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2. B2 (ROBEICIFZES LBV E)
2.1 RAIOR R UIBBEEOBFRE O H 5 BE
2.2 WERIRMES N7V =Y R, BERRESE I REE, 1 7
T PRIR D BB
[HR R A > A VLK BER D R EIEDRIENNEE %
DO THRENZHEESTRETE V]
2.3 EHIERYYE. Fiaik. EERNMEOD HEE
[ 22D VESIC L AMBERNSLE TN SO TAAOERE 1
TS 720, ]

3. #HRE - MK
3.1 #8mk

W74 U F 7Y TF 8 Smgl 74 -]
. LgER V27 7F VKM 5.1mg

(VF 27U TF>&LT5mg)
D-v>v=bt—J), hEQITTFTU TV, JUARE
Ry, RUECZLLF7ZILI—) - TZIY)LEE - X5 7Y
VEEA FIVHBEEE, ATFTIVBALI L, ©F
oxXu—2Z, kraFySoitia—R, BtF
y oy ZIVT. RS 2 ofth 1 B

3.2 SFIOMERK

RHNA

HR7E 4 )+ FF U8E Smgl 74 b

(ERTN WHREDT 4 VLT —T 4 V78
£ = B
aSiz IR QED qm
ﬁyfg
[EXES 8.1mm
Ex 3.5mm
HE 175mg
4. FHEEN(FFHR
2 BUIEFRIR

5. MEENBHRICEHET BiER

5.1 RAIDER XD 52 CORERIRERDOEATH 2 BRHFREK, &
BREZ DI T o 1 ECHIRDPAT A HBEICRDEET 5
s

6. FENRUHE
WHE. BRAICRYFTY FFrELTomg % 1 H 1 ERO#RS
ERAR

8. EELRERNER

8.1 RAIDOEAICH - > Tid. BE I UEIIEER R 2 O3t
HECOWTHRHAT AT &, [9.1.10 11.1.1 2]

8.2 BHMRTPHOEDONEIENDHZHDT, FHEIEELVIERE.
IEMZOMEER A H 5 b zHEICIE. B ICEROBES
ZIAHEOBEIHET S, [11.1.6 2]

8.3 KA ESHIL, MEEL2EHMICHET 5012, FBE+5
ICBE L, BICRSHEOREREICOVWTERZIAD T &, KFH)
%3 1 ARS L THEBRIEICHT 220R S A0 425E8. &0
B EEZONBBBENOEEZEET 5T L.

8.4 RIMMBEER 2T &N DHAHD T, EIMEE. BEEDEE
ZIIRBELTVWIERFIIRET S EEZICRERT A&,
[11.1.1 ]

8.5 KAl & GLP-1 ZEMEBHEIFZ Vb GLP-1 REKENL
rzIAERE SER 2B LTV 2. WAIZ G U7z B0 iR R B GE
37 < AREROR2EIIFER S Tz,

9. HEDEREZRT SBEICHT IR

9.1 G - BHEEEFDSH 2 EE

9.1.1 BIMEZEC T HBZNDHIUTDEENIFIRE
- T EAEREA R I F B2
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RXIIZEFFIRRE
WL WEAEE)

CBEOTILO— )VERE
[8.1. 11.1.1 =H&]
9.1.2 IEERFMDEEEN &1 LD ADEFEDH D EE
[BEEZELA LI RAZRITBENDIDH 5, [11.1.2 BHE]

9.5 1Ti7

PRSI AENR L C W B AR D & 2 I IR L OB R fE
fElEz LE2 A SN BRICOABEEEERT L2 L. B
EE (Fv PRUTHF) T BEANOBITIRESNT VS,

9.6 =R
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10. 1HE{EA

KA FEICEPICRELEO T TP S n D, RpICHRES N2
ZEIDETHD (5%). [16.5.2 2]
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RN 7% BERAER - IEEAE | BT - BERT

M RE R ER 2 858 B IC I AR T 9 % MBS /E A A
ERAE 54l AR B B 720\ B SNBBENTDH 5,

U FIVEEA] 9 5541213, MFE

7 I VBRILEEEZ Ot EE ORE
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[16.7.1 BH]
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1. 8HEA
WOBWEHADBH EbNEIENHHDOT, BEEZTFITTV, &
EORO NG EIIIEEEPIET 0 EEYRMEE(TH
Eo

11.1 EXIGENER

11.1.1 EME (2.1%)
BITEN D SDONDEND B, FICALEFZILT L THIIZA
YA VBRI E R A5A. RIED Y X7 23BN 5. AL
AL LTEIEOHATEEREMESD S5 b, BiEEZ
T HBHME SN TV B, EIMEERD DO 65 NHBEITIE.
EE2EORMEPENT 22 @Y ALEZTFH>T L. a-7 L
a5 —PIHERE O IC K DRMBEERASEED 65 N izi5E1C
EY a TR T RUERRET 52 &, [8.1. 8.4, 9.1.1,
10.2. 17.1.2, 17.2.1 M)

1M.1.2 AUIR FEERH)
BHEZELA LY AZEITBEIND D 5. SEOEH. B
[, Fiktd 2080, IBESOREPRD S NGEICEHkES%
I L, HEEIRNEBEITS 2 &, [9.1.2 BHE]

11.1.3 FHEEEEREE (BEEAHH)
AST. ALT O L5E 24D HEERESH S DNEZ LN H 5,

11.1.4 $BREE (GEE )
K. UOAEDHSDbNIEEICIE. HERESHKL. &S5
LT A CHY R LB ETO &,

11.1.5 SR (BEEAH)
RZmk. FRORREE, FE. HEORE (BEE) Sr3vsnics
FITIE. EHP I X AR W CT. MG~ —H—F0mE%
Eid 5 & MEEMESEDNIIGEICIIHRS 2L, H
BRERLVEVAOBREZEOBEYZNELZITH Z L.

11.1.6 SUEEER (BEEAE)
B2 L ViR, BHZEORENRO 5N HEICERE%

ik L. B TS C E (8.2 BHE]
1.2 Z0thDEIER
0.3%LE SRR

i CARE. MEHS
BHE W S
R BLUZUE) RO
R O o
HEREE EHED T
PR NGRS R OHE | BRIESE 2 Y
e

WE . (R 8% L%
S fEL s
St . BB
RO TS P
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S BMERORER |
P

(R, REEE (I

7 35—, )
i PRAREE ¥) M. FEZ

(AST. ALT) k&

14. BRALDEFER

14.1 ERIZAFOER
PTP @20 EHANL PTP v — v 5B L THRAT 2 LS EE
T5T &,
PTP ¥ — FDREKICE D BOWHAIAS EERBEAR A L, HIZ
IFEILEZRC L THIBRARSEOEE L AEEZHET 2 &R
HEanhTtws,

16. Z4ENHE

16.1 MEE

16.1.1 BEZS
HARANEREBRABEIC, VF27UTF 1, 2.5, 5. 10mg %22
PERF BRI S L7 & &%) o MR LA DS EIRE ¢S5 2
—%%F1IIRT o Cmax XU AUCo IFFHERDTO LR %2R
L7z,

1 EEBEASHICEEREER RS & O MEHEDERE/ S
A—=%

NTRA=4% lmg 2.5mg 5mg 10mg
[BA7] 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
ma (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)

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

16.1.2 RIEHXRS
HAANERBEAEM®IC, VF 7Y FF > 5mg #2208 1 H 1 [a
12 HERERO®/RSE Lz 2omBEFERE I &5 3 HRICIER
P E—FEREEZD, Cnax XU AUC: 25 EH L7 RHEFHK
X 1.4 RTHo70,
HAN 2 BURERREE (15961) U+ 7)) 7FF > 5mg % 1 H
1 [ 26 EEHREG Lz &0 T 7ROMEEFEREIZIZIE—ET
Ho7122,

16.1.3 £MFHRIFESER
VFT7)TSFU8ESmg [ 14~ £ TX¥ U FEESmg %, /1
AF—=N—FickEnEN 18 (VF 7)) TF2 &L T 5mg)
BREABSEIEEREEREORS U TP RE L RRE 2 H]
}—\HEL/\ ?%%ﬂf:%%%%/faf‘—y (AUC\ Cmax) IZ2WT 90%
B ENEIC TREMEIT 21T - 72/ 5%. log (0.80) ~log (1.25)
OHENTH D . WBF OEYZORSEE PR SN2,

(ng/mL) .
8 s

--0-- FSEAEEmg
—e— UFTUTFULRsmel F Ak

RS e

0 10 20 30 40 50 60 70
B (hr)
HEIST A —% BENTRA—H
AUCO*72 Cmax tmax t12
(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
k¥ 48 5mg 154.00429.21|4.83%1.72|2.8+1.9(65.0£24.7

(HI9fE LR EfRZE. n=27)

MAFFEEI O AUC, Cnax FD/8T X —F 13, #iEaE OFIR.
1R DFREVEE - R E ORI K > TR DTN H 2.
F) RAOENEZAEIL Smg TH 5.

16.2 DRIY

16.2.1 N FAT7RALSEUT «
SENBERAEMEIC, V52 7F > 10mg 28EH & LTRO
5 L& &® KU 5mg ##HIRNZS L-&& (B 10461) @
T—=YEZHOTHEUNAFTTRA ) T+ ZEH UIER. K



30%TdH -7z (BERIEYIBIREMITIC L BHEE) Y EAT—
y)O

16.2.2 BREDXE
RIS, U F 7Y 7F 2 Smg 2 BRICHREHRS L L&,
Crmax 1359 15% &R U7z ZERHRSICHANT tna FER L.
AUCo-720 ICIZBEOHEIHAOENZP 7250, HEAT—%)

£2VFTYTF Y Smg FBEREOKRE L& SOEMHHER S
A—=5

ST R =54 ZERE Ry 't
[BA7] n=31 n=32
AUCo-72n [nM - h] 229 (25.9) 236 (20.0)
Cmax [nM] 7.04 (34.0) 5.97 (19.5)
tmax [h] 1.02 (0.517-8.00) | 2.99 (0.500-8.00)

BATIME GRATEEEE6) \ tmax EHPRE (F/IME-FAE)

F) AAOENEZZRAEIL Smg TH 5.

16.3 911
UF 7Y TF D in vitro MEFEEAREARIFBERENTH O,
2nM T 98.8% 75 20nM TD 84%~\E A L7z, 30nM BL
TR EAEARIIIZETI-ETH -7,

16.4 {5

16.4.1  NF3IZ7 0V —L KO MFHEICLA4C-YF 7Y S
F U OREIIMOTTHWA ., -5 REWDERITIE CYP3AS
FESLTHBO. 1o CYP BREOBE I L -7, VFTVU T
Fide MNFI 7Y —240 CYP3A4 EHEZ5AMICHET 5
NZOEEIEFHL (Ki=115uM). CYPIAL. 1A2. 2A6.
2B6. 2C8&. 2C9. 2C19. 2D6. 2El. 4All #HEL %P>
oo 720 B NFFI 70V —2L4 D CYP3A4 %55 ~ HRFEEE AT
WHYICHHE LY, BRFEREICB LT CYPLIA2, 2B6. 3A4
DFBITH SN2 -7219, (in vitro)

16.4.2 ERERAICC-Y F 7)) FF > 10mg #EOKE Lz &
EE (6 fl). MIFFICIEEIREADIRD SN (MEEFHUTAE
IZXF9 BEIEIEH 62%) 2 R#EIE CYP3A4 12K - THERT
BHERY DV VEOKBUETH 572 (MEEFAETRE IS N3 5 E]
13K 5%) D12 (SHEAT—%).

F) AAOENEZZRAEL Smg TH 5.

16.5 HEittt

16.5.1 BAMERBRA (641) 12U F 2 7FF > Smg % BEFE
BE L& ZDHRE 24 Bi#% £ TORPRECAGEHRIZH
0.L6%B TH -7 BZ7IVT7T AT, BERKRO®KERKIZ
7.09mL/min T& - 7=V,

16.5.2 SLEI R (6 1) 1214C-)F 27 7F > 10mgh %
HERO®RS L&D, #515% 96 B £ TICR G HETHEDK
S%HRHEIZ. £ 80%n#ERICHEt s NP, SHEAT—%)

16.5.3 U F 7V 7F VI P-HEEAOEETH D, HLHEHERITH
-7z (ICso : $955uM) ¥, (in vitro)

*) AAIOENZRHAEL Smg TH 5.

16.6 FENERZHIT 2 EE

16.6.1 BigEEESEE
BEWHBRERUOBRE, PEETEREREREIC) 7Y SF Y
Smg HE RO REHRS. L ICEE R ORESHEREREICY
F 7)) FF > Smg RS ETo7 (£3), BEHKEHERD
AUCo2an IZEREHEBREICHRT, BE, 7IZE, BE. R
WEERERETIN TN 1.315, 1.615. 1.46%. 1.55TH
D, Conax XZNZNH1.3/E. 1.6%. 1.51%. 1.5EFTH-
Too RIEFGH%D AUC ss I JBRFEERE ICHART, BERUFE
EEHERERETCEFNZTNAN LI BETL.7ETH D Craxss
FENENH1.0BES 1.5ETH -7,
EHEEEROBSESHERELHT 5 2 BIBRREEIC) 7
) 7T bmg RIEHESZ{To7: (£4). BEBRERELET
% 2 BIREIRIRBEIC B 2 KEBREH D AUC ss XU Cmaxss 1
EHAEIEE 2 BIERREE ICHANT, EBIIN1.4BTh o7z,
EHEEEERE O BRREARIIERERE SEREETH . Rk
MRIIBREREOREEICIS TR CEL -5, (BEAT
—%)

3 BEWNRE R OBHEREREIC) S JY FF 2 Smg BEE
5% OEMEEIST X —5

- BE | vEE | @ | AW
T EEE | mmie | mme | mete | mee
. ! - 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-24an 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 (RAEBGRE%) . —  BHEET
) BEWERE LT F= U7 I A (Car) > 80mL/min.
RSB REIEE ¢ Cer > 50~<80mL/min.
PEEERREREE | Cor > 30~<50mL/min.
EE B HREREE ¢ Ccr<30mL/min.,
KREIBHAEREE @ Cer<30mL/min THLEENT 2SN E

K4 BRELEFERUBEERERSTZAET 5 2 MERFEEICY
+ 270 7T smg KRG HROENEE/ ST X —5

ST A =% B REER ™ 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. EEBHEAERE | 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
237 10~15. n = 8) AFEEREEZIC) S 7Y FF > 5mg
BERE, O EEEERE N ORE, hE AR EE R
)+ FF > 5mgl B 1[H7 HERERSZT->7. RIEHR
54D AUCt ss |3 BEERERE 1T Hb T8RS R O T 252 B2 T A% RE
EEETINZNN0.8ERT 0.9 TH . Craxss 1357 0.6
BRE0.IBTHo7z. iz, BEFKERERE D AUCo24n
IIRFRWERE ICHANT 1,05, Coax £ 0.8 TH o7z,
FHEREREREICB T 2 57 7TF 0 OBRBIERERE X0
PREL (B 36% : BEBAEREERE O Cnaxss) FHEEED
BETICHESBBOBEINIIASNZD 57210, FIEAT—%)

16.6.3 =&
HAA 2 BIEREEE (159 41) U+ 7F> 5mg %= 1 H
1 [8] 26 BRHBES L& &0 b5 7RO MEETRERE O %A FEE
(B ZEBHFE%) 13 65 BRI T 6.57nM (31.1%). 65 Ll E
T 7.66nM (26.9%) TH 722,

16.7 EMEEIER

16.7.1 U RFEILEDHA
EEmA (1241) 12VF 27 7F> 5mg &V b FEL (BBh%
P-HEEA KLU CYP3A4 OFHER]) 200mgl H 2 [E2 %S L
=88 )F 27 FF 2D AUCo240 KO Crax (&) F 270 FF >
BMESICHNT2HBEVI[ZERLLEY (SEAT—%).
[10.2 2]

16.7.2 YT 7 VEY Y EDIHA
A (1641) IcUF27) FF> 5mgl A1 ERTY 77
Yy (317 P-EEAK D CYP3A4 OFEH]) 600mgl A 1
|6 HEFHAKRES LGS, VU F 7Y 7F 2D AUCss KO
Cmaxss (& FNEFN 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 OFEE) 40mgl H 1 [ 6 HEHAZKES L7
BE, VIUNAIYF ORGPV UNZAYF VD AUC ¢ KO
Crmaxss (&9 F 70 FF U HABESICED 10%~34% EF L9
HEAT—%),

16.7.4 X MKRILE >V EDHE
R (1641) (U270 7F> 10mg® 1 H 1[EE X bk
WY (BBAFF Y NIV AR—F —THiiEEh5d) 850mgl
H 3 [ (2550mg/H) 3 HEMHIES L72HE. A bHRLIvO
AUC: s 10U F 79U 7F U HRBE OB I A S N> 1275,



Crmaxss 13 11BE R L7ze UF 7V TF 2D Crmaxss IZA AL 2
VHABREDOFEIIASNEN o7 AUCr s 13 20% LR L
720 (HEAT—%).

16.7.5 EF VIV EDIHA
RN (2041) 12U+ 7)) 7F> 10mg® 1 H1HEEA S
Y&y (CYP2C8 KU 3A4 TR#SMNA) 45mgl H 1[E7
HEGFHZE LB E. UV F 27 TF o OEYERICNT 5 EF
TVE U ABREOFEIA NG oI, XTI D
AUC: s 12V F 70 7F U HABREOEE A SN P> T2 H
Cmax,ss (= 14%{&T L7, on‘fl) 9‘})@@‘&{&%%?@5
M-TMIEOM-IV®D AUC ¢ ,ss 2T Crmaxss (12U F 27V 7TF R
S5ngBIAGNZP 1D, BHEAT—%)

16.7.6 JURVISZ REDHA
BEERLA (20 41) 12U+ 27) FF> 5mgl H1EETYRY S
Z 3K (CYP2CYO cRR#fans) 1.75mg HEIHHEES L5
B VF T TFUOOEYERRICNT BTNV 7S5 I REER
SE0FEIHRONEP 2Tz TIURY T T I RO AUCo-o KO
Cmax 13U F 70 TF U HAZREICED 14%E TR L2, (SLEA
TFT—%)

16.7.7 ZDHDEHI & DHA
TL7 7Y (CYP2CO EH) ®», YITF> > (P-HEEHTH
EEND) X, BOMEE (TFZ)LVIZA T IVF— VKRR
VA NLI) B EORMEEERARBEORER. UV I+ oY ST
VEDHAKREICE S, TN OFEKOEYEIRE I T HEEIL
HonErolz (HEAT—4),
F) AAIOENAZHRIL Smg TH 5.

17. BRPRAEEE

17.1 BRMERUREMCEEYT D5HER

17.1.1 B I8 ERER
HAEAD 2 BIEREEE T, 7 ¥V o REH DS 0RO mAskE
TE (1FIE 28 ZdilbL. 7xvya7 7 MLEEE b
U< IERBOMBERE TRICKABBEEZT TV ARVEEEZRNREL
7zo UFZUTF 2 5mg XL 10mg 2 1 B 1 [E 12 8RS
26 AR E Lz & &0 oFE. Zet. BEEO IRk
URZ )R — 2 &DHEM RO 52 Bk ESEOER %24
DOIgE 21T > 720
5 1238% 0 HbAlc (NGSP) OR—=ZF A »ir6DFEE(L
2l3, FROEBOTH-H7.

£5H5 12:BIB1F % HbAlc (NGSP) (%) ORX—ZFA »H»

5D HELE

VFTVTFL] 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) HOEOH  #H. X—2F 1~ HbAlc (NGSP). HRFEDHTA
BREOHAEET VICED

5 26 8% 0 HbAlc (NGSP) OR—2 51 556 DOFHEAL
Bld. VF27YFF Y Smg B (n=159) RUKRZYR— 2B
(n=162) T. ZNZN-0.4410.07% (FIE1EZ%HE=E) K
0-0.10£0.08% (FHELIZHERE) Tholz. VF T U TSF
Yomg MOARTY R - ZABIIH T AHALEEHENEDE
&, -0.32£0.09% (TR FELIZHEEZE, [95%F X
Rl :-0.49~-0.15%]) TH -7,
27 FF 2 5mg & 52 S L-EO HbAlc (NGSP)
3. 5 4 8% SO BRERE TSRO 5N, 18 A% E THEIC
ERL (-0.55+0.79% [‘F9fE iZ#ER==]). 52 BRTH R
MR L Tz,
U7 FF 2 5mg O 52 EME S BT AEIEROFKKREE
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 o722,
) AROENAZRHAEL Smg TH 5.

17.1.2 ENE IEHAR SRR SHER
BAEOROMBEE IR THAHE T T F A N, HPRIA 2~
DUMBEESE, F7VY Y UE AL AZLT L TEINIE a-7 L

VY —VHEREICLZBBEICL»PHLLT, I ba—)L
DA+ AN 2 BERFEEZICY F 7Y 75~ 5mgl H 1
[\ 52 MG L & 20REEROBENEEFE L. 205
L5ANKRZNLTLTHL X a-7 L3y ¥y —YIEES & EBE
BEEL, A7 Y- 7D eGFR # 60mL/S Bl Lo BE %
FRELT. AMKLIUPRESNAMBEEZFRT. VF 7Y
TF o OREMEROENEZ X AL I v E /B U, FEFHE
HEIERREROREE2ERT A L& L,
BIEFAOFRRENEIE. ©7 71 REGHR 11.0% (9/82 f).
FNBLA > A ) VA UMEEEENTHER 10.6% (7/66 f5l). F 7V
U UEMEHEE5.4% (4/74 1) AR =)L LT A B
14.0% (20/143 ). a-Z Va5 —PIHEZMHERK 9.4%
(8/85fl) T#H -7z EMMEFEDORIEFARREESIL. €I/ 7FA
REGFREE 0% (0/82 fl). BEHELA > 2V > R SO F
0% (0766 i), F7V ) Y AR 1.4% (1/746), ALK
SV LT EIGHAEE 11.9% (17/14361). a-7Vay ¥ —¥H
EHGERM 1.2% (1/85F1) THolzo ZDMDZLRMEIL, FH
BGERECIZIERSETH - /-,

T2, WThOBICBWTH, UF 7Y TF o 0EMES 5258
%@ HbAlc (NGSP) OFIMERUVR—R T4 > h 6 DOFEEL
BlZ, TROEBUTH-722, [11.1.1 ]

£ 6 #5 52812815 5 HbAlc (NGSP) (%) OXRX—=RFA »H»
5 OFHZ(LE

HbAlc _
pe A n o |(NGSP) (%) 95;;;*3
FE (SD) "

R=ZA54 v 82 7.98 (0.75)

oy g 5 5238 82 7.10 (0.82)

b3 NR=ZAFA ~0.88
& DL 82 .64 |(-1:02-074
L& )
N—RATA 63 7.92 (0.82)

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

\'} \/ﬁ/ﬂéﬁ ReZS54 Y 073

g2 5 DFHE 63 0.65) |(70:89-0.57
2 :
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 25 52 8% 140 |7.42 (0.91)

L7 Hl N=ATA ~0.70
PoDOFE| 140 070 |(082-0.59
l#=s ’
N=RTA 85 7.87 (0.75)

w s %Ef 52_&@{7; 85 6.96 (0.75)

§—CIHEE( N AT ~0.91
& DT 85 0.6 |(-1.04-078
it :

17.2 BhERFERAES

17.2.1 4V AU VEFI & DIHAEE EEERSRERTTEERRER
ERE 2R IR (PREEL FRENARE) OAICEBIRE. b
UIGEREA VA VEIFNCIMATA PRIV U RO/ a-
TNAVY—VIHERFHICLZRBEICOPPDOSTMET S b
O —LAAR+53 7% 2 BIRERRIRERE 302 6] (HAA 102 fl% &)
ERRIZ, UFZ)SF 2 5mgl H 1 E 24 BEE (HRADA
52 M) #5 L TEME. Ze2EECICBEEO ST REDH
BRE 21T o720 24 BICB1F % HbAlc (EEFHMIEE : NGSP)
DR=AFTA o DFBEFHEHENEIITROEBY TH- 7z,
F7z. 52 AIZBTF S HbAlc (NGSP) OXR—=ZAFA U5 DH
BPHE(LE (HRAABEOADFER) &, V27 7F> 5mg
# (n=51) ROT 5 AREE (n=50) T, TNZN-0.86x0.08%
(FAREPIo(E + AEHERR2E) K U-0.29+0.09% (FAREFIfE + 1=
BE) THoTo,
52 BE TCORMBOBIERAFEBEE S (HRAABEDOADIER)
& VF 7T F 2 5mg BET 26.9% (14/52 ). 75w REE
T 18.0% (9/50 fil) THo7zo B[11.1.1 SHE]



K785 24 HIZB T % HbAlc (NGSP) (%) OXR—=ZFA
5 DOFBFHELE

JF 27 FF > 5mg N
N B 7‘::;?*
n=147
N=RFA Y PS5OH | _ ~
ST B (SE) 1.01 (0.06) 0.38 (0.07)
18. EFNEIE
18.1 {EFAER

VF 7 FF U REIRTFVINRTF S —Y-4 (DPP-4) OHé
B DR 72 BIRA R EAR TH 5. DPP-4 IZEE AT a5
T—YouEoT, B M. B. U2 SERRCIENE M
HEZLOMBICBVWTIALFHIE LTS, DPP-4 04A&FHRGE
BOH>BEELELDIZA VI LFEMIENE LA T URERT
FR1 (GLP-1) &7 a—RRIEEA > A V3R ) <
7°% K (GIP) T#% %, DPP-4 ORTF 4 —PiEkZHET S
&, TNHEOWREAMES > 7 LFVHRILEY LARILD ERIC
JDK/ZU/ WS EFR L. AT UBRESTE S
5230, GLP-1 & GIP ZWihd, ik /L a— AREEA
) yﬁ%ﬁﬁéﬂ%@ﬂ’ﬁﬁﬁ EREL. COERICKDRBOMED
rO—ILE2HET 532,

18.2 EIB{EMA

18.2.1 DPP-4 BEE{EH

(1) & -~ DPP-4 (I#E. Caco-2 M) OEMHEZZIRNICHEE
T5 (ICsofi : 1~3.6nM) 39 (in vitro)»

(2) VU TFromOEYHEEEICX D, MR DPP-4
BN BIREMER (80%LIE) X 24 B d 5,

18.2.2 MHERER OB SINEIER

(1) EEEHWICBVWT, GLP-1 &4 VAU v ORziEARL, 7L
I — R ETEERER I K B IEE 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 MAEE LR 2 AR ICIH L0,

B) BEEDOA A VI EFED db/db <7 2ITB W T,
HbAlc ZEEIE R L3,

(4) BARAD 2 BIERIREREICB VT, M GLP-1 EE 2 NS
. MEEZERS 723,

19. B ICREY 2 E(EFHAR
—MEFR ) 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#-purine-2,6-dione
hemihydrate

¥ 0 CasHasNsO2 + 1/2H20

5F& :481.55

% R BE~HEARONRTH S,
ALY )= VZRREFRT TH =)L (99.5) 1I2%
RBHEFIT L AKITHD THIFIT L,
Al 149 207°C

feegs / CHa

Sopectart
22. 3%

100 #2 [10#¢ (PTP) x10]
500 #& [10 ¢ (PTP) x50]
500 & [, /N F]
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