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AH0.5mghET-4.3+0.25kg (R — 2T DFHJ:89.9kg) . AH1.0mghfE T-6.1+0.25kg (~N—RFA
LD :89.2kg) . T H T VT F U RET-1.9+0.26kg (R — AT AL DI :89.3kg) Tho7=,
SHEMIZBO T, AFFETIIOT O A& THERRIKMEIZRD SN o723, v E 7V 7T
TE Tl &7, TR ST M A 7 (56me/ dLASTH)FE M MEAR MUBE 13, ASK0.5mel 7417
1, ARHI.Omghe T2, v 27 V7T BT S Tz,
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QL Basal/ > R DGR . ERE £ FIFEN4EE R (NN9535-36275K5%) °

xt 4 Basalf> AU O BMEREE X idBasal A2 AU EARRL I EO B FRE Tl b — VR4

(5 9% 72 07R0p PR P FR A 396451 (0. 5mglE: 13241 (A AN : 174) . AFI1.0meRE: 13141 (A AN 2261) . 7

) TR 13361 (H AN :2261))

REBRTE © ABOA RV F EOPERFIEICB T AR O L e E R 5, 77 AR5, “EHER
AR

5L 0 ZHEEMR N CARO.Smg, AHI1.0mg XL T ER%ZE1E], 300 MBINE G Uiz, AANL, @1
0.25mg CRE-ZBRAAL ., 4l BE 5 L7-% I 1[E]0.5mg~HEE Lz, 1.0mgETHETIRETIE, D
%3 1[810.5mgZ-438 % 5- L7 1A 1EN.0mg~ B L7z, 728, A7) —= 7 B EDHbALCA8.0% L4
T OLEIE, ARMBEDY R Y ZAKIH T B DI P G- BG4 AV & 20%8 LT,

* B . HbALcDR—RATAUMHE 543000 ETOLML &

SR E H

BOFE M REONR—RTAUNLEE%I0EETOL LR

&l w

FFAME H

i B EEEHHE E CHHHDALcDON—ATA LB E# 30T TOLLEICBEIL T, AFOWT oM

B CHT T BRICKR T DEPE DR FES172(p<0.0001),

HbAlc (%) AF0.5mg AF1.0mg FIER
A S 2 8.360.83 8.31+0.82 8.42+0.88
() E = R 22 GEFIE) (132) (131 (133)
51430 T TOELE -1.46+1.08 -1.87%+0.91 -0.19+1.07
CEEIME A YE R 22 CEBIER) ) (111) (108) (94)
2 (RE-77'R)° -1.35 -1.75

[95%13 # [X 1] [-1.61;-1.10] [-2.01;-1.50] -

a: MMRMIZ XA HE EfE

R—=2FAIPBEEE#%30E ETCOREOEE (/D TR FH) EHEHERRE) 13, AK10.5mghE T~
3.7£0.36kg (W —RT AL DY) :92.Tkg) . AHI1.0mgHf T-6.4 £ 0.36kg (R — 2T A D
92.5kg) . FTBAREET-1.4+0.3Tkg (R—RT AL D1 :89.9kg) Tdh-7-,

BARZRK M %, AFIL.0mgBE T2/F, 7T R BEC USRS S e, TR AR X0 i b 18 e
(56mg/ dLATHDE AR MBE I . ASFN0.5mgE TLIBI1 T4, AH1.0mg#E TL4FI251:, 7T RBETT
B3RS S AT,
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@B Rk E N ENHE A ER (NN9535-40925 B ) ©

*F B RROURERRI SE O B TR S A FRE K ONE B EIE CIRE T o B A A 2BLpE fR 9% B35 308 B (A<

(& 5 # 0.5mgh¥: 10341, AH1.0mghE: 1024, 227V TFF L #E:1034),

)

REBTE AR OBEMBIEOREME R OENEERRGTT T2, VX7 V7T astBELUTZ, B R

BEJE 0 AFI0.5mg ITAAI.OmgZ i 1[E], HDWET X7 VT F 2 100meZ 1 F 11E], 3038 R # 5 Uiz, AH|
&, I 1E0.25mg T G- BtaL . A5 L% I 1[E0.5mg~ ¥ & L7, 1.0mgE THET L8
T, ZO% A 1[E0.5meZ 4R 5 L7 #I1E 1[E]1.0mg ~ &R LT,

T 2o 30EMOIRRIER 5 T CRILIEAEFRORIEK

FFAME H

* 72 1 HbAIcOR—RFTAL L5430 ETOEE

il /N REOR—ATA PR E#%I0EECTCOELE

FFAME H

i £ ¢ HbALcDORN—ATAU L 5430 ETOELBOFERE TRITRT,

HbAlc (%) AF10.5mg AF1.0mg YETITTFY
100mg
N 2T 8.2311.02 8.01+0.85 8.20+0.89
O = A e 22 GEBIE) ) (103) (102) (103)
5 #%30 FTOE -1.93+0.97 -2.14%1.00 -0.83+0.82
CEEI = AR MR 22 GEGIE) ) (98) (87) (95)
e (KA~ 27V T F)e -1.13 -1.44 ~
[95%{5 X [H] [-1.32;-0.94] [-1.63;-1.24]

a: MMRMIZ LAt E i

R—AT AN 5% 300 ETOREDO A B/ "5 8 SRR E)F, AFI0.5mehf T-2.2
+0.29kg(RX— 2T AL D-3):67.8kg) . AKI1.0mghE T-3.9+0.30kg(-— A5 A2 DFH:70.8kg),
27V S F U RET0.020.29kg(R— AT AL DIH:69.4kg) T 77,

BRI B T ORI LA EFTELRIT. AH0.5mghE TT7H] (74.8%) 2284, A 1.0mg#E T 7341
(71.6%) 19748, 27V 7 F L BECT68H (66.0%) 186{F A ST,

BRI ML TR A SR o 7o, B R 7R SOV M I e 78 (56myg/ dLAS Ti ) e B PEAR I B 1. A7)
1.0mgRE 1M MR SN,

G EHREY (5658) T2 MEE RN FE N ER (NN9535-409158ER) 7

b 8 RROBERIRSE O MR TR T R R L ONEENR L T o b — V3R 43 7 B AR A 2B R

(&5 % 955 FRFE 600 (AA10.5me e 239051, AH1.0mehf: 241451, JBANOOFE 0B SR I5s HAE 120451),

BrE 450)

AERTE © ARHN O HAFRE R O DRI (RVR= LT LT A BIEA L AV MR, o - =y
X —BRER LT T VIV RIEHONT 03 EOPFRRIEICBT DR ME 5RO 2K O
G RN =S SNE =T Tt

5 J51E 0 ARHF0.5mg UL A 1.0me7 I8 1[E] (R LD DU TR 1S SR SEHLAI (R LR =L oL T #l 3 %
BIAL AV WRIER], o —7 Vas H—BER XULTF TV IO REER OWT o) EOOF %
1B, HDOVITBINORE 1B R IR (BTG E B D887 12 L2 36540 BN CRARS = 2hEE XX 2h
B FHEROH BRI % 561 B INEE G- Uiz, AFNL, #1H0.25mg TH 55 BAAL , 4% 5
L7l 1E0.5mg~H S L7, 1.0mgE TR T D8 Tl £ D% 1510.5me% 4108 W #% 5- L7214
W2 1E]1.0mg~FEE LT,

* 5o 56EMOIRRRIEE 5 T CRILIEAEFRORI K

PR A
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+ AN

HbALcDR—AT AL LR 561 FTOEAL i

&l /9 WEDR—=ZATA L NHR 5 %56 FETOEE
AT E B
i B R=2T/0 DB 545618 F TOHbALcD AL B UM A= AR 22 GEBIE0) ik, AA10.5meht

T-1.74£0.94(220) (N—AT A OB A HER 22 GEFIH0 :8.04£0.89(239) ), AAI1.0mght
T-2.12£0.95(204) (N—AF A2 DOIFEEIE :8.14+0.96 (241) ] . B DFE 1P R IE 2BET-0.69+
1.02(106) (N—RF A DFHHE :8.10£0.89 (120) ) Th-o7z,

B & OMIF VL BINC 31T AHDALc D R — 25 A L )L P 514561 FCOBL B OFERE TR

R,
HbAlc (%) | =254 | BH#%SeEFTOLELE
KF#0.5mg
MU 7.86+0.78(68) -1.77+0.87(64)
ANTR= LT LT 8.49+0.92(68) -1.8540.89(64)
BT A LAY Sy WA 7.77+0.58(34) -1.4840.90(31)
a~INav i —ERLEA 8.23+1.10(35) -2.13+1.06(32)
AN ES 5 7.600.62(34) -1.274+0.89(29)
KF1.0mg
B L 7.940.84(68) -1.9940.83(53)
ANVR= VT LT A 8.23+0.96(69) -2.174+0.97(59)
BT A LAY LSy W) 8.49+0.85(36) -2.3340.90(33)
-V Nav g —Y I EH 7.92£0.75(34) -2.04%0.80(29)
FTVV FRIEA 8.22+1.34(34) -2.08+1.28(30)

R = AR E (R 22 CRE (5150

R=2RFA L4560 £ TORE O & CEYE = 2 T Z2) 12, AF10.5mgff¢-1.4+
3.50kg (NR—R2T AL DI-H): T1.0kg) (AL -2.2 £3.73kg e RN —AT AL DEHIET1.6kg, AL
A= THIGER 1 -0.9+£2.75kg f N — 2T 4 2 DN141370.3kg, BNTRIA L AV 45 WMEERIOF
FH:-0.9% 3. 11kgk AR—R2T A DYH4)1364.9kg, o -7 NaLZ—PRRLERIG :-2.0+3.47kg
OR—=RFA L OFEELT0.1kg, F 7YV RHEANGEH :-0.4 £4.43kg L AN — AT A DIFEH T
78.4kg) . AHI1.0mghET-2.9+4.49kg (N—RAT AL D) T1.7kg) (BEAMFEEE 1 3.6 4.00kg iz UM
— AT DFEE)LT2.9kg, AVHR=ATLTHIGEH 1 -3.1+3.79%kg K O —AT A DFHJ1367.6kg,
WA L 2 Sy MR HEA O A - 2.1 £4.9Tkg B VR — 2T A L D)L T73.0kg, o —F Va Z—
PILERIOFH : -4.2 £4.9Tkg b RR—2AF A D113 71.8kg, F 7V R EANGEA -0.9+
5.01kg M R —2FA 2 DF-J1376.3kg) TIHo72, IBINOFE O R HKEETIX0.3£2.71kg (“—A
FAL DI 72.2kg) Th-o7=,

BB 5 R TREL-AEF ST, AF0.5mghE T2064 (86.2%) 90944, AFHI1.0mghE T21244
(88.0%) 9541F, JEMM DR 14 PRIF FERE T86/451 (71.7%) 2691 5 S 417z,

BERZARMAE Lt ST B R ST MBS B A i (56mg/ dLASTH)AE B AR M A 1. A0, 5me
T3F4ECR R = LT FIER 2FI3 1, F 7V R IEAIER 11 14E), AAIL.OmeRECoffIsf:
W FNbAVFR= AT LT EIGER). B0 ORI C2H2M(W T b AL R =1 o L 7 A
s ENnT-,
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2) 72 AR
O E T TR L3RR 77w % R T E B AR R ER (UME A CoRR)
DA AR IFEAEY R D E O 2 TUBE PRI AT 3297 NE SR GUIIAEAEIVFHT 24TV ZEHE R FTAA 0.5mg, AH|
1.0mg XIE 7" &R (AK# 0.5mg KON 1.0mg LRIZ &) 2 1 7] 2 4/ (104 R | EAEEEIBINE 5 Lz, X—2FA
L ($e 5-BRAATT) T 2735 51 (83%) 2 DML A FEEA S DL TERY, 562 F (17%) T M FEE (BB EEL S L) D
VAZ IS, A PHEIRD SNRh Tz,
TIARV—Z U RRALNTHD, TAE LTI T RS EE /20 M A~ N (MACE DI E BT, FEBEEM O FEIE S
FEBBEMEZE T DOV DRI BT D E CTORFFZ R L7255 R AFID 7T wR Ik 35 IEE MR RFES -
FEHME~—011.8) , IBIT, JAFED MACE IMACE 7L ONC AT R, ABiZ B4 2 R E P IME T LRIz ED
ABZNZONWT, 7T BREL TAFIE LA BV A7 O EFITERD bNan T,

DM A~ (MACE) O 5

NPF—RL AFH AT N
(95%(F & X ) N (%) N (%)
JEBIE (N, FAS) 1648 (100) 1649 (100)
7<) —x L RRA L F-MACE 0.74(0.58-0.95) 108(6.6) 146 (8.9)
MACE O il 55 £
LB FE 0.98(0.65-1.48) 37(2.2) 40(2.4)
FEELFENEMN 2= R 0.61(0.38-0.99) 25(1.5) 42(2.5)
JEF I DI ZE 0.74(0.51-1.08) 46(2.8) 64(3.9)
30 MACE 0.74(0.62-0.89) 199(12.1) 264(16.0)

AFH 0.5mg K OAH] 1.0mg Tlx. 7 7&HR (0.5mg &N 1.0mg) L EL#ZL T HbAle OFiHE LK F R H LN (R—AF
A5 104 HOZELE ARA] 0.5mg K OY 1.0mg TENZLN-1.1%M% O-1.4%, 7Z&R 0.5mg O 1.0mg TZiL
Z-0.4%K T-0.4%) ,

WTROBERETH K 20%9DWEBRA AS 1 =LA o0 B R ST MR RE & (56mg/dL ) SEMMAK M2 38 B L7, &
KA SOLIME e E (56mg/dL A FEAE AR Mg DI B OFEBLL 7o BR B U DWW T RAET T 'R DRIT
WA EEITED SN T,

HE OBHREE R = K OB R RO E (TR 28 R VR ek

TR JE O B RE R E K OSR B BRE R OWBRE 2B T DARAN DA INE R O M DWW T LI FIZEA 2, 28, X—2A
TA2 D eGFR IZEESSBHERERI N —T7 DEZRIILU T DL BHEREIEH (eGFR >90mL/min/1.73m?) | 4% FE R HERE
%% (eGFR 60~89mL/min/1.73m?) , 7745 B R AE RS 2 (eGFR 30~59mL/min/1.73m?) . HJEREHEARERE (eGFR 15~
29mL/min/1.73m?) . KEEZE (eGFR <15mL/min/1.73m?%),

BELC, B~ VF ROAME R O AL, 58 E OB EREREE & OURIBE B OB E Sh O BHERED 7 NV — 7 (B
FEREIE 7 | TR R M RE R 3 e OV 25 B S RE R B DR ) THHDDMT B DT Li3en o7z, BHEOBMAERE L O
KHE IR B ORERE (2B 5~ VT RO HRREII D00, [HBNR LIRS R, B~ A F RO 2BV T
NHDOHEERE TRESCUAY BT 52 LIRS e -7z,

E LoD E TV AR CIREIT 20 E 5 2 BUERFEF IR SN TRY, Yi%EE TR AR OR MK G
DFEBRITT 2\ HES RS BLERBR T3, BT 20 B30 [ (IR S OSFERE IR - 23 0) 1361 DA B [l ¢
HROFERMEONTND, HikikBRO KB REOHE R, VILEEWERRIZE$5HE 10. FrEOH REATHEE
(DB FERE R HRH (231 24BN & SHEL N TORGR) | DIHEZ RO L,

T 2: AARNICIT 2 B AL BHERE IR 5 88 R ORI B A 2 H ISR 1T DARF OB EREBRIT2 0,
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BHRBER D HbAlc K OMKE DOV &

. 104 1 fH
AH 0.5mg #E AHK 1.0mg BE AT AN 5
E# -1.1(1.53) [223] -1.6(1.69) [224] -0.6(1.59) [446]
[reeqli -1.0(1.38) [295] -1.4(1.72) [317] -0.2(1.57) [603]
HbAlc () SRR | -1.1(1.74) [204] -1.3(1.68) [171] -0.4(1.49) [351]
R E -1.1(1.44) [18] -1.9(1.65) [16] -0.5(2.01) [41]
KB E | -2.3()[1] -0.6(0.44) [3] -0.3(1.47) [7]
E# -3.0(5.17) [223] -3.9(5.81) [226] -0.2(5.55) [447]
5l -3.5(5.58) [297] -4.9(6.10) [317] -0.6(5.18) [602]
RE (kg) FRAERERRE | -4.2(7.36) [203] -5.7(8.02) [174] -0.8(5.97) [351]
HEERE -4.3(6.95) [18] -10.9(10.26) [16] -1.7(6.65) [41]
KHIEHER | -4.00)[1] -0.7(4.83) [3] 0.2(3.82) [7]
EHE) (REVEAR 22) DRE B
BRI OF EFRORTIRG
» 104 3
T A1 0.5mg BE A 1.0mg BE TSR
R 82.6(204/247)[281.8] | 89.0(218/245)[348.7] | 87.1(431/495) [278.7]
TR f 91.7(300/327) [343.9] | 86.8(310/357)[333.1] | 87.4(596/682) [296.6]
TRUOAEFS | hEERE | 91.7(209/228) [374.5] | 89.6(172/192) [377.5] | 90.9(369/406) [371.7]
HERE 90.0(18/20) [390.2] 85.7(18/21)[397.3] 92.6 (50/54) [409.4]
R | 100.0(1/1) [334.7] 100.0(4/4) [456.9] 100.0(7/7) [462.3]
EH 40.9(101/247) [62.4] | 49.4(121/245) [114.2] | 27.7(137/495) [35.3]
1B 47.4(155/327)[97.0] | 52.1(186/357)[99.5] | 32.4(221/682) [40.7]
BIEH rhaEEERESE | 49.1(112/228)[82.9]1 | 57.8(111/192) [114.3] | 41.1(167/406) [54.6]
HERE 55.0(11/20) [166.7] 52.4(11/21)[130.5] 38.9(21/54)[76.8]
R | 100.0(1/1) [143.4] 75.0(3/4) [114.2] 71.4(5/7)[78.4]
EH 25.1(62/247) [29.6] 25.7(63/245) [25.8] 31.9(158/495) [35.3]
BB 33.3(109/327)[36.5] | 26.6(95/357) [33.3] 32.8(224/682) [35.4]
EEDHEESRESL rhas e | 38.6(88/228) [57.9] 36.5(70/192) [38.7] 39.4(160/406) [53.1]
R 20.0(4/20) [26.7] 42.9(9/21) [75.4] 51.9(28/54)[81.2]
KA | 100.0(1/1) [47.8] 75.0(3/4) [57.1] 57.1(4/7)[125.4]
EH 37.7(93/247)[122.6] | 44.5(109/245) [160.3] | 40.4(200/495) [181.2]
R 44.6(146/327)[215.7] | 50.7(181/357) [248.8] | 44.1(301/682) [175.6]
16 1 eS| 59.6(136/228) [270.2] | 51.0(98/192)[239.2] | 50.2(204/406) [228.6]
Gy s 50.0(10/20) [346.8] 57.1(12/21) [153.7] 61.1(33/54) [393.8]
RIIBEA | 100(1/1) [143.4] 75.0(3/4) [214.2] 85.7(6/7) [227.3]
EH 44.1(109/247)[60.0] | 49.4(121/245)[105.1] | 31.7(157/495) [38.1]
[yl 53.8(176/327)[90.9] | 52.1(186/357)[86.5] | 33.3(227/682) [36.3]
H I bE rhasEERE S | 50.4(115/228)[82.9] | 55.7(107/192) [96.3] | 38.2(155/406) [49.0]
RS 70.0(14/20) [183.4] 47.6(10/21) [107.3] 40.7(22/54) [57.9]
R | 100.0(1/1) [47.8] 50.0(2/4) [57.1] 42.9(3/7) [23.5]

FEBLENG% G BUBIEL/ AT G2 515500 DB dh 720 OFE B3 (G BL-4/100 A -4F) ]
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HEOBKERE LA TOAABHOERE B 5, EELAEFRR BETILCESTAEFEFRLVERGEED
AEFROFEMELL FIZERTD,

HERAEFLIT, AFN0.5mgl ZABISH: (A4, 8B g | 18 DA 4/ m e B RE, v e
HAIL, 8RO AR 4, A NEE 8 PER EIR) « AAIL.0mgBElC9fI2614: (B e 2Ef, Bt m s 2 —F 5%
R4 s W R RS | B A T S MDA () S APER AR A KBk
Y8 NLEEROUME / DEME) 21F) /M7 ay s/ ek R KBRS, B ERO B R LEE i i
JE /W AR 4 itk B, DSBS, ARIE , BOIE , BRI ) s S s, EERE EESOYL BIfER
LTSN b O, AKI0.5mghEo 1121 (18 MDA 42 K OV 1 B RUE (BR3P b [El18) 1 AFH
1.0mgRED 261241 [ M MEM 2R (H205 < 2E 1) B OVBHE (B5)f 2 [B148) ) TdhoT,

B G IRICE ST EHEEGUL, AFI0.5mg 6518 1E (IBIER R, /L7 =80, (RERD, EETE
{BAE i, P PE S s | i G HAE AR B) L AR L. Omg B 3B 348 (M-, 0o Je OV LB i) st 5 &
Nz, BHEHR BTG ERFROIDL, BIEAEL TRIESNZH O, AH0.5mehtD3454: (7L 7
=B (RS - ) | IR EEIRD R OME M, B THAE A B (BRIF W3 b [E1E) ) L ASHIL.OmgRED 245121
(W& e OV (BR S W9 ub[aliE) ) Th-o 7z,

BB EOH FEHLUL. AH0.5mgHEIZ 14BI551F  AH1.0mgHEIZ 106137 M S, BIBREDOR HEHL
DL, BERHEEHLEL TRESNIZHOIE, AFN0.5melE 151 14E, AH1.0mgBE1 I LIETdh-T-, HGREE
OEERAFEFRRIZBOT, FEREL THRESNIZHDIT2D -T2,

HIGEEOFEEZOIL, RO IRICEST-FEEGIT, AFI0.5mghe2644: . AHI1.OmghE252{4 T
ol BHEOHILICE B BHEEOREFLOOG, GERLL THEINIZH O, AFI0.5mghE 141344 (18
S HEL LR R) AL OmgRE261244 (R )2 OVEL) THY , Wb iisiR ikl [Bl1iE | Th -7,

KRR BOARAFEOWRF ZBTH, EELRAERES, BETIECESAEFELOEBEEORES
GOFEME LT IZERN T2,

HEEAEFEFLRIT AF0.5mghE Il LFI L (B AR H ) . AHKI1.0mg L 3544 (NHEEZS | 18 PR Nsts . S
1O ffiE IR ST, BEAAFFRROILEWEHLL TRESNIZHOIL, AAI.0mghEd & i (85
1% [B18) DB TH-7,

BHPILIC BT EFEGIIHRESN )T

HIGREEOF EFEESRIT, AFN0.5mglEZ 1F] L, ARHN1.0mghE 224t E STz, WINbLIEEETHY, &
HH EZE TR T,

Fio, BRI ORMAE D FEBARBUILL T D LIS Th-o7, B REREE &K ORIIB R B ORERE T

AR MIEITFEDO HIRA T2, SHIZZNHD AT T, AAIFEDRMAEDOFEHEIE M O HALRFHE &
TEODOFEBEUT, 7T R REL R L TRE R DBAITRD bR ol
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TR RE S DA MU D FE BRI

— 10438 [
AF10.5mghE AFI1.0mghE 7T REE

EH 37.7(93/247) [122.6] 44.5(109/245)[160.3] | 40.4(200/495) [181.2]
R — R P 44.6(146/327) [215.7] 50.7(181/357) [248.8] | 44.1(301/682) [175.6]

Hh A R 59.6 (136/228) [270.2] 51.0(98/192) [239.2] | 50.2(204/406) [228.6]

O 50.0(10/20) [346.8] 57.1(12/21) [153.7] 61.1(33/54) [393.8]

KB A 100(1/1) [143.4] 75.0(3/4) [214.2] 85.7(6/7) [227.3]

EH 1.2(3/247) [0.7] 1.2(3/245) [0.7] 0.2(1/495) [0.1]

R P 0.6(2/327)[0.3] 0.6(2/357) [0.3] 1.5(10/682) [1.6]
Esvaaidiikiig g R 3.9(9/228) [2.4] 2.1(4/192) [2.4] 3.7(15/406) [2.6]

HERE 0(0/20) [0] 0(0/21) [0] 0(0/54) [0]

AR PR 0(0/1) [0] 0(0/4) [0] 0(0/7) [0]

EH 23.1(57/247) [60.4] 31.4(77/245) [86.2] 30.7(152/495) [102.1]
e O 08 i 33.0(108/327) [132.2] 35.0(125/357) [138.9] | 30.2(206/682) [92.0]

g 43.9(100/228) [159.1] 35.4(68/192) [147.8] | 34.2(139/406) [129.1]

HERE 30.0(6/20) [183.4] 33.3(7/21) [78.3] 48.1(26/54) [206.9]

RIE PR 100(1/1) [143.4] 75.0(3/4) [171.3] 57.1(4/7)[172.4]

EH 19.4(48/247) [49.7] 24.1(59/245) [54.6] 20.0(99/495) [64.2]
e 5 e 27.5(90/327) [72.8] 33.6(120/357)[90.5] | 26.8(183/682) [72.4]

g R 34.2(78/228) [94.2] 32.8(63/192) [68.2] 30.3(123/406) [76.8]

HERE 30.0(6/20) [146.7] 33.3(7/21) [52.2] 29.6(16/54) [146.9]

R R 0(0/1) 0] 50.0(2/4) [42.8] 71.4(5/7) [47.0]

EH 6.1(15/247) [7.8] 4.9(12/245) [6.0] 4.8(24/495) [7.0]

08 7 3.7(12/327)[3.9] 4.2(15/357) [7.7] 4.3(29/682) [3.3]
. g R 5.3(12/228)[6.0] 6.8(13/192) [6.4] 5.7(23/406) [11.7]

HERE 5.0(1/20) [3.3] 9.5(2/21) [5.8] 5.6(3/54) [4.5]

R AR 0(0/1) [0] 0(0/4) [0] 14.3(1/7)[7.8]

EH 2.0(5/247)[1.6] 4.9(12/245) [8.5] 5.3(26/495)[7.6]

R P P 4.9(16/327) [5.4] 7.0(25/357) [10.2] 5.1(35/682) [5.8]
SELUIR 1 " HhE R R 5.7(13/228)[7.5] 5.7(11/192) [4.3] 6.4(26/406) [6.6]

R E 10.0(2/20) [6.7] 9.5(2/21) [5.8] 13.0(7/54) [32.3]

AR 0(0/1) [0] 0(0/4) [0] 0(0/7) [0]
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P R RE R DG A D FE BRI

10438 [
AF00.5mghE AH1.0mghE AN 5
EH 1.2(3/247) [2.5] 1.2(3/245) [4.5] 0.4(2/495) [0.2]
B 0.9(3/327) [1.0] 0.8(3/357) [1.1] 0.7(5/682) [0.4]
SR RED p——
(L © HA A B i 1.3(3/228) [1.0] 3.1(6/192) [10.1] 2.7(11/406) [1.9]
HEEE 5.0(1/20) [6.7] 9.5(2/21)[11.6] 3.7(2/54)[3.3]
KB 0(0/1) [0] 0(0/4) [0] 0(0/7)[0]
EH 17.0(42/247) [27.2] 20.0(49/245) [26.1] 16.4(81/495) [35.6]
HRA2 3% e e B 21.7(71/327) [45.6] 21.3(76/357) [45.1] 17.7(121/682) [34.9]
I BE B E H o R [ 28.9(66,/228) [51.0] 21.9(42/192) [51.5] 26.8(109/406) [52.3]
TGS | mprpss 15.0(3/20) [26.7] 23.8(5/21) [46.4] 35.2(19/54) [76.8]
IR 100(1/1) [47.8] 50.0(2/4) [28.6] 42.9(3/7)[70.5]

FEHLEE Yo (FE BT/ AT S 0140 [EEALHEE 7= D38 Ht 4k (FEBUHEE/ 100 A -4F) ]
@)  HEINIZT R TOMRMME (FERZARMNE, e AR MR S8R AR IS | 4 e AR
B BEURIAE , /AR BEO IR & Te)
b  FEFOE AT DRI
o ARMAERER DTS HIL, D> D MFHEA 7T0mg/dLLL T DR
d)  ARMFEER IR DR, BB AN 70me/dLLL T O i b
e RMBHERNFED O, MFHEILIHE S TRV MR IS (72720 M E A 70mg/dLLL FEHEESNDHE)
D BRI IR OFER DN RS S AR IUEERE 2SR SN SRR T 508, MLBHEIL70mg/ dLEE ORI
9 RS b~AZFEH LR Mg
h BRI SR M EIR 255D B, MBEEAN56me/ dLAT MO HLp

(5) 8% TR AR IR
AL

(6);aFRAIfE A
DY i A (— o A 8% 7 o i A o PH Rt PR ) | UG R e iR 7 — 2/~ — AL, i
R TE1% B AR TR D P 2
T P ot A (SEHtE )
RUPEIRIN B X REL, B2 TSR DARIRMIR GOz 2 K OF MEEZRHEd 5,

KB L L CEMT EONAE UL I L7 AR O3
BB

NZOH
LRl

28



VI. EShFEE(CEH9 5IEH
1. REZWICEEHSLEMRILLEME
GLP-15 R FHE) 3K
— & VT NTFR, X FFR IFFT TR, T 2T TR
DPP-4 (dipeptidyl peptidase—4) BHZ Al
— L BTV TF LU REKTN  ENE VT T T as VI F U BERE . VT VT F RISV T F U BAL
IKFBIEKFW), T F7VTF o XY TVTF oKW, N\ o7 VT F o anyiii, A~V 7)75
HE BEDOH LA ORI R, ORI SCE/ BT IR CESRT52L,

2. EBE/ER
({EFRERLL'2
=T RIE, B MR EOGLP- 152 FIRICHE AL, ATPBAMPOFEAEZRESEAZLIZEY, Vv a— AR ERTT
BINCA L AV WS D, SHIZ, MBHE B OG- EITIET VI T o 5335,

Ina—z

BB ca

. AR5 O g

w2 ILFF
ATP: 75 )3 v =0t ADP: 77 /3w U, GLUT2: 287 Lo — 2kl . cAMP: BRiR 77 /3 o — U g
[#5]

74 O 10 20 w O 30 37
H-LH- X'—Ew-GmT-—F-Té-S-Du:—V—-S»S-Y~L—-E-—G+Q~A—-A-N\/l—- EXFLILALWLLLVIRLGLRLGIOH
CH, CH, Z

Lys™

HO

(o]
?:\/\O’VO\Au’\/O\/\O/\rNH
o

¥ ﬁ/\/\/\/\/\/\/\/\y“
0
=7 VTR (B4 A B 7)) IZERGLP-1294%D 7 2 /BREC | O AR R4 A 9 A RGLP-17FuZ #AITH 5, &
~INFRILVFTATFR(ARTORIEL B 7 —V R FEL18me) & RAERICT 2 AL TE SN TODMN, SHIZZED
(L& B MBI AT LTI R A IE B & 1A SICEL72b DI T0D, B L F RO T R

W7 T DRI RS B & R BN B BRI 2 928 e UDPP- AL LD 3 RN LD RFEIZE DD DO THY, LA
TORRIEMPIESIL TN,

@ DPPAICKTHLEMNE N ESHDHI20, XTFREENNOT I/ Ea G (T = %2-T AV EFE CE#L)
@ 26( U NCE D FBAKMEY =Ly TAEI RN L CHNRR L VRS D4 75T T “BEiEe
@ TTFRERNDIT U EIDIIRET A6, 34U 2T VX = T

Vo1 — LRI TS 7L 7 UGG BAMEOBERICEH 5L, MiEH CoOv~I N F R i B St #5RANE
IVT T AR TSR D, ZNHDZ LI -7 AT ROEFEHITA VAR E TIERIND,
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(Q)FENEE(T TS RERRRIE
1) GLP-1Z BRI THERET LTI 4GS BINE (in vitro)'
ERGLP- 152 K% 8 FE |22 E N BLS - BHK A a2 VT, B2 L FROGLP- 1% FRTE %2 GLP-1 (7-37) OH
KOVZT NFREER LTz, GLP-152 B ARIEPE X AMPALHH B2 4RIE S LT, 72, BNILIE T /L7 32 (HSA, 0.005% F7=
132%) ZRIUIZEEDCLP-145 5 D50%H I (1Cs) ZHEH LT,

GLP-1Z K420 ) GLP-1 AR5 A e
ECso (nmol/L, F#J+SD) ICs0 (nmol/L, £¥J+SD)
HSA 7L 0.005%HSA 2%HSA
T~/ VFR 0.15 = 0.062 (n=7) 0.95 = 0.71 (n=12) 125 + 83 (n=12)
GLP-1(7-37) OH 0.018 + 0.014 (n=6) 0.44 + 0.18 (n=11) 0.20 = 0.064 (n=11)
V7 VFR 0.15 + 0.064 (n=3) 0.25 + 0.058 (n=4) 7.1 + 3.5 (n=4)

) IMAERE FER (BEIRFET L~ R) 14

BEFRIFET /Ldb/db~T AT~ LV FRE0 (BRI | 1.2, 4.1, 8.2, 20.6, 61.7 u g/kg® AR TIH1[E], 26~28 HR&Z T
5 U, ZORER, B~/ VT REGRECIRMSE R A R R E OBIME R 238D AL, £5-1% 2P K OV 214
BV T EAME F L, IS SR LI L T, N—AT A HIEL7HbALCOME F L7z, F72, B~ NV FREERET
. IR SRR LR L B MR B BE O U D AL, HBE RIS E T, TR G L L T~ IV F R SR
THEICEL (p€0.01) , ZVa—ATHIE LA AV 3~ 7 )V F R ERECA Z IS,

3) I NaA—RGEMA L AV U (T b, =T 4) 15,16

— AR OREMEIE R 7o ™ (n=2) MO A H URERS M- iz VT 7 ba—Z(FE F T~/ /05K (0.1, 0.5, 2.0,
10, 50 K TN200 nmol/L) Z KA ENSMIHHEEIZEIRINL , A AV P ERZRTI LT, $io, =T Zlz=aF 73
F (67mg/kg) BEIFARN I 5% 1551 AR R 20 (125mg/ke) ZHEFHRN R G L . B Ml ELZR D ST, 2~4
BR%IC e~/ NV FREZ2RICIERER FHRE5LAH B 2.1 ug/ke. 3H B:4.1 pg/kg. 5H A, 7H B :8.2 ng/kg) . &5
BRAGHT, ke 5141, SKOTH By 7 7 % 7=,

ZORER, Ty TR, RERTFINCA L AV 3 A BINSE, &7y MIBIFDECEIZZ N 13 % 1U4.5 nmol/LTH
ST, I=TH T, T a—ARHG RN BE G- BIA D120 O 7 v a— 2 A&, B TR 5 HE~7 VTF RO
BHE#Z LKL OB H BIZBWTHRGRIGATE I U TH RICHEMULED, Bl 5%7H B CI3A BREITERO bR
STy T — 2R ER IR G- B G 15045 FE D i3 o AU P2 FE (AUCo-150min) 1 B HEBE G147 H B £ THG-BRLG
A& L TR RIS,

4)ZERGIRE K OB % O IMAE7 Vv a— ARG

Sh[E N 2BRE RS BB A BRI, B~ L FR1.0meZ @ 18], 12080 (B & 24 ) i TG, EFRiETo
WHZOEREME Uiz, TR, 5% 12O EREMET 7 v a— AR ENT TR L T~/ LT RT
2% F L7, £/, SBOEYER (Flf BAEK O R (EX378) ) AVaHRE T, V7R L L T~/
NVFRT, BRI NV a—APRE (AUCy 2m) 2322%K N L. 3BT X TUTEB W TR IS OMERHME (A1 DAUC) 51) 5320
~29%E FLT=, 7T RAREHEL T~/ LF R T, 3BT XTUTBN T L a— A A% IR (B DIAUC -5
/5h) 2311 ~20mg/dLAE T U7=, £7-. SIE %R D7 L a— AT T T ERE L T~ L FRTITHE T LI (&
< I NFREEONR—=ZTA L INBDOE T #id74meg/dL TH-72) ,
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AR—ASAw BEETE Ty

i@ EFTILFFL.OMgE (n=37) e 7S IILFFEL.0mgEE (n=36)

(mmet) n@ ISR (n=38) —— FS5thB(n=37)

=0 &%
Jiunf
0
th
el
L
=1
|
&
E

4_

0 | | | | | | | | | | | |

0 2 4 6 8 10 12 14 16 18 20 22 24 (B
BERA R AR

REIRIEAE (2B D, B~ NFRROTTRROEEBIAHT (R—AT A1) OG5 1208 O 2485 [ V-84 ff 7
Na—ARET a7 AL FEER (iR, BREADSY & [F2eri])

BYA L RSSO T T — A AF 18

HhE 2B RIS BB A S L LT, IR MO B £ T/ o — AR A B PSR I SIS B 2 BRI Ry 7 L o — A
AR T, ARV 53 WD T v a— KA KT B~ 7 VT RO EE TN LT,

TN a— AP EEE9Omg/dLH5H216mg/dLIC FIF 72X DAL AP EE K O o A A WASEEE (ISR) 1%, TR & i L
TRV NFRTIRKT2LHEEMUT, B NTF ROBG-% 5157 2800 JRIF BE 31T DA AU R FE B USRI,
= I NFROBEZZT TR MR R E LRI E Th -T2,

R—R5M Y BERTH AT
@ £ ILFF1.0mgH == T/ ILFF1.0mgH
(pmol/kg/min) @ TS5ERRH -= TS5t
145 @ @BREERE (EYTLFFERSE)
12+
4 10
D%
A
U 8-
>
bl
w6
=
B,
>
0

I
5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 9.5 10.0 10.5 11.0 11.5 12.0 (mmol/L)
migh s I a—RBE

2P PR I B B OMEREREBRE 12 31T DB 514 1 20 D BERER) 7 L 2 — A AGRBR T DA LAY 43 Wk
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6)771/77j:/§3\7%17'19'20

S E BB PRI BB E At R LT, RFEXF S N a— 2GR E EEL . B~ NV TFROT D2 G kN2
T L 7=, 36353088 } (R3684ZRBATIL 7T ERE IR L T~/ VFR T, ZZIERZ L T H38~21%E T L. 36853
BCIIT 7R L T~ VTR T, BRI VAT ISR 1A~15%IK T U, E7224RF M8 70 3 PR FE D31 2%
TUlz, Fio, ZNVa—RRERGFHNZ TNV AT AREMET L, A ATAREIT T TeR iR L T~ LV FRTLY
K FL,

S E 2T PR R I 3BT AR IMUE R DI HIAR LB ThAT A T U BN OWT AR T SERE S
#%TEWIRL, C-_T T ROBD KT B EL RO oT,

DEAEPEH

SHE BB IZRBW T, TR E— NV (TN 7)) O IRE T 07 7 A WS C ok AUC- n & FRIZ
ELTHRILIRE R, B~/ VTR R GICID B RO F AR BIELZ, —757, AUCo sl W TR~ 7 F R
H# LT TR EROMITEVNIALNRD T, TTEREEZR LKL T~/ VTR E& TREVINICENE
PEHASEIE L7223, AR Rz @ L TH AP OBIEII 20T,

(3)1F FA S TR s ] - Friu e
YL
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VI. EWEEICEIT SR E
1. MPREOER
(AR LA PRE
K TPRRL

(DERRRRABR THER SN~ PRE
1) (R S MR SR |2 35 D B B2 T G-t D HE M B RE®
A A M BB ME B 256 12, ASAI0.5mg (8411) K& ON.0mg (8451)) D 133 [E] [ 18 B T e G-t D3 pBhie 7 a7 7 A L %
METL 7z, AFNL, 11[60.25mg T G- BAAAL | 48 5 L7 123 1E]0.5me~HY & L4 M4 5-% . 5120.5mg?
G- 5 TE MMk T 57 LIE1.0mgI I B LTl % G- Uiz, ARBRIZIBWTL BRI L2257 I3 2%
PRI THDIENRINT,
TE TR A T ML R FE—WERIHERS e OB e/ T A— 2 & LI TR T,

70+ welle= E| 1.0mg (N=8)
=4=— % 0.5mg (N=8)
—  60-
i |
=
£ sod
£ e
B0 u T
g 1 "' ‘—...- hhhh e
S 301
r
¥ a0 M
L 1
£ 101
{J T T T T T T T T T T T T
o 12 24 36 48 60 72 B4 96 120 144 168
ES&EERE (h)
A A AR BB T RBIT AAK O B E IR B oY M E & B DR
)EHE N AUCO*ISShr Cmax tmax ) tl/'2 CL/F VZ/F
= (nmol+h/L) (nmol/L) (h) (h) (L/h) L)
o . 3583 25.1 30 145 0.034 71
2 me (17.8) (17.8) (12-72) (8.0) 17.8) (12.8)
o ] 7449 51.6 36 163 0.033 7.7
- me (12.2) 11.1) (18-96) (10.9) (12.2) (14.0)

CL/F: BT DORIIT I A Vz/Fr BT OS5 iE
B ) (LB %)
) H A (/M ~ fie KAiE)
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2) AEWERIR S

O ABUEYZ B TE SDOAFEEMNT 0T 2B T, SMEABEEERE 68H 2 xRz, A BBy 7 K FiE SD
LAV I R R E2mgD WA K T G- AW RIS A 7 n A — S —RIC KO RRET LT, BRI
MR R E 2 E L, 1G53 ENHE /T A— 2 (AUCq 105 2 NCroix) D ELDIOUE §E X [ CLEM R R 25

fliL7z, %
_ FE Y/ KT SD A7 K T H2mg
SL7-H= - Eo— - —
RRLEINE e AR BT AR
FEBUE 7P T 1E0.25mg SD&
F P Ik omedd Hlls 0.25 mg 0.5 mg/mL 0.5 mL 1.34 mg/mL 0.19 mL
FEBL /K FiE0.5mg SDE
F P o FEomed Holle 0.5 mg 1.0 mg/mL 0.5 mL 1.34 mg/mL 0.37 mL
FEL Y/ K T L Omg SD& “ -
FP s Tk omed Hlle 0.5 mg 2.0 mg/mL 0.25 mL 1.34 mg/mL 0.37 mL

VS A I B 5 CEAARKI D E40.5mgl L, AP/ R FiE1.0mg SDA0.5mg Hi Al 2 T 8 5. U7- koD A4 71|
SR AP IO T 2mg R LTS, Fi2, A BV E /O T SDICH WS TSI AZHTIE A EAN0.5mLICE ESH Wb
W, R DOEANLE (VRA4) 2 VN T0.25mL (0.5mg) Z7E AL, MEtLiz,

RHBRICBNT, AUy R T SDO3ERE (7277 L, A By 78 FiE1.0mg SDIZ 2V TiX0.5mgi% 5-B Cofh
B KL OA By FiE2mgl I A R R ChAZ MRS T,

BHUERR | N e o T | SoWEHT
Z;iii’;i??ﬁg;iﬁ; 0.25 mg 23 1.08 1.04; 1.13 1.07 1.03; 1.10
jéjijiéigigéiﬁ 0.5 mg 22 1.07 1.03; 1.12 1.06 1.02; 1.10
iﬁ;iﬁiig;g;ﬁiﬁ 0.5 mg 20 1.05 1.02; 1.08 1.07 1.03; 1.12

F APy r R T SD/A B 7oK FiE2mg

QL
LB L

WERE-HRAROEE
(VI Ze A (B B ORISR A TAHAAEM OES M

2. BMREFERA T A—F
(DEEMT A&
H AN R BRI 3010 2 A 4% 5- 1% D IR BN RE /T A— 12DV T, A 0.5mg (8 #i)) K U8 1.0mg (8 1) % 13 JH[H]
FE B2 FHR G OMPIRERIE 7 — 2 2L, Jras _R—bAV MNEZ RV TIRIT U7z, RHEEF S EIBMAT IOV
T, T3, BHEM (RE 2L —val) fiftr ) DTS,

(2R R 328 FE 7E 45
%A BRIl

QIHKEEE
THARHEE 2 O C FRENT LoQQ)/ MR ER L L CRIHEND, AA NEREHRERE (23610 2 IAE I 5% O
BTV BB eI B30 E 1. M REOHER QKA TR MR DIERRBERRE 1T BT DI
R T #5145 OFEMBRE ) ICEER OB RE ST A—2 LB IROZL,

BDITFUR
A AR N A 12361 D G 54 DS EN e ST A—Z X TV SRMEREICRE+2IE A 1. P EEoHRE QI
B CREgRS - M PR DREFE B MBS (B D IE R T 5% OWEhie | ICResi oKy Bhie T A— 4%
ZROZL,

(s)ﬁﬁ§*§9,22,23,24,25
S E N 2BLBE PRI BB BT D I E e TR 5% O~ VT R A5 (Vz/F) 1 34912.5L CE¥8#EPH : 11.2~13.9L)
Thot-e —J7. BARNEFEYERE TIXEEIVZ/FAHI7.4L (0.5mg T7. 1L, 0.1mgT7.7L) L/ NED 7228, $ 5.1
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(H R B F-IIRERE) 725N &M CIE R E Chol-, SNE NGB E 2B 28RN 5% 0B~/ L F
R34 BAE116.2L Th o7, ZHUT <7V FRAME RIS T IO L OB LA REL TV,

(6)Z DAt
B L

3. B&EH (REaL—ay) @
(DRI A&

— R R IR SRR A D -0 R — A RETIL 23R LT,

QINFA—FEBHER
T I NFROMETGERPSNRVEZR (MR, s, AR, RE, (R & OVEHERE) | 2 57 ) ORI ELIC Lo CE DL
WL Z T DNV ST DN T, 50D T2 F — 22 -3 & 2BUBEIR I B 161261 (A AR AG55(1% 5 1) Z%f
G L LT REE SR B REARAT™ TR LT,
FHEM DB EMATOR R, B RAERE BT IEFRECTOR~I VT ROV EOHE EMIL0.5mghf T
17.5nmol/L, 1.0mgh£T35.3nmol/L TV, ARAIDEEE E i3 H B FIRICHE L,
G, KBRS J O EBEEs ~D f N 514 O IRk Ch o7z,
65 1% A T O W BRI k)T DR R B (5% 1 45 o B} TR90%CT) 13, 65~ 74 7% CT1.01[0.99;1.037, 755% UL L T1.04
[1.00;1.09] Tiro7=,
BB IE A Lk DR R B (S8 D b B TR0%CT) 1, 8 B A B B 8 C1.05[1.04;1.07] | P& R g b
EYEBREC1.04[1.00;1.09], FHEE B HERERE EHERE C1.08[1.02;1.14] TH o7z,

1) 2B PRI B (1612451, 55 A A N55561) xR LLT=5- DD B IIHHERRRER DT — X H-D% | FRiHEL /=3t
286 (MERI, 4 in, ANRE, BORR, (KT, BHERE, 505 B KR OESTEINL) ORER Bk 3 25 B A sl L 7=,

4. IR
2R PR P R 1612451 (55 B A A 55541) %k G2 & U - R A SR B REMAFAT >4 71 120D ik B | ARH% B0 % 8 530 (REHEE.
KIBER B O L) 1o - LT & | B~ 5% 32 KBRS K O Lt~ 8 5 TO E & IRRE D AFIMETE RO D
HEEE K& V0% EHE X R IZ. 0.96 [0.93; 1.00]/%110.92 [0.89; 0.96] T 7=,

PSAFT _AFEYT 4
SN BE R 10411 A0, 5rmg BT F 8 - LIz L& DM S A4 T ~ATEYF 413, 8% To7-%,

5.
(O %k — iKEA P9 @@t

<BE>

T I NNFROSAE, S H T LT AE i T~ 7 VT RO A& 52175727y M VW TRERS IV g, T e H
WEEBRES A — 4757 — (QWBA) B TlL, B~ L F RIZER OB E LS I KER 2 OFERIZ /AL, 1L
WD NI, B, AR O 5 O X572 ME D WRLERIC i @ L~ L O BUERENRS Hiviz, MLk & LT, &
UF IR~V O RS RELTEES T, BE 5% K — BRI 2@ Uit~ 7 NV F RO A B IR ERN THHZ
EIRENI, RA /I —E, T IVT 2 D5 — 2 kB 5D Th S,

(2)1 % — B BE A P9 @ 8 14
<BE>
IEARZ Y MW T, S HTT AL UTE e~ 7V F RO AL, SRR I 1T 20 i LRtk Th oo, B~ LT
RORGRFRFEA~D AL, RN L 72 2R S CREM O IMUFE LD HIKL L (%AKTil) THHZEDRENTZ, ZOZEND, I
B a B U AR ER THDOZENRIBIND,

@FEA~DBITHE
<HE>
SHTIF VL LIS~ 7 N F R e SN Ty TlE, D RO~ LV F R E O ~< 2 L F R EEWE OHEE A
FLH RO BN (REM M EE Ll L C1/3~1/126%) %, 2B ST~ VFRRE(LIATHHT,
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(WBERA~ DT
AL E R L

G)YF DDA~ DIEITHE
MG ERL

GMFEAMKEEE
<HE>

AHIDMIEF DT VT IANTKT D in vitroks B ZRITIVNHE Th 722829,
6. {3
(DR EBHER AL B UM SR R

SHTT~ELTEAH0.5mez A E G HE B BRE TR BRI R TG LTCRER ARNIANT TR OZ R E Sy
fift e OMEIAEEMIEH D B bl LS L HEES L2,

ORBIBEETIER(CYPE) DD FE.HF5E

AHNT. CYPS FREICK L CHGIR FRIBEE 75553 (CYPLA2, CYP2B6 J TRCYP3A4/5) B AU MEFLE/EH (CYPLAZ2,
CYP2B6. CYP2C8. CYP2C9, CYP2C19., CYP2D6 K IRCYP3A4/5) Zix&7eh o1z (in vitroikR) 3152

BNEBBHROERERUTOHE
kT

@ORBOOELOE BRI, LS
M TPRRL
7.ttt
(PR B AR B

B~ VT REEYE O FEHEIR R IIIR K N Th o7,
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fEEHR 2 0.1) |2 - EGE EE ERE 1 (0.05) | 1
SERH 2 0.1) |2 P 1 (0.05) | 1
N 2 0.1) |2 W MR 2R 1 (0.05) | 1
I Ak 1 0.05) | 1 8 U 1 0.05) | 1
ARG b B A 2 1 (0.05) | 1 FERG 3 J OV TRk b
SR 1 (0.05) | 1 T2 2 0.1 |2
VSEATRY 1 (0.05) | 1 TOFEIE 4 0.2) |4
Bk 3 0.1) |8 B 3 0.1) |3
FAREEERE 1 (0.05) | 1 NEIRIER & 2% 2 0.1 |3
BRI E = 2 —r R — 1 0.05) | 1 LB 5 1 0.05) | 1
KM= 2 —m/F— 1 0.05) | 1 R E MO FERE 1 0.05) | 1
N AR 1 0.05) | 1 A I 1 (0.05) | 1
TR, FEMR R L OVE PEHI R BE FLBE 2 0.1 |2
TR 1 (0.05) [ 1 LOPEVERS 1 (0.05) | 1
FE AR RN SN A 1 (0.05) | 1
AHRAE 5 0.2) |5 ZITIE 4 0.2) |5
IO 3 0.1) |3 ian 1 0.05) | 1
fRR 1 (0.05) | 1 S 1 (0.05) | 1
VR —HR 1 (0.05) | 1 BT Hii 3 0.1) |5
B L ORI B SR I 1 0.05) | 1
BEIR 2 0.1) |2 EAESS 2 0.1 |2
SR 2 0.1) |2 FINTEE 1 (0.05) | 1
iz 2 0.1) |2 S BB L ONRLE
1 ER DR 1 0.05 |1 [ RECHEA I~ vay 1 .05 [1
BRSO E 2 0.1 |2 =g
JRE A 1 (0.05) | 1 IR 5 0.2) |5
PR A 1 0.05) | 1 R 1f 4 0.2) | 4
EEIT 2 0.1) |2 L SR 2 0.1) |2
AR B IO EREE FA I 2 0.1) |2
E)) SN 2 0.1) |2 I 1 0.05) | 1
DEESER 1 (0.05) | 1 FTY 2 0.1 |2
ELPERT N BRAR RE 1 (0.05) | 1 Fe if. 1 (0.05) | 1
[INA5TS 1 (0.05) | 1 PNFALEA i 1 (0.05) | 1
R g, RS KON e & SOC:System organ class (#5EBIKAFE)
L5-o<Y 3 0.1) |3 PT:Preferred term (J&AKFE)
HW 1 0.05) | 1
A A S 1 0.05) | 1

) A By 7 K T E2me AR R E TOBINR G A AR ER GRER E 5 362375k, 3626805k, 36277 5k, 4091585k, 40927 6%)%

{lie)
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B 2'§A13,4,5,6,7

FRAREBIEK BIWERAFBUERS | BIEFAFIERZE (%) BIVEF OFE 5L
85314 411451 48.2% 100444
EIVEM MedDRA/J (Ver.18.0) IR 2 (0.2 |2
sOC [ PT O S H 1 0D |1
DR E e 1 (0.1 1
EUlE 4 (05 |4 TS EBAL AT RS 1 (0.1 1
DA SR 1 (0.1 1 TES A B 1 0D |2
AR 1 (0.1 1 S SR 1 01 |2
LB R 22 1 (0.1 1 FEEL 1 (0.1 1
S0 Mt O A IE 1 (0.1 1 JFREE R P
HBI Ok EE EEULE U MSE 1 0.1 1
EHRPED F W 2 (0.2 |2 FHERE L 5 1 (0.1 1
YK 1 (0.1) 1 iE7liks 1 0.1 1
R P JEYE B X OV A BUE
b5 R i M 10 (1.2) 10 ELZES 8 (0.9 |9
AN H ifn. 1 (0.1 1 S H 5% 1 .1 1
B R I3 A Al 1 (0.1 1 SER TR AR 1 (0.1 1
ERRNERRY) 1 (0.1 1 EEEN 1 0.1 1
HERUE 1 (0.1 1 HTFRE 1 (0.1 1
Slal 2 (0.2 |2 JRIES 1 (0.1 1
B HH 1 1 (0.1 1 JRYNE B2 S % 1 (0.1 1
BR J B £ ok PR P 1 (0.1 1 AEMRAE 1 0.1 1
H Il E A AL~ LA 1 .1 1
L 115 (13.5) | 157 SRS 1 0.1 1
JEER AN PR 46 (5.4) 48 B IR R A
LR 38 (4.5 88 D R—EHN 80 (9.4 91
LR B 24 (2.8 28 TIZ7—EBH 32 (3.8) 35
AT 21 (2.5) 22 T e A 2 (0.2 |2
20 4 (0.5) |4 [iiReel NI Ay 1 (0.1 1
R 14 (1.6) 17 T ifn. 1 .1 1
HR{H 6 (0.7 6 IR E 17 (@ 17
BLO 4 (0.5) 4 A 7L 7 F = H#hn 2 (0.2 2
DR PR 3 (04 |3 SRRT LT 1 (0.1 1
e 1 0.1 |2 SR I B 1 (0.1 1
FEFik 104 (12.2) | 111 LAYV TFoRARE 1 1 5 (0.6) 6
T 55 (6.4) |76 m )
[ERESEBUR el 8 (0.9 |9 1/ R B> 1 (0.1 1
H 2 (0.2 2 H i ERE ek 3 (0.4 3
ElSIEES 2 (0.2 |2 MR Z )Y RE N 1 (0.1 1
Ny MEIE 1 (0.1) 1 R 20 1 (0.1 1
181 EH R 4 (0.5 |4 C-LUS TR [ # N 1 0.1 1
EES 7 0.8 |7 TI=0 TN AT 2T B 2 02 |2
KGR —7 3 (04 |3 i )
HHR)—7 1 (0.1) 1 MAE UL HEN 1 (0.1 1
AL 1 (0.1 1 I 7R o 1 (0.1 1
LY H i 1 (0.1 1 M AL k= N 1 (0.1 1
OB AMEE K 1 (0D |2 RFtB I OgERE
B, 1 (0.1 1 BRI 70 (8.2) 79
FLFYpese 1 (0.1 1 NS 1 (0.1 1
it~ =T 1 (0.1 1 EalL AT a—/)VINSE 1 (0.1 1
AN 2 (0.2 3 JE'E S RE 1 (0.1 1
— - B HBEE S L OB GO R EE [l WIVFN ik 1 (.1 1
S I 6 (0.7 |9 I B 1 0D |2
Ui%i 4 (05 |4 B % S S L OV L P

51




E) A B Y/ K T 2mg AGRRFETOR 1 AR RERGRERE 5 3623 7ABR. 3626 7Bk, 3627

Bz bta

52

FAi 3 (0.4 |3 AR B IO EREE
BEHiE E 1 (0.1 1 R4 1 0.1 1
VU 9 2 (0.2 2 DNE SR 1 0.1 1
VR S 1 0.1 1 AN RS 1 (0.1 1
B, B LU OB AW (B L O -7 W 25, M0 Fs L OVERs
&Eie) Loy 1 (0.1 1
B 1 (0.1) 1 MR AE T 1 (0.1 1
K e 2 (0.2 2 7 Ay PR 1 0.1 1
IS 1 (0.1 1 WREEER S 1 (0.1) 1
R BT 2 1 (0.1) 1 1B RS R 1 (0.1 1
TR R P A pohNeNa ik
U 5 (0.6) |5 JIE IR s ¢ 2 (0.2 |3
FENED FV 1 (0.1 1 FI5 2 (0.2 2
fEHAR 1 (0.1) 1 T2 1 (0.1 1
bl R 1 (0.1) 1 EOPENE 1 0.1 1
SHYR 6 (0.7 8 BT Hif 3 (0.4) 5
Jv SRR 1 (0.1 1 2T 1 (0.1) 1
JEENT AR 1 (0.1 1 ESGE- AR 1 (0.1 1
R = 2 — T — 1 (0.1 1 SR X O RLE
B bEE 1 (1 |3 REEA—~vvay 1 (0 |1
T e I A e
RHRSE 3 (0.4) 3 SR 1 (.1 1
eI 2 (0.2 |2 B 1+ 1 (0.1 1
BB L OVR B B e I JE 1 0.1 1
SR 2 (0.2 |2 R U % 1 (0.1 1
BN A E 2 (0.2 2 SOC:System organ class (£5E Bl K55%H)
JRE A 1 (0.1 1 PT:Preferred term (JEAEE)
B FEhn 1 (0.1 1

AR, 4091 7Bk, 4092
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\

9. REEREFHRICRIEFTE
RESN TN

W\

&

\

10. BEKRS
RESN TN

11. FRLEDEE
<AV I R T 2mg>

14. @A LoEE

14.1 FEAIEHREOEE

14.1.1 #ERF

(D) AFNL JIS T 3226-2 ([ZHEHLL 7= A BUEE G812 AV CREA 3228, AFNT A B AES$FE O A MO MR A~
V=R T To TN,

(2) AHNE A BRI IEG S O A IR DSTRO LN HEITIE, FLWEFSHI B2 528,

(3) 1 ROARKNZEEOBEIMHEA LN L,

(FEait)

(D) AFNE, JIS A R EH SO A G DR TR T 2L,

(2) RRN LTI FHOLEERFT, T — WIRADRO NG AT BILWEREHIIRO R 5L,

() EHFIC A — Py PN MK 7R E DTS DI EN DD, YLDV AT 2 EEL | 1 AORGF TR O BE TIHA L2
N

14.1.2 FeEHAL
e TFEFHE, IEER, KBR, _EBECIT),
R EITIEERZTEL, D7 EbRIRIOFER FEFTLY 2~3cm Bf328,

(fiFEsn)
> GLP-1 52 ZFARVEBhERFIRR IS, FEEHALIZNEES, KR, Eicds (TVIL SEMEHEEIZBI T2 E 4. WU DES
B,

AANITOHREIZZR2ND, A AVABFNBN T, R ETEAREBEOINTEFTL T2 ADIEIN, URANA/X—br7 o
—DFEBL, E MK N O B K O R MEL | IBFHEDIZD O EE/NEWNEDHE 33D, £z, ViR A/ 3—hn
TA—DORBGFINCER L2 A ., EFSI~OER IOL IR OER 233, A% O M A ENE KETHL0MEL
BB,

L7723, EHEATIIERIE TR L, DK ELRTEIOESEAT LD 2~3cm B3 2L,

14.1.3 5%
F RN K O NI B L7 2 &,

(FEait)
AHNDENRN ST NI G- TOZ M SATA ZPEITIELL TORW ) | BRIRN U AN 513 TR0 28,

14.1.4 Z0fh

(1) AFNZOBIFN EOIRBIZIY | By BT DTN D=0 | AAILMORIFNZRA LN L,

) BT LT EREZ A28, TEHEHIERF LW O% | MTVERNERNCEOMITLZE, #af-EEIcT5
&L EIRNSCHFE EVICIV IEFITIERN TERWBEZNN DD, Tz, HAIOPREELSCRYLEDRIK L72 D2 E03B D,

(3) =R DNBEIZAT MR HBNTZD R PITELOWR N ADNDLZEN DD, Fio, EHFICIENEBTLIEND
Do ZNHDIIRIGEIIEHLRNI L,

(i)

(D) AFN LD FLHN AR A LI L, AFNIMOIEA EDIREITED | BT DB LN DD,

(2) TR B2 AFNEAE L2 EEORE T, FHOLUIRE LG A0, SR A L5 6 | RS EE1D
NS ARENED BD, ZDTDIT, “TAEAR 7L AR ORISR ETTY | Uy — (1) " BoANTh, 1—
Ny PHIZRIENTED T D, ZORER, BE L BOIK P20 -T2 T DB BR300, HESRNDLILITEY | ik
RENECT DHEN DD, Fo, EHEO P TERIENE Y, $IFEEV 2R T ZENHD, EHEOELEIE LD
DEEMETL, BHROBENNDH 1Y, HERERL, A DIRIR L2052 LN 0D, BYDIRKER DT LR DD,

(3) BT, ARNTEAE TEHYOLWRAITHLD, mIRICSH L2V ERE ST 522 8 RAZE Y1 Clheh o 1258 12
WA ELDBENDRHD, Flo, ENE  VEARZ L ZMLUTORE TR A D20 T2 856 0 — Ry P MR A3 i
FTHIENDD, MEDHFINZIVEPEEALTHEIE, AT LS DIL i 52L,
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<AV Evr/ K T 0.25/0.5/1.0mg SD >

14. #H EOFEE
14.1 FEHEGRIOFEE
EAZROMIE TR E 72028, FIR I AEI CIRE NN e 2R LT LTI 528,

(FEwt)
ARNTT LT 40 FRFITH Y | BHROHRENEERRIIORNBNNH D70, BEANT, AR ORI
FENRND L RN EETEH TREMN RN L 2T D5 2 &,

14.2 FEHE GIRFOEE
14.2.1 B&5HER07
R ESHE, BEE, RER, ERBEATY, EREITXERZERL, D7 ELRIEIOEFFEHTLY 2~3cm B2k,

(50
[<FPLrwr%R Tk 2mg> 14.1.2 #5367 OES R

14.2.2 BE#RM%
F RN K O NI e B L7 2 &,

(i)
[<ABLEv/CK FiE 2mg> 14.1.3 BHRK OHES R

14.2.3 Z At
(D) AFNFHEEH oA CH B,
(2) AFNFMOBEN EDIRBINCED . R DT DBZNNHDT-D RALAMOBHFIZRE LN E,

(fa)

AFNFHE B A oA chD,

F7o. AF% 0.5mg 5T DB, AP VU T 0.25mg SD % 2 AHWTHR G- 3 57%38 | AFIEHAZ -1 5
i3, BEOERHFO RN AL, BHAZHWAZLICIVE - RE2 R ETAZLNERSSNED | Rz —
i oA bl B i o NabaR

AR AL DIEA ARG LI E, AFNIMOIESEDIRA I, B ot sBEhnds,

12. ZOMDFE
(MESRREAICEDER
FESI TR,

(2)FFER PR ER ICE DI

15.2 FERGARFABRICH S HH

TSRO~ A3NZE1T 5 2 AR ARV T, BRI Y 975 XX T RIS H & (RREEK A & TO
AUC HBIZ B W TTY M TILER TRRARMOIZDEHTES | ~URATH 1.3 %) T, HFUIRAR C IR O 5 A 585 DY
INRRDENTZLDRERH B,

FORIRBEAEE O BEIE D o % B3 K ORI ARSI SUX 2 RN P IBIEIEE 2 RO FHEREOH 5 BE x5, AAlD
LAEMEIIMESL L TR, [8.10 B -]

(fi#n)

TR O~ AZETD 2 RIS AFEMRBRIZR W T R B0ORFERICH Y 7258 58T, FIRIR C MIRIEESR
DHNTND, AFIOEHIZBIE L 722 OO B TZRD BTN,

IR IIVT A A HECIEME LT AD =K BGRBR OV F Uk 060798 1) | =7 AL T MW TR 5152 ICh R &z
C MBEE I IR R ID L THY, ~ T AR Ty TR MR E O, L RO CIUEZMEAMEW C
RO GLP-1 ZBEEN LI AN =X LSRN T HZEIREN TN,

BRIRBHIE 7 0 7 F MW CHURIRBERR S DA 1370\, 72, HUIRIRSEREEE O~ — I —D—>Th o MmNV b=
EDFE=LY T T —=EPEbENTOFRFEME~DZEITRO LN TR,

LonU7est, HRBRBERE O BEIE D& % 8 M ONHUR RBERRIE X2 RIEN D WIETHE 2 BOFEEDOH B 1IA
FIOBRR AR LIRS TR AF DL EEIHELL THR,
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X. JEERERERICBE I HIRE
1. EIEHER
QESES:FE
(TVLHHIEI BT DA QFD 2 WA 5B OB IR)

QR &M FEEH R
_ # 5 o .
RERIE H B o B b5 AR
HRZ AR R Irwinj: SD%&T b KT | 0,0.001,0.022, | 0.001, 0.022mg/kg:5&/ 2L
0.095mg/kg 0.095mg/kg: 4% 5142, AR IZ 5
WAT (D FIHT) L BERE DK
WARTT . B HEIR A 0O
m, SFOIBI, IR K ST EN
OB, 514242 12 BE
PRABEFE DN Oz B D38 B
BEPE DHEINDED BT,
o _ 0., 0.005, 0.021, | &7l
PR R SDFHZk BT ) 084ma/ke MEFEME R - 0.084mg/ kg
DA R LAY 2
FrrVHE | HEK293M82 | in vitro | 7.8 wmol/L B
IRE AR oS
BebERNC RIE | v | invitro | HK8.2 w mol/L -2 73
b2 e
TLAN—E | h=sAP L BT | #1H0.02mg/kg | 5701
#3H0.08mg/kg MR 0.47Tmg/ kg
#5H0.47mg/kg
DEEX] H=I AV T |0.01,0.06, DO E RIS SR
(ECG) #¥Afh 0.36mg/kg (32 2L
[B]) %, 523 # | 0.36mg/keft:ME1EE T, B 54513
5 HEIZ2EIOIRBERT Y — R &2 Rd
(52 e EF M | —BeR (bigeminy rhythm) 23, 20
HERDO—ETH | 26 I ITERHED AT 1y
i) IO LI, F52H THIA]
HRIZRRD LT,
HEFE P B 0.06mg/ kg (W 2[E])
LT JRHPH, JR SD&RZwh BT 10,0.005,0.023, | #5#0~SRICEMED DA E
&, JRPEMR 0.089mg/kg TeRIPRIZ BT T RENBDO B
= 7
JREFRIT A A2UD B AL
Wi B 13 54 0~ 8 I R L B8N
L7273, BARE (3 5-# 8~ 24 FF[H)
W LTz,
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(3)% Dt D ZE IR ER®O

<HEZ>
HERE A EuLyLEs (&hg 55 PR S
R
SRR BHKH Az invitro | X1 pmol/L TN AT BRI T AR A7
L
68FHS A in vitro | 10 u mol/L MAEERRL
REROE | BREEFHBERR | Wistarz 7w b 0. 0.3, Inmol/kg | FaaL—NMAEICIL, B~/ LF
RIS | Ty bR ITHE | (BEHELE X (FazmL—hfi REE G LB R R — 2T A
H1EH &R AEK | 1EFaar—Fh BH NGRS Y (DX S W= i s TeaViN
OMEE R ox) | kD) . Onmol/kg OO, EAEREHE B
I H1EM (e R} BRI ooz,
oL x7a— L FERERR AR X
1H1FRKTIH L7 F P EE S Inmol /kghf CTIE
HEddea BERELIEB L CHEITIR T L,
WickiFst~ | SDEIvE 0. 120nmol/kg TR T =% (ARC) 12BN T
T NFROJHIE R HA[E RS- v~/ NVF RN T T 2K
’ PR SR (CART) By
LD ILFIENHER ST,
C5TBIFR~"Y 1,2, 3K OMHE A | MM TFTE L 72\ X =R
A TENEIL30, PR B (FAER THEBLARCIZIT#ELT-
60, 120 TN20 | IEHPERL, MO % EF, = T
nmol/kgZ 1 H2[A] | #5F . BIRIMEZRE) OML, ik
ey Beh4HH AMESF CHRES LT IR R 2 O
HEIZBWTE N RS,
GLP-1Z BRI~ AT, K
FEIR O Ky TH TR S e
nolz,
FaAEF AT 100nmol/L RMARER T RO E S A AN E
Ja)Fs X, B~ VFRIT
(POMC) — POMC/CARTH#RAIEIELL
TRk e NPY/7 7 —F T FR
NV (AgRP) #iR A fLE T HI LN IRS
(EGFP) BT} niz,
:1*“13’\070
FRY (NPY) in vitro
—kMb
Renillaf: (.55
WG
(hrGFP) =17
APHREHL
T BRARLR T 356
gl
BUR TR | BEEFHIME BT | 1,2KkU8~18H | REITRBHIMEEL T~ s L
STFCKNT | IR T A HTENnEh FRECTHRIED L, BT
HYEH (C57BL%&) 12.2, 24.3 % ¥ TGN~V TFREET
36.5nmol/kg (B BT AHE B NED BN, £,
F AR EETE) HEEL 7-ARC K K% (PVN) (2
0 nmol/kg (HIBR | BIFDMFINS, B~/ NVFREET
YREEIC L AR ER | ARCIZIITACART mRNAKHL &
Hif) INRPEREL el U CA B ITHIINL
1H1EN8HR# | 7=,
5 IREFRERE T, ARCIZBITS

AgRP X UNPY mRNAJEHL &3 A
PERER N~ )V FREEE R L
THBZITEIMNLT=23, Zoftho
mRNAZEH 8|2/ B2 LT
HIRDD T,
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ey

HRERTE H ghipfa b b8 EES
BIRIIxT5 | MEET S KT ]0.1.3.10 HEEG1~4H B OEHET, &
EH nmol/kg ~ 7 )VFREETH &R FRIE
EAEE 252 T AEIAAFRD DIz,
IHE: Bk#E%1 K O2H B OE
10nmol/kg. 3 H X, B~ AT REECHE BRI
H:4.5nmol/kg. 5 | L. ZDOERITHRATHMFRRL
HEXOG6HH: |72
5nmol/kg
Tra—in | TTru—sME) | EPELDLEZE | KT | 0,097, 2.9, iR R EIRIC R DR R
PEEINRGE(L | BREE(LPE 75— | Ko T b 14.6nmol/kg X BHTT— 7RI AR,
WRIETHE | 7 RICxt 375 | ~UR(EhR LHIEL7ERBK | 0.97nmol/kgbh FORETH BT
bi 1A V—faeH) (R R DUTz, BB TRHCB AR E
1%, <2 /L FK14.6nmol/kghE T
DR EIHA L, PTG
FE DR EFESTNO -,
KEWRO AR TR BT D, &
< NTFREETIIA AT AR T
FEOA L Z—aAx -6 (IL-6)
mRNADFEBUK T 23R DH LT,
WP T ARV 7R KT [0,0.97, 2.9, M KEDARIZ 31T HFa N R IR
Tur A E/ 14.6nmol/kg x5 T —IAE ML, &'
A 1H1ENSHEBK | =7 /vFR0.97nmol/kglh EDORET
A (@A) — (R R AR L, B TR
RHAEE) AR ES <7/ FR0.97nmol/kg

PLEOBETHBEIZHA L, 4
HTGIR EIL, B~ 7 L FR
0.97nmol/kg BECTH BEIZIEK TFL
7
KENROBEAR T REBURT NS, &
~JZNFREECIIAMEREN S | #
M OWEEICEETHEE I
DB O O,
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2. HEHER

(MEEE5EHRER
('7172\ :7‘/1\) 61,62,63,64
i P58 5.8 (mg/kg) FeKi A & (me/ke)
~UA KT 0.1,0.3, 0.6, 2.4, 12 12
~UA FEARPY 6.9 9
Fvh M 0.1.0.3,0.6, 1.2, 7.5 7.5
Fvh #RA 3.75. 5 5
QREBRESEERER
(7,7}\ iy]\\ 77:7/(_]%}]/) 65,66,67,68,69,70,71,72
= £t T B
B g; @5555) W | (mg/ke/ ) LR
- GH) | [ERARMRER R k]
0 SRPVEAZN U B RS T, MR L2237
0.03 A—=2 DAL, FFEEORED
N 0.09 2 <0.03
0.45 EFERE AR ARCHINL O I AR K OVE B i s
2.25 TR ORI K
<A IRPE R 2T LT (R HE AN & OME Al 1 D
0 D MR RTA—=F DAL, FFEEOW
s ; 13 ‘1 ;J/;&UH%WU::—EW@Z/J)\ JNHE R R
10 FORARCHIIR I Ak, 12 AR DILBR . CliflasE
L MR LY b= R EE D HEN
0 FEIE 2 LT R T HE D0 K OB = oD
0.01 D MG AR T A4 K OVidde BB DAL
KT 0.05 2 0.86
0.21
0.86
0 FEIEH 2/ LT RS HE DN K OB A oD
Fwh o 00.011 3 0.86 D MIE AR T A4 K OVidde DAL
0.86
0 FEIEH 2T T R EEHE D0 K OB = oD
W 0.03 o6 0.6 B MRS R O R AL ) R T A— 2 DI
0.13 [21] b, RELIRFFTRND LREOREN, ldsE
0.6 BOB, + BT v —ROBEK
0 RS _EPT AL
0.01
0.06 0.75
e 0.21 2 (GA2[E)
0.75
(B 2[=])
0 IEBER 2 LT R R AR R K OVigies B &
H=TA 0.01 o1 DEAL
% BT 0.1 13 (i@élﬁl)
1.0/0.5 1.0/0.5 mg/kghf KA & OMEKHEEE o |2 BEE L
(E2[E) TERAEIRA T D e R BE AL
0 HHEHZN U RE L OB RO/, MK
0.01 0.06 ) B MR AL R 3T A— 2 DO EAL, JRTE
BT 0.06 52 (A2 fRE IR E DAL, e E RO 2L
0.36 [3.6]
(E2[a]) 0.36 mg/kght : LWROD L7 o VERIE
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QuEGEMHER

(Zwb. in vitro)

73,74,75,76,77

G AREDO AT U B SRMRR D Salmonella typhimurium L ORFEORN) N7 7o Bk | ik
MRRD Eschericia coli % FAV 1B IR 225K 78 Bl
BRI Z 5L AT DO ATF U BRAIERR D Salmonella typhimurium J O2FEDR) 7k (=X
T BLRMRR D Eschericia coli % AV NT- 15 IF 225K 25 BLa R
AR BN L) LS ER A TN Y A R B R AR R ik
RGBS B N RRS MY Bk A T T e R R SR ik
Z o O E Bl AT MR R Fex
OB AR ER
(DA, Tyh) 2637
. Bh5& .
B B G2 ( e 5 fE S
mg/kg/ H)
FLR IR CHE S S 2 B TRl bz,
B - 0.0.3.1.0.3.0 HEFEMEIIMET0.1 mg/kg/ H (FRIRMR R &
<A R i ) o\ 0‘1‘ 0‘3‘ 1'0 1048 | FEeELTHRILIRE) A, KET0.3 mg/kg/ H
T (BRI B S LTS TS Rl Chh o
77
FR IR CHEa S S 2 B TRl bz,
b T 0. 0.0025, 0.01, 0.025, 0.1 10438 [ HMEFEMEF1T0.0025 mg/ke/ B (FEPRIRE &
FEELTHI0.36%) Rl Cho7z,
G)EEFRESMAR
(Tob, UYE, A=A 1) 42404445
. £t A Ry . P
Fhiyfh ARk o (mg/ke/ ) e 5 P A
0.03mg/kg/ HLL EORET, B IRIRD
S - S5 [~ SRS, AL, %?&ﬁ/iﬁt&%%&w
B T 0 e PGSR i 2 & Dot 2 B 36 LT,
B4 19/ 40) ﬁﬂl}ﬁ%17 H o S 57 B A ) - = e S
Sl e i U 5 A R 0.01 e A B A R~ ZOERE M O JRBEI D M a B
0.03 e 1%0.09mg/kg/ H (B PRIREE R ILEL TR
(EFD) W D i I .
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1. BEETHME
84 (201843 H 23 H 45202643 H 22 H)

12, I RHREHRICET H1FR
AN, BRI D HIRITED B TR
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1. TSN ETORFTIRR
2024 4F 3 BHE. B E YV R FiEEL T, KE ., KAV, IV A A A —ANFU T EETe R 70 »[ELL FCHRE
S TWVB,
A7 BT O BE AN TR FES VTR,

(MAKEDRFXE023F9 A)
=4 Novo Nordisk Inc FEHEAR 20184

W54 OZEMPIC® HIFHEAES | Injection: 2 mg/3 mL (0.68 mg/mL) available in:
-Single—patient—use pen that delivers 0.25mg or

0.5mg per injection.

Injection: 4 mg/3 mL (1.34 mg/mL) available in:
-Single—patient—use pen that delivers 1 mg per
injection.

Injection: 8 mg/3 mL (2.68 mg/mL) available in:
-Single—patient—use pen that delivers 2mg per

injection.

SNHE 1 INDICATIONS AND USAGE

I3h &R OZEMPIC" is indicated:

- as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus.
- to reduce the risk of major adverse cardiovascular events (cardiovascular death, non—fatal myocardial
infarction or non—fatal stroke) in adults with type 2 diabetes mellitus and established cardiovascular
disease.

Limitations of Use

‘OZEMPIC® has not been studied in patients with a history of pancreatitis. Consider other antidiabetic
therapies in patients with a history of pancreatitis /see Warnings and Precautions (5.2)].

‘OZEMPIC® is not indicated for use in patients with type 1 diabetes mellitus.

ALK& | 2 DOSAGE AND ADMINISTRATION

V& | 2.1 Important Administration Instructions

‘Inspect OZEMPIC® visually before use. It should appear clear and colorless. Do not use OZEMPIC® if
particulate matter and coloration is seen.

‘Administer OZEMPIC® once weekly, on the same day each week, at any time of the day, with or without
meals.

‘Inject OZEMPIC® subcutaneously to the abdomen, thigh, or upper arm. Instruct patients to use a different
injection site each week when injecting in the same body region.

‘When using OZEMPIC® with insulin, instruct patients to administer as separate injections and to never mix
the products. It is acceptable to inject OZEMPIC® and insulin in the same body region, but the injections
should not be adjacent to each other.

2.2 Recommended Dosage

Initiate OZEMPIC® with a dosage of 0.25 mg injected subcutaneously once weekly for 4 weeks. The 0.25 mg
dosage is intended for treatment initiation and is not effective for glycemic control.

-After 4 weeks on the 0.25 mg dosage, increase the dosage to 0.5 mg once weekly.

‘If additional glycemic control is needed after at least 4 weeks on the 0.5 mg dosage, the dosage may be
increased to 1 mg once weekly.

‘If additional glycemic control is needed after at least 4 weeks on the 1 mg dosage, the dosage may be
increased to 2 mg once weekly. The maximum recommended dosage is 2 mg once weekly.

‘The day of weekly administration can be changed if necessary as long as the time between two doses is at

least 2 days (>48 hours).
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‘If a dose is missed, administer OZEMPIC® as soon as possible within 5 days after the missed dose. If more
than 5 days have passed, skip the missed dose and administer the next dose on the regularly scheduled day.

In each case, patients can then resume their regular once weekly dosing schedule.

(BRI EE D F 1 XE(SPC)(2023 £ 5 A)

244 Novo Nordisk A/S I& Fo AR 20184F

WFe 44 Ozempic 0.25 mg solution for injection in pre—filled pen | AIFEHI#& pre—filled pen: 2 mg/1.5 mL
Ozempic 0.5 mg solution for injection in pre—filled pen pre—filled pen: 2 mg/1.5 mL
Ozempic 1 mg solution for injection in pre—filled pen pre—filled pen: 4 mg/3 mL
Ozempic 2 mg solution for injection in pre—filled pen pre—filled pen: 8 mg/3 mL

e 4.1 Therapeutic indications

ESSIES Ozempic is indicated for the treatment of adults with insufficiently controlled type 2 diabetes mellitus as an
adjunct to diet and exercise
- as monotherapy when metformin is considered inappropriate due to intolerance or contraindications
- in addition to other medicinal products for the treatment of diabetes.
For trial results with respect to combinations, effects on glycaemic control and cardiovascular events, and
the populations studied, see sections 4.4, 4.5 and 5.1.

K | 4.2 Posology and method of administration

OV & | Posology

The starting dose is 0.25 mg semaglutide once weekly. After 4 weeks the dose should be increased to 0.5
mg once weekly. After at least 4 weeks with a dose of 0.5 mg once weekly, the dose can be increased to 1
mg once weekly to further improve glycaemic control. After at least 4 weeks with a dose of 1 mg once
weekly, the dose can be increased to 2 mg once weekly to further improve glycaemic control.

Semaglutide 0.25 mg is not a maintenance dose. Weekly doses higher than 2 mg are not recommended.
When Ozempic is added to existing metformin and/or thiazolidinedione therapy or to a sodium—glucose
cotransporter 2 (SGLT2) inhibitor, the current dose of metformin and/or thiazolidinedione or SGLT2
inhibitor can be continued unchanged.

When Ozempic is added to existing therapy of sulfonylurea or insulin, a reduction in the dose of
sulfonylurea or insulin should be considered to reduce the risk of hypoglycaemia (see sections 4.4 and 4.8).
Self-monitoring of blood glucose is not needed in order to adjust the dose of Ozempic. Blood glucose self-
monitoring is necessary to adjust the dose of sulfonylurea and insulin, particularly when Ozempic is started

and insulin is reduced. A stepwise approach to insulin reduction is recommended.

Missed dose

If a dose is missed, it should be administered as soon as possible and within 5 days after the missed dose. If
more than 5 days have passed, the missed dose should be skipped, and the next dose should be
administered on the regularly scheduled day. In each case, patients can then resume their regular once

weekly dosing schedule.

Changing the dosing day

The day of weekly administration can be changed if necessary, as long as the time between two doses is at

least 3 days (>72 hours). After selecting a new dosing day, once-weekly dosing should be continued.

Special populations
Elderly
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No dose adjustment is required based on age. Therapeutic experience in patients >75 years of age is

limited (see section 5.2).

Renal impairment
No dose adjustment is required for patients with mild, moderate or severe renal impairment. Experience
with the use of semaglutide in patients with severe renal impairment is limited. Semaglutide is not

recommended for use in patients with end—stage renal disease (see section 5.2).

Hepatic impairment
No dose adjustment is required for patients with hepatic impairment. Experience with the use of
Semaglutide in patients with severe hepatic impairment is limited. Caution should be exercised when

treating these patients with semaglutide (see section 5.2).
Paediatric population
The safety and efficacy of semaglutide in children and adolescents below 18 years have not yet been

established. No data are available.

Method of administration

Subcutaneous use.

Ozempic is to be injected subcutaneously in the abdomen, in the thigh or in the upper arm. The injection
site can be changed without dose adjustment. Ozempic should not be administered intravenously or
intramuscularly.

Ozempic is to be administered once weekly at any time of the day, with or without meals.

For further information on administration, see section 6.6.
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8.1 Pregnancy

Risk Summary

There are limited data with semaglutide use in pregnant women to inform a drug—associated risk for
adverse developmental outcomes. There are clinical considerations regarding the risks of poorly
controlled diabetes in pregnancy (see Clinical Considerations). Based on animal reproduction
studies, there may be potential risks to the fetus from exposure to semaglutide during pregnancy.
OZEMPIC® should be used during pregnancy only if the potential benefit justifies the potential risk
to the fetus.

In pregnant rats administered semaglutide during organogenesis, embryofetal mortality, structural
abnormalities and alterations to growth occurred at maternal clinical exposure based on AUC. In

rabbits and cynomolgus monkeys administered semaglutide during organogenesis, early pregnancy
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losses or structural abnormalities were observed at clinical exposure (rabbit) and >2-fold the MRHD
(monkey). These findings coincided with a marked maternal body weight loss in both animal species
(see Data).

In the U.S. general population, the estimated background risk of major birth defects and miscarriage
in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively. The estimated background
risk of major birth defects is 6 to 10% in women with pre—gestational diabetes with a peri—
conceptional HbA;. >7 and has been reported to be as high as 20 to 25% in women with a peri-
conceptional HbA. >10. The estimated background risk of miscarriage for the indicated population
is unknown.

Clinical Considerations

Disease=Associated Maternal and/or Embryo/fetal Risk

Hypoglycemia and hyperglycemia occur more frequently during pregnancy in patients with pre—
gestational diabetes. Poorly controlled diabetes during pregnancy increases the maternal risk for
diabetic ketoacidosis, pre—eclampsia, spontaneous abortions, preterm delivery, and delivery
complications. Poorly controlled diabetes increases the fetal risk for major birth defects, stillbirth,
and macrosomia related morbidity.

Data

Animal Data

In a combined fertility and embryofetal development study in rats, subcutaneous doses of 0.01, 0.03
and 0.09 mg/kg/day (0.06—, 0.2—, and 0.6—fold the MRHD) were administered to males for 4 weeks
prior to and throughout mating and to females for 2 weeks prior to mating, and throughout
organogenesis to Gestation Day 17. In parental animals, pharmacologically mediated reductions in
body weight gain and food consumption were observed at all dose levels. In the offspring, reduced
growth and fetuses with visceral (heart blood vessels) and skeletal (cranial bones, vertebra, ribs)
abnormalities were observed at the human exposure.

In an embryofetal development study in pregnant rabbits, subcutaneous doses of 0.0010, 0.0025 or
0.0075 mg/kg/day (0.02-, 0.2-, and 1.2-fold the MRHD) were administered throughout
organogenesis from Gestation Day 6 to 19. Pharmacologically mediated reductions in maternal body
weight gain and food consumption were observed at all dose levels. Early pregnancy losses and
increased incidences of minor visceral (kidney, liver) and skeletal (sternebra) fetal abnormalities were
observed at >0.0025 mg/kg/day, at clinically relevant exposures.

In an embryofetal development study in pregnant cynomolgus monkeys, subcutaneous doses of
0.015, 0.075, and 0.15 mg/kg twice weekly (0.5—, 3—, and 8—fold the MRHD) were administered
throughout organogenesis, from Gestation Day 16 to 50. Pharmacologically mediated, marked initial
maternal body weight loss and reductions in body weight gain and food consumption coincided with
the occurrence of sporadic abnormalities (vertebra, sternebra, ribs) at >0.075 mg/kg twice weekly
(>3X human exposure).

In a pre— and postnatal development study in pregnant cynomolgus monkeys, subcutaneous doses
of 0.015, 0.075, and 0.15 mg/kg twice weekly (0.3—, 2—, and 4-fold the MRHD) were administered
from Gestation Day 16 to 140. Pharmacologically mediated marked initial maternal body weight loss
and reductions in body weight gain and food consumption coincided with an increase in early
pregnancy losses and led to delivery of slightly smaller offspring at >0.075 mg/kg twice weekly (>2X

human exposure).

8.2 Lactation

Risk Summary
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There are no data on the presence of semaglutide in human milk, the effects on the breastfed infant,
or the effects on milk production. Semaglutide was present in the milk of lactating rats, however,
due to species—specific differences in lactation physiology, the clinical relevance of these data are
not clear (see Data). The developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for OZEMPIC® and any potential adverse effects on the
breastfed infant from OZEMPIC® or from the underlying maternal condition.

Data

In lactating rats, semaglutide was detected in milk at levels 3—12 fold lower than in maternal plasma.

8.3 Females and Males of Reproductive Potential
Discontinue OZEMPIC® in women at least 2 months before a planned pregnancy due to the long

washout period for semaglutide /see Use in Specitic Populations (8.1)].
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4.6 Fertility, pregnancy and lactation

E(SPC) Women of childbearing potential

(202345 H) Women of childbearing potential are recommended to use contraception when treated with
semaglutide.
Pregnancy
Studies in animals have shown reproductive toxicity (see section 5.3). There are limited data from
the use of semaglutide in pregnant women. Therefore, semaglutide should not be used during
pregnancy. If a patient wishes to become pregnant, or pregnancy occurs, semaglutide should be
discontinued. Semaglutide should be discontinued at least 2 months before a planned pregnancy
due to the long half-life (see section 5.2).
Breast—feeding
In lactating rats, semaglutide was excreted in milk. As a risk to a breast—fed child cannot be
excluded, semaglutide should not be used during breast—feeding.
Fertility
The effect of semaglutide on fertility in humans is unknown. Semaglutide did not affect male
fertility in rats. In female rats, an increase in oestrous length and a small reduction in number of
ovulations were observed at doses associated with maternal body weight loss (see section 5.3).

F—ARZU7T ® | 4.6 Fertility, Pregnancy and Lactation

WA Effects on fertility

(2023710H) The effect of semaglutide on fertility in humans is unknown. Semaglutide did not affect male

fertility in rats at daily SC doses of 828 u g/kg, resulting in exposures approximately 13 times the
clinical AUC. In female rats, an increase in oestrous length and a small reduction in number of
ovulations were observed at doses associated with maternal body weight loss (330 u g/kg/day SC,

resulting in subclinical exposures).

Use in pregnancy

Pregnancy Category: D

Semaglutide should not be used during pregnancy. Women of childbearing potential are
recommended to use contraception when treated with semaglutide. If a patient wishes to become
pregnant, or pregnancy occurs, semaglutide should be discontinued. Semaglutide should be

discontinued at least 2 months before a planned pregnancy due to the long half-life (see section
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5.1 Pharmacodynamic Properties).

Studies in animals have shown reproductive toxicity when semaglutide was administered during
organogenesis. In pregnant rats, embryofetal toxicity (lethality, impaired growth and an increased
incidence of fetal abnormalities) was observed at subclinical plasma exposures. Mechanistic studies
suggest a direct GLP-1 receptor mediated role of semaglutide on some of the effects in rats
(species specific). In pregnant rabbits, pharmacologically mediated reductions in maternal body
weight gain and food consumption were observed at all dose levels. Early pregnancy losses and
increased incidences of minor visceral (kidney, liver) and skeletal (sternebra) fetal abnormalities
were observed at >0.0025 mg/kg/day, at clinically relevant exposures. In pregnant cynomolgus
monkeys, pharmacologically mediated, marked initial maternal body weight loss and reductions in
body weight gain and food consumption coincided with the occurrence of sporadic abnormalities
(vertebra, sternebra, ribs) and with an increase in early pregnancy losses at >0.075 mg/kg twice
weekly (>2.7 fold clinical exposure at 1 mg/week). Exposures at the NOAEL in all species were

subclinical and a direct effect of semaglutide on the fetus cannot be excluded.

Use in lactation

In lactating rats, semaglutide was excreted in milk. A risk to a breast—fed child cannot be

excluded. Semaglutide should not be used during breast—feeding.

AIRN BT DI T~ O 5B T2 H LOEEORRHITLL TO LB THY, K FDA, BRMNHES, 4 —A VT 45
TR D,

9. REDEREZFTIREICHITIER

9.4 AFHIERA THE

2 A VNIRRT 8 3 A I IARA B 533, ARV EEMAT 628, [9.5 Z/]

9.5 i

T IEIRL TS ATREME DD eI AR 2 58, AV AV R +52 L,

BRI T, BRIRH I Y 32 T TS & (R KRERR & T AUC BEIZIBWTT Yy TR 0.3 5,
FTH 0.3 7, PV TR 2.6~4.1 f5) T, JREFEME (Ty b JIRETEROBA | IRFEE OB, B8 & OMmE a0 A
BEFERENN % 0 BHITARIR G B R A L OV O AR BEEE N 50, v BITIRIB G SR B R OVE
F& B4 5 O3 A BEEE SN 57 %8) AR BN TCND, ZIHDOFT RITREIM DO IREHFD 290 D Tho7z, [9.4 B ]

9.6 =3

1B EOFRIER ORI ROA MR ZIEL ., Lo TP L2 RETT528,

T NCHHHF~OBITRHRESINTND, ENCOANBITICET57 —Z R e hOFLF O R A~DO B §257

—HIT70,

QINRE~DEEIZEIT HIEH

KEOURAT 0 8.4 Pediatric Use

(202359 H) Safety and efficacy of OZEMPIC® have not been established in pediatric patients (younger than 18
years).

ERINEAS DERAT | 4.2 Posology and method of administration

LE(SPCO) Special populations

(202355 H) Paediatric population

The safety and efficacy of semaglutide in children and adolescents below 18 years have not yet

been established. No data are available.

5.1 Pharmacodynamic properties

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with

Ozempic in one or more subsets of the paediatric population in type 2 diabetes (see section 4.2 for

information on paediatric use).
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5.2 Pharmacokinetic properties
Special population

Paediatric population

Semaglutide has not been studied in paediatric patients.
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