2026E8 H1ERL (B1hR)

B A EERE
B : 35

BT HEHELEIRE) DPP-4 BREH]

— 2 BUERRA AR -
nAEEERY
UF2'UFF Ve

7o'y 7°3=yﬁ5mgr9“f M

LINAGLIPTIN Tabletsbaito,

) R -EMSEOLSZICIVERTS L

HARERR D EES

873969

S el

30800AMX00291000

AR7ERRA

2. 22 (ROBEICIEFZRSLEBENTE)
2.1 REIORG I UBEHEDBHERED & 2 BE
2.2 BERIRMES N7 Y =Y A, ERIRESEIRSE, 18
FE R O B
[ERR A >~ A Ik BEP D S MO RIEDSNEE
HDOTHAENZHETRETHR ]
2.3 EERYE. FiTRiR. EELNMEDO D HEBE
(22 VESIC K B MBEEESLEE NSO TEAOHEIZ
72 0]

3. $8RE - HEIR

3.1 $8R%
Wi 4 VF T TF 8 Smg[FA
s 1§22 U 7F 2 AKFIM 5.1mg

(VF 27U 7FF>&LT5mg)

D-v> = b=, FTEQIYFYTY, JURARYE
Ry, RUECZLLTZILI—) - 77 I)EE - X527
LVEEX FIVHEEK, AT 7Y VBALYTIL, ©F
oxXu—X, e RraFyFuitia—2A, BtF
v, VT, ZTEREEE. ZFofth 1 RS

aNInAl

3.2 REIDMEIR

HR7E 4 Y+ FF U8E Smgl 74 b

R WHREDT 4 VLT —T 4 ¥ 78
= = il

EASiA IR eﬁb qm
_va\

[ERES 8.lmm

Ex 3.5mm

HE 175mg

4. FMEEX(IZIR
2 BUEFRIR

5. MEENIFHRICEHET BER

5.1 RAIDEM 3D 52 COBERIRBROEALTH 2 BFRE, &
FREZ I T o 1 ECHIRDPAT A BEICRDZET 5
Eo

6. RARURE
BE. RAICIEYF 7Y 7F LT 5mg 2 1 H 1 EROHKS
I %,

8. EELBEANIER

8.1 RAIDMRICH 7z > Tk BEFITN UEIFEER N 02 o4
HEICOWTHAFHAT S5 &, [9.1.1, 11.1.1 ]

8.2 BRI HEDONHIENH LD T, Rkt LV IERE.
MEMSE DATHNER P & 5 b7z B EICIE, PP ICEMOBZEZ
RFHEH5BEIHEET 2L, [11.1.6 2]

8.3 KAIRESHIL, MEZEHNIIHET 2L LB, ERz+0
ICBE L, BICREMEOBEEICOVWTIERZIAD 2 & KAl
% 3 7 ARE L THLRBRIMEICNT 2RV A0 LBE. L0
B EEZONDIMBNOEEEET 5 &

8.4 RIMMEERZE T P HHDT. BFfEE. BHEHDEL
FIMBLTVWAEFIIRETHEZICEERT A L,

[11.1.1 ZH]

8.5 KA & GLP-1 AEMEREHIEIT VTS GLP-1 2&MEKZNL
7o MBERE NER 2B LT\ a, WAl %M L7z B o iR REBEGE
1372 <. BOHRUOREEITHER SN TV,

9.
9.
9.

BEDERZEIIEEICAHI IR
BIHE - BIEESEDSHZEE
1.1 BIEZR T HENDHILUTDERENIFIREE

- B N EAEEAS I EIEHER R
CREARIREE, HIHCRE. ARRIZEEER, AFENEOAR

IR IRE
- L W HAEE)

CBEOT IV — VERE

8.1, 11.1.1 ]
9.1.2 IEERFMDEIEN &1 LD ADEFEDH D EE
BHZEZEUA VIRAZRITEEINTH S, [11.1.2 ]

9.5 1Tim

ARSI IENR L C W B AR O & 2 I I3iaR Lo BRI fE
Btz B2 EHWTS N HBICORBEEERT S L. B
FEB (Fy FRUTTF) T, BEANOBITHPRESNT VS,

9.6 ZFLIm

BEEOBERERORIREOREEZZ R L. RAOMKE
Pk EBET A L. BMER (Fv b)) T AhAOBITY

WESNTWVAS,
9.7 VR

NREZRRE LA ROR2E 2 EEE U BRHRIIE

LT,
9.8 ST

BIfFARRICHEL., REZ TOBEL 2P oEEIREG TS

Eo
10. #8EfEA

FANFFEICHPICKRE L EO T FHRt S h D RAICHRES 12
#HaR3LETHL (5%). [16.5.2 Z]]
10.2 HAER HAICEETS T L)

A7 E R - HEEHE | BF - BRET

o PR 7S FH 28 WRRAE SO M

ZIA =7 3R R IR E R O F B | B, ARA O IfE R

SREEH HEET A& BIC, | MERAP RSN,

1V =y Wl I | Vs el Ay B W |

= Xk A v A A

Y77 F AR R EHHT RES., KL

E--1] o 27 ENd

A4 R EHF| Bz, N6 DA

FTIIUYYROBEEBRFT S

E==1] o

a-Z)Vavy—+¥

FEEH

BB X v

TUMEESE

GLP-1 % &K {E
SGLT2 [HEAI%

[11.1.1 ZH]




RN 2% BERRER - IEEAE | BT - BERF

M RE R ER 2 858 B IC I AR T 9 % |MAERE S /E A A
ERAE 54 AEEED D B 720\ | SN B BENTDH 5,

U FIVEEA] 9 554121, MFE

7 I VBRLEEEZ Ot EE DRE

FIEEHA] PHOBELENSS

U MU ILE BE535Z &,
[16.7.1 BH]
I % N % 355 | 08 A 59 % BB | MRS B& R 78 A 25 TRL55
ERAE 5: WD 5O HAT | SNE2BENTD 5,

7RLFY v HEEITIL, M EZ

BISEERLEY (OMBEHEDIREZ+

FRER AL E > PTEELZPLERE

V77T UE |THIE,
[16.7.2 BH]

1. 8HEA
WOBWEHADBH 5bNEIENHHDOT, BEEZTFITTV, &
EOROONIGEIIIEEEPIET 54 CHEYRMEE(TH
Eo

1.1 EXGENER

11.1.1 {EME (2.1%)
BITEN D SONBIENDH B, FICALKZILT L TEIIEA
YA VBRI E MR T A5A. RIED Y X7 23BN 5. AL
AL LTEIEOHATEERBENESD S5 b, BiEEZ
FezFHLHIME SN TV D, EIMEERD DO 65 NHBEITIE.
EE2EORMEPENT 22 SEYALEZTFH>2 L. a-T L
a5 —YHERE O IC & D RMBEERAS5ED 65 hizi5E1C
EY a TR T RUERRET 52 &, [8.1. 8.4, 9.1.1,
10.2, 17.1.2, 17.2.1 &)

1M.1.2 AUIR FEERH)
BHEZELA VY AZEITBEIND D 5. SEOEH. B
[, Fiktd 2080, IBESOREPRD S NGEICERks%
iU, EEIRLEBEITS 2 &, [9.1.2 BHE]

11.1.3 FHEEEEREE (BEEAHH)
AST. ALT O LRE 2D HEERESH S DNE I ENH 5,

11.1.4 $BREE (GEEAR)
K. UOAEDNHSDbNIEEICIE. HERESHKL. &5
Lg% CHY LB ERTO &,

11.1.5 SR (BEEAH)
nZmk. PRORREE, FE. HEORE (BEE) SHr3vsonics
FITIE. HP 2 ICHE X AR, W CT. MG~ —H—FOmE%
Eid 5 &, MEEMESEDNIIGEICIZHRS 2L, H
BRERVEVAOBREZEOBEYZNELZITH Z L.

11.1.6 2UEEER GEE )
2B L VIR, BHZEORENDO 5NHEICEREZ

ik L. YR AE R S C L (8.2 BHE]
1.2 ZOithDEIER
0.3%LE AR

- CARE. MEHS
BHIE W A
R BLUZUE) R
R O e
WEREE EHED T
PR MO O | BIESE 4 e
s

WE . (R 8% L%
S fEL [
St . BB
B RO TS P
e
S HMEROEER | FH
P

(BN, REEE (I

7 35—, U /8—
i PRAREE ¥) M. FEZ

(AST. ALT) k&

14. BRALDEFER

14.1 EHIZAFOER
PTP @20 EHANI PTP v — v 5B HE L THRAT 2 LS
T5T &,
PTP ¥ — FDEEKICE D BLHIAIAS EERBEAR A L, HIZ
IFEILERC L THIBRARSEOEE L AWEEZHET 2 &R
HEanhTtws,

16. Z4ENHE

16.1 MEE

16.1.1 BEZS
HARANEREBABEIC, VF27UTF 1, 2.5, 5. 10mg %22
JERF BRI S L7 & &% o R LA DY EIRE ¢S5 2
—%%F1I1IRT o Cmax XU AUCo IFFHERM IO LR %2R
L7z,

# | EFRRA SRR EE R 5R O MR E N S
A—=%

NTRA—=4% lmg 2.5mg 5mg 10mg
(BT ] n=6 n=6 n=6 n=6
AUCo= |60 (98 8)|404 (15.7) |582 (32.8) | 847 (21.5)
[nM - h]

Crmax [nM] [4.27 (32.1)]5.92 (18.3)]9.00 (40.6) |23.1 (32.1)
tone h] 1.77 2.00 6.00 1.50
e (1.50-4.00) | (1.00-8.00) | (2.00-8.00) | (1.00-6.00)
tie [h] 104 (14.0) |96.9 (13.3)|105 (8.26) | 113 (18.4)

B PAIME GRATZEEIRE)  tmax SHRE (B/IME-HRAME)

16.1.2 RIEHXS
HAANERBEAEM®IC, VF 7Y FF > 5mg #2201 H 1 [
12 HERERO®RES Lz 2omFEFRERE I &5 3 HRICIER
P E—FEREEZD, Cnax XU AUC: 25 EH L7 RHEFHK
E 1.4 RTH-o70,
HAN 2 BIERRESE (15961) U+ 7)) 7FF > 5mg % 1 H
1 [ 26 HEHREG Lz &0 T 7ROMEEFEREIZIZIE—ET
Ho722,

16.1.3 £MFHRIFESER
VFT7)TSFo8ESmg [ 14~ £ TX U FEESmg %, /1
AF—=N—FIickDENZEN1EE (VF 7)) TF & LT 5mg)
BREABSEICEEREEREORS U TP RE L RRE 2 H]
}—\HEL/\ ?%%hf:%%%b%\/\"ﬁx—y (AUC\ Cmax) IZ22WT 90%
BRI TREMEIT 21T - 72/ 5%. log (0.80) ~log (1.25)
OHENTH D . WBF DL LR S PR SN2,

(ng/mL)
8 - gm0

-0 S EVIEREME
—o— UFTUTFUa5mg[T A k)

S

0 10 20 30 40 50 60 70

B (hr)
HIEIST A —% BEINTRA—H
AUCO*72 Cmax tmax tl/Z
(ng-hr/mL) | (ng/mL)| (hr) (hr)
R 7? :Jﬁ Smg 571104 07+28.73]4.96+2.15|2.8+2.2[57.7413.3
b Z ¥ ¥ §E S5mg 154.00+29.2114.83£1.72|2.8+1.9|65.0+£24.7

(P9 LR EEfRZE. n=27)

ML T AUC, Crnax Z0 /3T A — 413, HEE OER,
R OREEI S - BRI O RBARIEIC & > TRE SRR S 5.
%) AAIOENERARI 5mg TH 5.

16.2 TRUX

16.2.1 NMAAFRASEUF ¢
SEBRERA RIS, V27U 75 10mg %88 & LCED
5L E & RO Smg #BIRAERSE LzE = (£ 104) o
F— s EAOTHENNAL T TRA TEY 7 4 #EH LR, &
30% Tl (FHEFEMBIEANTIC & HIEEME) ) GHEAT—
y)o



16.2.2 BEDRE
fBREERIAIC. U F 27U TF > 5mg 2 BBICHEIRS L L&,
Cmax Lif{f\l‘] 15%{&1;. I/to gﬂgﬁﬁgb:ﬂ:’\f tmax Liﬁﬁ L.
AUCo72n ICEBBEOEEBIALNE P -72599, GHEANT—%)

K2 UFTY T Smg 2 BEREOKRS L& EOEYFE T
A—=%

ISTRA—H% ZEfERE joxd
[BAT] n=31 n=32
AUCo-72n [nM - h] 229 (25.9) 236 (20.0)
Crmax [nM] 7.04 (34.0) 5.97 (19.5)
tmax [h] 1.02 (0.517-8.00) | 2.99 (0.500-8.00)

FEATPAIME GRATEERE%) \ tmax EHRE (B/IME-FAE)

) ARNOERNAEHRIL S5Smg TH S,

16.3 97
UF 7Y TF D in vitro MFEEAEARIFEEKREFENTH O
2nM T? 98.8% 75 20nM TD 84% & EA L7z, 30nM LL
ETREABERIIIZEFI-ETH 127,

16.4 {35

16.4.1  NFFI 70V —L KUk MFIZIC L B 4C-VF T U S
FrORE IO TTFVA, FE-5REWDOAERICIE CYP3AS
PESLTEBD, tho CYP BEOBESIZR»>728, VFT7Y S
Fode MFI 70y —L40 CYP3A4 /&2 SHICHET 5
NZOEEIFFHE L (Ki=115uM). CYPIAL. 1A2. 2A6.
2B6. 2C8. 2C9. 2C19. 2D6. 2El. 4Al1l1 ZHE L& H >
Tz £/ B NP 70V —L4 0 CYP3A4 %55 ~ P2 I RA]
WRNCHEE LY, BRFERBRICB LT CYPIA2, 2B6. 3A4
DFEINTHAONZ 7219, (in vitro)

16.4.2 EERAICUC-Y > 7Y FF > 10mg #EOKE Lz &
(6 ), MEEFICIEEISRE(LEDFRD S (M5 AT HE
IR 2 EIE 13K 62%) £ REMIE CYP3A4 (& - TERKT
BHERY) DV )VEOKBILAETH > 7 (MEEFHETEE I 4 54
HIEK 5%) W12 (HEAT—4),

) AENOERNAEHRIL S5mg TH S,

16.5 HEt

16.5.1 HANMBRERA (641) 12127 7FF > Smg % HEHE
BEL7ZEEDHRE 24 % E TORPREATEHRIZH
0.,6% THh-o7co BT T VA, BEROKRERK I
7.09mL/min T&H - 7=V,

16.5.2 SAEIABRRA (6 #l) 1214C-1) F 27U 7F > 10mgh #
BEREOKRE Lz & &, 5% 96 B & TS METREDR
S5%MERHIC, £ 80% M #EHICHEt S N1, (FIEATF—%)

16.5.3 VF 7 ) TFF VI PHEEHOEE THD .. HVIHEATH
-7 (ICso : §955uM) YW, (in vitro)

*) ARIOENARHEIL Smg TH 5.

16.6 IENERZHIT 2 EE

16.6.1 BigsiE=EE
(RS R OBRE, FEEBHRERERZIC)FTY TF Y
S5mg HE R REHRS. L ICEERORESHEREREICY
F 7)) S F 2 Smg MEK S E{T->7: (£3), BEHKERZO
AUCo2an IZEEWERE ICHANT, BE., hEE, BE. KHZ
WHEREERETENZTNN 1.3, 1.675 1.415. 1.5&ETH
D, Cnax 3ZNZTNH 1.3/, 1.64%. 1.5/, 1.5ETH-
7oo REFEGHD AUC ss [ JBEEIERE ICHANT, BEROHRE
EEHERERETCENTNAN LI BEP 1.7 TH D Cnaxss
FZENZNHN1.0RBEED 1.5/ THh-o7.
EHEEEROBESHERELHT 5 2 BIBRKEZICY 52
) TF > 5mg KIE#E#1T-o7: (£4), BESKERELET
% 2 BIBRIRERE 1B 2 REHEHD AUC ss LU Cmaxss &
EHEEIEE 2 BUEROREE ICHANT, BTN 1.4 Th o7z,
B E RS O REARIIBRERE SEEETH Y. Rk
WRITBHREREOEEICLS T2 TEL>ZY, HEAT
—%)

3 BEWEBE R OBKEEREREICY 7Y S F 2 Smg BRI
5% OEMEEIST X —5

- BE | vEE | @ | AW
T EEE | mmie | mmE | mete | mRe
. ! - Fﬁ%ﬁi) Bﬁ%?}) Bﬁ%i}) ﬁ%%&)
(] n=6 n=6 n=6 n=6 n=6
AUCo-24n 101 130 158 142 155
[nM - h] | (32.6) (11.0) (44.3) (26.3) (16.8)
Cmax 7.32 9.20 11.5 10.8 11.0
M) | (62.7) | (18.1) | (89.1) | (55.0) | (28.6)
feo-24n 0.232 0.332 0.368 0.308 o
vl | (83) | (17) | (391) | (104)
CLr0-24n 4.06 4.50 4.12 3.83 -
[mL/min]| (119) (132) (208) (77.0)

R E (RAEEGRE%) . —  BHEET
) @EWRE LT F= U7 I A (Car) > 80mL/min.
RSB REIEE ¢ Cer > 50~<80mL/min.
PEEEREEREE | Cor > 30~<50mL/min.
EE B HREREE ¢ Cer<30mL/min.
KREIBHAEEE @ Cer<30mL/min TR ENT 2SN E

K4 BRELFRUREBREREZAT 2 2 MERREREICY
+ 270 7T~ smg KRG HROENEE/ ST X —5

ST A =% B AR ER ™ B R R E )
[Efz] n=11 n=10
AUC<ss [nM - h] 185 (22.8) 262 (43.8)
Cmax,ss [HM] 16.7 (321) 22.6 (608)

B PE (BN (RE%)
i) BHEEEH © Cer>80mL/min. B EBHEAERE | Ccr<30mL/min

16.6.2 FFikREE=EERE
BEWEE (n=8) RUEE (Child-Pugh 227 6, n=8).
FEE (Child-Pugh 237 7~9, n=9). && (Child-Pugh
Z37 10~15. n = 8) H#EREREZICYF 7Y SF > 5mg
B[S, WOICBEHRRE R OEE., hEETREREREIC
)+ FF > 5mgl B 1[H7 BERERSZT-7. RIEH
5% D AUC ss 13 BEERERE 1T Hb T8RS R O T 252 2 T A% RE [
EEETINZNN0.8ERT 0.9 TH . Craxss 1357 0.6
BRE0.IBTHo7/z. iz, BEFKERERE D AUCo24n
IIRRWHERE ICHANT 1,05, Coax £ 0.8 TH o7z,
FHEREREREICB T S 57 TF 0 OBRBIEREERE L0
PREL (Fk 36% : BEEAERERE O Cnaxss) FHEEED
BETICHESBBOREINIEASNZD 57210, FIEATFT—%)

16.6.3 =&
HAA 2 BIEREEE (159 41) U+ 7F> 5mg %= 1 H
1 [8] 26 ERHBES L& &0 b5 7RO MEETERE O %A FEE
(B ZEBFE%) 13 65 AR T 6.57nM (31.1%). 65 Ll E
T 7.66nM (26.9%) TH-72?,

16.7 EMEEIER

16.7.1 U RFEILEDHA
EFEmA (1241) 12U+ 27 7F> 5mg &V b FEL (BBh%
P-HEEA KLV CYP3A4 OFHER]) 200mgl H 2 [E2 %S L
78E. ) F 7 FF > D AUCo240 KO Crax (&) F 270 FF >
BMESICHNT2HBEVI[ZERLLEY (SEATFT—%).
[10.2 2]

16.7.2 UI 7 VEY Y EDIHA
A (1641) 1cUF27) S F> 5mgl A1 ERTY 77>
Yy (3117 P-EEA KD CYP3A4 OFEH]) 600mgl A 1
|6 HEHFHAKEES LGS, VU F 7Y 7F 2D AUCss KO
Cmaxss l&v ZNEN A0% K 44%ETR L8 (HEATF—%),
[10.2 %ME]

16.7.3 YVNRIFV EDHA
R (2041) 12U+ 7)) 7F> 10mg® 1 H1[EE TN
2% F > (CYP3A4 OFEHE) 40mgl H 1 [ 6 HEHAZSE L7
BE, VIUNAIYF ORGPV UNZAYF VD AUC: ¢ KO
Crmaxss (& F 70 FF U HABESICED 10%~34% EF L9
HNEAT—%),

16.7.4 X MKRILE >V EDHE
R (16 41) 12U F+27)7F> 10mg® 1 H 1[EE X bk
WVIY (BBAFF Y NIV AR—F —THiixEEh5) 850mgl
H 3 [ (2550mg/H) 3 HEMHIES L-HE. A bARLI VO
AUC: s 12U F 7V TF U HRBE OB A S N> 1275,



Crmaxss 13 11BE R L7ze UF 7V TF 2D Crmaxss ICA AL 2
VHABREDFEIIASNLEN 27N AUCr s 13 20% LR L
720 (HEAT—%).

16.7.5 EF VIV EDHA
R (2041) 12U+ 7)) 7F> 10mg® 1 H1HEEA S
Y&y (CYP2C8 KU 3A4 TR#SNA) 45mgl H 1[@7
HEGFHZE LB E. VT2 TF o OEYERICNT 5 EF
TVE UABREOFEE IR SN G oI, XTI LD
AUC: s 12V F 70 7F U HABREOEE A SN P> 125
Cmax,ss (= 14%{&T L7, on‘fl) 9‘})@@‘&{&%%?@5
M-MIE O M-IV®D AUC ¢ ,ss 2T Crmaxss (12U F 271 7TF R
S5ngBIAGNZP >0, HHEAT—%)

16.7.6 JURVISZ REDHA
BEERLA (20 41) 12U+ 27) FF> 5mgl H1EETYRY S
Z I K (CYP2CYO cRR#fans) 1.75mg HEIHHEES L5
B VF T TPFUOEYERICNT BTNV 7S5 I REER
SE0FEIHRONEP 2Tz TIUNRY T T I RO AUCo-o KO
Cmax 13U F 70 TF U HAZREICED 14%E T L2, (SLEA
TFT—%)

16.7.7 ZDHDZEHI & DHA
TL7 7Y (CYP2CO EH) ¥, YITF> > (P-HEEHTH
EEND) X, BOMEE (TFZ)LVIZA NI IVF— VKO LAR
VA NLI) B EORIEEERARBEORER. V- oY ST
VEDHAKREICE S, NS OFEKOEYEIREICNT HEEIL
HonErolz (HEAT—4),
F) AAIOENAZHRIL Smg TH 5.

17. BRPRAEEE

17.1 ERMERUREMICEET 25HER

17.1.1 B DiESEMEERER
HAEAD 2 BIEREEE T, 7 ¥V o REH DS 0RO mAskE
TE (1A 28 ZdibL, 7y ya77 MLEEE b
U< IERBOMBERE TRICKABEEZT TR VEEEZRNREL
#2o UFZUFSF Y 5mg XiE 10mg % 1 H 1 [\ 12 BEKO
26 AMIE L & &0 ofE. Zat. BB T IR Kk
URZ )R — 2 &DHEMR RO 52 BRSO BT 24
DOFE 21T > 720
5 1238% 0 HbAlc (NGSP) OR—=2F 1 »ip6DFEE(L
2l3. FROEBOTH-7z.

£ 585 12125155 HbAlc (NGSP) (%) OXR—RFA »ip

5D HELE

VFIVTFL] o e
Smg B n=80
n=159
g;xa{yﬁ)g@ﬁﬁ@k% -0.49 (0.06) | 0.39 (0.10)
FREEESE
VFIUFFY |(sE) @ -0.87 (0.09)
§§§7tﬂ¥ 95% (S HIX (—1.04,—0.70)
p-value < 0.0001

a) HOEIH  FH. NX—2F 1~ HbAlc (NGSP). HRFEDHTA
BREOHAEET VICED

5 26 8% 0 HbAlc (NGSP) OR—2 51 556 DOFHEAL
Bld. V7Y FF Y Smg B (n=159) RUKRZYR— 2B
(n=162) T. ZNZN-0.4410.07% (FIHE1E%HE=E) K
0-0.10£0.08% (FHELIZHERE) Tholz. VF T U TSF
Yomg ORI R - ZABIIH T AHALEEHENED =
&, -0.32£0.09% (TR FELIZHEEZE, [95%F X
R :-0.49~-0.15%]) TH -7,
Y27 FF 2 5mg & 52 S L7-EO HbAlc (NGSP)
3. 5 48R SO BRERE TSRO 65N, 18 A% E THEIC
ERL (-0.55+0.79% [‘F9fE iZ¥ER==]). 52 BR TH R
= A R AV A
Y27 FF 2 5mg O 52 EME S BT AEITEROFKREE
1% 10.2% (27/266 fil) TH >7-0 ERBIERIZIEM 1.9%
(5/266 i) . FEHEH 1.9% (5/266 ). &5 1.5% (4/266
Bl) THO. KMBEIZZRD SN o 72220,
) AROENARHAEL Smg TH 5.

17.1.2 ENE IEHAR SRR SHER
BAEOROMBEE IR THAHE T T F A N, HPRIA 2~
DUMEESE, F7VUY YU A AZLTLTEINIE a-7 L

VY —VHERKICLBEICL»PHLLT, I ba—)L
DA+ HARN 2 BERFEEZICY F 7Y 75~ 5mgl H 1
[\ 52 MG L & 20REEROBENEEFE L. 205
L5ANKRZNLT LTHL X a-7 L3y ¥y —YIEES & ARG
EEE L, A7) —= 2 7O eGFR #8 60mL/3 L Eo B %
FRELT. AMKLIUPRESNAMBEEZFHRT. VFTY
TF 2 OREMROENEE X PRI v & B U7, FEEEH
HEIERREROREE2ERT A& L,
BIEFORBFEIEIZ. ©F77F 1 FEAFRRE 11.0% (9/82 1),
BB A > A ) VA UMEEEENTHER 10.6% (7/66 f5l). F7 VY
VUM 5.4% (4/74 61). AN AZ= v L7 EIO B
14.0% (20/143 ). a-Z)Vas ¥ —PHEEMERK 9.4%
(8/85fl) T -7z EIMMEFEDORIEFARREESIZ, €I/ 7F A
REGFHEE 0% (0/82 fll). BEHHL A > 2V > o R HEEE G F
0% (0766 i), F7V ) Y EHHRE 1.4% (1/74 1), ALK
Z LT EIGHEEE 11.9% (17/143 %), a-Z Va3 ¥ —¥H
EHOGER 1.2% (1/85f1) TH oo ZDMDZLMEIL, FH
BGEEECIZERSETH - 7.

2. WTHOBICBWTH, UF 7Y TFroBEMES 5258
#%® HbAlc (NGSP) OFIMER UV R—R T4 > h 5 DOFEL
BlZ. FREOEBOTH-7-7, [11.1.1 ]

£ 6 15 52812813 % HbAlc (NGSP) (%) OXRX—=ZFA ¥
5 OTHE(L

HbAlc _
pe R n o |(NGSP) (%) gﬁﬁgﬁ
FE (SD) "

R—=ZA54 v 82 7.98 (0.75)
oy g o5 5238k 82 7.10 (0.82)
b3 NR=ZAFA ~0.88

& DL 82 .64 |(-1:02-0.74

k& )

N—RTA 63 7.92 (0.82)

AR VA |5 52 A% 63 7.19 (0.75)

\'} \/ﬁ/ﬂ\é‘ﬁ R—ZS54 Y 073

= 5 DFHE 63 0.65) |(70:89-0.57
it :

N=RTA 73 7.86 (0.83)
5oy oo | 125 52 6 73 7.07 (0.74)

B3 N=ATA ~0.79

& DL 73 ©0.50) |(-0-0-0.67

L& ’

N—=2F4>] 140  |8.12 (0.78)

Dok g 25 52 8% 140 |7.42 (0.91)
L7 Hl N=ATA ~0.70

PoDOFHE| 140 070 |(082-0.59

9=+ ’

N=RTA 85 7.87 (0.75)
w25 52 85 6.96 (0.75)
§—VIHEE N AT ~0.91

& DT 85 0.6 |(-1.04-078

it :

17.2 BhERFERAES

17.2.1 4V AV VEFI & DIHAEE EEERSRERTTEERR R
EREA 2R BRI (PR FRENARE) OAICKBIRE. b
UIGEREA VA VEIFNCIMATA MRV U RO/ a-
TNAVY—VIHERFHICLZRBEICO PO TMET S b
O — LAAR+53 7% 2 BIRERRIRERE 302 6l (HAA 102 fl% &)
ERRIZ, UF 7 SF 2 5mgl H 1 E 24 BEE (HRADH
52 M) #5 L TEWE. ZE2BLNICBEEO ST REDH
BRE 21T o770 24 BI85 HbAlc (EESHMIEE : NGSP)
DR=AFTA o DFBEFHEHENEIITROEBY TH- 7z,
F7z. 52 AIZBF S HbAlc (NGSP) OXR—=ZAF A U5 DH
P E(LE (HRAABEOADFER) &, ) F 27 7F> 5mg
# (n=51) RO TS AREE (n=50) T, TNZN-0.86x0.08%
(FAREPI(E + AEHERR2E) K U-0.29+0.09% (FAREFIfE + 1=
BE) THoTo,
52 BE COMRMBORIERAFEBEE S (HRAABEDADIER)
& UV F 7T F 2 5mg BT 26.9% (14/52 ). 75w REE
T 18.0% (9/50 fil) THo7z. B[11.1.1 SHE]



K7 #5524 BB % HbAlc (NGSP) (%) DR—=ZFA 7%
5 ORBFIIL(LE

)27 FF > 5mg e
SRR B 7T
n=147
R=2AF1 2 H5DH
wronim (op) | 101 (0.06) -0.38 (0.07)
18. ZEMZIE
18.1 {ERHRF

VF 7 FF U EIRTFINRTF S —¥-4 (DPP-4) OHé
B D AR 72 BIRAFEER TH 5. DPP-4 IZEE AT a5
T—YouEoT, B M. B, USSR CIENE M
HEZLOMBICBVWTIALFHIE LTS, DPP-4 04T
BOH>BEELZLDIIA VI LFEMRIEND LA T URERT
FR1 (GLP-1) &7 La—RRIEEA > 2 V3R ) <
7"% K (GIP) T#% %, DPP-4 ORTF ¥ —PiEk2HET S
&, TNHEOWREAMEES > 7 LFVHRILEY LARILD ERIC
;DK/ZU/ WS EFR L. AT UBRESTEI SN
%2930, GLP-1 & GIP IZW§hb ., @Ak /L a— 2REEA
) \/%%JZ\%U%%M’EFH EREL. COERICKDRBOMED Y
rO—LE2HET 532,

18.2 EIB{EMA

18.2.1 DPP-4 BEZE{EH

(1) & -~ DPP-4 (Im#E. Caco-2 MifaHk) OiEMEZZIRNICHEE
T3 (ICsofli : 1~3.6nM) 39 (jn vitro).

(2) VFZIUTFroEOEYEEEEICX D, MR DPP-4
TEEICNT B IHEER (80%LL L) 1& 24 B 2,

18.2.2 MHHERER OMERSINEIER

(1) EEEHWICBVWT, GLP-1 &4 VAU vORzERL, 7L
I — R ETEERER I KB IUEE LR 2 ERICHH L7230,

(2) 2 BERRZ RS BEOBRRETNVEY (db/db~<7 X,
i Zucker Fatty v by ZDF v M) IBWTH, FILI—R
B ERIC & B MAEHE LR 2 AR IIH L0,

B) EEDOA A VIS EFED db/db < 2ITB W T,
HbAlc ZEEIE RN L3,

(4) BARAD 2 BIBEFRIREREICH VT, M GLP-1 EE 2 NS
. MEEEZE RS 723,

19. B ICREY 2 E(EFHAR
— MR ) 7 ) FF KA (Linagliptin Hydrate)
(JAN]

k%4 : 8- [(3R) -3-Aminopiperidin-1-yl] -7- (but-2-
yn-1-yl) -3-methyl-1- [(4-methylquinazolin-2-yl)
methyl] -3,7-dihydro-1/A-purine-2,6-dione
hemihydrate

33 CasHasNgO2 + 1/2H20

5F& :481.55

% R BE~HEARONRTH S,

ALY )= VZRREFRT L TF =)L (99.5) 2%
RBHEFIT L AKITHD THIFIT L,
Al 149 207°C
feegs
/ CH3
-NH;

)\ />7N . 1/2H,0

CH3

N

22. G
100§ [10%E (PTP) x10]
500 % [10$E (PTP) Xx50]
500 # . /NF]
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