05

2022 49 FCLET (5 4 hK) BAREEERIRES
* 2022 4F 4 H SGET (8 3 ) 873969 =

FERR R A [ZEEES | 30300AMX00280 |
[BRcBAsa [ 20214894 |

1 X7V I IERIEER

WS \J4=_an®500mg
Bk SR TWYMEEG Tablets

FRHAE (34
fEa e =l ' TR OV I E IR QUE (I b Rl

8.2 AADMMICH /2o Tid, BEIH L. iAHEIR & 2 0
TR FEAZDNTH53T 5 2 &, [9.1.1, 11.1.1 8]

8.3 RIMAHEIRAZR T Z L 2H 20T, EUfEN. HEHEOE
REEICHEEL TV ARG T L EICRERTL L,
[11.1.15H]

8.4 &5 YA, % E L ’*ﬁ*l/\ SEH DR % Fi

2. BRE(KRDEBEHEICIE/RELEVI L)

2.1 FH OB LB BOE OWEAIED & 5 BH

2.2 FIRES b — ¥ A, BERRMEERIE SO AR, 1 B IR o
B Ui, 4 v R Y12 X 23R 0 2% &5 UHE O s 1E A3 28
TH5o]

2.3 FEERAE. TR, EELIMEOH 8% (L A ¥

CERe 7 ML LA 10 00 A0 L S e By 30 ARG LCHEDSA B aIiE, £ Ee %
ZONDLEBENOE R EETH J:o
3. 8% - MK 8.5 AF L ¥ r 7+ A4 FREANIMERAETO—MyL@BL T 5
3.1 Ak WS L&, 720 WMHIZHH LSS, ok RyH
WiFe4 v 4 I —7$E500mg L QPRI L L CHALSHERDZ (B o2 &
K5 1§84 A 7Y 3 v 5 500mg 5. PEHZEAIOBIROBICIZEE ST 5 2 & [10.2, 17.1.32H]
EFassy7uerein -2, BRIk (B, 9. BEOEE4ETZRECET 338

JHAANAT—=AF M) TN, ATT) VEE=T

A AUM AL BEFTAT—R. F LY. BLF S . 9.1 AHHE - MEEEDNH 2 BE
%2 T— V40000 Fv A Y F Uy LKA 9.1.1 RMEEZECTHZhDHBLUTDEEIZIRE
% 3.2 BUKIOMLR - T AR A A LRI R AN 42
Wisa %, YA 3 — 7 5500mg CORAANRIREE, HUMRIREE, ASH 2 AHHHIN, AFHEIGE O
- B RO T 4 VA T—7 1 2 75 JEX SR

- WL\ Y FES)

s ( “’2357"3) ( "’%SB’D — P BIEOT V3 — VI

[8.2, 11.1.1Z&MH]

® G 5 & W
e o am) EE RS 0.2 BiSEEES
wre | w71 | was | B 9.2.1 eGFR 45mL/min/A.78me R OB MR ESE (FIBE
z&80)
4. ®hek (istb% ORI NV, AROMPRENIZE LS LA T 2BZN
2RIER Db bo (5.2, 8.1, 16.6.1%H]

5. WMBENIIHRICEET = 9.3 fFpEREERE

1 KA OB D b LR Fé@%?«!—if&) B R, AHOMIRIED LT 5 BTN D 5o
E?ﬂ)@(ﬁ%ﬁ“ AT o 72 LG R AR5 e B A OB 0 5 F 72, HE(Child-PughZHC)D e ED 5 5 BB 2 xR &

k. U2z Bik B J L TV e [16.6.2 50
5.2 FIEMEOH 2 BH T FREMEOREISLCHl 95 TR
25 OHEIASELE L. A O NP iRED FR S 5, st Wl SRR LT B W R D & 5 PRI A A 2 H 527,
T JE(eGFRA 45mL /min/1.73m? KO B IR O 5 2 BE % A AN Y BARMAT 5 2 Lo BRTIT » ) TRENOHE
Gk L2 AT R O A 2 B L2 R BRI S0 L C TARDENTL N i ROTELHIMAH & L5 L
B3, HL s, [8.1. 9.2.1. 16.6.1 5] 72 EETIX. T v FIZ1500mg/kg/ H (iR T O K&k 55
2000mg/H O#y 17 i OBEEE R M) 2 RS- L2 B,

6. RARVUHE FER AR TR O 8 T OB E A52800 & LT0 5%, 4 1
BHE RALEA X7 S Y HBE L LTLE1000me% 1H 2 200mg/kg/tl(mﬁ€fa>niﬂxf}i2000mg/|j D¥I 1A OB
W SRS %o I A R G L7 A 1e, SWEIL, 77 oo (i

8. BEAEANEE @m#«) 3 PR BB 0> - S OV AR P TR 0 A

WEREREREE & A B e, A OURIEASEIE L el A% |- 7520 5T B9,

AT EBLNNHLDT, Fikgz EMWIIREST 52 LAY
FLwv, [5.2, 9.2.1, 16.6.1%H]



9.6 &IilF

G EOH R R ORI O Z R L. AL ORK#SEL
EHIEZ AT 2 2 Lo BIWMFER(T v 1) TR ANOBITHR

HHENTWEY,
9.7 INRZH

NSRRI G E L BRRBUIE ER L Tz,

9.8 EieE

BEONEZBIE L 2V OHEIIRG T L & -

BEAME T LCTWa I L%\,

10. tHE1ER

- N2 A B

ARHNIENEEAD SRR E LTRSS b, [16.55 ]
10.2 ERERHGRICEE TS 2 &)

L5554
FTIN) TV REHA
DPP-4 B

SGLT2 fHEH] %
[11.1.15H]

GLP1Z 2 EHhE

FeH 455 BRATEIR - 582 | W - fabRikT
bR 3 AR IR O SE B339 | OB B3 T 16 F A3 5
A A VHEF (5Tl B A VAREINSEBEND
V9% =9 Ay A V| |V IV -5 | R ) 2 ) A S9N
BRI A > 2) V| L7 HID R A
SR EssE MR A S 9
a-Z7NVayy—E|HNT o054, Kk

DY AT HEINT 5B
ENDH Db, TNHD
FANZ X BRI )
A7 RS B 720,
£ A VEFL AV
A= L7 HI T H
A ¥ A g
HEIE D % M3 5
k.

Y77 A FRER

I HE N OIS AL A

[8.5. 11.1.1ZM] |IR D FEBITIE T 5 2 |MUHERE T 77 A58
halp s MENDBLNH

b5
HALFIE RIS D W

AT 2DV T,

T, FRIPHH
W% R8T 5

I ASFR D 5T
Wb
TR B T VR T % B4R | TR, 2 OB o | B R T 1 1 A
ERAE 5 REZ OB LA INLBZRN
B -3t b ¢ LG5 THZ L, Hbo
H ) TV EEFH]
T T I VbR
PR 25
[11.1.1 5]
IR BT VR % 9958 | TR, 2 O o | IIUHE B T R T 725 Ik
ERAE 5 REZ OB LA BERN
7 RKLFY LG AL, 5o
R AV E v
HURRLES &
11. BIfEA

ROFWERMDH b DI LD HDOT, BlIgE 51TV,
F DO O NI E G 2 Ik 5 % L) L E & 17
HT ko
1.1 EXLENER
11.1.1 {KI0¥E6.7%)

KILBED D b b Z 0D b, FEIS, 4 A YBHL AL
RN LT AL R A » R v fetEsE & pEH L7z
HIC, RIMABESHBLT 2 BZNA D 5o ARMUBEIE R IER
BT SO ZEIEIE, FEITE) DR b N A I & &
CEMEPEBINT 55 C@EYRREETT) 2L, 722l a-F W
I & —EHEAR L OB X Y RIRHEIR AR S h -
W7 Pz 53528, [8.2. 8.3, 9.1.1. 10.25/{]

11.2 ZOMOEIER

1~ 5%k 10Kl
Wil s

R
WIRAAOIE, BHR
FPERICEI - T
VPN

Wk, SRR,
LA L, LI b3,
WA, W,
SR
TN T TN
FS—EH, AT

A

A I OV A R
e

|
§
"
i
]
2

O R, AR

14. BALOEE

14.1 EFIZAEFOEE
PTPUIEDHANIPTPY — F 2 5D ML TIRA$ % & 9 $5iE
$52 %, PTPY— FOMMKICE Y. WOEA A B R A~
FIA L, BIEERILE B 2 L CHERR IR 2855 o B 7 & bR % BF
KT LI EVH 5L,

15. TDMOER

15.1 BRERfEAICED 15
774 FREFNIBWT, TNRICEELRAERT Y F— A
FRITEOWMESH, URAZHTE LT, Bk, IF
BEREREE, IURRFRE 2 tE LT VIREE, BOKFRIER 245
DEMOPHZ &), HEO T VT — VEI, EYE, S
RSN TV D,
RHNZBVT, T v b &2z FEER R R < 1 P LR I~
OS2 BIROONTEL T, BIRHABTIIART ¥ F—
YADFEBIED SN TWR WA, KFlE €T 7 F 4 FRIEH
EAREF O —AE L T 2 W REMED D 5 o

16. EYENEE

16.1 MFRE

16.1.1 HEKS
FREE R AN A AH] 1000mg % Z2IEIRE I IR T4 G- L 72 & & o I i
FEHER I OSSR RE S5 X — Z I T DL BY TH o729,

(ng/mL)
2000
;ITL
:ﬁ —e— 1000mg
P 1500
o S £ AR (0 =6)
D)
N 1000
v
b3
Jig
500
0 L L L
0 6 12 18 24
51 (h)
PGt tmax Comax AUCo2 tiz
s (h) (ng/mL) (ng*h/mL) (h)
1000mg(n=6) 2.5(1.5-3.0) 1393(40.3) 9780(36.1) 12.0(113.0)

BT OOHATCY), s O MEAR AT

16.1.2 R{EH/RS
FERER N 6 BN ARH) 1 0] 1000mg 7 1 H 21817 H B KRG Lz &
&, MRS 5 HHICIZERIRBISEL, 7HHOCna LT
AUCo OERILIZZNEN 143K R 157/ TH - 729,
KHN %5 L2867 H2 S SN hEEE IO R 2 L —
g YPKIRNTOFER. EINHS 3HRBRCEAI)ICHIAAN S N2 2
TURE PRI (1031 © e GFROFH#H 73.2mL/min/1.73m?) (A 1 [l



1000mg% 1 H 210l IAERRI 4% 5 L7z & & OWEFER(AUCo12:)1318.0ug -
h/mLGEM I fill) & g S 7z 9,

16.2 IRIR

16.2.1 BEOZE
TR B PEICARH] 1000mg % ZE IR J O B (R P - L7z &
XOEYHE T XA —FIZUTOEB) THo 72 HEMICERD
HHEFOFEIRD LN L o727,

B THEN] t(r;;) (n:/" ;;L) (nj:'U l::/(}r:L) Hx;
22k (n=12) 3.0(1.0-4.0) 1681(27.5) 12970(30.6) 7.2(56.4)
f%(n=12) 4.0(3.0-4.0) 1424(26.1) 11960(29.9) 6.1(59.9)
BT POAITCV), toas © AR M AE)
16.3 9%
A A7) Ivor MR EAMAEIL12% ~ 64%TH - 729 (in
VItro)o
16.4 X3

FERER AN B YE6 F1C, MCHEREA A 271 3 > 1000mg % H 13 5 L
Tl & AATZYIVIFEFLAERBEZTT. WERRLRT O
TR T REARTD 5 729 BHEAT—5),
4 A1) 3 VI3CYPIA2, CYP2A6., CYP2B6, CYP2C8., CYP2C9.
CYP2C19, CYP2D6., CYP2EL, CYP3A4/5iZx} L CRLEMRM A /RS S
(ICs > 100 umol/L)", 120 umol/L ¥ TO#EE TIZCYP1A2, CYP2B6.
CYP2C9. CYP2C19 M USCYP3A4/5 % #HE L % A 7219 (in vitro)s

16.5 Bttt
TR AIPE6 BIIC, MCEEFA A 2V 3 > 1000mg % H 45 L
7o & &, 5 144 F T OIRFBGTE R OV RZ LR O BARHE
AL 5 BE D 43.2% [ U5 42.0%. 3 BE 0 BRI ER (3 5
TSTHE D 54.8% Td - 722 FrEAF— %),
4 X7 3 2I30CT1, OCT2. MATEL L O'MATE2- KDL TH -
7275, P-gp. BCRP. OATI1 R UOAT3 DI T o729 ™ (in
vitro)o 4 * 7'V 3 i, P-gp. BCRP. OATPIBl. OATPIB3,
OATI1. OAT3 K UMATE2-KIZH T 2 HEMEHIZRE b o7z
(ICs0 > 1000 umol/L)"®" 9 (in vitro)o —Ji. OCTI(Ki : 154 umol/L).
OCT2(ICs0 : 146 umol/L) 2 O'MATEIL(ICs0 : 19.24 umol/L)Z %) L KHE
TER %R L7239 (in vitro), BR DIIRE L 70 2 SEMMI EAEH ASH 5
NDWHEE KW E Z 2 Sz, [10.. 16.7.1-16.7.4 1]

16.6 HEDHREH I 8%

16.6.1 BHEEEEE
AR R E O R O R 7 2 BB (e GFRO MBI HD W THH)IC
BUF 5 ARFN R KT 5RO S B RE 2 BB AR 2% IEH 2 e bRE
(eGFR 90mL/min/1.73m? P E)NZAH] 1000mg 3. [l ¢ 14 51k & FLii
Wt L I T o BY) Tho 7219,

Crnax AUCouast
ErHE wesg|
o | BTPEEOL | STEEHO
(€GFRmL/min/173m) | - (me) [O0% (IR | [00%fE X 1]

142 [1.05, 1.91]
152 [1.13, 205]
150 [1.11,2.02]

149 [1.03, 2.17]
1.81 [1.25,2.63]
249 [1.71, 361]

(60 =< eGFR < 90) 1000 6

HEERE(30 < eGFR< 60) | 1000 6

HJE(15 = eGFR < 30) 500 | 6
ERREREORE DR L ZHWHFHCL(Z LT F= 2T TV R)
OWE N FD W THHE)NT BT 2 454 181 500meg™1 H 2 0l AR
B G EoYEEZ . BREREATIE R 2 #57HE (CLer 80mL/min#)IZ 4
#1181 500mg 1 H 2 ]SS RE T G- & LB L7/ RIS T o &
BOTHo72"GHIANT— %),

p— N Crnax AUC.
(CLa™)) % %E{"Iq—iﬂﬂlﬁ@ﬂ: %{”}T}gﬁﬁ@ﬂ:
[90% 15 HHIX ] ] [90% 15 HHIX [ ]
WEHE(G0 < CLer < 80) 4 1.28 [1.03, 1.59] 150 [1.16, 1.94]
HEEEEB0 = CLer < 50) 6 1.95 [1.61, 2.35] 2.32 [1.85, 2.92]
T JE(CLer < 30) 5 2.86 [2.08, 3.94] 356 [251, 5.06]

FAPRAED LT 2 BRI, B AR R O BIRA W R 2 F M S s ETHAAN
S, REE T O AR B 0 R B T3 8 B 0 R TE ATIE T A MR, TRk
FE# Cld, BRI R O AR BE O R AR R T 2 & SR L 72 861 & 3B 0 6 B 0 BF ke A
I R & RS Tz,

¥1:7VL7F=Y217 7 Y A(mL/min)

BN B EBENT % )2 W L U7z L Ty e v,
F 72, BATOIHGENT. BEBGENT X M 88) 12 & 2 ARH o bR
THF=#13%\v, [5.20 8.1, 9.2.1& ]
16.6.2 FFSEEEEE
45 (Child-Pugh % #HB) O I HRE 53 7 B2 4K 1000mg % He [l
5 L2l & A A2 22 DCumat AU Couast D I/ " SEH T -
Y (i I /A i ) B D90% 18 B IX B 1% &2 111.29[1.05,
1601 K 0¥147 [1.19,182] THo 72 FHEIANT— %) [9.351H]
16.6.3 EipE
2 RIBEPRIG IR E 2 W5 L U 72 W A 01 45 2 AH AR L OV 3 HHERER ©
A 11E 1000mg% 1 H 2 1] SO #E 135 L 72 #5800 58 % IR o
AUC(AUCus)Z R 2 L —Y 3 YPKNT CTHEE L7728 25, 657%
DL Lo Eilin# D AUCussI 65 A & ik L C 1285 T o 7219,
16.7 EYHEEIEAR
16.7.1 Y27V 7F>
PR A E 16 B AH] 11 1500mg® % 1 H 2l & v ¥ 7)) FF 1
[[100mgZ 1 H1M6 AW G LA & Y4y 7 ) TF 0D
AUC T OCmaxlE WA 50 D 1135 R OV LISHETH - 7220 FHEA
7 —%) [16.5%M]
16.7.2 X bRILI >
EHE S 15 B ARH 119] 1500mg™ & * b A&V 3 > 1[0 850mg %
1H 26 HEBEHPESG L7z &, X PRIV I YOAUCHK P Craxld i
FhPe 50 0.86 15 L U090 15 Tdh o 722 FHEIA 7 — %) [16.5 1]
16.7.3 VX FI
T BE R 16 B AR A 1500mg™M o Hinl $% 5- & 2 2 F ¥~ 1101 400mg
Z1H2MPEMAEG Lz &0 4 A2 3 Y DAUCotast o O Cmaxl3 i
M GRED 1275 R N 1345 TH - 722 (AEAT— %), [16.5 0]
16.7.4 ZDDOZEH
RE 2 L—3 3 YPKIRI #7723 Tt o B m g0 & o
PERFEGHED A A 2771) 3 v O AUCIIAHF HAE 5RO AUC & FAREE
LS N7z (EEAUCH: 080 ~ 1.18)%, [16.5 %]
W) ANVKRZ VT LTH  Z) 5V R, FY)AEY R
R A A VRS D S F 7Y =R, LAY )= F
77 A FRIEH] D A PRV Y
a-ZNVaAvy—EHEH THAVKE=A, KFYVKR—-A, 37 b=
FTV) T UREH EF T E
DPPAMIEH : > 5 7)) FF v, ENFTVTF o, VFTVTF o, 72) 5
VTF
SGLT2MEH] - 4 77y 7uyy, F7) 70y sy, A7y 7uady, =
P2AV A RvAs B4
GLP-1 ZFHAKE3E - VSV VF K. Fa9 7 VF K

) AH QAL - FEE 11\ 1000mg% 1 H 204%5-TH %,

17. EREREKIE

17.1 BHERVCREMICET 55

17.1.1 EREREE 2 HHER
2 TR PR TR FR R R 72 W S Al oD 6 T IR e T S o B AR & 12
BRI L2 T 2RI RIE A E RIS, T Re e L
7o CEE MBI A FE ML Az Mo R IR B T 38 TR o R
HRIAZ ) — = RIS OISR TR ORGSR Sh, 7+ v
Y27 MBS, ARF 1 500mgt). 1000mg. 1500mgh I 1%
77w RE1H2mH 24 MO G L2R TROEBHWTH
OHEHTOLHDALA T T AR I L THBEIIKT L2,

HbAlc(%)
wOHE | B B o BLHid o0 75 ERED
S e ZEAbEs s
. 043 + 0.092
It R 89 = (. -
T7EKR| 75 7.89 + 0676 [0.25, 061]
052 = 0.128
- +
500mg 75 794 * 0679 ?‘827 ggg]l [0.77, 0.27]
e T p < 0.0001
0,94 = 0.129
051 = 0.
1000mg | 73 7.85 = 0.650 8 (f 6 »8 gg? [-1.19, -0.68]
R p < 0.0001
-1.00 = 0.130
- *
1500mg | 73 791 = 0618 35’;6 825;31 [-1.26, -0.75]
R p < 0.0001




%1 FASH#:H

X2 1P + B R

%3 Mixed Model Repeated MeasureslZ & 2 fffT, fi/h 3 -3 + Bz [95%
fEHEIX ] ]

FIVERZEBUBE 13, 500mghf T 5.3%(4/75 Bl). 1000mght T 5.4%(4/74
Bl), 1500mght: T 24.0%(18/75Bl). 75 & R EET8.0%(6/75Bl) Td - 725
FEBUMIE 2% EORIVERE 7 7 & R #E. 500mghE. 1000mgh Tl
R0 5, 1500mghf T 5.3%(4/75 ), BEHEAPLK 5.3%(4/75
Bl). T3 4.0%(3/755). W& 2.7%2/75 Bl) T - 720 AR MAEGE 1
K i >0/ UL IMUBEfE AY 70mg / A LA, LU [ BR)IE. 500mght T
1.3%(1/75 ), 1000mg# T 1.4%(1/74 %), 1500mghf T 5.3%(4/75 ).
75 b REET13%1/75 BN SNz As, HIE ORI 780
5N Hro 7220,

17.1.2 EINE I HHABREREE)

- R DAL O 2 BB R TG AR ER A% 70 o S At o0 8 LR
[ 3R D WA R & 1238 DL 521 F T 2 280BG04,
T RE R E L7 S EE ML FE i L7z Moo R iR
[T TEmh OBEIZA 2 ) — = ¥ RIS O T 3o %5
A&, v v a7y MBHIC ARH1E 1000mg LIk 7T
L ARZH 2 24 BRI S L2fEE. TROLBYHbALY T
TR L I L CRAIBECHE RIS L7,

FIVE R SE BB X, K HFRERE T 9.7%(13/134 B, ANk =
v L7 AHIBEHIEEC 21.3%Q27/127 Bl). o -7 V3 ¥ & — L EHGEBE
T9A4%(6/64 1), MR A > 1) > 43 WMEHE S HI B C 15.6%(10/64
Bl €77 F A4 FREHIHET375%24/646)). F7 V) V%
SEHBEHIBE T 9.2%(6/65 B). DPP-4 BHEHI I # T 22.2%(14/63 ).

SGLT2 FHAEHI B B C 11.1%(7/63 B1). GLP-1 Z 2R/ BhSEpE R ¢
11.4%(8/70 Bl) T I - 7z ARIMAE 2 ik < FEBVHEE 2% LA E o RIER A
| H AR T L 3.0%(4/134 B), fH K 2.29%(3/134 B1). BEFIEECI

AV A Zv Ly A BE I BECAEAL 3.1%(4/127 Bil). EEhE A4 > 2 )~
SRS SE BRI BE T TR A7%(3/64 Bl), ¥ 77 F A4 FREEH BE B
T 1 15.6%(10/64 ). .00 10.9%(7/64 B1), W& 4.7%(3/64 B1). L
JIE &9 3.19% (2/64 1), BEFBASPLIK 3.1%(2/64 Bl), £ HRIGE 3.1%(2/64
Bl a-7 N3y sy —EHERGHRECEM31%2/64 6], 7V
U ¥ SRIEHIOE I C T 3.19%(2/65 B1). M 3.1%(2/65 ). B Rk
JBEE 3.19(2/65 B1).  DPP-4 BHEHI D FIHE C L0 6.3%(4/63 B1),  EHKIK
H3.2%(2/63 B1). SGLT2 FH &7 O F <l 3.2%(2/63 Bll). GLP-1
SZARVEBYSEDE ] C L 4.3%(3/70 ). M- 2.9%(2/70 Bl), THALAS B
2.9%(2/70 ). FEHKIRIE 2.9%(2/70 F1) Td > 720 RIMBEIX, AH] HAl
PELIE T 1.5%(2/1346), A= L 7 HIGEHEE T 11.8%(15/127
Bl a-7 N3y —CHER G T31%2/6461), HEHEA A
) VoI ARAESE DR I T 6.3% /64 Bl), 7T A4 FREEHIE B
T 7.8%(5/64 1), DPP-4 BHLEHI Bt HI#: T 3.2%(2/63 ). SGLT2 K%

F 9t F B T 3.2%(2/63 BI)NZ 78 S 7228, HIE O MAE2IZ 52D 5
Nzdroiee FT7VY Y REHGEME. GLP-1 2B ARMEBY A
BT SN o 7229, [8.55 1]

17.1.4 ERNEIEHER(S > RV > HEAER)

HbAlc(%)
PG| AR EEZoAino) EraRiENY) 77 KED
PR 2 ZAL RS P
oo 0.15 = 0.07
7IEXR | 106 793 * 0.684 [0.008, 0.286]
-0.87 = 0.09
ES] 106 799 * 0.764 [_&752 61_00'5%71] [-1.041, -0.691]
B p < 0.0001
%1 D FASHH

M2 PRl = B
%3 . Mixed Model Repeated MeasuresiZ & % ff#f, fi/h 3 P8y + g [95%
1 HEIX 1]

WIVE I S BUBE 13, ARFIBETA7%(5/106B)). 7 F L RET65%(7/
107 By Td > 720 FEHBAEE D 2% 0L L ORI AHKIEE, 75 LR
DWFTITHRED LN Do Foo BRI AFHE T 1.9%(2/106 1)
75 X REET0.9%(1/107 PN 7R HN72AHT, ORI 32
SN o72P,

17.1.3 EANE I HREHBREIMR UG HES)

128 DL o> g - SEBhE & 2 AU & U B T 38 o HiphgR ik
TILHE 2 >~ b 1T — VAR5 7 2 RIS R B & WSS, EE R
B FEM L 720 AH 0 HIMHE P 33 At o0 I [ T 3K 1 AN ARH) & B
B3 % O TAFI LI 1000mg 2 1 H 21815238 R 195 L 7285 5
TEOEBY T NOFRLRE DS FK G0 & B L THbALeAME N L 52
EIChIzo TRE LMD ¥ b a— VA S iz,

HbAlc (%)

PG I3 B0 Py
SERg il 2L

AR HE AR 134 7.83 £ 0.730 [7&4&%0(?'30370]
AR LTI 127 8.63 + 0.903 [.ﬁffsio?g;ﬂ
ar vy y— e o | sar=om | O0F R
‘%ﬁﬁf@;}i{ o4 848 = 0837 [-3?57503,1-0(.)41533]
77 FA KRG 64 8.16 + 0.607 [_;?;57;&%93]
FTVUY Y v RIEHIE 65 872 = 0942 [_ff;;o(?g{;]
DPP-4 L5t 63 | 8230750 [—_1(?;):5,%0(?'71111]
SGLT2 B it 63 850 + 0.748 [.§512i0?4()372]
GLP-LUZ#AMMEBEON | 70 | 866+ 0848 [_'3_ ;50%091'1351

M1 PR = B
%2 Mixed Model Repeated MeasuresiZ & 2T, /N33 + iz [95%
fEHRIX AT

A VA EIBEEMIEE S A v A v L RIS B T 38 1A o Bf
) TR =~ b O — V2SR50 2 BB IR E 2 RIS, 7
T RENME L ZEERILBRBR A ML 720 A v A ) V3|
(J’L%F‘*% YA v REB/REAEBRA VA Y OWT BT

H. 1 HPRS 0 8 AL DL E 40 AL LU TF) & B L CTAH) 1 7] 1000mg
NIE7 7Rz 1H2H 16 BEFEIIEL LR, TEOLBY#
5.16:8E OHbAlcld 7T & R & ik L CARFIBECTH IR T L7z,

HbAlc(%)
B | B Beh-Hi o B 5/ & D TIERED
PR fie b P
. 0.03 = 0.07
I &R 82 + 0, _
75%K | 106 882 = 0.813 [0.177, 0.115]
0.60 = 0.10
- +
AFH 108 8.74 + 0721 [_(? f738 _00 ;&79] [-0.802, -0.404]
T p < 0.0001
%1 0 FASHM

2P = R
%3 : Mixed Model Repeated MeasuresiZ & 2 f##T. e/ T3 P-4 = BEERRGE [95%
R ]

F7o. 163E O ZEEBINCARAEECTH - 72 WBE ICIEFEMIN TR
# % 36 MG 52 F BNk 5 L 7R 5, $E5-52 I T o 5015 5
DOHbAlcDZAL R (e — 3 -1 + FEHERR)13-0.64 £ 0.09% T dH - 72
516 Wy £ T ORIERZE BB X, AHIBE14.8%(16/108 ), 7
5 R 12.1%(13/107 BT - 720 FEHIHIE 2% L0 E o GIVE AL
MAETH Y. RAFET12.0%13/108 ). 7T & REET 6.5%(7/107 Bll)
T o720 KAIWG-52 B F T ORIEHFEBUHEE X 25.9%(28/108 )
T Y. FEBUHEEE 2% DL b o BIVE A AR LRE 21.3%(23/108 B1),  H £
2.8%(3/108 ) T > 720 HEEEDARMBEFIZFRD S N2 2o 7220,

1) ARHN QAR - 1 1000mg% 1 H 2 1$5-THh %,

H2) WEOMIMAE | AW L TN I T OHE5D70125

Z=FOFHE, LEZFOMONLE 2 BB L B R

18. FxhFIE
18.1 {EAF

ARXTY) IV, TV T = RREARFIA ¥ R 2 IAEEE R
OA ¥ 2 AARPUEEEMIC L 0 . R~ 7R % J65E 5 2 383
THY., TOEMEFEI Py FIT~OENEATL L0 LM
EEND,



18.2 IM¥ERET1ER
A4 X271 3 Vi, Goto-Kakizaki(GK)Z v N CHLBERE FIEM 272 L.
ZORYHRIBG-BG & D 8 MFEE L 722,

18.3 7 a—RBREKREN A > X b {REER
A X730, GKT v MHERER % H\zin vitroifBET, &2
WIA—=AFHETTA VA Ve S99, £/, AMLT
MY MY VBRBERBET VS v b GKT v b EIRDIEARN T v
PTOZN - ZAMBB TR A ¥ A VREZ LA S0,
TNA—=RAY T TREETH B ST Clif A 2 VigEx
bR xR,
2 RUBE SR B ARH 1 0] 1500mgD i3 75 R % 1 H 20 7 H %
85 L. PG 0 2MBRICE 7V a—R 7 T v 7 ilklik i
L7z A, RABETT IV a— AL EEDP S 455 HOMP 1~ 21)
VUEEED AUCousmn ST 7 L R & IR LT L 723 GHEA 7 — )0
2 TR B A LA 111 1500mg X id 75 & R % 1 H 218 18 38 [ #%
LU, miEfeGo2ipIckOmamiBez £l 25, R
FIFETA v A1) ¥ wdaH(insulinogenic index)?s 7 7 & R & LLik
LCHML722% GHEA T — %),

18.4 1 > RV L EHAMSGEEAR
A X703 U, MEEITHIR 2 F 7z in vitroi VB K O A M
WA 72in vitroikBC, WEHERIBIEE 9K OV 7 v 3 — ALY A
A EFMEMDZR L. £720 A ML T MY MY BRI E T
VETOIEFIMESA 2 ¥ 2 5y TREBETEWIREZ )L a—
AFEANFE LA S/,

2 WU BRI R E S ARH) 1 1500mg™ 1377 £ K% 1 H 210 18 M $%
L. e o2mmpickOamiBe £l -2 25, KR
FHETA ¥ R YIPUEOTRELD —>TH 5 Stumvoll indexdS7 7
LARTEL IR L Y L GHEAT— %),

1) AHI DR - FENE 1A 1000mg# 1 B 2[#% 5 THh 5.

19. B2 ICEAT 3 IEEEAE

— AR D A 2 7)) 3 Y HEE (Imeglimin Hydrochloride)

b4 : (6R)-N%N26-Trimethyl-3,6-dihydro-1,3,5-triazine-2,4-
diamine monohydrochloride

213 1 CeHsNs - HCL

53T 019166

PR Aol ETH S, KEPRAY 2 = VIZHEITRTL, 28 ) —
LOOIZRREIFRT L T b= PY VD THETIZ KL BER
IFN, Y r7uandFHrROtert-7F NV AFNVI—FVIZIFEAL
HT v

L3RR H><CH3
NT N
A en, T
HoNT SN N7 3
H
CHs

Rl 242C (53 1#)
SECAREL C 0.001(1-4 7 % 2 — v /pHT7.2 1) > B 1K)

21. A& M
BESEN ) A 2 PR % 5o b, WY ERT S 2 k.

22, @
100%¢ [10%2(PTP) x 10]
4008 Ui, 551

23. EEX#

DAL G R - 5 b BT 1 B3 % 32021 4E 6 H 23 H K EE.
CTD2.6.4.4.1.3)

ENER D 7y MBI - R4 T 2 k(2021 4E 6 H
23 032, CTD2.6.6.6.2.1)

LN E R T FIIBIT DM - IRRFEAICE T % WERE021 46 H
23 H&38, CTD2.6.6.6.2.3)

DEENER D T v b AT HRI I B 3 % SBR(2021 4 6 1] 23 H K.
CTD2.6.4.6.4)

SRR ¢ H A A KL KON RO B - B (2021 41 6 H 23 H KR
CTD2.7.2.2.2.1.1)

OVFEPIERL ¢ T4 45 2 AHARER K OV 4B 3 AR T o 2 BB IR G R H
52 AUC(2021 4£6 H 23 H7A&R2. CTD2.7.2.3.3.2)

DL &R E N R o R BT R BR2021 4R 6 1 23 H K B2
CTD2.7.2.2.2.4.1.1)

FL & B 7z A H A A IS 9 % #2021 4E 6 H 23 H K 74,
CTD2.6.4.4.2)

NFENEEL - In vitrol Oin vivofSi#H O #2021 45 6 H 23 HIKFE.
CTD2.7.2.2.1.2)

1004 N & KL CYPHEL & 12 B 3 % & BR20214E6 H 23 H /K &,
CTD2.6.4.5.5)

1) N & B CYPH 12 B 2 3k BR2021 456 H 23 H 7K 32,
CTD2.6.4.5.4)

124L & kL Ak~ 2 8 5 ZAPKER BR(2021 4E 6 H 23 H 7K 38,
CTD2.7.2.2.2.1.3)

134 ER] @ Caco-2 I 2 H v 7R g i 126 L2 B 3~ % 5XB#(2021 4F 6 H
23 H7K#%, CTD2.6.4.7.1)

1AFENERE: N T v AR =& —FEITBT % R BR(2021 456 H 23 H K2,
CTD2.6.4.7.2)

1I5FENERE N T v AR =& —BIEICB 3 5 R B(2021 476 H 23 H K2,
CTD2.6.4.7.3)

16)4E N & BE I N B B e B B PKER BR(2021 456 A 23 H K 72,
CTD2.7.2.2.2.3.1)

17)kk 9 & R il AL OB BR B E HPKEL BR2021 45 6 H 23 H K R
CTD2.7.2.2.2.3.3)

1)KL N & B o il Ah T Bk B E HPKER 52021 4E 6 H 23 H K 34,
CTD2.7.2.2.2.3.2)

194E N & KL & s & T o F W B) fEQ2021456 H 23 H KR A,
CTD2.7.2.3.4.3)

20)kE N E R L EANDDIRERG & 7 ) 7 F V(2021 4E 6 A 23 H K.
CTD2.7.2.2.2.4.3.1)

20k & A HEAADDIRBR(A b RV 3 2)(2021 4 6 H 23 H K R,
CTD2.7.2.2.2.4.2.1)

22kt N & B i SADDIR B X F ¥ 2)(20214E 6 H 23 H K 3.
CTD2.7.2.2.2.4.2.2)

WRENER D RE 2 L — ¥ 3 YPKIRNT & B 7 SEW A B/ o Bead
(202146 H 23 H&#E, CTD2.7.2.3.5.2.4.2)

24VFEPNERL ¢ EIPIR A 2 AR (2021 4E 6 H 23 H7KRE. CTD2.7.6.18)

25pkk 9 ORE D LY A 3AH AR RO 5 3)(2021 4E 6 F1 23 H R R
CTD2.7.6.19)

26yFE PN ERE T I PA A 3 % U SRR (LA B OV 936932) (2021 4K 6 JT 23 H
. CTD2.7.6.24)

27TVFENE R A SHIGRER(A > A ) B FI#E22)(2021 46 H 23 H K.
CTD2.7.6.20)

28)FE P EL B LRI E 7V By © o IR I VR (2021 4 6 H 23 H ZKFE.
CTD2.6.2.2.1)

20 EINERL 1 GKT v MHIRIER 2 724 ¥ A ¥ 40kl BR(2021 4F 6
H 23 HA&§E. CTD2.6.2.3.1)

300k N & K CSTZH MR K E TV I v b % M v 20GTT
(20214¢ 6 A 23 H7&K#. CTD2.6.2.2.2.1)

3k N E K GKT v b 2 M W 720GTT(20214F 6 H 23 H & 7.
CTD26.222.2)

S2FENER HFRALM S v b & HW7ZIPGT T (20214 6 A 23 H &R,
CTD2.6.2.2.2.3)

BYFLNEEL - NO-STZAFMRIBE TV T v bEHVIIVI—RAT 5
v 7 RER(2021 4E 6 H 23 HAKFR. CTD2.6.2.2.2.5)

SHFENEF WAV a— 2 2 5 v T ERR0214F 6 H 23 H K.
CTD2.7.6.14)



3oL EFL | HESLOGT T kB (2021 4E 6 H 23 H KA. CTD2.7.6.15)

36)FLNE L - Wistar 7 v b HSRAICES 2 AL C o BEHiHr AR 5B (2021
46 H 23 A&, CTD2.6.2.2.3.3)

37EPE R - H-2K bl IR T D 2L a2 — ZHLY 1A & R ER(2021 45 6
H 23 A&k, CTD2.6.2.2.3.5)

YL E K STZE SR E TV T v % v izeuglycemic
hyperinsulinemic clamp #2021 4% 6 H 23 H7&#2, CTD2.6.2.2.3.1)

* 24, XEERERUHEWEDHESL
Bk 77—~ bRl et
T 5410045 KPR g X E IS HT 2-6-8
[ <gphEHmEVI—
TEL 0120-034-389
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