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G EHREL (5618) T2 E N FE MK ER (NN9535-40915KE%) 7

*F 8 RROFERIREE O MR TR T B R L ONEENER L T o e — V3R 437 B AR A 2B R

(& 5 # 975 FRFE 6001 (A0 5mg e 23901, AHI1.0mehf: 241451, JBANOORE 11 BE SR I55 HAE 1 20451),

)

RERFE 0 AHNOBIFE K O QRERIFHE (RVR= T LT A A AV PR ER], o - ra
F—BREH UITF TV REHONT 103 EOPEFRAFRIEICBT O REMKR GROZ MR T
HIWEERET 5, TR, FEE R

b7k o ARFN0.5mg UL AK1.0mg I8 1 [E] AR LD DV IR DO IR EAI (AL R =L oL T Al 35
WAL AV WMEER . o 7 Va2 X —BAERIULTF 7YV RIEEIOWT ) LD GF
) HDVITIB IO 1OHE R K (RTE R & # e D887 | iéiﬁﬂl?ﬂf% BSALTBhHE L%
B HEROHRINED) % 5618 BN 5- Uiz, AFN, W1[E0.25mg T G- 2 BitAL . 48 [H#& 5
L7244 R 1E]0.5mg~H B L 7=, 1.0mgETHY E@“Zpﬁifi Z D% 1[[0.5meZ% 438 (B & 5 L=
(B 1A 1. Omg~HE L=,

* 2o 56 ORI T CREL-AEFLORIMK

FFAME H

* 72 1 HbALcDOR—RTAL b 51456 ETHLE L E

&l w BREOR—ATA P& %6 ETOLE LR

FFAME H

i B R nb %561 F TOHbAlcD 2l B (EHME + HEYE(R 72 GREFIE) ) 1%, AK10.5mehE

T-1.74%0.94(220) (R—RAF A OIFEEIE B HE(R 72 GEFIH0) :8.0420.89(239) ), AFHI1.0mght
T-2.1240.95(204) (R —RFA L DIl :8.14+0.96 (241) ) . B MO FR 0 FE PR IE HEAET-0.69+
1.02(108) [(—RF A DFHE:8.10£0.89 (120) ) Th-o7z,

B R OV RIERNC 31T AHPALcD R — AT AU B 5% 56 £ COLE(L B 54 TR

R,
HbAlc (%) | =254 | EE#HseEECOLE
KF#0.5mg
B L 7.86+0.78(68) -1.77+0.87(64)
A= T H 8.490.92(68) -1.8540.89(64)
BIHIA L R 5 Y iE ) 7.77+0.58(34) -1.48+0.90(31)
a-JNavy —PEH 8.23+1.10(35) -2.13+1.06(32)
F TV A 7.600.62(34) -1.27+0.89(29)
KFA1.0mg
B L 7.94+0.84(68) -1.99+0.83(53)
AJVR= LT LT H 8.2310.96(69) -2.17%0.97(59)
THNRA LAY 3 WM E R 8.49+0.85(36) -2.33%£0.90(33)
o -Z T —PRLEH 7.920.75(34) -2.0420.80(29)
FTVVY L T HHA 8.22+1.34(34) -2.08+1.28(30)

AR = A e 22 CRE (510

NR—=2F AL 5% 568 FTOMREDLE(b & (CEEE £ EEERZE) 1T, AH0.5mgf T-1.4=+
3.50kg (NR—RF AL DEH 71.0kg) (MU 1 —2.2 +3.73kg L R —ZF AL DT 71 .6kg, AL
=AU TR -0.922.75kg X R —RF A > DF)IET70.3kg, BN TLA LAY 2 43 WM R OF
FH:-0.9+3.11kg g N—R2TF AL DYH)1364.9kg, a-FVaLZ —PHERPH -2.0+3.4Tkg Mz
OR—2F A D)L 70.1kg, T 7V VT RIEAIGEH : -0.4 £4.43kg L M —RT A DI T
78.4kg) . AF1.0mght T-2.9+4.49kg (N —RAF AL D15 : T1.7Tkg) (HAEHE:-3.6 =4.00kg e X
~x§4‘/@m@ 372.9kg, ZNAR=ATLTHIGER 3.1 +3.79kg fe —RF AL DFH1167.6kg.

BN A o 2 A WMEER O - 2.1 £4.9Tkg L N — AT AL DIHJIET3.0kg, o —F N & —
PRLEHIGEH 4.2 4.9Tkg K RRX—25 4L DFHT71.8kg, F TV BEEAIGEH 0.9+
5.01kgf N—RT A DIEH1L76.3kg) TH 7=, IBIMORE BRI EIETIL0.3£2.71kg (X—2
FTA L DI 72.2kg) TH-T-,
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BB 5 T CRELE-EEFSIT. AH0.5mghET2064 (86.2%) 909 {4, AHKI1.0mghE T2124
(88.0%) 9541, IBINDHE B FR I3 FERE T8O (71.7%) 2691 s Sz,

RS MU X T S A0S BRI ST MBS (e S (56 mg/ d LA AE A E AR B 1, ASA10.5m gt
TR R= AT LT FIBERL 2830 F7 Vs REHN B LB 1), A1 0mehE o8l
(WP NBANR=ATLT I, BMORE BRI C20020F O TR AL =T L T HIGE
) ST,

2) 2z AR
O MET TN 2588k : 772Nt R H B EGER GHE A ToRGR)

DL AR IFEAEVRZ O 2 BUPE IR B 3297 AT RICIEERE AT ATV ZHEMR T TAH 0.5mg, AH
1.0mg XX 78R (RH] 0.5mg KON 1.0mg ERIZ &) 238 1 8] 2 451 (104 58 [H) | EERFIBINE S Lz, X—2T7A
VA (B 5-BAAART) T 2735 511 (83%) 2N DM AE FEE A G HEL TRY, 562 1 (17%) Tl i & kEE (BB EEE S T) D
VAZTI@EOD, EOHIRD Ben T2,

TIA<)—Z U RRA M THD, BAEZ BT RS FE /20 M A~ N (MACE D IV 5E, FEBSEM D AR FEZE XX
FEBSEMEMA 25 D03 DR ANCHE BT 2 CORM AR LS R AFOT 72 RT3+ 2L N RFES L2
GEpE~—011.8) , IBIT, JRFED MACE MACE 7L ONC AT R, ABid B4 2 RE EMRIVE T LRI ED
ABENZDWT, 7T 'R EE L CAFIFE G LBV A O EFITFROH LN -T,

LA A~ (MACE) O B

MNP —KL AFH TSR
(95% (5 #H X [H]) N (%) N %)
SE BB (N, FAS) 1648 (100) 1649 (100)
7 IA~<)—T U RRAh-MACE 0.74(0.58-0.95) 108(6.6) 146 (8.9)
MACE DR &
L FE 0.98(0.65-1.48) 37(2.2) 40(2.4)
FEB B A 0.61(0.38-0.99) 25(1.5) 42(2.5)
JEB I DI 2E 0.74(0.51-1.08) 46(2.8) 64(3.9)
JR2%0 MACE 0.74(0.62-0.89) 199(12.1) 264(16.0)

A 0.5mg K OAHA] 1.0mg THE, 7FK (0.5mg KO 1.0mg) LHLHL T HbALe OFFEELIZE F ARSI (=25
AR 5% 104 WO b KA 0.5mg & 1.0mg TENZEI-1.1% % -1.4%, 7 7R 0.5mg KO 1.0mg TZIL
ZN-0.4% K T-0.4%) ,

WTNOFERETH K 20% D BRE 23 1 400 B E K72 T M E R E (56mg/dL A SEBEMAK M BE 2 R B L=, &
K7 LM E e E (56mg/dL Ai) e AR Mg DR BUEHOL O BLL 7o BRE EUT DWW T RA T T /AR DRIC
R B ZEITERO BN 0Tz,

B DB BE NS 5 M USRI B R D BB (2 B 1 DA s Jy Ve itk

HE OB REREE K ORI IR B OWWERE \Z BT B ABOF R VL 2OV TLLFIZHAT 2, 2k, N—2%
TA2 D eGFR ZHSEMRER S /L —T DEFRIILL T OLEY: BHEHEIEF (eGFR 290mL/min/1.73m?) | 8 & B HE
%% (eGFR 60~89mL/min/1.73m?) . H%& BE S AEFE = (eGFR 30~59mL/min/1.73m?) . B EEHEAEIE S (eGFR 15~
29ml./min/1.73m?) . R B (eGFR <15ml./min/1.73m?%),

BELC, B~ VT ROA MR OZ i, EEOBBEEEREE K K HIBHE RO E LM OB HIED I LV —7 (B
FERBIE T | 008 R M B I o I OV 46 B M RE IR DB R ) THHONTBAR DT T e o Tz, EHE DB REREE L O
RHIEIR BOWERE BT DB~ A FROMEARBRIT D220, BB LR R, <7 L F RO 5128V T
NHDOHERE TIEESCV R BN AT LIRSz oTz,

B LD AE T UM AR CIXENT 20 EEE TS 2 BRI B 1RSI TEY, B AR BT AARAOE S
DOREBR T2, WEIME RS AR CId, BT a0 BT 283 BRI & OFEBE R B3 25 Te) (2B 1T A% B [0 &
HHOFERNMELNTND, YRBROEYTEOFE BT, VILIEYBEICE+2HAE 10. HEOERE2A T8
(DB RERE BB E (2R 23 ENE UL E A CORGE) |0TEESROZL,

7 2: BARNIZHVT 2 B R B RE i 2 AR e ORI B AR 2 B ISR I D AA DB 5B IT 720,

22



EUESRER D HbAle R OMEEOE(L &

104 FAFE
e - - —
AH 0.5mg FE AH 1.0mg B TSR REE
1EH -1.1(1.53) [223] -1.6(1.69) [224] -0.6(1.59) [446]
R P -1.0(1.38) [295] -1.4(1.72) [317] -0.2(1.57) [603]
HbAlc (%) HEREREE | -1.1(1.74) [204] -1.3(1.68) [171] -0.4(1.49) [351]
O -1.1(1.44) [18] -1.9(1.65) [16] -0.5(2.01) [41]
KA | -2.3(0)[1] -0.6(0.44) [3] -0.3(1.47)[7]
EH -3.0(5.17) [223] -3.9(5.81) [226] -0.2(5.55) [447]
0 i -3.5(5.58) [297] -4.9(6.10) [317] -0.6(5.18) [602]
HE (kg R REE | -4.2(7.36) [203] -5.7(8.02) [174] -0.8(5.97) [351]
O -4.3(6.95) [18] -10.9(10.26) [16] -1.7(6.65) [41]
KEBEE | -4.0-) [1] -0.7(4.83) [3] 0.2(3.82) [7]
B (R A 72) DAE 114
ERERER DOH EHLORBURD
—- 104 ¥ fH ‘ \ _
AF) 0.5mg B AFH) 1.0mg B T REE
EH 82.6(204/247)[281.8] | 89.0(218/245) [348.7] | 87.1(431/495) [278.7]
0 i i 91.7(300/327) [343.9] | 86.8(310/357) [333.1] | 87.4(596/682) [296.6]
TRTCOAFEFS | PEEREE | 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]
RIIZA | 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]
08 47.4(155/327) [97.0] | 52.1(186/357)[99.5] | 32.4(221/682) [40.7]
BIVER AR | 49.1(112/228)[82.9] | 57.8(111/192)[114.3] | 41.1(167/406) [54.6]
I REE 55.0(11/20) [166.7] 52.4(11/21) [130.5] 38.9(21/54) [76.8]
R ZA | 100.0(1/1) [143.4] 75.0(3/4) [114.2] 71.4(5/7)[78.4]
1EH 25.1(62/247) [29.6] 25.7(63/245) [25.8] 31.9(158/495) [35.3]
R P s 33.3(109/327)[36.5] | 26.6(95/357) [33.3] 32.8(224/682) [35.4]
HERAEES g EEfEE | 38.6(88/228) [57.9] 36.5(70/192) [38.7] 39.4(160/406) [53.1]
I REE 20.0(4/20) [26.7] 42.9(9/21) [75.4] 51.9(28/54) [81.2]
RHEAHA | 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]
1B R 44.6(146/327) [215.7] | 50.7(181/357) [248.8] | 44.1(301/682) [175.6]
G i @ e EERESE | 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]
REAHE | 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]
1B R 53.8(176/327)[90.9] | 52.1(186/357) [86.5] | 33.3(227/682) [36.3]
Bk FRAERERESE | 50.4(115/228)[82.9] | 55.7(107/192)[96.3] | 38.2(155/406) [49.0]
R 70.0(14/20) [183.4] 47.6(10/21) [107.3] 40.7(22/54) [57.9]
R FER | 100.0(1/1) [47.8] 50.0(2/4) [57.1] 42.9(3/7)[23.5]

FEBLENG% G BUBIEL/ FRAT e G2 515500 DTG db 72 O FE B3 G BL-4k/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 26124 [ M MEMN A= (205 < 2B 1) K OVBHE (B8 : [148) ) ThhoT,

B G IRICE ST EHEGUL, AFI0.5mg 6518 1E (IBPER 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]

0 [ 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]

IR 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]

SRR 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]

RIE R 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

&
e

100(1/1) [47.8]

50.0(2/4) [28.6]

10438 R4
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]
HEARRED
(L © HA A B i 1.3(3/228) [1.0] 3.1(6/192) [10.1] 2.7(11/406) [1.9]
o 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]
IEH 17.0(42/247) [27.2] 20.0(49/245) [26.1] 16.4(81/495) [35.6]
R UL TP 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]
R

42.9(3/7)[70.5]

FEBLEI A% (R BIEL/ SR AT 5 G545 [ B IR a7 38 B4 (RS B4/ 100 A - 47 ]

& WIS TR (BRI, f e AR M, JERE e MEAR R | i ok A .
B BEURIIAE, AR RE DR M2 5 Ee)
b =AE O AL E L DRI

o ARMAERER DTS HIL, D> D MFHEA 7T0mg/dLLL T DR
A ARMAELEIRIIFRD HIRNHS, MBEEAS70mg/ dLEL T O{R A

o ARMBFERAZRD HNDD, MBEMITHE SV TR MEIILEE (7272, MU E2370me/dLUL FEHEESNA D)
D BRI LRI ORER DS S, AR IUEE 233D SND LRI T 578, MHEIL70mg/ dLAE O M

9 i b~AZEEYH LA Mg

h BRI AR MBHE R 255D B, MU 2356me/ dLAT O LA

(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,

VRN L LTI T DN U SR 7= SRR

ML

NZOH
LRl
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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 7 VTR, BE B IR EOGLP-1SZ BRI G L, ATPONLAMPO BEAZ RS E D EICED v a— AR ERTF
BINCA L AV WS D, SHIZ, MBHE B OG- EITIET VI T o 5335,

Ina—z
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. AR5 O g

w2 ILFE
ATP: 75 )3 =0 lig, ADP: 77 /3w U, GLUT2: 287 Lo — 2k . 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
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HO
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?:\/\O’VO\Au’\/O\/\O/\rNH
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¥ ﬁ/\/\/\/\/\/\/\/\y“
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=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
T ORRIEM N IESIL 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 A0, 34U 2T /X = Tl

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 NFREERUTZ, GLP-1Z2 B ARIEME X AMPAL N &2 4512 L UT-, 72, BNILE T /L7 32 (HSA, 0.005% %7213
20) Z AN LT= L E DGLP- 1A D50%FHLE R FE (1Cs0) 25 H L=,

GLP-1Z I 4220 ) GLP-1 AR5 A e
ECso (nmol/L, ¥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 & 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

— ARt OREMEIE R 7o N (n=2) MO A H URERS M =iz VN Zba—Z(FE F T~V 5K (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~V FRZ2RICIERER FHRE5LAH B 2.1 ug/ke. 3H B:4.1 ng/kg. 5H A, 7H B :8.2 ng/kg) . &5
BRAGHT, ke 5141, SKOTH BBy Z0 7 % FE L7,

ZORER, Ty TR, RERTFINCA L AV 3 A BINSE, &7y MIBIFDECEIZZ N 13 % 1U4.5 nmol/LTH
ST, I=THTIE, T a—ARHG RN B G- BIA D120 O 7 v a— 2 A&, B TR 5 HE~7 VT 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 1 15045 FE] D 3 o AU PR 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 T, ARV 53 WD T v a— KA KT B~ 7 VT RO EE TN LT,

TN a— AP EEA9Omg/dLHH216mg/dLIC FIF =X 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
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29



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
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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
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¥ a0 M
L 1
£ 101
D 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 A\ B BRI BT AAK 0 B E IR B TR M E & B DR
)EHE N AUCO*ISBhr 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: ANFORIIT I A Vz/F: BT O34 R
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) H A (/M ~ fie KAiE)

QrpEE
%A BRIl

WHERE-HRAEOZE
(VI 2z (A B ovEE ) (T4 A TARAIEM I OHS R

2. BYRER/NTA—S
(R A%
H A A (@B E (2361 A AE 54 O3B e/ 5 A—Z (2O TiE, AH 0.5mg (8 i) & O 1.0mg (8 1)) Z 13 3 L]
S TR A O ML s Bl E 7 — 2 &L, /o a R — A MEE W TIRIT U=, RHE B RE AT I DU
Tid, 3. FHER (R 2L —3 =) fif#r | 02 M,
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(2) U USSR 52 3
MG ERL

QUHREEE
THARHEE A O C RN LoQ)/TH R E L LTRSS, B A NBEREHRERE (23610 2 A ¢ 512 D -
BIETVIL S EiEIc B2 E 1. M REOHER QKB CHREERSHZ MR DIEFEBMERIRE BT DK
R TR 54O ERE ISR OEMEIE N TA—2E2BRDOZL,

BH2IT7S2 R
A AR N RS | 301 2 U AE & 5-1% DI ENRE T A— 2TV EpEREICET 28 A 1. MPREOHER (2)F:

IRFRBR ORI FP IR DRERE S MR (31T D IAE S T 5% O 3 Eh g | |IZFLk DB E T A—F %
ZHDZLE,

(5)ﬁ$§*§9,21,22,23,24
S E N 2B PRI BB 23T B T 51 O SEY = AV F RS AR 588 (V2/F) 13591251 (L% : 11.2~13.9L)
Thot-, —I7. AARNMEFEWESRE I VZ/F397.4L(0.5mgT7.1L, 0.1mg T7.7L) &k E/ NE o778, $¢5-1)
(HEEEF-IIKER L) 25 N A BB TR R ThoT-, SME RS E 2B T D8Ik 5% 0B~ 7 LT
ROHRFEIL6.2LTH o7z, 2T B~ NV FRBMIFEFIC IO AL TNDIEEREL TV,

(©)F Dt
M TPRRL

3. B&EE REaL—av) i@
(DRI A&
— RPN B O — R IR A D 1-a3 L R—= A NE T NV E IR LT,

(QINTA—FEHER
BT NFROMREGEREDSNRPESR (MR, A, AFE, R, (REE & OVEHEAE) | % 55 ) ORI ALIC Lo CE OFEE
WA HNEND FIT DN T, 5ODORERITIB0 T — | H-3& | 2B R I FRE 161261 (B A A555H41% 5 ) Z5%f
BT RHE TR B REARAT ™ TR LT,
RHEM KD B EMATORE R, B RAERE BT IEFIRECTOR~I VT RO YK EOHE EMEIL0.5mghf T
17.5nmol/L, 1.0mg#tT35.3nmol/LTHY | AFIOMRTE Sl A B BRI 72,
REHE . IBREHS J OF BB~ B T # 5-1% DI & Sl LRIk TdhoTz,
65 1% A T O 1 BRI kF 9 DR R B (5% S35 o B} TR90%CT) 13, 65~ 74 7% CT1.01[0.99;1.037, 755% UL | T1.04
[1.00;1.09] TH o7,
SRR IE T T3 AR R B (T D bE J TR0%CI) 1, R B RE R S B C 1.05[1.04;1.07] . 45 B kel
EYBRECT1.04[1.00;1.09], FHEEE B HRERE EHEAE C1.08(1.02;1.14] TH -T2,

TE) 2B PR B (1612481], 55 H A A55541) 2%t 5L LT-5 > DB IR R RBR DT — &2 H-S% | I EL- 3k
2R (MR, A, AFE, BRUAR, IR, BHERE, 5 B R OVEFNAL) OB BT 28 A 3l LT,

4. IR
2BUBER IR R 161261 (55 H A A5550) 23t G & UT- RHE I SEM BN REMEAT >4 7 1 V25 DR IR | AH % B2 D8 53 (REE,
KRS Je O i) 124 G- Uiz b | B~ 3 525k 2 KBRS & OV LB~ 8 5-COE FIREO AR KR FEZ DO O
HEEAE R N90%(E 88 X 811, 0.96 [0.93; 1.001 % 1%0.92 [0.89; 0.96] Td -7,

INAFT _AFEV T«
A1 E A BRI 10611 ARFN0.5meZ B [A 2 T 4% 5Lz L & OB/ A AT _ATE VT 1%, 89% TH o722,
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5. 9%

()i % — AR P @ 1
% ERRL
<BE>
B VF RO, HTT L UIAR#E~ 7V F RO B 52175727y b O TSN T %, 7 b M
WEE R RE A — T 7T 74— (QWBA) BBR Tl £~ 7 L F RIZRER ORI & LB IR 5y ORRRI AR L | i
BZRD N, T, &% OV O K570 8 O 2\ ML S i L~V O R BEDSER O BTz, e e LT, B &
OFRECIHEL ~ L OB REL AR, Rl G-I — MBI 2@ Lot~ 7 AV FROSHRBREN THHZ
EDVRENTZ, ROGARRE— N TIVT I Do — 0 E— BT Db D ThD,

(2)1 % — B A& A P @ i 14
MR
<BE>
HIRT NI T, P HTT L LTAR B~ 7V F RO 041E, FEIEREBIIC BT D0 LRk CTHo1-, B~ VT
RO RE VR ~D /AL, R L 72 2 S CREM O M E LD HAKL ~UL (%R5i) THHZEDVRENTZ, ZOZEND, IR
AU AIIREN THHZ MRS NS,

QFEA~NDBITH
ME R L
<BE>
SHCT UL LTSS B~ VT RER 53N T2 TV b Clid, D EO B~ VTR L Oe~7 VT RE#EY)E OHENA
FLiF RO SV (REEM M L Eie LT 1/3~1/125%) 26, FE ST~/ IV FRREETH T,

@BERADBFTHE
A EDRL

(5)F DDA DBTHE
A TPRRL

GMFEEAFEEE
ML EERL
<BE>
KANDMIFEF DT NV T UK D in vitrofE A ZRITIINE Thho7-2728,

6. 1t

(DFRBERAL R MR
SHTT L LTEARAN0.5mez S+ E A SEFE BAEGERA THNZ BRI B T 5 G- UIofi R ARSI AT F B DX I8 5y
file e ONENIFRRIBH O B BRI I RS D EHEES T2,

QORBIE5 T HEE(CYPH) DH T, F5%
AFNZ, CYPHFRRICH L CHIR ERIREL 72555 (CYP1A2, CYP2B6 J U'CYP3AA4/5) o2\ NEFLEE M (CYP1AZ,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 &% UN\CYP3A4/5) & & 7eno7= (in vitroiklR) 301

QUEEBENRDAERVZDESG
PAEkiwa

ORBUDEEOERRUEEL, FELE
A TDRL

7. HEt

(DHEMEER AL R UHRRE
B~ 7V F REEE O FE BRI TR K O Th o7z,
<BE>
SHTT UL AFIZZNZE N T s R O /L120.3 mg/kg M 1M0.03 mg/kg?D & THLEIZ TG UI-#5 5. R K OV#E
kit R I T M T37.3% % U34.5% (B 5487 A1) | H/L-C30.3% K 1020, 7% (8 5-#% 14 A) Tl 72329,

)8kt

SHTTALLTZAAN0.5 mgz At e 5 M BB THIC BRI B2 T4 G- L7t AL, oR66 A £ TRk G Re Izt
T DR K OF O BT REHEMEER1353.0% K% (N 8.6% Th o7z, #t G- A REDI B | AFIARZAMRD R P4 REHEER
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133.12% TdH->7-27,

()it R E
MU ERRL
8. FSURAR—4—IZEHT B1ER
KHNL. eRNT AR —4— (P—gp. BCRP, OATP1B1, OATP1B3. OAT1, OAT3 K& O*OCT2) IZ%L Tl FRIEEE 72 HRHE
VER ZR& 20 o 7= (in vitroadlii) 34,

9. BNEICKBRER
ZMEERL

10. HEDEREHTHES
MEBHEEEEEREICH T 2EYWERE M EATORE) 2
EHEREEE ORRE D RARBIMNE NS (ZL T F =2 207 T2 A (Cer) I LB 55H0) 1231 D AAN0. 5mg B [H] B2 T $#85-4%
DI B feR | BHERENTEF 2R E (ZL T F =0 7Y T T A :80mL/minkl) & LM AT L= RA LU TIOR T,

EhkAE AUCo-int Conax
LeDOHEENE [95% (5 #HIX[H] L OHETE A [90%( HH X ]
%@rgré;ﬂzcioﬂeﬁwom/mm) 0.99 [0.85 ; 1.16] 0.90 [0.73; 1.11]
iﬂi}fgiioﬁﬁ%om/mm 1.07 [0.91; 1.27] 0.79 [0.64 ; 0.99]
Eigrg]zciomummuw 1.13 [0.97 ; 1.32] 0.86 [0.70 ; 1.06]
?f/ﬁgﬁéﬁ;ﬁ@ﬁ%%gkﬁé%&%%) 1.10 [0.94 ; 1.28] 0.82 [0.66 ; 1.01]

BBRAHL: EH 1A, BREE1OM, HRRERE 11, EEE 106, R 9fl
T L ODHEE A B OR5% 5 M X 81 51 %90% (3 #E X R i, 4R, MEBI M OV B CRRIEE L 7= S IR I 2 3654,

2T PRI B Aokt G LT REAE R S B BEARATT ™) C i IR B J6 1 D MR R LA MR L 7ol RIS BL I M3 R R (1R
Eal—ay) il DIEZH,

1) 250 PR B (161251, 5% B AR A55541) 25t R L L5 2D BN ERK RO 7 — 2 ICH-S& | Han e L4k
ZE 8 (PRI, AFfm, AT, R, (REE, BRRRE, 5 G- B ONESTEINL) OIRER B3 o B AT HIliL 72,

S OB HERERE E N ORI R B ORI 12T DR X LM OV TIE, T5. BIREG (DRRERYRRER 2) %2
EERER  OHZ M

(QOFFREEEWERE CHITLEMBRE SNEATOMKR) >
JITHA RE R 5 DRRLEE D B/ 581 E A HEBRE (Child-Pugh scoresiZE-O< 53 5H) I231T 547400, 6mg HA R T 54 DY
s AFREDS IEH 720 L B R LT R LU R IR,

JITHRE AUCq int Crnax
FEDOHETEME [90%(E 4 X[ FEDHETEME [90%(E 4 X[
%gé%ﬁl 0 Pugh/yiA) 0.95 [0.77 ; 1.16] 0.99 [0.80 ; 1.23]
Tﬂi&iﬁ%ﬁl ¢ Pugh/yH5B) 1.02 [0.93 ; 1.12] 1.02 [0.88; 1.18]
Eiirgfyé?tcﬁildfPughﬁj\iEC) 0.97 [0.84 ; 1.12] 1.15 [0.89 ; 1.48]

BBRFE B TR 181, BEEEMH | AR RE : 10f1], HEEE: 7451
T L OHETE A K OR0%(R AR ] 13, A lin, PRI S OB CRREE L7,

R)ERMEIZBIT2EYEEE
2BUBEPRIR B 161205 (55 B A A555M41)) 2%t Gr & UT- REEE [ SEM B REMRAT O FE I . 651F AT 1252 655% LA = ~T755%

A M ONT 5% DA _E 0D T8 IR RE 0> S22 I FE A iR E 0D bE 2 90% /3 #E X [#11%1.01[0.99,1.03] K TN.04[1.00,1.09 ] LHEE S 7=
(13, FEFH (R 2L —a22) @7 | OTERER) .
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(iR
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3. MEEXIEHRICEHET HFELTDER
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TRT VR ARFEHUTIER BN ESN T,
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=l Novo Nordisk Inc FE e 20184F
Wx7e4 | OZEMPIC® HIFEHAKE | 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.

e 1 INDICATIONS AND USAGE

I32IR | 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.

At} | 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.

‘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.
(2BRHE S D T XE(SPC)(2025 & 2 A)
244 Novo Nordisk A/S FEFEAF 20184F
W74 Ozempic 0.25 mg solution for injection | FIJEEF | 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 aof 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.
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.
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.
e | 4.1 Therapeutic indications
3R 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
kidney events and the populations studied, see sections 4.4, 4.5 and 5.1.
A=K | 4.2 Posology and method of administration
UM & | 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
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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 (072 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.

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, preeclampsia, 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)
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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)].

PR B A D st
LE(SPO)
(202542 H)

4.6 Fertility, preghancy and lactation

Women of childbearing potential

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).
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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).

A —=ANTVT D
S
(202543 H)

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 30 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 >0.0025 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.
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(202541 ) Safety and efficacy of OZEMPIC® have not been established in pediatric patients.
RN B S DA 4.2 Posology and method of administration

E(SPO) Special populations

(202542 1) 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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