 233D -8
HlCE, FEE2EDARMAERT 272 SR AEEITH
Lo a-ZnarF—EEA EOFRIC XY K FEE R AR
ODOENEEEICIF Y alCTERL T RulEE2RETL L,
(8.1, 8.4, 9.1.1, 10.2, 17.1.2, 17.2. 1B:]]
11.1.2 41 LH9R BEHERH)
IGHZEE G A LR ERITBENNNG S, ®EOMHER, I8
TS, FRE T D MG, WRIHESE O BE RO DA I
HEfIEL, @URnEETY Z L, [9.1.251]
11.1.3 FFIEERESE (BRI
AST, ALTOD ERZE% 05 fHEREEE N S bbb Z &b 5,
11.1. 4 EXARE (BERH)
K, REAERD b HEIIE, RERESMHEL, &
Hadikd 5% C@uanEEiTo 2L,
11.1.5 B LR
Rk, RO IREE, BB MF O R (BEE) SARO LN
LEITIX, B ITHEXAER . BERCT, i~ — 7 — DR
FET DL, BEMEMENEDNSEG SIS %Ik
L. RIBEEREFRNVE L HOEGEOMYRILEEZITS 2 L,
11.1.6 2R GEE AR
FETH 7200 LIS . TR 0 B 03580 DN A 13 b
kL, @ERAEEZITH 2L, [8. 25 H4]
1.2 =0taEEA

0.3%2LL F HEE A
W EUE U ARRE, &M
VRN, U SR
R O i E ERYZU®Y R
MAE, i fg e
i e b RS E W
MR I ER R OY | SLHEE AU
e b e
H Mk HE BB, (R, B85, | DN%
ELCES
B8 K OV T #RA% J5
2=
EHEEELORE | FE
STk RE
AR IRESIN, PEEESR (M
P77 —F, U=
) s, MR
(AST, ALT) L5

14, BEREDZEE

14,1 FEFIZMABOERE
PTPEIEDIEANIPTP Y — M B ED U TR 5 & H &4
52k,

PTPY — R OFREIZ LV | BEWELA IS BEREBEA~F AL, &
WAL AR Z U CHERIAR S0 EB R AIHEZ T2 2 &
NEEEN TN D,

16. B RE
16. 1 mAARE
16. 1.1 BEEEkSE
AARNEERER A B, V7Y FF o1, 2.5, 5, 10mga 22
JEREH AR A4 Uiz & & oM R LK O 3R EhRE 5
A—H ZFRK16-1IR T, Crax X CAUC)- T EILLL T O LR %
ALY,

F16-1 FERERE A B M 22 NG Rp L ELRR 1138 514 o (i 3% S )

RERT A—H
NI A—=54 Img 2. 5mg 5mg 10mg

[ B ] n=6 n=6 n=6 n=6

AUCo, [l+h] | 196 (28.8) [404 (15.7) |582 (32.8) |847 (21.5)

Cnax [nM] [4.27 (32.1) |5.92 (18.3) |9.00 (40.6) |23.1 (32.1)
tmax [h] | L77(1.50-4.00) | 2.00(1.00-8.00) | 6.00(2.00-8.00) | 1.50(1.00-6.00)
tiz [h] 104 (14.0) |96.9 (13.3) | 105 (8.26) |113 (18.4)

BAT I (BT EREL %)« tnax T RA (/M- B K
fi#)

16. 1.7 REHEE
BARMNERRABYEIC, V27 ) 7F o bomga ZEfHEIF1 A 1[A]12
ARERO®ZES L- & & omEpEE L, BE3RZICITR
T E—ERE L7220 | Caax L AUC . 20 BRI U7 BRI
L4 FTH -0,

HAR N 2BRE RIS B (15941) 12V F 27V 7F v 5mgZ 1H 1A
2RI Lz &0 T 7O Mg EREIIZIE-ETH o
7’:2)0

16. 1. 3 £PEHRISHEFER
U270 7F o gEcmg T & T8 X EEbmg%h 7 v 24—
Nzl Ezhzhisg (VFH7 U 7F L L Tomg) REFEK
ANB ISR R O # 5 U TR R S LR 2 JE L,
135 FBERE T A — & (AUC, Cpax) ITOVNTI0%AEHE X [
B THEHENT 21T > 7245 5R. Log (0. 80) ~1log (1. 25) DHiIFHM
Th Y, WAIOEYFHREEDRHER S Y,

#16-2 FEWERE T A —X

HIENT A—H BENT A=

AUCo-120 Ciax Thax ti/2

(ng * hr/mL) (ng/mL) (hr) (hr)

UF 7Y FF U 246.0 5.9411 3.08 72.5

Smg AR ] +42.2 +2.4297 | +2.51 +10.7

. , 247.5 5. 6628 3.43 73.5
5 X EES

b fitong +42.3 +2.2611 | +3.36 +9.9

SEEE  FEUER 25, n=67
(ng/mL)

—@— Y F )T F L fE5mel ]
—-O-— ;5 2EE5mg

FHERERE. n=67

PEPI NG INASN A R = 3] =

0 12 24 36 48 60 72 84 96 108 120
%5% DR (hr)
X16-1 1iEF Y 527 ) 7F Rk
5 T EE A ONCAUC, ChaxZED /8T A — & 13, WA DRI
KR ORI « B2 OB SIFIC K - TR D MR &
D,
1) AFNOENAZBH=II5ngTH 5,



16. 2 mRUR

16. 2.1 "M X FRALAFEYT«
SAEANEERER A B, V7Y FF o 10megEEERl & LR O
PG Lz & &® RUGmgZE HARNE G Lz L & (K1060) o
F—=H BT NA T T XA TEY T ¢ ZHH LS.
#30% TH o 7= (FHEMZEYENREMRNTIC L A HEEM) © (OME
ANT—4),

16.2.2 BEOFE
AN, VF 7Y FF obngr BHBICHRBKRE L L &,
CoaxlFHIIE %R T L7z, ZEHERFEE G ISR TtnaFEER L,
AUCo-7ant I BEDO BT A BN 5729 O (SMEANT—4),
#16-3 V27U FFobmgm MR OF G Uiz & & 03y EhRe

INT A=K
N e Ze G B
NTA—=F 4 [HfL] =31 =39
AUCo-72n [nM « h] 229 (25.9) 236 (20.0)
Crax [nM] 7.04 (34.0) 5.97 (19.5)
tmax [h] 1.02(0.517-8.00) | 2.99(0.500-8. 00)
BEE R EEREN%) . tnaxdlE P RAE (/M- e K
1iE)
) AANOENAFHEITSngTH D,
16.3 &%

V7V TFFodin vitro MEEBEARITBERFNTH
V. 2nMTD98. 8% )5 20nMTD84% ~ & i L7-, 30nMLL |
THEAHARIIET-ETH-D,

16. 4 &

16.4.1 & NFI 72y —2 kOt MM L 54 -0 F 7Y 7
F o DRI D TEIODY, 72 D O AT 1ZCYP3A4H
BHLCTRY ., hoCYPEEE D 51X n-728, VF 7Y FF
itk MEFIZ v Y — AOCYPIANEM Z B O M RET 2 N %
OFREIFFH< (Ki=115u M), CYP1Al, 1A2. 2A6. 2B6. 2C8.
209, 2C19, 2D6, 2E1, 4A11%Z[HE Lo 7-, 7=, b MF
I\ Y — ADCYP3AL % 55~ L EE IS AR AT IS PSS L 729,
Fe BRI 5V CCYPLA2, 2B6, 3AADFFE T LR »
7219 (in vitro),

16.4.2 EEERAICUC-VF 7Y FF o iomga Ay Lz s
M (6f), MmAEFITITEICREANFED S (f5E A
BEIC K9~ D EI A 135962%) . e REHILCYP3A4IT & » THARK
THERY DoV OKBLIRTH o7 (IHEF AR REIC 6T
DEIEITHE%) 1V GMEAT—4),

W) AR OENKEHA RIS TH 5,

16.5 Bt

16. 5.1 HARANGREERA (641) 2V F 27V FF o bmg% HERE O
Beh L& & 0RE24ERI % % TOR PR PR ITH
0.6% THotz, BZ VT 72 A%, HERE O ERL7. 09mL/
minTH o720,

16.5.2 ShEAFERER A (661) 121UC-V F 27 ) 7F 2 10mglt) Z B
FHEO#E Lz & &1 B 5%06H M £ TIC& 5 FHED K
5%ARAINC, FI80% MHHICHEI Sz GHEAT—4),

16.5.3 V7 U 7FUIP-HEEAOEETH Y . BHWHESIT
ot (ICs0 : KI55uM) ¥ (in vitro),

W) AN OENAEHREII5ngTH 5,

16.6 BEDEREHTHHE

16.6. 1 BeEEERE

TEREP TR R OMR | RS R RE R R R I ) ) ST
SmgHE[A] K N AE$ 5. U ONC 155 S M ONR 11 T b e s 22 FR 1
UF 7Y FF o omgH R G 41T -7 (3£16-4), HEHEEHZO
AUCo-2an FERERE R ITbb T WA, AR WA, R
REIEERT TENTIVNL 35, 1.665. 1.4f%. L.5f5TH Y,
CraxlZZLENAIL. 365, 1. 665, 1.5f%. 1.5f5Th o7, NI
PG DAUC ¢ | oo TIEREPBRA 1T~ C B J OV A5 BE R hE
EEHE TENENHL UER L TETH 0| Coax, s TTNF
AL OfE ML BfE T o 7=,
BRERE IEH K OVE B Re R 2 9 5 2B RIS R I Y
T TF o emgR R G 21T o7 (316-5), &R HREREE &
9 5 2ME R BT F5 1T B AR 5% DAUC ¢ | s X UCnay, sl
B REIE A 2B SRS HRE 1T T, LB IL AETHh o T2,
B RE R E B O BRI R R L RRRE TH Y | R
PEE R T RERE E ORI L S TR TE - 7219 BREA
F—4),

F16-4 WS K OEHEEREREICY 727 Y 7 F L omgi
[\ f% 55 O3 EIE T X — &

_ ) X 2353 P B i
N — 1E) R ) i
STAS BRI | g | mim | e | ey
[ B ] n=6
6 6 6 "6
AUCo-2m 1101 (39.6) | 130(11.0) | 158(44.3) | 142(26.3) | 155 (16.8)
[nM * h]
Cmax
7.32(62.7) | 9.20(18.1) [ 11.5(89. 1) | 10.8(55.0) | 11.0(28.6)
[nM]
Feoamn 10 3o 183) | 0.3320117) | 0.368390) | 0. 308C100) | —
[%]
CLR, 0-24n
: 4,06(119) | 4.50(132) | 4.12(208) | 3.83(77.0) —
[mL/min]
SPEE GRMEERE %), — @ BHET

W) fEHEEBRE 7 vT7F =2 VT T A (Cer) >80mL/
min,
R PE R RERE 3 « Cor >50~<80mL/min,
FR A% RS RERERS S ¢ Cer >30~<50mL/min,
[ RS RERE ¢ Cer<30mL/min,
KRB HERERSE © Cor<30mL/min CIULIEBHT A3 451
F216-5 EHSHEIE R K OVR FE B RERE 5 2 9 2 2 BB R AR
W2V F 70T F L bmg AR G-t DOSEMENIE R T A —H

B LT A ) A EX Al s 22 1)
T A— s (B B RE e P R e R
n=11 n=10
AUC: ss [nM - h] 185 (22.8) 262 (43.8)
Cnax, ss [nM] 16.7 (32.1) 22.6 (60.8)

BAEEIE (RATEBRE %)
7E) BHEREIER @ Cer>80mL/min, & BE R HERE S E
min

16.6.2 FrigeepE=EEE

fRFEHERE (n=8) K UMEE (Child-PughZ =276, n=8), H
42fF (Child-Pugh 2 27 7~9, n=9). B (Child-Pugh® =
710~15, n=8) [FHmElEERFICY 727V 7 F L bmgHLEI#
B W ONCREEEG RS R OMR | P R AR R R I ) T
7V 7F bmgl H1ETH MK R G-217 - 70, KEEG5%D
AUC ¢ | ss X IREREHE BR |2 b~ CHR B i OV 45 T RERE 5 R ©
ZNENFI0. 85 K TR0. 95 TH V| Cnax, 5130 65 L TR0. 9%
Thole, £io. @mEHFEERESBE OAUC-2an T IEEEHERE 1T
FETL 0%, Craxl30. 85 TH - 7=,

JFHSREFEE R ISR D U 27 ) FF o ORI @R E X
n %3'?31&< (%)\36% : %EE?%ﬁEﬁ%%%%@Cmax, ss) N H?’T%%ﬁ‘é
OARTFIZRE D B OBIMT A S /e o 7219 GHEAT—4),
16. 6.3 =&E

B AR AN 2BDRE PRI B (15961)) 2V 7Y 7 F 2 bmg& 1 H 1A
26 R B L& & D b7 TR M E P REE O RMESME (%
MR ENR R %) 1E65m AT T6. 57nM (31.1%) ., 65l T
7.66nM (26.9%) Tdh-7-2,
16. 7 EWMHEEER
16.7.1 YU rFENLEDHA

R A (1261]) 2V F 7V 7Frbmgd U L BRI
P42 [} OCYP3AA D FHLEFR]) 200mel H 281 %2 fFH 5 L=
/El\\ U ﬂ‘j U 703‘_:/0)AUC0*24h&U§Cmaxbj: U j‘y U 709: V%ﬁ'ﬂ&
Gl RTER VMG EH L WEAT—%), [10.2%
J ]
16.1.2 Yo7 EYVEDHA

R A (1661]) 2V 7V 7F o omgl BIEKEQNY 77 8
v (B8 7eP-KERR A M O CYP3AADFREF]) 600mgl H 1=]6 H [
{#ﬁﬁ&‘é‘ L/fi{%ﬂ/ﬁ\\ U 7‘7 U 703‘_:/@AUC1,55&UCmax, ss&j:\ %
NENA0% K T44%IE T L2 (BEAT—4), [10.28H1]
16.7.3 S oNREAFUEDOBA

R (20) 1C VU 27U 7F o 10mg) 1H1EIE SRR
F o (CYP3AADIE) 40mgl H1lE6 HEIPFHHHE L-5E., &
‘//%‘7\&7“/}3‘(0"‘\/.‘//\‘7&59:Vﬁ§0)AUCT,ss&U“Cmax, ss&iu 7—
) FF UG L 0 10%~34% EF- L=® (SAEAT—
),

: Cer<30mL/



16.7.4 A rRILE D EDHEA
e A (1641) 12V F 27U FF o 10mg™ 1H1EIE A FAL S
v (B F A N T UAR—F =Tk SN D) 850mgl H3
(2550mg/ H) 3HRMPFAES LG4, A MALILD
AUC: sV T 7V T F U RGO BT BT o T2 )3,
Coax, sstX11%AE T L7z, UV F 27U 7F U DChax, sslT A RRLI
BER G- DRI SN o128, AUC . «61320% - L7219
GrEAT—%),
16.1.5 EX S UaJ o EDHA
e (2061) 2V F 2V FF o 10mg) 1H1EE AT Z
vy (CYP2C8 K UM TR S 4L D) 46mgl A 1[EI7 H R PFH & 5-
L7zt V70 7F oY oets Y 4 v
PR G OEBIIR SN o T2, BT U XY U DAUC,  sI2
V70 TF o HRBEGORBIIH L NIRD 2 T2, Cpax, ssld
MK T Lz, 427U &2 OIEWRHW TH AN K M-
IVDAUC ¢, 5 OChax, sstZ U T2V FF U R G- D BT 4 5
Nino20 GMEAT—4),
16.7.6 JUR2H S FLEDOHA
R A (206]) [V F 7V T F ubmgl HIEE 7Y R T
IR (CYP09THREI EN D) 1. TomgH ARG L= BE, !
F 7N TF o OERYERRICH TS 7Y RN s T2 RSO
IR LN N 2T, T VR T T3 ROAUC) 00 M DChax i
UF 27V 7F PRSI L UBET LD (AEAT—
),
16. 7.1 Z DD EHF| & OHHA
U7 7 Uy (CYP2CODRLE) 22, Y axs v (P-FEERQ Tl
EEND) P, ROBEER (ZF= LT X F T V4L KDL
RINGFZ L) 2D ORI EERRBRORER, V7Y
TF U EOMREEICL D, 2o OEAOIEYBEIREIZRT S
I B LNl OMEAT—4),
) AFNOENARA &I TH D,

17. BRER B4R
1.1 EHERURESHICET 2R
17.1.1 ERE DR EEFR
HARNO2BIBEIRIFGRE T, 7V &7 RIEHILSL O O i b
P (1R E2H) #FIbL, Ay a7 v b LBHE,
H U< OB THRIC L D 1REEZ T TR0 EE 254
L L7z, UVF 7Y 7S omgXid10mg# 1 H 1011238 [} )& 02658
M Lz & &% ofFohtt, 2, 2RO 7T 'R LR
7 R— A L OB A R O 2@ ik 5 5- R o R Z 20K
MEIToT,

P 512587 OHbAle (NGSP) D_— R T A b D2 &
X, TEOEBY ThoTz,

F#17-1 #512081281F HHbAle (NGSP) (%) D_R—ZF A >

SOOI (o=
V3T YTF gl | 7T AR
n=159 n=80
S=AFA Vb OFHELR (SE) | -0.49 (0.06) | 0.39 (0.10)
% L (SE) @ -0.87 (0.09)
VFIYTFOREE [ 1 o4 -
FoeRBomEg |0l BHXR CL.0420.70)
p-value <0.0001

a) BT - KAl X—A T A4 HbAle (NGSP). FBERIGD
AR O E T MTEHTe
% 5.26087% OHbAle (NGSP) DR—RZF A b OFH L&
X, U7 Y FFobmght (n=159) ROKRZ U R—AEE (n=
162) T. ZNZEH-0.44+0.07% (CFHE+AERFE) K-
0.10£0.08% (F¥EEIZERERRAE) CThote, VF 7V TF
SmgfED R 7 Y R — AFETX T 5 TR B L&D AT, -0. 32
+0.09% GRFEEEIE SRR = [95% XM : -0.49~ —
0.15%]) Th-oT,
V) FF o bmg b2 M5 L 72 OHbAle (NGSP) 13, #
HRIGAAB O O FERE TR ., 18H% E THIZIK T
L (-0.55%0.79% [EHHELIEHERA]D . 520% THRRN
Fifet L Cuh =,
VF 7Y 7F o bmg D521 M 512 BT B EIER ORBREIA X
10.2% (27/266%1) Toh o7z, FRENWEMIIMERL 9% (5/266
) . M1, 9% (5/26661) . BiiF1. 5% (4/266f1) TH Y,
IEMBE IR B o722 29,
W) AR OENAEHAREII5ngTH 5,

17.1.1 BRENEAREZRHRSHER

BEEOR O MAEE TR THDLE ST I A R, Fha 2 Y
VASWMEESE . FT U DU ALK AT LT AN -
TN ayF—CHERIZIDIREICL 0D LT, mfF=2 s b
a2 — LR AR5 70 B AR N B RIFBE Y 727 Y 7 F 2 bmgl
BlEbG2EMEEE Lz L &R ROFEIEEZFTMILZ,
DIBANK= VT LTH, Ta-ZVvar X —VRERKE
FERRRIRE L, 27 U —=2 B0 eGFR2N60mL/ 4y LL o> i
FhBELE LT, A MBFALIUREEISNSHREEEZZT. Y
FITVTF L ORENROEMEEZ A PRI LR LT,
TFEAHME F X ER GO AR T D & L,
BEAORBEISIE., © 27774 REHEHRLL 0% (9/8241) .
LA A Y VUM SR OFFAREL0. 6% (7/6661) . F7
VYOGS, 4% (4/74%1) . AR = v LT AIDE R
14.0% (20/143f%1) . -7 V2 #—PHEEINARI. 4% (8
/85%1) THhot-, KMPHEDRERBREAIZ, €775 A
REEGEAHIF0% (0/82f1) . HBEIA > X U > oy WML SO F I
0% (0/66%1), F7 VU VU IFMAIEL 4% (1/7461) . ALK
=y LT RIPEERLL 9% (17/1436]) ., a-7 a3y ¥ —FHH
EIOHML 2% (1/85f]) Thotz, TOMOLEMT, &
R TIZIERI% Th - 12,

Flo, WTHRORIZBW TS, V27U FFroBinks528
% DOHbAle (NGSP) DFEE K NN —RA T A b OIFEIEAL
B/iI, FTEOLEBY THH-29, [11.1. 1BH]]

F17-2 ¥ 55212817 DHbAle (NGSP) (%) D_R—RF A v

B OEZE
N HbALe (NGSP) (%) o) j=
B EEA n EHE (5D) 95%15 #E X i
R—ZF A |82 17.98 (0.75)
77 AR | F5620% 82 | 7.10 (0.82)
# R—=2AF A4 )
b OTHEELR 82 | —0.88 (0.64) | (-1.02,-0.74)
" R—ZF A | 63| 7.92 (0.82)
WA VA -
i 14 . .
Y I &55&;%7 63 | 7.19 (0.75)
Stz NR—=ZAT A UM
3 _ _ _
b OTHEELR 63 | —0.73 (0.65) | (-0.89,-0.57)
R—Z2F A | 73] 7.86 (0.83)
FTYN Y| FeE52H% 73 | 7.07 (0.74)
# N=RATA
b OTEELR 73 1-0.79 (0.50) | (-0.90,-0.67)
R—ZF A |140] 8.12 (0.78)
ANFR=NT | G52 1% 140 | 7.42 (0.91)
VT A N=RT A U
b ORI R 140 [ -0.70 (0.70) | (-0.82,-0.59)
R—25 A |85 | 7.87 (0.75)
a7 vay | 5520 85 | 6.96 (0.75)
F—EHER | c—z5 1
b ORI R 85 | —0.91 (0.61) | (-1.04,-0.78)

17.7 BERTERAETE
1. 2.1 4 2R URF L OiA%KE ERARSLERGEEERS
B
S R A (RRERL, RS R) DT K DRI,
HUITIEBEA 2 CRIAFNIM A TA PRI RO/ T
-7 NayZ—PIERIHIC L ZBEBEICH200b 53k
o b — USR5y 7 2 BUE IR IR FR A 30245 (B AR AN102451 %
&) BRRIC, VFZ U S F Ubngl HI1E4ARK (HAEAD
A2 BeH L THME, BT NCERED T TR E
D BHRF 21T > 72, 248I231) HHbAle (FEFRMER -
NGSP) D= T A b OB EIXITRO LBV T
HoTm, 72, 52BITIIF AlbAle (NGSP) D_X—RF A
D OFAREFELEAbE (ARNBEOLORER) X, V7707
F v 5mght (n=51) RO T vAREE (0=50) T. T Fh-0.86
+0.08% (RIS EIEUERRSE) K U-0.2920.09% (FA%E
SEEE S IERERRE) ThoTo,



521 F TOIRIMAEOFIEAREEEE (AARNEE DL DOFESR)
1Z. UF 27U FF L bmghET26.9% (14/5201) . 7T REET
18.0% (9/501) ToH o727, [11.1.1BR]

F17-3 ¥5248 12817 DHbAle (NGSP) (%) D_R—RZ T A 1
D DO L B

V17N TF gkt | 7T BAREE
N -
SR n=147 n=145
R=AT4 Vb OFEELEE (B | —1.01 (0.06) -0.38 (0.07)
18. FExhFE
18. 1 {EFHF

VF TN TF IO RTFONRTFH— f4(mw4)®m
B AW 2R RN ERI CH D, DPP-4IEfEfsE A%
TT7T—EBDOOEDT, Blgk., g, . U > SBRER O lﬁ&
A7 &2 < OFFRICB W TR HBEH L T\ 5, DPP-4D A4
HEBED ) LEERLDIFIA 7 LF U EMEENS SV 2
BERTF R (GLP-1) & 7L a— ZEIFMHEA > 2 U 45 bkl
RYRTF R (GIP) THD, DPP-AD_TF X —ViEM % HE
THZEICED, INHONERMEA 7 LF U ERAEL LAL
DOEFITED A AV W EF L, Zvd I il
S5, GLP-1 &GPV G, 8RR 7L a— A KTFMEA
VAV UIARSER ERIE L, ZOERIC X Y 8ROk =
v ha— LB WET S,

18. 2 ZEB¥EAH

18. 2. 1 DPP-4PREEA

(1) & FDPP-4 (iM#E, Caco-2fARISR) DIFEM: % &R AT
42 (ICsofff : 1~3.6nM) 30 (in vitro),

(2) ) ﬂ-& U 7T QR ORYE RIS KV . g oDPP-4

TEPEIC T B PEEM (80%LL b)) 1324 IF+ 50,
1822ﬁﬁ%&dﬁﬁ%&iﬁm

(1) EF@SMIBNT, CGLP-1E A AU O ERL, 7
Jba— A A ABRIC X D M BHE A A S L7280,

(2) 2BpEIRIA % R T HFEOFEIRFET VB (db /db~ T A
JEiiZucker FattyZ » b, ZDF7 v F) IZBWTH, Zba—
AALRBRIC X 2 MBHE A2 A E i L 72s0),

Q) BEOA R CEFUMEEFE O /db~ T RITBWT,
HbAleZ A BT L7=3D,

(4) HA AN ORI R B E T IV T, ML FGLP- 13 2 #ihn &
H, MBHE 2R T S92,

19. B I3 2 BEEMHR
—f%4 . V27U 7F > (Linagliptin)

{b54 : 8-[(3R)—-3-aminopiperidin—-1-y1]-7- (but-2-yn-1-
y1)-3-methyl-1-[ (4-methylquinazolin-2-yl)
methyl]-3, 7-dihydro-1#4 -purine-2, 6-dione
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3008 [, /N7, #IRAIAY ]
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