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BRI 5 T CRELI-AEFELRIT, AK0.5mgBETTTH] (74.8%) 2281 . A H1.0mg e T 734
(71.6%) 1971, > 27 V7 F L RETE8H (66.0%) 18645 & X417,

R 7 IR MBS 1 A S e dy o 72, BB K72 S0 I B AE e i (56mg/ dL A i) i e PE AR i fE 1. ARH
1.0mglE T 1S,
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©IFEHEH (5618) 22 1 E R FEIHEER (NN9535-40915KER) 7

R & BRIDBEIRIF IO BRI A FRE & O ENRE G ha— LS AR+ B AR A BB R

(& 5 #% 975 R 600611 (AF0. 5me 23941, AH1.0mehE: 241451, JEANODFR DB RIS HAE 12041),

Br 40

RBRFIE 0 ARFIOBMERE & O DRERIFEE (A=A oL T A EEA AV SRR, o -7 vay
X —EREFEXI LT TV RIEHONT D) EOPFRFIEICB T DR E 5RO 2K O
R R RANE > Sl NE A=yt

PG5 0 ARHN0.5mg XU AAI1.0megZ 3 L] (BARFRIEH D\ EAR O B R P S A (AL R= Lo LT Al ER
AL AV WMRHER . o —7 a7 —BLER XUTT 7Y IO RIEAIOWT ) EOF
5], BDVITIBINORE 1 R SE(RiTE R & e D7 iéiﬁl [E N AR E VTR HE S350
R AELOAEICNED) Z, 56 B INE 5Lz, AFIX, #150.25mgTH 525461 . 4EFE &5
L7218 11810, 5mg~ & L7z, 1.0mgE THY %a‘éﬁifi D% 18]10.5mg % 48 B £ 5 L=t
W 1A 1.0mg~ & LT,

ES %o 5EEM ORI G T CRIELIZAEFROBE K

ST A 2H H

* 72 1 HbAIcONR—RATAUNEE 5456 £ TOELE

2l /3 BEOR—ATA P& G456 ETCOE(LE

ST A 2H H

5 B R=ATAU B %56 £ TOHbAlcO A L& DEXIE HHE R 2= OEBIER) ) 1T, AHKI0.5meht

T-1.7440.94(220) (N—RAT A2 OBl = FEHE(R 2 GERFIH0 :8.04£0.89(239) ] . AHI1.0mght
T-2.1240.95(204) (NR—2F 1> DIFLEIE :8.14+0.96 (241) ), B DFE OBE 5 HAE T-0.69+
1.02(106) (N—AF AL DFHHE :8.10+0.89 (120) ) Th-o7=,

B B OVE IR IERINC 38513 AHDALc DR — 2T AU b 544568 £ COLE(L B DR 5o TR

WZRT,
HbALc (%) | ~—x254r | $5%56HETOLE
AA0.5mg
B E 7.860.78(68) -1.77%0.87(64)
2= L T K 8.49+0.92(68) -1.85+0.89(64)
BN A L A 4y WM T 7.77+0.58(34) -1.48:0.90(31)
a - Na s —PHEH 8.23+1.10(35) -2.13%1.06(32)
FTV VL T kA 7.600.62(34) -1.2740.89(29)
ARA1.0mg
B E 7.940.84(68) -1.9940.83(53)
ZJLR= LI LT H) 8.230.96(69) -2.17%0.97(59)
NI A L A 4y WA 8.49+0.85(36) -2.33+0.90(33)
a7 T —PRLEH 7.9220.75(34) -2.040.80(29)
F TV T IRA| 8.2211.34(34) -2.08+1.28(30)

SR = AR VR 22 CRE 110

N=RAT A IG5 %561 £ TOREOEA T (CFE) 8 A2 ¥R ) 13, AK0.5mghfT-1.4+
3.50kg (R—RF AL DFH: 71.0kg) (BN 1 —2.2+3.73kg fy IR —ZF AL D413 71.6kg, AV

RN THIGEH -0.9+2.75kg b AN— T AL DIE141370.3kg HENTRIA L AU o A5 WMIEHERI 3
H :—0.9i3.11kg&0\/\*‘274’/®1i’8 364.9kg, o -7l FE —VIHERGH -2.0+3.47Tkg K
R —=RF A DIFHEJL70.1kg, FT7 V0 RIEAIGFH 1 0.4 £ 4.43kg K AN —RT A DF-H1
78.4kg) . AHKI1.0mgHE T-2.9+14.49kg (R —RF AL DY) 71.7kg) (EIMIEVE : 3.6 =4.00kg Jr A
—ATA L DFEJTT2.9kg, ANVR=NTLTHIGEH 1 =3.113.79kg e O — 2T A 2 DI 1367.6kg,
ENEL A 2y WMRERIF A 1 —2.1 £4.9Tkg K MR — AR5 AL DFH)1F73.0kg, o —F/NaL & —
PIEHIG 4.2 5 4.9Tkg K AN — 2T A2 D)X T1.8kg, T 7Y VP REHIGE 0.9+
5.01kg My NN—AT AL D341276.3kg) Tdho7=, IBINORE 1 FEFR S HREETIL0.3+£2.71kg (R —A
TA L DI 72 .2kg) TH-T-,
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TRERIEIE BT CRIL-A EF LI, AH0.5mghE T20645 (86.2%) 9094, AHK1.0mg#E T2124)
(88.0%) 95444, IBNNOFE 1 BE IR IFE FEAE T86M4Y (71.7%) 2691 # s SHL7z,

R MBE L S, F K U MU BE e i (56mg/ dL AT AE FEMEAR M AE 1%, A0, 5me#E
T34 R= L LT FIGE R 25131, F 7V REAIGER 151 14F), AAI L. Omeh T6/5I8{:
W T AVF= AT LT EIGER). IBINORE 0 FERFIEEEC2BI2 (W T b AL A= Lo L 7 I ff
s shi,

2)2 R

O BT Y M 2385k : 7 TR R T B MR EERGEER (OME A TORGE)

DA AR IFEEVRT O E 2 BUREIRIF B 3297 NERIGUIIAELEI T 21TV, ZEHE SR T TAA 0.5mg, AH
1.0mg XUF771R (K#) 0.5mg KN 1.0mg ERIZE) 28 1 (8] 2 47 (104 W) . BEUEBRIEINR 5 LT-, _—2T7 1
RS ($% 5-BRAGHET) T 2735 1 (83%) 2% B E A AL TRV, 562 B (17%) Tidl i & e E (BB EEEL & Te) O
VAZIIE O, BHHIRO LD -T2,

TIAV =2 RRA N TED, TAEL BT RED D B2 MIE A~ N (MACE L IV 5, FEBFEME LA FEZE X
FEBBEMER AR OWT I BERANIFEHLT 2 E TO R EZ N L7255 R AFN DT Z 'Rk T HIELHESRFES -
FELPE~—011.8), EBIT, JRFED MACE(MACE 72bONCMAT ., ABigd B4 D ARL ERIVE T LRI ED
ABENZDNWT, TR E L TARKIR 512 L 258BY AT O EFITRD N2 o7,

DMLE A2 (MACE) O 5

NP =Rk AFH FIER
(95%(5 FE X ) N (%) N (%)
JEBI% (N, FAS) 1648(100) 1649 (100)
TIGA <) —x L RRA L F-MACE 0.74(0.58-0.95) 108(6.6) 146 (8.9)
MACE O## a5
DA B 0.98(0.65-1.48) 37(2.2) 40(2.4)
FEEBEMER A 0.61(0.38-0.99) 25(1.5) 42(2.5)
FEESEME O R TE 0.74(0.51-1.08) 46(2.8) 64(3.9)
K750 MACE 0.74(0.62-0.89) 199(12.1) 264 (16.0)

AFH0.5mg & OAA 1.0mg TliE. 7Z17A (0.5mg KO 1.0mg) LB L T HbAle OFFFELIZAR FARD Bz (R—RF
AL G% 104 MO E AR 0.5mg &Y 1.0mg TENEIN-1.1% % T-1.4%, 7" 78R 0.5mg O 1.0mg TEI
Z-0.4%% 0-0.4%) ,

WTIOBEFETH K9 20%D #5144 2L B KA TS & (56mg/dL Aii) SE VIR b 2 B 7=, &
K7 XL E (56mg/dL ) SE B AR MBS O R B E L OB LT BRE FI T DW T RFIE T T ERDRIT
MR B EITIRD N7,

T DR R R K USRI B R R OB SR B (T 1T B Sy Ve et

BT O BHEREREE K ORI B R B OB (2B DAAN DA M VP ST I 95, 22k, _—%
FA2 D eGFR IZHSSEMRERIZ N —T DEZRITLL T DOLEY : BHEREIE R (eGFR >90mL/min/1.73m?) | 1% FE & HERE
%% (eGFR 60~89mL/min/1.73m?) . HF&& E B FEREE (eGFR 30~59mL/min/1.73m?) | B & BEHEREREE (eGFR 15~
29mL/min/1.73m?%) , KHEBFHE (eGFR <15mL/min/1.73m?),

BEL T, B~ VT ROFHER O EMiE, EE OB REREE & ORI R B oW Ltho B0 7 v—7 (%
FEREIE T | R P W HE RBRR 3 I OV 25 FE P B B S DB R ) THALINT IR D2 L1370 o7z, EE OB HREREE L O
KRR BORWRE BT D2~/ VT ROMERARBRIT DO, BN R, B~/ A F RO EIZB W T
NHOPEERE TSPV R NN AT LIRS N2 o7z,

LT 7 LB CIET 2 0235 2 RUERFEH TSI TRY, HiLEH TR T AR ORM&R L
DOREBRIT2 N, WA R BERABR T3, BT 26 B &35 83 (BRI S OSERE R - 25 10) 1361 T D ACHI B [l ¢
H#ORERBHEFONTWD, Yi%BRO DB REO#E R, TVILIEWBIRICEIT2HE 10. FFEDOH REATHEHE
(DB PERERE E R I BT 23BN AE SME A TORKERRD) |0TEZZ MO L,

T 2: AR NICIIT 2 B B RE R s R ORIIB AR 2 (TR 1T 2ARH OB G- BRIT2 0,
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EHERERI D HbAle K OMAE DL L&

50.0(10/20) [346.8]

57.1(12/21) [153.7]

61.1(33/54) [393.8]

TR & &
S| | |
T

c

100(1/1) [143.4]

75.0(3/4) [214.2]

85.7(6/7)[227.3]

IH
$
i
T

R o8| B &

44.1(109/247) [60.0]

49.4(121/245) [105.1]

31.7(157/495) [38.1]

53.8(176/327) [90.9]

52.1(186/357) [86.5]

33.3(227/682) [36.3]

o

50.4(115/228) [82.9]

55.7(107/192) [96.3]

38.2(155/406) [49.0]

_—— 104
AH 0.5mg B AH 1.0mg B 7R EE
EH -1.1(1.53) [223] -1.6(1.69) [224] -0.6(1.59) [446]
PR R -1.0(1.38) [295] -1.4(1.72) [317] -0.2(1.57) [603]
HbAlc (%) FRAEREREEEE | -1.1(1.74) [204] -1.3(1.68) [171] -0.4(1.49) [351]
I -1.1(1.44) [18] -1.9(1.65) [16] -0.5(2.01) [41]
KERE | -2.3(-)[1] -0.6(0.44) [3] -0.3(1.47)[7]
Ew -3.0(5.17) [223] -3.9(5.81) [226] -0.2(5.55) [447]
R B -3.5(5.58) [297] -4.9(6.10) [317] -0.6(5.18) [602]
R (kg) FhaEErpEE | -4.2(7.36) [203] -5.7(8.02) [174] -0.8(5.97) [351]
i = -4.3(6.95) [18] -10.9(10.26) [16] -1.7(6.65) [41]
KB EA | 4.0 [1] -0.7(4.83) [3] 0.2(3.82) [7]
EH5) (REHE(R 72) DiEI144)
BRI DO HEELORETURN
e L1 AR ‘ —
AF 0.5mg #E AF| 1.0mg £ PAZM N =3
EH 82.6(204/247) [281.8] | 89.0(218/245) [348.7] | 87.1(431/495) [278.7]
BB 91.7(300/327) [343.9] | 86.8(310/357) [333.1] | 87.4(596/682) [296.6]
TRCOAEHES | PEERE | 91.7(209/228) [374.5] | 89.6(172/192) [377.5] | 90.9(369/406) [371.7]
R E 90.0(18/20) [390.2] 85.7(18/21) [397.3] 92.6(50/54) [409.4]
REIEHER | 100.0(1/1) [334.7] 100.0(4/4) [456.9] 100.0(7/7) [462.3]
Ew 40.9(101/247) [62.4] | 49.4(121/245) [114.2] | 27.7(137/495) [35.3]
TR B 47.4(155/327)[97.0] | 52.1(186/357)[99.5] | 32.4(221/682) [40.7]
RIVEH rhEEpEREEE | 49.1(112/228)[82.9] | 57.8(111/192) [114.3] | 41.1(167/406) [54.6]
R 55.0(11/20) [166.7] 52.4(11/21)[130.5] 38.9(21/54)[76.8]
REIERHR | 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]
B R 33.3(109/327) [36.5] | 26.6(95/357) [33.3] 32.8(224/682) [35.4]
B ERER MRS | 38.6(88/228) [57.9] 36.5(70/192) [38.7] 39.4(160/406) [53.1]
EEREE 20.0(4/20) [26.7] 42.9(9/21) [75.4] 51.9(28/54) [81.2]
REA P | 100.0(1/1) [47.8] 75.0(3/4) [57.1] 57.1(4/7) [125.4]
iE 37.7(93/247)[122.6] | 44.5(109/245) [160.3] | 40.4(200/495) [181.2]
44.6(146/327) [215.7] | 50.7(181/357) [248.8] | 44.1(301/682) [175.6]
A it g 59.6(136/228) [270.2] | 51.0(98/192)[239.2] | 50.2(204/406) [228.6]
(
(
(
(
(
(

70.0(14/20) [183.4]

47.6(10/21) [107.3]

40.7(22/54) [57.9]

E R SR FEEEEEES

| B &R
S| O | | o

HEE| R

g

100.0(1/1) [47.8]

50.0(2/4) [57.1]

42.9(3/7)[23.5]

FEBLEI A% G BUBIEL/ f T et 52 5185%) DEATINE R & 720 DR B S (G BAEEL/100 A -4F) ]
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HE OB S 24 T oAAIREOPIRE IR, BERLAERR, HGPILICESTEAEFRL OB GREEO
AEREZOFMEZLL T IR T D,

EIEAA FEEGUL, AFN0.5mghEaBISH: (A4 1B MBI, B MOR 2/ @i LR eE, R bE
HAIL, 2R OR 4, A NEE 8 PE R ) « ARAIL.OmgElC9fI26{4 (R e za | Bt s & —F 54k
SR Wide . MEERIER MiiER . BUGE A 7= s it DA A (1) AR A4 KRENR
B RETERME,/DEME) 20F) /ZEMT ay s /W R KEWRF A4S /T B IR BhIRAELIE, & i
JE /W AR 4 KRR, D S A B, DA AE , B, 1B PR ) S S, EEAAEESOL . FIEM
ELTHAESNTZL DT, AFH0.5mghED 1124 U8 OAR 4 OV £ B AUE (BriF W3 b 1) 1, AHA
1.0mgRED 2451 24k [ i M b 2R i (207 < 3 15) R OVBME (B0« [H148) ] Tdho 7,

PG HRIRICE ST FEREGIE, ARA0.5mgBEC6BI81E (LB g, oL 7 F=0 8N, R, BTl
LA L, R PEB NS ME D VAR B) - AR L.OmgBEIC 361344 (Mg, 80 B OMEME B i) 5 &
Nz, BEHILICEST-HEREROYL, BIEAEL THRESNIZLOIL, AFI0.5mghtd 34154 (7L 7T
S BTN (BRI - 48R | IR EEIR e QNEM:, B YEAE AR B (BRJ5 Wb ER) )| ARFIL.0mgRED 241244
(M K OV (Bt W3 b [EIE) ) Th-o T2,

BIGREEOR EHQIL, AHN0.5mghEIZ 14615514, ARFI1.0mgBEIZ 10BI3 T A ST, BIBREDH EHL
DL, BEREEESLLLTHRESNS DL, AK0.5maBE L 144, AH11.0mehE1 Gl 1 Ch -7, BB E
DEERAEFZICBWC, BIERAEL TIESNIZbOIER0 - T,

BIBEEDOHHFERFROIL, ZHOP ILICE ST HFFGRIL, AK0.5mehE2f4M4: . ARKI1.OmghE2f120F TH
ol BHEDOHILICEST-BBHEOHEEFLOIL, RIERLL THlESNIcb O, AHI0.5mgh 11314 (I
L THEAR R | ARSI OmgBE2 124 (a2 OVELD) THY, W b iziFix[BIHE | ThoT,

KRB ORBBFEOWRE ICBITD, EERAEFR, 5T ILICETAEFRLOEHEEOFESF
GOFEELLTICERN T2,

A EFRIT, AFN0.5mghEIZ LFI L (Y7 ARH L) . AR 0mgfEIZ 3B (MRERZS | 2 PER DR . S
IO il IR RS-, BEERAEFEGROIGEWEREL TRESNIZDOIE, AFI1.0mghEo & i (45
1% [\l18) DI ThoT-,

B IEICEST-HERFRIIRESIN -T2

BIBEE DA ERESIT, AFN0.5mehHIZ I L1E, AHIL.0meR Iz 2Fl4E R ST, WTFRBLIEEETHY, ¥
SR E o727,

Fo BHREN ORILBE DB DUILL T D LI Th o7z, B EBHERERE K R H B R B OHERE Tt

HRZRMPEIFRD SN2 o7z, EHIZTNLDBH TN T, AFFEOR M O FEHE S K O HALRFH &
T OREBEUT, 7T EARREL L TREERDOMEMITRO SN2 T,
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EHERER DR MLBE D FE BRI

1043 [

AFN0.5mehf

AFN1.0mghE

AT AN

i

37.7(93/247) [122.6]

44.5(109/245) [160.3]

40.4(200/495) [181.2]

"
P —— 9 i i 44.6(146/327) [215.7] 50.7(181/357) [248.8] | 44.1(301/682)[175.6]
Rk i 59.6(136,/228) [270.2] 51.0(98/192) [239.2] | 50.2(204/406) [228.6]
R 50.0(10/20) [346.8] 57.1(12/21)[153.7] 61.1(33/54) [393.8]
RIE R 100(1/1) [143.4] 75.0(3/4) [214.2] 85.7(6/7) [227.3]
T 1.2(3/247) [0.7] 1.2(3/245) [0.7] 0.2(1/495) [0.1]
10 B 0.6(2/327) [0.3] 0.6(2/357) [0.3] 1.5(10/682) [1.6]
EiwNAS ik - Rk i 3.9(9/228) [2.4] 2.1(4/192) [2.4] 3.7(15/406) [2.6]
R 0(0/20) [0] 0(0/21) 0] 0(0/54) [0]
RIER 0(0/1)[0] 0(0/4)[0] 0(0/7) [0]
T 23.1(57/247) [60.4] 31.4(77/245) [86.2] 30.7(152/495) [102.1]
e e | LR 33.0(108/327) [132.2] | 35.0(125/357) [138.9] | 30.2(206/682) [92.0]
R AE AL LB Rk i s 43.9(100/228) [159.1] 35.4(68/192) [147.8] | 34.2(139/406) [129.1]
R 30.0(6/20) [183.4] 33.3(7/21) [78.3] 48.1(26/54) [206.9]
RIE R 100(1/1) [143.4] 75.0(3/4) [171.3] 57.1(4/7)[172.4]
T 19.4(48/247) [49.7] 24.1(59/245) [54.6] 20.0(99/495) [64.2]
e R SR P 27.5(90/327) [72.8] 33.6(120/357) [90.5] | 26.8(183/682) [72.4]
Hh A 34.2(78/228) [94.2] 32.8(63/192) [68.2] 30.3(123/406) [76.8]
R 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]
ER 6.1(15/247) [7.8] 4.9(12/245) [6.0] 4.8(24/495) [7.0]
R PR 3.7(12/327)[3.9] 4.2(15/357) [7.7] 4.3(29/682) [3.3]
AR GRIERLBE W R 5.3(12/228)[6.0] 6.8(13/192) [6.4] 5.7(23/406) [11.7]
O 5.0(1/20) [3.3] 9.5(2/21) [5.8] 5.6(3/54) [4.5]
R B 0(0/1) [0] 0(0/4) [0] 14.3(1/7)[7.8]
ER 2.0(5/247) [1.6] 4.9(12/245) [8.5] 5.3(26/495) [7.6]
B 4.9(16/327) [5.4] 7.0(25/357) [10.2] 5.1(35/682) [5.8]
& (U i HREIEE 5.7(13/228)[7.5] 5.7(11/192) [4.3] 6.4(26/406) [6.6]

10.0(2/20) [6.7]

9.5(2/21) [5.8]

13.0(7/54) [32.3]

2B B

| &

pucl e g

S| | | O

oh

0(0/1)[0]

0(0/4) [0]

0(0/7) [0]
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R A RE 1 D AR LA oD S8 BRI

10438 R
AFH10.5mghE AFI1.0mghE A Y
E 1.2(3/247) [2.5] 1.2(3/245) [4.5] 0.4(2/495) [0.2]
B i 0.9(3/327) [1.0] 0.8(3/357) [1.1] 0.7(5/682) [0.4]
FEAREED
(g R 1.3(3/228) [1.0] 3.1(6/192)[10.1] 2.7(11/406) [1.9]
o HTREE 5.0(1/20) [6.7] 9.5(2/21) [11.6] 3.7(2/54) [3.3]
IR R 0(0/1) [0] 0(0/4) [0] 0(0/7)[0]
E 17.0(42/247) [27.2] 20.0(49/245) [26.1] 16.4(81/495) [35.6]
AT R [ 21.7(71/327) [45.6] 21.3(76/357) [45.1] 17.7(121/682) [34.9]
A fE e E F A e 28.9(66,/228) [51.0] 21.9(42/192) [51.5] 26.8(109/406) [52.3]
SEGERIEEY | s 15.0(3/20) [26.7] 23.8(5/21) [46.4] 35.2(19/54) [76.8]
AR 2B 100(1/1) [47.8] 50.0(2/4) [28.6] 42.9(3/7)[70.5]

FEEREN A% (& FRPI Sk / AT 6 201580 [ AL 3720 D 36 B4 (& B % /100 A - 4F) ]
& ST COMRIUEE (BRI, e P e MR, e (e ARG B | T E et
7E BDURIIEE , /B AR BED IR IAEZ 5 1)
b B EFHOEE VLT DK
o RMHFEIRDSZRD SV, D> D MBHEAT0me/dLLLF O
A ARIBHERIZERD SRS, MK AN T0me/ dLLL T AR ILEE
o ARIMBEERDSZRO AN, MBI E AL TOZRVMEILEE (7272, fBHEAN70me/dLLL FEHEESNDHE)
D BEEBRE IR ME OERANHRE S, ARMAEE TR SN LRIR T 53, MBHEIZ70me/dLBOK S
9 L b~ATERM LRV MEMEE
b ERARIEE SR MEER 2SR AL, ML EAN56me/ dLAE O ALk

(58 % - EBIBER
L ERRL

(6);aRREE A
DA A A (— e R AL | 85 7 o A A A A BT P P Pl ) | BOEIRTEIR 7 — 2~ — AL, i
HRTE 1 R R BR D N
R i FH Rl R A (R T)
RUBERIN B E RS EL, ARSI PSRBT AR RGO L e K OH 2R 2,

KRS U TEM T EDHNAE XL FHE L 7= R BR O3
LN

NZOH
AL
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VI. EZh3EE(CR§I HIEHE
1. FEZMICEEH D LEMXILL&ME
GLP- 152 (KB
—We4 VFT VTR, =X FFR VX FFR, TaTT TR
DPP-4 (dipeptidyl peptidase—4) PHZE#l
— A B TNTF VK ENVE TV TF L Tl VT BEME VT VT T TRV T T B
IKBERIEK TN, 77 VT T X TVT T KT, ST T VT T angigpt A~V sV T T
HE  BEHOH DL EWORNRE N FE L, B ORMN LE/ BT IR CESRT AL,

2. FEEER
(MYERBRHL2
=7 VFRIE, B M _EDOCLP-152 BKITHE A L. ATP)SCAMPO EEAZARESE A LITEY ., Vo — AR {K T
HNCA L R B WS H D, I, MUFHEDS B O B IRV 2 2 53 Wil 5,

Ina—z

BB ca

. AR5 O g

w2 ILFF
ATP: 7T )3 =00k, ADP: 75 /3w U, GLUT2: 287 Lo — 2k . cAMP: BBk 75 /o o —V o g
[#]

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

¥ OM o
T~ AT R (L4 A Y ) IFERGLP-1894%D 7 2 BEEL A O RIVEEH 9 A GLP-17 e/ 8K Th5, &
~INVF R, VIT VTR (AR TORTES B M R FiE18mg) ERIBEICT VM EEFIZ SN R, EBIZED
(LR BB MBI ZITOZ LIS I R A R S, 1A GISE L2 DL TWD, B~/ L F RO
LT VT I DR IAEERE G L R B AIZ @ WBAIE AR 3528 L UDPP-4Z LA D D OREIZLALOTHY | LL
T ORRAAEM IS TS,

@ DPPAICKHTHLEMNEN ESHDHI0, XTFREENSNLOT I REEH (7T =0 %2-T AV EIE T #2)
@ 260 UIATES T BRI =Ly TNEIVEREN L CHNVRX VIV RIRE R 54025 1 " EES
@ TTFREENOIDUEIDIZRET DD, MUV E2T N = T

U1 — LRI T b T L7 UGS BAMEOBERICE 5L, MEH ot~ VTR e B St f5RANCE
IVT T AR TS D, ZNHDZEIZIN B L FROLEHIII AM E TIERINS,
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(QENEENT T EHERRIE
1) GLP-1Z BRI BDIER E T VT ARG BFWE (n vitro)'?
ERGLP-152 5% 8 FE 2R E NN R BS 72 BHKA a2 W T, B~/ L FROGLP- 1% F G2 GLP-1 (7-37) OH
KOVZTNFREER LTz, GLP-15 BATEE X AMPHL Y S FRIZEL U, &2, BMILIET /L7 IL (HSA, 0.005%F721%
2%) ZRINL 72 & DGLP- 155 A D50%BLE IR (1IC5) ZH H LT,

GLP-15Z &Rk 2%0 GLP-15 F A5G hE
ECs (nmol/L, E¥)£SD) [Cs (nmol/L, YE#)+SD)
HSA 72L 0.005%HSA 2%HSA
VTR 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 NVFR 0.15 = 0.064 (n=3) 0.25 £ 0.058 (n=4) 7.1 £ 3.5 (n=4)

2)MAERE TAEA (BEIRIFET L~ X)) 14

BEPRIFEET /Ldb/db~T AT B~ L FRE20 BRI | 1.2, 4.1, 8.2, 20.6, 61.7 u g/kg® A& T1H 1, 26~28H M &Z T
5 Uz, ZORER, B~/ VT REGFECIRMSEF A RV R E O IME M 358D HaL, £5-% 2k K O 2k 1
ICBWTILRFEAME LU, IR SR LI L T, N—AT A IEL7ZHbALeME F L7z, F72, B~/ A FREERET
L IR SR LI L B HITARERE DO UED RO AL, BLBE v R E BT, W 5 REL I L T~/ VT R 53
THEICEL (p€0.01) , ZVa—ATHRE LA AV 3~ 7 VT R G EICENL,

3) I N a— A MEA L RV 43U (T b S=T ) 1516

— iR OREMEIE R T > N (n=2) 2 DAl LRS- A ¢ 2 ba— 27 1E F T~ LF R (0.1, 0.5, 2.0,
10, 50 J%TR200 nmol/L) ZAKFH S HMHEANTIRINL . A2 AV SWMEREMET LT, Fio, =7 Zic=aF o7
F (67mg/kg) EEIFHARPI 5% 15501 A 7R v (125mg/ke) ZHEIFARA R G L, B MIAARI 4D ST, 2~4
BRI#%IC e~ NV FREZ2HICIEE R FHREL(1H B :2.1 ug/ke. 3H B :4.1 pg/kg. 5H B, 7H B :8.2 ng/kg) . &5
BRAART, Fef&B 541, 3RO H BiCEIngEs 7 7 & £z,

ZORER, TN T, IREARTENNCA L AV A RIS 4Ty MCBIFDECEIZZ 213 & '14.5 nmol/LTH
ST, =T XTI, VIV a—AEHGEE RN AR GBI A5 120 T D 7 Vv a— 2B AR, B2 FRGAE~ 7V F RO
5% 1% OB H HICBWCTESBMATE L L CHBEICHEMUZ2, BB 5% 7H H XA B2 i@ bien
STz, T — 2B IR 5B 0G4 15045 B D i 3 th £ 2 2D U PR FE (AUC -1 50min) 1 B HEBE G147 H B £ CHE-BRG
A& LB LT IS,

DZERGIRE R OB % O IMAET Va3 — AR

SR E A 2RIBE R R R R, B~ LT RL.0meZ i 1E], 1200 (R BN A2ETe) K TR 5L, EFIRETD
PR E LT, ZORER, R I12BOZERFMIE T 7 N a3 — R ER T TR LU T~V FRT
2% F LTz, 2, SEOIEHER (F&, BER S B (EXRIE)VEAW-EFR R TIE, 778 Rkl T~/
IVFRT, 27 ) a— AR EE (AUC oa) 23229 F L, 3BT XTIV TR SIS ORfHE (B DAUC, 5,) 7320
~29ME F LTz, 7T RARELEL T~/ VTR T, 3BT RTUTBN T N a—ADEE A% BN (B DIAUC -5
/5h) 7811 ~20me/dLA% F U=, £7-. SE R D2/ L a— 2B R I3 7 SR E L T~ A FRTITE F L= (2
I NF RO R —RTA OO T &1L 74mg/dL ThH-72)
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AR—RS4 BERTH HAfTFE

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

2RIBERIFBE BT D, BNV TFREOT T RAROEEFMGHT (X —RAT A2 ) O 514 12108 0O 24 R[] S22 i g v o7
Na—RRETRT AL EER (FIRE. BELXOYE [FE /3 78])])

B)A L A UD T o — AR LTS

ShE N 2BUHE RIS BB A G e L=, IR ML B MBS £ 0/ L o — A8 & BERE RIS B NS B2 BE PSR 7 L — A7
AR T, AL AV WD T N a— MBI KT D8~ 7 VT RO BT,

IV a— AP EE A 90mg/dLA>5216mg/dLIC FIF =L & DA AP EE e O o A A WA EE (ISR) 1, 7T R E L
TEVINFRTIRKT2HEMUT, B~ VT ROB G552 1) 72280 JRIF B 31T DA AU R E K OMSRI,
YT NTF RO G5 QR MR ERE L RIFLE CThoTz,

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

2PNE PRI A Py OMEFRBR A 12 B D45 512 1 20 D Be PR 7 L=t — ZLEAGREBR COA L AU 43 Uik BE
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6)7\‘/1/7‘7:{:/67\%%17,19,20

SME BRI B E X R EL T, SEXFRT N a— AR E L, B~ VT ROZ VI 3N OV
TR 7=, 3635585k K N36843 A Tl TR &L T~/ /L TFRT, Z2JHH 7 L T 38 ~21%L F L., 36853
B CITT T BREHE L T~/ VTFR T, BB AT IS4~ 15K R U, F72 24015 27 L Iy =0 4 BE A3 1 2%
TUlz, Fe, ZNVa—RRERGFANZT VAT ARENMET L, IV AT AREIT T T eR iR L T~/ L FRTLY
KL=,

S E 2B RS R E IRV T L AR IMEE B IR O FEH AR LB THDI N BT W HONW T AR T TR 5
HTEWNIR, C-XTFROBNZKRT 2 ELZED N h T,

DHENAEYEH

SE IR E IRV T, ST REE—L (TR 7 20) DML E 707 7 A AT H 5L Cra & AUC, & HE
ELTREILICRE R, B~ L F R RGICIVER EHOBNEIEHANEIELTZ, —77, AUCell oW T~ L F R
G4 T TR EHORIGEWNIA LN T, TTEREE#/R LR T~/ VT R 5% TREVIHICE NE
HEHDSEIEL 7273, R A48 L T H WA OB IE TR -7,

(3)F FASE TR B ] - i e
BB
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VI RMBEICET SHIEE
1. M REDHER
(s L ARG MR E
%A BRIl

QSRR TRESN M FEE
1) BB PER R (T B A A i T 5% 3Ry ge®
H A A {5 MR 2 56 821 ASA110.5me (8451)) K UNL.0mg (8451) D 133 ] [ 18 f2 T 5% D SRMBIBE T 7 7 A V%
WL T2, AFNE, #1[8]0.25mg TR G-ZBARAL | 4B R 5 L7214 (23 118]10.5mg~HE £ L4 R B 5% . 5120.5mgD
B &5 kT 20, HLLITL.0mglTHE &L Tl % 5 L=, R W T2 2MEIcMBE S50 R/ AR
ML R THAIEN RSN,
TEHIRRE T MAE PR E— IR RHERS ) OSSR BN RE T A— 2 & LI T IR T,

70+ welle= E| 1.0mg (N=8)
=4=— % 0.5mg (N=8)
— B0
|
S,
g
301 . wedlle.
£ '.-..*. ..'.'l' = "‘.r-....___._.
8o a T ...
g T 'I ‘—l‘ hhhhh
i 1 "=
H_Q [ |
= 30
Ny
[¥
B ZD'M
&
g o
D T T T T T T T T T T T T
0O 12 24 36 48 60 72 84 95 170 144 168

i 5&EaRE (h)
H A NG 3B M B |2 301 DA D RE IR B T D1 i 3 vh i B DHERS

& N AUCq-168hr Chrax toax ti/e CL/F Vz/F
- (hmol-h/L) (nmol/L) (h) (h) (L/h) (L)
0.5 mg g 3583 25.1 30 145 0.034 7.1
(17.8) (17.8) (12-72) (8.0) (17.8) (12.8)
1.0 mg g 7449 51.6 36 163 0.033 7.7
(12.2) (11.1) (18-96) (10.9) (12.2) (14.0)

CL/F: RNTFD#IVT T A Vz/Fr BNT O A E
B3 (R EWERER)
1) PR (e )M ~ B K fiE)

(3)HhELE

AR

WEE-FREOZE
MVIL 22 2P (BEF o) ICBI42H A TAHAE/EH | 0HES IR

2. EMERER/NTA—H
(R A&
H A N BERR (2 381 B AR ¥ 5-4% D 3 BN e/ <5 A—Z 12O, A 0.5mg (8 1) 2 U8 1.0mg (8 1) & 13 ¥ [H
KR FHE4OM P EERNES —2&2INEL ., Jrar S—R AV MNER TR L7, FHE S EhEefrtr iz o
Tl 13, FHER (R ol —a0) figh | DS,
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(AR
AL
QMRS
S R T I L)/ T I A L RIS LB, B BRI 1 B R -0 0408

BTV BN REICEE 42 A 1. M REOHER (QRRRER TSIz P DIERED MERERE I BB
TE R TG4 DFEMEHE | IO LM ENRE T A— 2B RDOZL,

DDITIVR
H A AR R BRE |2 BT D R &R 5 OB IE T A— 21X TVIL. 3R ERe IR 21HE 1. M EEOHE Q)
RARBR CHERS =M IR DRERE BEYSRE 2B T D KIE 2 TR 5% OB RE | |ICFEIR O KW EN E T A— X %
ZWDOZL,

(5)%\*ﬁ§*§9,21,22,23,24
S E BB PRI BB E R D IE e F B O~ VTR AR (V2/F) 135912.5L CE¥J%EFH : 11.2~13.9L)
Tholz, — . BARNMEFEHERE CITELIV2/FAMI7.4L (0.5mg T7.1L, 0.1mgT7.7L) LR/ NS Do T2 A3, $% 5- ]
(BRI EF-IIRERE) 225 N BB TR RTLE Tho7T-, SE AEEGERE 2B T 58Ik 5% 0t~ 7 LT
R4 RFEIE6.2L CThH o7, ZAUT B~ NV FRBMBEFIZFITOAML TNDIEERIBL TV,

©)Z DAt
AR

3. BEHE(REaL—ay) i
(DRI A&
R ORI I FE D -2 S —hAVNE T L TIR LT,

(QTA—FEEHER
BT NF RO RS NIRIEEER (MR, Flh, AR, BRI K OVBHERE) | 255 ORI ALIC Lo CE OFLE
WL Z T DDEND IOV, 5ODRERM TN B0 T — I -SE | 2RI R B 161241 (B A A55561% & Tr) %t
G LU= RHE SR B REARAT ™ CRFT L=,
THEMEDENREMAT O R, B RABERE BT IEFRETOE~I VT RO FL) R E OHEEMIL0.5mgiE T
17.5nmol/L, 1.0mgh£ T35.3nmol/LC&HY | ARAI DR f i3 H & LI,
REES . KRS O EBEE~D 2 N & 512 OMER EIXRIE Tho7z,
65 7% ATl D P B F KT DR R B (A 1 0 e K TR90%CT) 13, 65~ T4 5% C1.01[0.99;1.037, 755 LA 1 T1.04
[1.00;1.09] Tiro7=,
R IR T 2 a3 DR i (AT 5] D b J TRO0%CI) 1k, 88 B R A R e T R 2 C 1,05 [1.04;1.07] | HR4 B B gk
EYBRECL1.04[1.00;1.09], FHEE B HRERE FHBRE CT1.08[1.02;1.14] TH o7z,

1) 2THE RIS B (1612401, 55 H AR N555H1)) AR L LI=5> D ENUHERIR KR O T — 2 D& FRiCHE L3
28 (PRI, AFim, ATE, B, (RHE, BERRRE, 5B X OESTERAL) OURER B 2 B a a7,

4. IR
2R PR P R 161241 (55 B AN B5541) -k G2 & U7 BEE [ SR B BEMEAT >4 V125D it IR | ARHKI% B7p B8 5350 (REHEE.
TGRS Ko O i) 1% G- Uiz & | IEEE A~ DI G2k 42 KRBRES K OV LIl ~ D% 5-TO E IR O AANRZE E OO
HETE A K T90%(E 18 X 1%, 0.96 [0.93; 1.00] K% 1r0.92 [0.89; 0.96] T -7~

INAFT SATEYT 4
A E AR 10151 AF0.5meZe BE Al 2 T G- L= & DRt S A4 T _ATE VT 11%, 89% Tdr-7-24,
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5. 5%
(1)1 7 — R BE P @ i

YRRl
<BE>
T~ VT RO, S HTT AL LTAZ# e~ 7 NV F R ORI 5527727 M A CGREREN TV 5, Ty e
WZERMNET A — VA7 57 0— (QWBA) RER TlL, B~ L FRIZEERBIORGE L L (SR ORLERIZ /AR L, 1L
WA ONTHT, B gk, it OV -5 D XS 71E O 2\ Rk @ L~V O B RERS R BTz, iR & LT, ik
OF TR~V O S REL2MFIER T, R E& K — MBIfI 2@ U~ NV F RO RREN THHZ
EWTRENT =, BT RE— T, TV T I D88 — o b— BT DD ThHh D,

(21 % — R A& B P9 @@ 4
%Y E Rl
<BE>
TEIRZ Y MZBW T, P HTT LU e~ 7V F RO A3, JEIREIIC I D50 M LRRR Ch o Tz, =27 VT
RONG R~ 01T, TG L 72 2R R TREMW O MBIV HIRL L (4%A500) THHI LD RSN, ZOZLnb, ik
A BT MITRER THLZLAVRIESND,

@R+ ~DBITHE
YR L
<HE>
SHTT UL LTAAE R B~ VT RE R SN2 TV Clid, Y EDOE~ I VTR E O~ LT RESEYE O HEHE A
S HICRO S (B M L e L C1/3~1/121%) 2, FES 31Tt~/ VFRREKTH T,

DEER~DBITHE
M EERL

(52 DIOEBADBITHE
AL

(B)MIFEAIESE
Y ERRL
<HE>
AFNDMIEF DT VT Ik B in vitrofl B SRIZIMNEE Th 722728,

6. {3
(DA SR AL B UM SR R
SHTT AL LT AHN0.5mgZ S E N fERE B BRE TR H R TR 5Lz fE 5, AFNIA AT FRBHOZ L TG 5y
7 K OGRS D B B b L0t E N A L HEE S22,

QORB-EBETIER(CYPE)DHFE. S5
AFNL. CYPH FFEICSKIL CHa IR RSB L 72 5558 (CYPLA2, CYP2B6 ) TXCYP3A4/5) 3D\ ML PLEEH (CYPLA2,
CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6 &% UXCYP3A4/5) Z_&7p2h o7z (in vitroikR) 01

QUEEBENRDERRVEZDEE
DA Rwa

OREMOFEOERR UL, FELE
AL

7. et
(D BR L R VR R
T VT REEYE O EEHRIR I IR K O Th T,
<BE>
SHTT UL AR A ZZ NN Ty N O 1120.3 mg/kg e 1N0.03 mg/kg F B CHAEIRE T 5 L7 T, IR K OV
PHRERITZENENT Y FTIT.3% R UB4.5% (54T H) | F/1T30.3% K% U20.7% (5414 H) Th-o72°>%,

(28t

SHTT AL LTZAHAI0.5 mgz ot [ e 5 Ml BRE THIC BRI B2 T G- L7t R, oR66 B £ T 5 Re izt
T DR K OFEH O i REHEIE R 1353.0% 1 TN 8.6% Thr o7, # i G- MU REDD & | ARFIRZAVIAD IR i i se bt
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113.12% T 7227,

(3t
BB RL

8. FSVRR—E—IZRET B1EHR

AHFNE, ERhT o AR —%— (P-gp, BCRP, OATP1B1, OATP1B3. OAT1, OAT3 & TYOCT2) (2% L TR L RAFEE 22 DB
VER &S 7eh o7 (in vitroskBi) 34,

9. B ZIZLBRER
A E Rl

10. BREDERERTHEE
(EHEREEHRRE ST ENBE G EATORE) Y
EHREREE O E D RARDIME NGRS (VLT F =2 7Y7 T2 A (Cer) IZE 2558 (2B 2A710.5mg BRI T 4% 5%
DIMENIEZ | BRAED IEH 2R (V17 F =220 7 F2 2 :80mL/minil) & LB Lol R LU FITRd,

e AUCq int Conax
HeHE B [95%(3 X [H] LeooHEEAE [90%(E E X )
ﬁiézﬂzcioﬁwom/mm) 0.99 [0.85 ; 1.16] 0.90 [0.73; 1.11]
;Sjii/zr(’éﬁSOﬁNBOmL/min) 1.07 [0.91; 1.27] 0.79 [0.64 ; 0.99]
Eﬁggé:ﬂzcimmummur) 1.13 [0.97 ; 1.32] 0.86 [0.70 ; 1.06]
éﬂ;ﬁmﬁ;ﬁ@*ﬁ&%%&#é%&%ﬁﬁ) 1.10 [0.94 ; 1.28] 0.82 [0.66 ; 1.01]

R IEF 1A R EE 10, W 11, EEE 1061, R 9
T FEOHE REAE K ON5%E X 8] S 90% 5 M X T, 4R, MERI K OMA B T L= g iR Ic i o<,

IRE PR IP R A it G L LT R SR B BEMRAT ™ T F IR BB IS B I AR S B AT U 72 i B B L IR T3 R (R
ol —3ia) ) fB@ifT ) OTES R,

1) 2B PRI R (1612451, 55 H A N5554) &5t G & L5 > D NHHER R RBR D F —Z 2 HoS% | HafcilEL -3t
2R (PRI, e, AFE, B, IRE, BHERE, & 55 K OVESHBAL) OugiE B+ 2 8% 31 L 7=,

L DR RERE K OAI B R R OB (261 28 IME R OV B PEIC DWW T, TH R AR (DMGERTRER 2) %
R DIES M

(QOFF B EEIESHERE ISR ITHEYHE (S E A TOREE) 28
HTHE RE RS 2 DO FLFE D B 72 B 44 [E AHEERFE (Child-Pugh scorestZF-3<4348) (2381 AAH0.5mg B[R] 2 T % 5-1% D3y
BRE% | FRSREDS IE 7o g 3 L e L7 s A LA R IR 9,

JITHRE AUCq in Conax

P OHEEAE [90% (5 HE X ] PEOHETE B [90%(7 8 X ]
%@%;Ecﬁld—mghﬁiﬁm 0.95 [0.77 ; 1.16] 0.99 [0.80 ; 1.23]
Tf%&féiﬁldfmgh%iﬁm 1.02 [0.93; 1.12] 1.02 [0.88; 1.18]
Eiggé?tcﬁld—mghﬁiﬁc) 0.97 [0.84; 1.12] 1.15 [0.89 ; 1.48]

PR B IR 181, BERESM, AL 1061, HLEE 7451
T FEOOHETE B M DR90MEHEAK I, £Filis . PRI B OV B CTREE L 72,

QEEHEICHTHEMEIE
2RI B 161261 (95 A A AB55(1) &5t G & U7 RESE SR M B REARATT Dt e, 65 AN (%3~ D65m% LA L ~T57%

Rt B ONT53% DA b 0D 78 & IR HE 0D M2 24 1fiy $5E Hh J JEE 0D EE 2 90% (5 #E X F811:1.01 [0.99,1.03] & T81.04[1.00,1.09] L HE B & 7=
(13. FHER (Kol —ra) fiffr |0 S ),
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11. Z0fth
YRR L
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VJII féﬁ (ERALOZEES)ICETSHEE
BETOE

axélﬂfﬁl/‘

2. ZERANBLTDER

2. B2 (RO BFIITHELINZL)
2.1 AN O ER SR IR BOE OBE B D& 25 B
()
AREND RS HRT UARBUE OBEERE OB 5 BE (CAFIZ 45 L2546 . EEREER S EE T8N E 2 bnb7
b B EERET DLENDD,
7B ARNOMSE, NIV, BANCET2HE 2. BAIOMER (DA (EHERD) & & &K OVRINE OES R,

2.2 BERIMET T R = A HEPRIVE RS IS ATE I, 1 ROBE R O B [ AU AN D30 7R 16D
WIALTRBD T, AR G4 ~E TR, |

(fiFt)

ZOIHRRIEDBEITH LTI, A RV B LD DRI AL 2 DT80 | AR DOE G 2T 5L,

2.3 BIERYWE . FREOBRADEE A AV AN LA MBS BN EENLD T, AFIOEEITEES/20, ]

(fiFL)
DI RGEIFIARAITII L A AV RF AT 528,

3. MRERITHRICEET HEE LT DEMR
V. IR 2 E 2. 80RE IR RICBET 2R | OHS R

4. AERUVAZICEET SEELEFTNDER
V. {6 ICBI42THE 4. HEROHEICEETAEE DHES R

5 EELEAMFELZOEH

8. BB LHANEE

8.1 AANIA L AV DIEEIETILZR, AFN DO 5ACFEL TL, BE DA AVNARTPIRIEZfEGR L, 50 w554
Wrd 2528, A2 AVARIERIED BE T, A2 AV 10 GLP-1 ZEEVEBISRICEI0EEZ | A7 IUBE K O R M
TRT VR = AR B UTIERI DA SN TV,

(fifE)

AHIOFIIZIBNT, A ANARTPIREED BE (1 BIPEIRIFBE | A AV ARERN AR A K72 2 BUPERIFBE %) T, A
VBRI NS GLP-1 52 2 VEEISIC B0 EE 2, A7 5 M K OE R PE T 7V R — 3 AN LT E S I Sh
TD, AFNTA L AV ORFEIR TN | RFIOF GAZBRL Tk, BEOA L AVARTRIRIER FER L, 50 R 4F
W52,

8.2 WHTDLGAITI, I, JRIEA EHIRNTIRA L, AN ONFEEMED D, 3~4 » A MR 5L TIRPT 5708
AT, WD DOIEEE A~V X 21792 L,

(fiF#5)

o> GLP-1 Z RABFESELLBOFE T TH D, K, JRIFZEMANIRAEL ., 3~4 » H 5L TR +54572
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IS BN ENLFE AR AR TR
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5
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72

KRBT, ARCIZEITS
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Z(FEhnal— (R R BEIEDL, R TR
BHGER) HIEES T~ 27 L FR0.97nmol/kg
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- GH) | [EARWRE fk]
0 WIMERZ N U7 B R T | iR A b 37
0.03 A—=2 DA, IFFEEOHRHD
KT 0.09 2 <0.03
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0.36 [3.6]
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Sl e B U 5 R 0.01 e - A2 H0 AT P T~ BHHBE N O 32 MR REIT k9~ 2 g &
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FEELTRI0.0365) o
_ e X 7B IR D F A 7230.075me/ke (3
i;%) EFD N 00'01755 KERF20~50H HIZ1E) L EORECTRO LN,
3 El i1 e MEE130.015me/kg (3 H 12 1[E]) (E
) PRBEEE B &L THI0.86%)
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Y ERL
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St Novo Nordisk Inc FEFeAE 20184
W74 OZEMPIC® A | 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.
ZheE 1 INDICATIONS AND USAGE
SRS 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.
- to reduce the risk of sustained eGFR decline, end—stage kidney disease, and cardiovascular death in
adults with type 2 diabetes mellitus and chronic kidney disease.
A& 2 DOSAGE AND ADMINISTRATION
O'H&E | 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.

‘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).

‘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.

2.2 Recommended Dosage

Recommended Initiation Dosage

Initiate OZEMPIC with a dosage of 0.25 mg injected subcutaneously once weekly for 4 weeks. Follow the
dosage escalation below to reduce the risk of gastrointestinal adverse reactions [see Warnings and
Precautions (5.7), Adverse Reactions (6.1)].

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

Recommended Maintenance and Maximum Dosages for Glycemic Control

The recommended maintenance dosage is 0.5 mg, 1 mg, or 2 mg, injected subcutaneously once weekly, based

on glycemic control.
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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.
-1 mg dosage, the dosage may be increased to 2 mg once weekly.
The maximum recommended dosage is 2 mg once weekly.
Recommended Maintenance Dosage in Patients with Type 2 Diabetes Mellitus and Chronic Kidney Disease
Increase the dosage to the maintenance dosage, 1 mg once weekly, after at least 4 weeks on the 0.5 mg
dosage.
(BRI E S D iR T X E(SPC)(2026 5 4 A)
24 Novo Nordisk A/S I& Fo AR 20184F
W74 Ozempic 0.25 mg solution for injection | AT | Ozempic 0.25 mg solution for injection
in pre—filled pen One ml of solution contains 1.34 mg of semaglutide.
Ozempic 0.5 mg solution for injection One pre—filled pen contains 2 mg semaglutide in 1.5
in pre—filled pen ml solution. Each dose contains 0.25 mg of
Ozempic 1 mg solution for injection in semaglutide in 0.19 ml solution.
pre—filled pen Ozempic 0.5 mg solution for injection
Ozempic 2 mg solution for injection in 1.5 mL: One ml of solution contains 1.34 mg of
pre—filled pen semaglutide. One pre—filled pen contains 2 mg
semaglutide in 1.5 ml solution. Each dose contains
0.5 mg of semaglutide in 0.37 ml solution.
3 mL: One ml of solution contains 0.68 mg of
semaglutide. One pre—filled pen contains 2 mg
semaglutide in 3 mL solution. Each dose contains 0.5
mg of semaglutide in 0.74 mL solution.
3 ml: One ml of solution contains 1.34 mg of
semaglutide. One pre—filled pen contains 4 mg
semaglutide in 3 ml solution. Each dose contains 0.5
mg of semaglutide in 0.37 ml solution.
Ozempic 1 mg solution for injection
One ml of solution contains 1.34 mg of semaglutide.
One pre—filled pen contains 4 mg semaglutide in 3 ml
solution. Each dose contains 1 mg of semaglutide in
0.74 ml solution.
One ml of solution contains 2.68 mg of semaglutide.
One pre—filled pen contains 8 mg semaglutide in 3 ml
solution. Each dose contains 1 mg of semaglutide in
0.37 ml solution.
Ozempic 2 mg solution for injection
One ml of solution contains 2.68 mg of semaglutide.
One pre—filled pen contains 8 mg semaglutide in 3 ml
solution. Each dose contains 2 mg of semaglutide in
0.74 ml solution.
ZHHEX | 4.1 Therapeutic indications
[ESTIES 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
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- in addition to other medicinal products for the treatment of diabetes.
For trial results with respect to combinations, effects on glycaemic control, and cardiovascular disease and

kidney events and the populations studied, see sections 4.4, 4.5 and 5.1.

MiEK
O &

4.2 Posology and method of administration

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

No dose adjustment is required based on age.

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 end—stage kidney disease is limited.

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.
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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
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
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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

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 to 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 Specific Populations (8.1)].
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4.6 Fertility, preghancy and lactation

Women of childbearing potential

Women of childbearing potential are recommended to use contraception when treated with

semaglutide.
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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).
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4.6 Fertility, Pregnancy and Lactation

Effects on fertility

The effect of semaglutide on fertility in humans is unknown. Semaglutide did not affect male
fertility in rats at daily SC doses of 828 1 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 (230 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
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 >0.0025mg/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 >0.075mg/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
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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.
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LE(SPC) Special populations

(2026424 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).

5.2 Pharmacokinetic properties
Special population

Paediatric population

Semaglutide has not been studied in paediatric patients.
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