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DIVTWNRW 2 R BB Xt Gl LT,

AT IZBIE T BE OEIRNEHE

[ NS IR R A BBk (NN9068-4183) ¥

RGN —= 7 HEETO60 B LA LERT20O0% 0 IERE T3 (o - Val ¥ —PIER F 7O ZLR=L 7L 7K
SGLT2MHESR, ANFAI ZV=R) DO, W1 HlE —~EDAETER SN, A7) —= 7 FEOHbALcHT.0% L E
11.0% LA F Ty AV RV ARIREN RO RN RS

= N ES IR g A 3Bk (NN9068-4184) ¥

AZY—= ZHEETO60 H LA EETS, AR BRI UI AR AT Z TR 1 MM TR (o -2 Vo & —PRHESK,
FT IV ANIR= gL T E SGLT2ILERK, 7V =R) D556, WIFhnlFlz —EDHETER SN, A7) —= 71
FTO60 B LLERINSZ E LI 5 B TOBasal A AV SUTIRA /B A TREA L AV %1 B 1RIUX2E 0% 5-42%1 T8
N, A7V —=2 T BEDOHDALCNT.5% LA E11.0% L FCThD N BE

3. AERURAE

WEZERVHEDRES
WH L RA T I B LEI0R—X (A RV FINT 7 /VZ 7 VFRELTI0HAL/0.36 mg) &5 FiES45, #
H el 3BHEOREIDSCCEEREKR T 223, 1HORN—X (LR FINT I /U527 )VFRELTH0HAN7/1.8 mg) &
ZIRNZ e EFRFANTFRIE L CTER — B LT 5, el KAIDOH BB THHIN—XIZiX, ARV T T 71
ALK NYZ 7 LFR0.036 meghs g5,

QRZERUHAEDRTERE RN
A A N 2T PRI BB A et G L L T22 > O [E N ETTTFR BRI B YOS R A IS £ 4 . AR Ak HRAHR T L,
P X, BEAAGR S RIS T 286 & (0.3me) LIEIERI%EDVZ 7N FRBREENLIOR—X (R TF
VT L0BAL, UZ7 L FR:0.36meglc M) | LTz, ZNHORERTIL, &5 0HIc s ra— L OsER LI,
F7o, BEE AN BT DKM & OVE kR EOF EFEROBIVRDIUIESE | ZEMEICREITRD bived T,
& VB PR S BANC LD TEH CH s fuEa s ha— L G LIV QRO 2B TR AR FR R &kt S L L= [E N PR B BR 12
BT, —EOBBRE DK O£ 55 & (108K —ZK4H) THRIAL T, LI0OR—XMBEG-BRtA L1256 L FfE
FED B ha— L3 Goi, IR & TR T 228 TSI O Doz, Fo, O FERFRE LA
A K] (Basal A v AV v ATIR AT/ BAVEIRA L AV OWF K128 L 1B $ 5B X20 547 UL 507 DL
™) IZEDIEEE T b o he— L LI TN W 2B R BB 2 X R ELANRA I OB FIC CEMLZE
WERRRBRICHE W T, BB REZ16R —XETRINTTREL L7223, 10N — X & B2 5 R TAR OB G2 BEL Th, K
MFE f VB BEFEE O EFROFBFIRDUEE S LE 2RI EI L, Bifeifiay ha—uindbni, Znboft
HL0, KA, BasalA v AU RK L FRE O BFHEEZ O THEZHET20AITHD-0, Z0 AERHEIC OV
TG RITEEOREIOGE Tl L E LT,
ARFN O B e B, BEAKGE A - IS D8 & (1.8mg) LIZERIEDYF T VT RNE EFND50R—X (A RU
FU VT 7 B0HAL, VT 7 LFR1.8mg) LR E LT,

4. FERUVHAEZEICEET SEE

7. HEN OHEICEETAEE
7.1 RENIAL R TIONT IEVGTNTFRERE LZRAITHHI-D 5 EITEEIRET DL, 728, AFNT1~
50N — RO H 87 | R —X G| TR e Th 5,

(FRat)
AFIORERALTHHIN =KL, ARV TINAT IR VT 70 FR0.036mgny & £ TOD, AIEK U RIS
eV EEICRIET DL,
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7. AEAOHEICE#ETEE

7.2 KFNOBIERNL, LT OSICERE 2281715 0]

(1) AR HE| (Basal > AV UATIRA L/ BLATRFEA L AV ) LA OBERIE SR L DR TR+ 07256
- b — L AR, R, PR E O WA G | BE OREBIISU T EAE (10K —XFKM) ook 515
B2l EEICERGEETHIE, [9.1.4, 9.2, 9.3, 9.8 1]

*GLP-1%2 FARVEEN BRIC L BIRIE CRORAR 07 i B AR A Z B 59 B1dT-> L, AR OGLP- 152 R IRIEE 3RO
HahikL, AFIEOFA LWL, B 1A 57228 OF i CLP-152 BIAER I L A TR O AANC UV 2 B354 1.
ZOMEARHMEE BB L, RENC T EL TR G AL T DOARFOF 52 Bh+ 528,

(figesi)

[EIN R OSSR PR RRBRY il RAZIESE AL AU ARIGHE T BRI R (R 0OBEPRIF AL GLP- 152 A IR {E B 49
TR A3 70 2 RUE IR BB I B DR AR E LT,

7235, EPNEBIHHERARRERY (23T AFI &4 G- =27561 0N KA & (10K —RKI) TR LTZAER] 0 F/e 81
RIFLLFDEBY Th T,

10F — AR5 CRARE LI IEF DN ER (FEhEI)

AHNOBRIG & 65 ik A 65 kA
(F—X) (N=197) (N=78)
3 2 (1.0%) 0 (0%)
4 2 (1.0%) 1(1.3%)
5 1 (0.5%) 1 (1.3%)
6 18 (9.1%) 13 (16.7%)
7 1 (0.5%) 0 (0%)
8 9 (4.6%) 1(1.3%)
9 0 (0%) 0 (0%)
10 162 (82.2) 60 (76.9)
10 48 2 (1.0) 2(2.6)

10 F—AR3m ThARE L7EBI DPIER (B ELRER!)

AAIOBAA A & AR IR 15 R S BB
(F—X) (N=24) (N=251)
3 0 (0%) 2 (0.8%)
4 1 (4.2%) 2 (0.8%)
5 0 (0%) 2 (0.8%)
6 3 (12.5%) 28 (11.2%)
7 1 (4.2%) 0 (0%)
8 0 (0%) 10 (4.0%)
9 0 (0%) 0 (0%)
10 19 (79.2) 203 (80.9%)
10 48 0 (0.0%) 4 (1.6%)

BHEREIE i : CKD-EPI 2 kD _—R2F A 5D eGFR 73 90 ml/min/1.73m? LA 1
1R R RE S 2 . CKD-EPI BT AHR—ZF A D eGFR A% 60ml/min/1.73m? LA 90ml/min/1.73m? 4t

10 F—A5K5 TSR LIAEBI DR (FFHERER'])

AAFN OB A & FFHEREIE & JFHAE kR =
(F—X) (N=226) (N=49)
3 1 (0.4%) 1(2.0%)
4 3 (1.3%) 0 (0%)
5 2 (0.9%) 0 (0%)
6 26 (11.5%) 5 (10.2%)
7 1 (0.4%) 0 (0%)
8 7 (3.1%) 3 (6.1%)
9 0 (0%) 0 (0%)
10 183 (81.0%) 39 (79.6%)
10 & 3 (1.3%) 1 (2.0%)

JFHSREIE R, . R—ZT AL HED ALT KON AST &% ELveEstipl FIRCL T
RPHRRERR . R— AT AL FEDOALT X ITAST FEHERPH L [RAR2. 5% AT

16




7. AR OHEICE ET AR

7.2 AKEIOBIEENZ, LT OSICEET52L[17.18 1]

(2) A2 A HE| (Basal A AV Y ARSI/ BLATEFA L AV ) IZEDIRR COHR A+ 056

BRRE I, WML H LA LOR—XTHHA, BEEDOA L AV 5B BRE OIS T, 1H1IEI16R —X (LAY
FTINT T /VT T NFRELTI6HAL/0.58mg) FTOHIFH CTHEIH TX 5,

KRB OB GAZHT-> T, BRI DA AV BIK| (Basal A > AV XITIR G/ Bl G URRA L AV ) O G5 HIEL AH|
AL E,

(fiF#n)
[ PN B LA B R B D AR IR D& | A AU AR TR OB SRR BB B A B R OV B BE - D B AR EL
77

7. AEL O EICEES 1R
7.3 AFO1A AEELTE0R =225 BN KLERG 1T, MORERIFEEA~OOIEX ZME4 02,

(fiF#)
ARABOR =TV Z 7 NTF ROl KHESREE R A& THH1.8melH 4 55, 50R—RA2H 5L TORIRAR 07285413, o
FERIF A ZEA~OEI R Z 2 RG22,

7. MEL O HEICEET DR
7.4 B 52 ENIEE TR AR O RHGER % O R D RSN R TEDICR G- TELN, TORDIE G138
LU LT TDATV, ZORITIEH OEREFAIC R G-I 5I0ET 5L,

(o)
ARFN DT 5% BN A DRIEIZEL T D L3,
i ™
® BSEENCIBESORMN
( BSESNTLESR, j
 omsse [IIETY ene » sovonsonsar )
MOBSORSSEVIETIERUEBWTVWAE. SOVEBRTRESLTUEEL.
b Eedua] b fetno] MHD bk din]
L =] S Emd SAEwd FALEwd
HOBWSET
BETHELL
WMIOEBRT
EECES
P FOEE
s iR HE5 | EnonT as
e
1H 18 18
HMRSET () R s e
SRFMILLESIF T IETL P ENCHEDRS S LS
. OV TRSEETY . fEL.
ROEROESSSIETEEMLUALE-RIEE. XOSETHSETRCBTETTOT
CHEMLET. BOVRSTESTHETTL. BSMEE S ML ST SBENSHETOT.
aADESFESESLICEREEL.
MEm MM fli =] ]
DAZT PALZT 9-(-?‘.‘.-’9’ R e
AmESET
AL
FSLRMAT | EsEE
1 WHiCRS ; o
i
fms BN R
@ B - @ @ R5T2
i8 18 ] | I 18
SHMLL LBty Qumnusai=s
BETAODFMRICCERLLRES. —0OBREELTOBEBUSEL.
Y A
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5. PR AAE

WEERT—2/\wr—o

RO | ARES 4 B ";i/ IR B -
1 g [ .
e e \ vadi%a WIZ 7 IVF RE% IR = ARHA
EIPISEIIAIRER | NN9068-4183 ?ngug SZTZJJ © @F %‘ﬁ&(ﬁ?éﬁ@lﬁ&fﬁ?ﬂi o
Liral 273 52, MEVE &AL, FEE M., WA TRERT SR
e . ANFARPEH T COAL R FINT Y
A i@fiﬁ”?ﬁ%ﬁ BT U= RN AT I B V22 20D Hl
[EI N ZEIFEERER | NN9068-4184 KA 105050 © FEt
ogtt 10501 263, B 1L, ~ HE . WA
treat—to—target FER
KA DOIEETE, I PRIEH L L2k
BALVAY TINT I VT VFREOA
o PARESPN == PN L g AV FINT 7LV VT RON R 5-R
MG AR SEBEEEN NN9068-3632 e O R
HE# 5 mIEA(L, ZEER, 457e2
A —N—i B
TR T & &S O — 5B B NIFEERER T -
I S S 3 S\ R R - RHN DA IR
SR SRR NN9068-4026 50l O WG SRS (L. S, 2 n%
A —N—i B
VI NFRERBELTZ R D HED
[DegLirafiF O ENRE, 222V K BB
fEAMiG R SR I B NNO068-3871 ikﬁ%ﬁgﬁ%' O | ok#mat
H[al %5 mIEA(L, ZEEHR, 3HreA
A —N—i B
S E 2T PR R R ANRARY £EHTVES D FTOUZ
WS S ITAE R 166041 TNTFREOA AN FINT IEGFHREL
] B Fe ] NN9068-3697 | AFIHF : 8334 O ToARBN O INE K O 2O R
IDeg: 41341 2638 [} (+26 8 [ DOIE R HAR) | MEA(L, FE
Lira: 4144 S, MFFTHERM]. treat—to—targetiER
HIE N2 PR FRE ANFARIUPEH T COAL R TTNVT S
V%A AL RN NN9OBS-3912 39845l o %k R E LT ARHN DA i Je OV A D Rgeat
[EI BRI [ AHNEE 199451 2630 ], MIEA L, —EE R, WATRER,
IDegh: 19947 treat—to—target FA5R
GLP-1Z RIRVEEN IS DYV 2« ARV
S 28 bR I B - ILEEF VR L ESUPEH FCOGLP-15%
V%4 AL RN Y NN9OG8-3851 43843 o RIRVEEN A X IR E LT AR DB M M 02
] BRI [ AKIHE - 292151 MO RET
GLP-1%: 14641 263, IEA L, FEE M, WATRER
treat—to—target FA5R
T e ANIR= T LT 3R (SU) BUMBEE XESULA
BN LIR AR ﬁyfzyﬁmﬁ%% MREA O FTO7 T LR %% AL
e | NN9068-3951 . O | AAIDHNER O AL Hlg it
ES|C S aE AHIEE : 2894 DG MM L T b A1 e
TR REE: 1464 TR ARTRAE, — B E e LA TRER,
treat—to—target FA5R
P . Basalf AU NHDOYINER X AN
I é’;%‘ﬂﬁ’iﬁ%ﬁ FEFTOA R JIRE A RELIA
i | 000873992 v O | FIOFBER 0% MO LA
[EBR AR : 27851 g e o e
[Glarf : 279/ 261818, AEAAC, FFEBR, WATHR,
treat—to—target iR
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RHN e CANE NN L DIBRRITSS2D
TR O SR DN BE R 2R R Jp B 2k S &
S E 2B PR R L. AH| (eE RS0 BEAT v+ AU
WL SBITR R NNGOG8-4119 31451 T AV N st R L U T2 AR 0 38 B (e
[ B e [] ARFIEE: 16451 BEROHBEAT V) OFIE K NEZ e DR
AEN+1AspEE : 1541 EAES) a1
2630 [H], BEAEZAAL, FEE MR, WATHER,
treat—to—target FER
e . A RBRLI VEAIIEA PRV U+ EL
. . v EOWFHI A FE G =
@@Iﬁ%ﬁgﬁ NN90G8-4056 if%@%l@&gfﬁ FATYRL) Lizk & DARDEER
A U 20 5B UL AL LB o
210f1 323 |, ﬁﬂ’ﬁf‘éﬂ@\ IEEMR, WATRERT,
treat—to—targetikiER
ARNRAIPH T DALY TINF L
S E 2B hE R R AL AY T AV RDBasal-BolusiRiE A %)
VA AN RN NN9OGB-4185 5065l R L UT=ARFNOF M K N2 2 D Lh iR
= R A ARHNEE: 252451 Bl
Gar+[AspH : 25444 260 M. IEIE2 b, FEE M. WATHER.
treat—to—targetatiii
e ] SGLT-2RHZE IR =% M I bR FEROHEA T
A Z‘;g\mﬁ”?ﬁ%‘% COAL AV FTNE AL AFD
e | NN9068-4229 v AR OE RO Hl i
B3R ARARE: 21071 DGR, MEMEA L. FEE R, WA RER
[GarkE: 2104 H R A : N EEIEN BEiEIEIN
treat—to—target FER
A A MR REL VT VTR E
H AR N 2B R g R AL AY D RRIEDOA itk K OV 4k
e 35744 Feg kgt
EIPIRIIRGRR | NN2211-3925 | ) come . 107450 SN, SEE b, WM RAED A
7T EREE: 1304 AV EEOFREEIC I AR BIE 0T, WATHE
] b

Deglira: /> AV FINT T EVZ T NVFROELEAI, IDeg: A AV T VT Lira: V77 /VFR,
[Glar: >RV 750X GLP-1:GLP-1Z FE/EEIEE, [Asp: A2 RV TRV, O 3HIig R, O: &k

(2)ERPRFE A BR
1B A% 55 B% (NN9068-363251ER) ©

SN BERE AL B AE24 51 23 G, BN G- O IR BN RE, 3R 1ERMER R O LR A AV T 70T 7 3R
58, VI NFREME GRER AR TINT 7 EVT 7 VT RO GREE LEBRGTT 5720, 7 va—2
I THEAT R CoAV AN FONTF &2 1THAL, VT 7V FRE0.6mg. KFlZEAL RV FINNF I /W57 L FREL
TITHAL/0.61mgk AV A FINTFT IITBALE) T 7 FR0.6mgD B (L AV FINVF I+ VFR) %
FNENHEIR TG,

BAFIHERIZONWT AV AV TINT I VFTNVFR AR FTINT 7077 VTR (R 5EE) B
KA a LN E VBRI TR G LI O3ET PRI ERICET5/35FA—41%, TROLBVTHoT,

5B GIRpax,sp AUCGIR,0-24 h,sD tGIRnax,sp AT LI D L [ 95%( 5 HE X [ ]

(mg/kg/min) (mg/kg) (h) GIRax,sp AUCGIR,0-24 h,sD
AN FTIUNT Y 5.2(40.7) 5990 (35.4) 20.5(0.4-24.0) 1.34[1.18, 1.51]® | 1.19[1.08, 1.31]¥
U527 VFR 7.0(33.7) 7508 (36.1) 20.5(4.8-24.0) 0.99[0.88, 1.121” | 0.95[0.87, 1.04]"
ALV FTINT T+ g o o
S L (6 T ) 7.6(38.8) 8080 (31.2) 23.6(3.0-24.0) 0.92[0.81, 1.03] 0.88[0.80, 0.97]
AH 6.9(32.8) 7134(30.5) 21.4(3.0-24.0) — —

AT A (ZEBIERE®) « tGIRmax, spl L RATE (FEPH) . — 54T

GIRpaxsp: FEKRGIR, AUCGIR 0-04 n,5p : $ 5-7%0~ 24 O GIRHERS R T A tGIR x50 1 GIR sy, sp B FEREH]

a) AL AV FITNT I G R T D ARFNE G-I D GIR x50 X TAUCGIR 0-24 nsp D ST EEHED b (KK /A AV T I NT )
[95%15 FE X [H]]

b) U37\‘”/9:F‘&E‘Eﬁbzij‘#—éz‘zﬁu&gﬁ#@GIRmax,SD&()(\AUC(}IR,()*ZLL h,SDm%{“I¥ﬁ1ﬁ@tt (AN VZ 7T R) [95%ZHE X ]

o) ARV FTINT I +VT7 NF REHRE T ARFNE 585D GIR ax 50 AUC 1R 0-24 5, sp® B AT B D L A /7 A 2 2D
FINT I +VZ7 VFR”) [95%(EHE X ]
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LBEVEIZONWT, BEFRLORIERORBEIET, ARV T NT 7RG RET25.0%(6/2415) J UN12.5%(3/24
) VF 7 VTR G RET25.0% (6/24451) K TON6.7% (4/24641) . A AV FINTF 7 +VZ7 VTR (R 5-K) T
45.8% (11/2441) K T25.0% (6/24451) . AFHIHe5-HET25.0% (6/2441) K 1820.8% (5/24H1) Tdh-7=

AR AR P AR O SN I AEN EOBEITRD LN -T2, AFFROKEDIIRETHY, BELRAES
G IRIC B ST B FER GG SN2 h 0Tz,

QRAERIGERAER
AN

(MFREL RO BR
1A R EER
DIV AUz & ZARBEERDD2EERBEEICBTDAURIY FHILTFHED HLEERER (NNI068-41845KE%) ©
B B: EEEO: BARABE R EE 23 REL T, B 515226012381 BT ha— U220 C, ARAIDA
VAV T NT T DB A REET D,
BRI H B : B AR AR R R 26 R LT, G4 26ICBI AR L VAR TINTID
R AT B R OV A % Ll a5,
DR CUBE IR LA A A (Basal A LAY Y XATIRA R/ BL AR IRA L A DLW 1Az, 1H
P 5 RIF20 AT DL SO BN LA ) IS L DTRIE THa7p b=y b — L 3560 TR 2 s SR 5 fB
2100 (RAIFE: 10561, ARV T 70T Z8E:10561)
Rk NHEREREE (7520 TN AT 27— B XUIT ANRNGHR R T I T AT 27— PN EE R
ERRD2 545 LA L) A D45 E . BiERERE % (CKD-EPIZUIC X 5eGFRAY60 ml/min/1.73m*KM) 249
DR H BRI UT,
2638, ZhEak . MAEAFIOFHS, 2B T, “EH B, treat—to—targetiki
AFNER OA LAV T NTIREE, ANV O/ FCLA RS- U=, #ESERT4A A BT AKI#E
KOAL R TINT IRECENLENIOR —RX K N0 BALE L AR M TSI E OB R0 &
T WBRE DR EMNEBEL, TNTNI6R — AR O 6N F TR ATREE LTz, BRI, AHKIRE
FLOA A FUNT IREOEG B X s A ai i i (b B 2lE) 1235 LRBIZ2[E 04
& (LEI O¥EWIR I+ 2535 — 2R — X J U225 — 2B TRERIICTARI L7, AR R 77
VT I RED I e EIE50R — X B OG0 BEf7. & LT=,
$ 5142608 OG-8, AFIRET37.68 —X (H&EHFH : 10~50F—X) | ARV T NNT IEET
41207 (B E#iBH . 10~50 A7) Tho7z, HbAlcEFRIEL LIz = b — Lo T, AFIDA A
Uy FUNT T HEME R EES U7 (p<0.0001) . ZEHE I M B (FPG) DR T Sl L ik Rl
FECdhoTz, 2618 ] OR M (ML 2356mg/ dLAST T T2 AR MBS & OV = 1 Z LD ALE DS LB
HKE) e OV RS IR (R ILHE D5 500 : 0125505 : 591 FE IR L T-H D) D HRE H -0 OER BRI,
FECHRE Ch-oTo,

A B 7 ik
#5071k

B

2 (KRAI— 4020 79
VT DOHEEAE [95%15
HEIX ]

ARV TINT IR
(N=105)
NS

L&

HAIRE
(N=105)

NAAY | RS TE
Zibh

8.56+0.80

8.61+0.88 |  6.66+0.80

| 7.91+1.05

HbA1c(%)

-1.95+1.01

-0.65+0.98

-1.28[-1.50;-1.06]

161.31+46.95 | 110.71+41.09

155.62+45.37 | 114.36+33.69

FPG(mg/dL)

-50.60+57.16

—-41.261+48.29

-4.59[-14.62;5.44]

RMAEDHEE HIZVD

FREPEBE R (/N ) R OMR MpE 2 R EBLL 7 B OEIE (%)

ﬂi[ﬁl%&l)

2.28(28.6%)

2.09(30.5%)

0.48(7.6 %)

R R A

0.36(9.5%)

HbAlce & O'FPG :Mean =SD
) R IUKE « i B (f4E) 2356 me/dLATH Tl 7= K MLBE K& OV =38 12 D RLE 2N 4 B2 724 if B,
H2) 72 BRI : 721 TEE LI KM EDS500: 0153505 : 5912 B LIZH 0,

QROMBRAREKTARPD2ERERKFBEICETEAVRIY TILNTIRBIST ILFREDLLEEER

(NN9068-41835E&)

H B EEHA: BARNRBERFEEZ 5L T R OBERFEEEA O T TOARAOMEET ~a—L
(BT EEERIET 5, 2hud, 55528 BB ha— DWW T KFIDYZ 7 LF I
KETDEANE R A R F AT T AL AR 2L TITI,

B BB R—=2T7 Ao HE 514528 £ TONREBEOLEAL &, RIUE ORI Oz he—/L
WZOWTC, RFNDAL RV T I NT IR THEEEREET 5, 5 %528 I8 HAH], ARV
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R T 1k
#5051k

i R

TINT I ROV T VTR ORI M e OV V% LR F D,

IR B PR SR AN T LA TR T4 7 g L R — L AME D U TR 2T PR 55 FR 8 19451 (ASHIBE :
2750, ARV FUNT IRE 2716 VF 7 VT REE: 27361)

B EREEE (T I7=0 T AT 27— B XUET ARTX VR T I I NT AT 27— B s FE e

ERRD2.5(5 0L F) B T Ak Bk E (CKD-EPIRUZ L 5eGFR2Y60 mL/min/1.73 m* &) 2 H

TARERE IR ST,

523 [H, Zhtiak . MAEABIAFT, SHEIETT, FEEM. treat-to—targetikik

ARNFE, ARV TINT IR OVT 7 TR, BEORERFIE ANFALIY, - Vasy —EiE
I FTYVOUIK ANA= LTI SGLT2RRE I ST H BN TLA L A SR ESE) O fFF FCLA
1A 5 U7z, AR ARV T I AT IREOHEREE M FH BIX10R — X R NOHAL S LT, 5.3
M AFIBE R A RV T2 T IEREO# 583 e R Bl b i Qs B Cle) (2 i-S&, 138
M2 OB FE (LE OBEIEIT+2735 — 2R — X J U2 5 — 2BAAL) THEGEAIIC AT L7z, ARAIRED e
FHAEIZS0R =L, ARV TINT 7RI E A EEZRE LT, V77 NV F REEL0.3mg) BB
R, 1 NC0.3mg T DM L, 1.8mea M3 A2 eSd, KRR, _EREE SUIE ROV i1 Bl
52 M TG-Sz, OFF 328 MR T 380 Ak - &I, AERNDEBE LN LS
77

P& 5145528 O e -l d . AAIRET27. 7R — X (F &P : 3.7~50.0N—X) , ARV FIIT IR
T34.8HAT (B : 0~186.0H)7) Tdh -7, HbAlcERFEIEL LI~ fikE= ha— Lo\ T, AFlDY
S0 VF RISk DB (p<0.0001) J A Ry F AT 2Tt 5FE5 M GESPE~—0:0.3%)
DIRFES T, AFIFEDZERERE MFHE (FPC) DI T I, A2 RV TIUNAT IRELRIRETHY, V77
VT RREL L TR ED T2, AAIREICI51T 55238 [ AR IR (B 23 56me/ dLATH T o 7= AR U
T OV =B C XD ML DS B2 72 B ) K OV T b (S B0 5 $5,00: 0135505 : 5 FE B L7121 0D)
DEEHTVOEBBEHMENL, A AV FUNAT IREL L TR VI VFREEL L T
Mot

FEDHEE K

AFl (N=275)

AR FUNT) (N=271)

V77 VFN(N=273)

[95%(5 #E XA ]

N2y | B T

~N=29qy | B

N2y | BT

AL B

LR

ZfLR

AH—

AvR) 7

V7 AFN =77 VFE

HbALc(%)

8.52+1.12 | 6.10+0.72

8.531.05 | 6.730.79

8.32+0.99 | 6.52+0.86

-2.42+1.04

-1.80£1.02

-1.80+0.92

-0.63
[-0.75;-0.

-0.48

52] (-0.60;-0.37]

FPG(mg/dL)

178.68+42.99 |105.08126.76

179.94442.25 | 108.39+30.00

175.40i39.79| 128.36+28.71

—73.60+44.58

—71.554+46.05

—-47.14435.12

-3.04

[-7.55;1.46]

-23.90
[-28.40;-19.39]

RO EH D

7D DR FE G (/A -4F) B MRl & FE B 72 BF DEI & (%)

™

1.74(38.5%)

3.32(54.6%)

0.05(2.2%)

A ™

0.25(9.8 %)

0.50(16.6%)

0(0%)

HbA1lc M O'FPG :Mean+=SD

VD) A B - (B (fL45E) 7356 mg/ dLATE T o 7= K MLIE K& OV =312 LA RLUE AN B2 b
2) 7 BRI 721 CEZR LR MAE DS 500:0175>505: 5912 B LIZH 0,

QGLP1Z B R EHERUROMERBECCARDO 2 HERFEEICES (THGLP-1 ZRFEHE (BKIRE5) DL
B2 5t ER (NN9068-385151ER) ¥

H Y

w7k
B 5 5%

s B

FEH M A R AGERED 2L AN I 2 ATV EY v+ 2)LR= L L T3 (SU) OB FTn s
WA AT FR-1 (GLP-1) 2R REE RIS LDV T a7 = e — L 33530 TR 280 i
JRIFEBREZXRELT, Mo ha— oW T, ARV TNV T 7 V57 )V F K (IDeglira) ®
GLP- 152 ARVEBN R (Jkfge s 5-) |2kt 3~ DB B A MR GRS 5,

BRI B 10 : 36 5.1 2618 |2 351 F DIDegLira f (NGLP-152 B VEBN 4L (filfgid 5-) O R824 e e V%2
A ARG ,

AL AVARREIENR 2 ANRAI 2 A7V EY = SUDGEH T COGLP- 1% SAKEBIZRIC LA 1B T
Ty S — L AR HAL TR 2 T R J55 A 43851 (ARAIRE : 292451, GLP-18F : 14641) &% 52
L L2633 Gk Br 2 FE M L7,
¥ NTHSREREE (7T =0 T M AT 25— BN R YERI B LIR2. 51200 1) 2 208 E . EHhE
(gL 7= 1L.5(5BH), 1.4 (&) me/dLLL E) &8 3 A8 E 1XRRI ST,

2618, 2k, [EFRILFE], JEE M., 2BEA T, MAESEIVAFIT, treat—to—target iR

AFN R OGLP-1 2 BRI 3IT, APRA I AT V&Y +SUDGHH T TLH 1R G L=, AHNE
16— (IDeg: 16HAT., V77 )V F 1 :0.6 mg) THREZBIALIZ, HEHIM P, ARE|OF G B3 5
A MBEE (s B CE) (&S LEFIC2EIOBEEE (1RO RIEIE 2030 — 2 8AT > 7/ HAT)
CHEBERIC AT LT,

AHN O fz i BTS00 H AT~/ HAAL & LT, ARAIDH&1TH G5B % I &S, #5-10~12108 2L
PRI ZEMNCHERB L, %584 THRHICRIT A % 5 BIT43R — A Th o7z, HbAlcEFRIEL Uiz fipE=
2= UNZDWT | RAIOGLP- 15 B IREBIFR IS oh 3 A M RGES L7 (p<0.001) . Z2REIRF LA {E O
T RIXGLP-1FE L el U CARBIFE SR IICE B R E D) o7 (p €0.001) ), MK ILAE O FEHEIS L O
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AT 35720 D FE BRI T GLP- KR AE & Ll U CARAIRE Tl o7, B ARRIRIMAF A FIRED 15
DIHTHESIL, BHE25~26IZFBILI-EL ThoT-,

AF (N=291) GLP-1 (N=145) -
— — 5D H[95%15 HEH X
P L 2 P I T T et s
pa (s 2k
78406 | 64408 77406 | 7.4+1.0
0 — — .
HbALc(%) 208 53509 0.94[-1.11;-0.78]
161.7438.2 | 108.5429.3 | 169.1+41.7 | 158.4448.7
FPG(mg/dL) SYIYTRI 073103 47.56(-54.61;-40.51]
5K i 2.82(32.0%) 0.12(2.8%) -
A R A 0.45(11.0%) 0.02(0.7%) -

HbAlc ) 'FPG :Mean = SD

VD) R AU - B & (f4%) 7356 mg/ dLAN Cdoo 7RIS K OV =312 KD MLE DS VB 7R M

2) BV LS : 1 TEFE LRI 09 500: 0153505 : 5ITHBLLIZH 0,

)R EMEHER

D) A HERRGERABR ) 2 1

(5)2BE - FRRE Al S ER
ML

(6);aARAYfE

DERABRAERE (—RERARERE, FEERABERE, SRARBLERE), HERTERT S N—XAE WER

TRERABROAST

[DegLira® i FIZERE FIZHUN T, GLP- 1A MAERNHE (1 R AL DG 25 1) TIRRE T O28BE iR P 5

MIDegLira~YIHE 2 12 L E D LAV D E WAL T2 L% BV L LT BGEIR

5T E THD,

DERBEMELTEETFEDANBERITRELRE -HBROME

AN

NMZD1h
BN
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VI. EWREICEYHEA

1. REZH(CEAEHHILEMNITILEYEE

AL A UEN J NGLP-152 BRAREEN R, AR ITIZE DM OBERIE FHEE (€77 T AR RIEH], ANVA= oL T Al #5h
BA L AV WMRHER o 7 Vvas X —BILEA], 77000 REA| DPP-4FLESK | SGLT2FHE %K)
HE  BEEOH LAY OIRE I RFIL, BFORMNSCEESRTHL,

2. FEEH
(OAVEFRERL - E AR

AANT, b= b — V2 SE T DEMET 26 T o4 AV FIUNT IR OVTZ VFROREHRI ThD,

DAVARYY FTLVFY

AL RA)y FUNT I, BAIFCIE AR DS A ~F Y~ —L U TIEET DM, B5% TRV TEAL T,
AR CRER~ N TF ATV~ —E L, — ISR Tk E £5, ARV TINT IE ) ~—II~V
F~F Y~ — D& ZREET D780 . B SN SRRBRIC) D ERge A IR N S L, BV ER G2 L 726
T, SDHIT, K FEFHRAL L Ol BRI E N L CT V7 A L, (ER O LIZE 5357,

ARV FUNT IO ERFEIERIL, 7V a—AHORE ThHD, (L RV TINT IEEFILAL AT, AV
YL T A —=ITHEE L, BRI ER 2T D, A AV LB T E—IThEE LT A AV AT B R A KOG AR
B ABEO T IABAAEHEL . E-ATIICIT A7 L a— 2R PEA R L ET AT LC L T EA I TS5, S5I2,
REN AR 30T DB 3 fif B OV BB iR & BRE L, B HE A R AR T 5,

Step 1

A AN FIUNAT T, WEIPC2oDA~F Y~ —nb bR E LT ]
WS A ~FP<—L LU TIEIEL TWVD,

BB 5%, RO ESRELE v LT ~F W~ —%aR L., —RFIC
FERE O TRz E ED,

Step 2

TINFAF P — IS S — MR 2 NIRRT D720 oo E K
BTG BR I TP IZAT S D0 ZDOAN =R LIV AL AN FINTIIIE
VMER ORI b T2,

Step 3

FEER M Tl 77 LA L, AR~ EB1T T D,

ZOTINT I EDFEELELBRELL TUTRR/NESWE 00 TEROFEH
IZHEGELTWS,

R Tl B/ ~—IZT VT I DDIREEL . A2 RV 2 R IR SRS
T5, ZIUZED, T a—2ORVIAH LRI 2R ET 2 RE2H 7267,
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DUSTNVFR
R THWENDAL TV F U RVEL THHCLP-1E, 7L — AR AZEINTEE B HIIAD A v RV B4 IS5 9
UZ7 VT RIFERGLP-17 )17 T, GLP-1%FEEN U TER T 5281250, cAMPEIIINEY | /b — AR EEK TR
(CAL AV WEARMESE D, SHITY NV a— AP FEAFHINS T NV A= 5y WA 3510,
VS NVFRITIE CEGICEVBRICRINESNLZL T T I LA L TREES DPPA KL O R T F 4 —
NN o BV ot I o BN QN (== DY 5 7 R

Ja—R
s
KatrF ¥ 2.
GLUT2 A J@Wi
Ca2+
& B R

ATP/ADPLE 57 Bk

Ca*F v

Car kR
ATP a

I paAVrUTRE

09%p%0
GLP-1 CAVMP_LS mmmm) 000 00 °
SB% 60000
f 0©0
A )

A VRAY V30

EY h—¥e

QFEDEEN RS

ZMEERL

<HE>

BTy MBS M, e, K E L OMEEICHTH1ERT
HEMEZ b (6451 /#£) 12, [DegLira (IDeg/LiralLC6/16. 15/40 % 1830/80nmol/kg*) . IDeg (6. 15/ U830nmol/kg) . Lira
(16, 40 K% TUN80nmol/kg) XIZVEBEH S BAI T % G-& 7z, ZOFER., IDegLiraff Tld, W o H & TH b fE Ok
DOFRO LI, 524 ICF O RITH R LTz, Tz, Be G240 % OB &, EAKELOEREIIWThLo HE
THED RO LI, — 77, IDeght TIL A BIKTEAZ2 MFHEDO R 235580 S8, & 524 % DOIEET & K
B OYEREOHEANIZRO BT, Liraff Tiduv 9o B & CTH MEEE O I 235880 AR o 7203, & 5-24FF % D
B &, HKER OMEEIIED BRD LN,
ARERTAIBEEEOREBR THY . HiIREA) (ImLH1Deg 600nmol } IXLira 960nmo%3 A7) LHcA b3 570 2 #45 (1mL
1Deg 600nmol 2 U'Lira 1600nmol% &4 ) Z 7223, IDegd Lirad Bl A FI NS BRI OBEMOEKIER , 97725
[DeglZ 22 FH AR AFRI 72 ILBER: THEA . 225 TNT, Liral LA AT & HK &K OMEREO H &K AN 2R T8
DFERENTZ,

*H AR A 60/96 nmol/mL

*19.6 1 g/mLAEER. 1.50 mg/mL~7 = /—/ v 1.72mg/mL m-ZL > —/)L 3.3mg/mLZVtr—/1_ 0.53mg/mLY &k &
N AZIKF) (pH 7.1)
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(mM; Mean + SBM)

31 —=— Vehide
8 Lira (16)
2 Dosing -G- 454 (6)
o —— GIC(16/6)

1 1 1 1 LI | 1 1
0 2 4 6 88 16 24
Time (hours)

(mM; Mean + SEM)

Vehide
Lira (40)
Dosing -G 454 (19)
. —& GIC(40/15)

BG

| | T 1
0 2 4 6 88 16 24
Time (hours)

[*}]
1

-

Vehide
Lira (80)
-G - 454 (30)
- GIC(80/30)

G (mM; Mean + SEM)

B
=]
o
/8
=1
=]
e
~

| | T 1
0 2 4 6 88 16 24
Time (hours)

FEEH)ESEM, () WOEE T £ 5- & (nmol/kg)
Lira:YZ7VF R, 454: ARV T )V 7 GIC:IDegLira
ARBR (RS B &R (PHAE) . C:RBRI(GHE)

W V77 )VF R | IDeghk WNDegLira® 5-# O i 7 07 7 AL
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N
o
]
N
o
]
N
?

et
. -

ABW (g; mean + D)
I
18
ABW (g; mean + D)
[ ]

II\)
o
1
1
N
o
1
[ J

| La
e
gt
ABW (g; mean + D)
o
&

1
LN
o
L
1
SN
o
L

-40-

O NOEE IS & (nmol/kg)
Lira:UZ7 VTR, 454: 4> AV T 7 )VF 7 GIC:IDeglira
A:RERI(BH2) . B:RE2(FRHAR) . C:HRBRI(EHE)
Wi UZ 7 )V F R IDeg Mk NDegllira®c 5-1% OIREZEAL,

(3)E R IERY - FAIS
A ERL
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VI RMEREICEY HHE
1. M REOHER
AR EFNGLPRE
M E R L

(QEERFABR THRINMPBEE
NBEBRAIZBITEE KR TREROEYERE (BEEH FEAT—4) (363255)'> Y

S E SRR AR B 1 (2401) 2RI, RFNE1TR — XD KB ~DH a7 T 5% 0EpEhies, (> AV T71
T IHA(LTHALD) V7 FREH] (0.6mg) , A2 AV T 7T 7 (1THAL) +UF 7 VT K (0.6me) [FIRFE G- & LLEL 72
FER . RFNEEFRGH%OA A FONT IORPEREO T 0T A, A AV FONT IR E AR
FINT IH)T T NFREARFEE GOV TREL R TH o7, Fo, AR B 5% 0OV VFROEYBET a7 7 A
ME, TINVT 70T 7 VT RERE 5LV T 7V F RERE 5% ITB B REETH =03, V77 LV FRDOAUC,
o LiraspBE N ChaxLirasplEs V77NV FREHEGHRBIOA AV TINT 7EVT 7 VT RRIE&RE% LR LT, AFH
P54 TR 572, CoaX BAUCy (BTN 1T, A2 AV T2 L7 7 C1.339nmol /LK% 1UB0.231Inmol+h/L, UZ7 /L5
FC3.943nmol/L % TX136.859nmol*h/LCdh->7-,

ARV FITNTH

(pmol/L)

2,000 —— VTP A BoeiEst

—— A2V FTOIT IR
A 22AUY TONT 2+ UZTINTFE

1,750+ mean

1,500
1,250 |
1,000

750

RSN VSN

500 —

0 g 16 U ® 0 48 56 64 72 80 88 96 (@)
& SikOhBE
B[R 5-1% (ATHAL) OS2V TINT I

HER 5% (1THNAL) DAL R FIIT 7 OIRYENHE = RRA

AUC()*DO,IDog, SD Cmax,]l)og,SD tmax,l])cg,SD
PR n (pmol-h/L) (pmol/L) (h)
A E (CV%) A E (CV%) 1B (CV%)
AFIE 24 50,231 (15.1) 1,339(43.3) 15.5(37.78)
AR FINT IR 249 48,837(12.4) 1,195(22.0) 13.5(26.19)
i}\;j{;;;;g/rﬁ o4 51,177(13.6) 1,285(31.4) 14.0(28.38)

a) AUCIZ23%1)
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US55 ILFE

(pmol) —— VLN TP ARA R
5,000 —— U IF 8
A VAUY FHT 2 SHIFHE
4,500
4,000 —
3,500
Y 3000
ﬁ 2,500 -
¥
; 2,000
=
1,500
1,000
500
04
T I I T T T T T | T T
0 8 16 24 32 40 56 64 72 80 88 96 ()
5 EROMBITRY
AR 5% (0.6mg) DU T VT RIEEE
HA[E £ 5% (0.6mg) DVT 7L F R OIRYEHEET L RRA Lk
AUCO*DO,Lim,SD Cmax,Lira,SD tmax,Lira,SD
e 5 n (pmolh/L) (pmol/L.) (h)
KL fE (CV%) K P EAE (CV%) Hr I fE (CV%)
AFIRE 24 136,859 (30.0) 3,943 (46.4) 14.0(24.55)
VoIVTFRRE 24 154,472(29.0) 5,133(38.4) 13.0(22.70)
ARV FINVTY
. 24 152,922 (26.1 5,296 (35.1 13.0(20.49
+VVFRRE ( ) ( ) ( )
(@)L=F-57
M BRI
WDEE-HRAENDEE
MY ERRL

2. EYBEERI/ (5 A—5
(RRHT A%
AL

(2R
AL

QUHKEEER
M1.(2) BEPRHBR CHERS Uz L e e 12 R

@HITFR
AR L

QZE=
AL

(6)Z D1t
ML
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3. BEMAGRE L —3Y) 8T

BARAN2BERAHERE LRI 2B EMEYEN B AR

WM AHE
IR Ry IR B L & D 1 - =R A R E TV

QINSGA—EEFHER
QFRUIE GRS R et B2 L U7 [E NS AR AR (4183585R) I B8 b - i h i BE 5 — & (IDeg: 54661 (B H:389%1, Lot
15761) D3098 K DIMIEHA LRV FINT VRRET —5 VF7/VF R 54746 (B 38541, Zoik:16241) HbAFHi T
3140 D MAFHFVZ TNV FRIRIE T —2) & FAWT, FRNTRE LB EIZEL, CL/F (F72bHAUC) 1Tk T2 8% |
IDegLira? LIV Z 7 NTF R ERFOT — 2% W CRHE L 7=, FRNIHELZILE 81T, {5% (IDegLiralit XXV Z77 L
FREE) | A7 L —7 (65RE AT 655 AL L PEBI (B, £otk) e OMAE (PR, 5, 95/ 3—k &A1 L) THoT-,
FRNT R G SN T RS O A FH H CEMELE] . LN EER) ICOWT ARy TULT 7 lERI G &Nz
R E I HN57.3[22, 81]75%. IAEA371.6[44.1, 161.8]kg, BMIA326.3[19.6, 56 1kg/m?, ~X—AF A DHbALc/)38.5
[6.8, 11.4]%, VF7 /LT RERIEX RSN HEERHE TIIAHH56.8(25, 8115k, REAT1.5[42.3, 142.4]kg, BMIA
26.3[19.8, 45.5 kg/m?, ~X—AF AL DHbA1cA38.4[6.7, 11.41% T 7=,
RO ORE R, A2V FZ T 70 R THIELTZBREE B (AUCo04 1) DRMEEMEDLE (PE: BYE /b,
A 65m LA L/ 655 AT . R H :52.7/69.8kg M 1195.9/69.8kg, $%¢5-485 : DegLira/ A AV F 7 IVF 7)) EZDI0%E
X MIE, ZENnE0.93[0.88, 0.97], 4E#HH1.09[1.04, 1.14], {A81.09[1.05, 1.13] % 1X0.91[0.87, 0.95], F% 5251
1.02[0.98, 1.06 ] EHEES L, VTV F RO AR THIIE LT8R B (AUCo-04 1s) DT SEIIE DL (M B/ Lobk, £
it 655 DL L /6558 AT . IR H :51.8/69.4 kg & 1M97.2/69.4kg., $%5-3A] : IDegLira/V 77 VFR) L DI0%EHE X B3,
FIENM0.83[0.78, 0.87], 4EHH1.00[0.95, 1.06], & 1.28[1.21, 1.34] % 1*0.76[0.71, 0.80], #5-3£#11.06[1.02,
LI EHEES L,
Flo, NIA=FHEEMEICDNWT T VT T IWEE RO TREILIRER, ARV T NT 7 ATV F 7 VT ROC e Cave
K ONAUC o9y h,ss CRATTEME (ZENVMRES) . LLFRAER) X, IDegliraz AL AN T NVT 7L U Tl K & OL0 N & &
BHL7=&%6.76nmol/L (20.3%) . 5.91nmol/L (22.6%) & (X142nmol-h/L (22.6%) . IDegLiraZz (> AV T NF 7L L TE
YR ETH-o7-28 1B 2B E1L7-,%, 3.67nmol/L(71.3%) . 3.14nmol/L (74.3%) &2 OX75nmol+h/L (74.3%) L HEE 4,
IDegLiraz V77 /L FREL TR K ED 1.8 mga & 5-Liz&%, 21.95nmol/L (23.4%) . 19.49nmol/L (25.7%) }% U*468nmol -
h/L(25.7%) . IDegLiraz V57 /L FREL TR M B TH-721.0mga 5 L7- &% 12.01nmol/L (62.9%) . 10.74nmol/L
(63.5%) &% U'258nmol-h/L (63.5%) HEE X417,

4. IR
A BRIl
<HE>
° ARV FUNTIREEE (Fob, AX, TH)W
ALY FINT IOE FESETALODLOWNULREF T, Tvb, AXBIOT X TOAYFHIF) A F1360%% -
2T
ARV FUNT I OFEBREIT A B ILFITHY | R 2 I JOMEZIIERD Hiad o7z, fEBR L -~
DOBFETEL, 1A 1EOHEEL VA BEOEEMWFE T HOENTE R 20 DD TREFRE ThoT-, T M
W B D O OB FE CORBR Tl ML TRBEITRO LR o1, 70k, EhO BIESRITF2HEEF H S
NTHEY, ENTHLILD RE R 5 (265 ) L8 G- (24FFH) L — T 2L D Tholz,
AR TEZ L CH RIS T DAICE L OCrad A R LB KU, (KE IS ACL/ FICHEL TR BI AR
DEIT. HEMELERENT X TCIIEm o7, A2y FUVFI7OMMER S (T 7 3I0) fEERNRT
OB TIEEWZEIZEDLDEB 2 DD, BT OO BRI NS ARV TINT IR EHRT
MHFEPEERL CODIEDIRIEENTZ, 2H VT T AMMELT v, A X, 72 BL O CRIE THo7-, ZDZE
W ARV TUNLT 7 OMBEE A GRERmNZEE—BT 5,
° USTNFRERERE GEAT—2) P
VI 7 VT R5 ug/kghl TG DR SAAT ATV T 41X, 55 £ 37% TH 72 (n=6) ,
° USTNFRERERE (TR, Fyb, UPE, Fv, TH)10
VT NFRER TS LI A& OB S SOWRIIE R ThoTz,
TG HDNATT SAZTEVT O, $LTh3%, 7 X TT6% ThH -7z,
tnantd FI6~8HF T 7=,
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5 9%

(D% — BB P9 @@ 4
MU ERRL
<HE>

AVRYY FINFT(FGoh) D

CH]-A> AU T 7 VT 725nmol/kgk Ty MIHEIZ R 5Lz 2 A 2 k0% O B RO I d B 1L 8 5- 142
~SRFEIZICAE DI, B IS I OWF GRLRR/ AL : > 1) | o T, B KOS B WU RES R &
Tz, LRI D AR5y TR/ T v i B2 bl < 0.2 Ko 72,

YSTNFER(Foh)®

FyMZBT DI RE DR i, BARO U BEERE L 72V T 7 L F R4y 12 O TR LTz, URBED R T
TRV KRR - 2B, L AP M. IR & VR SER Cdh o7, BT BN S WIS E TH D20 . I T
REENKECTHLENIZEIE, VYF7 NV F RO MK — MBI @@ 72 Eftim TE A LB 2 bILD,

(2% — R EEREFY @ id
MU ERRL
<HE>

o USTAFR(SGyMN®
FyMIBWTIIEE, 26K, B, IR L OB ICB T DA A BLE T EEZ N 7 o ol RR I A I C KRR R L
72EZA, MR OFLERCIE, 7oA A BEWE 3%\ (IIUE 1 59~82%, FLAR : 63~84%) DIZXF LIR I (35~46%)
K OVE % (49~55%) TIHEL, 7oA B U BE D HL 31T 35~ 84% D #iH & 78~ 7=, FKPIZB WA AERE
HEEREIERRD BT, LU EORE RO SN RE D —ER D H 8= A I B#E 9 2L D THY |
B IRA~OVZ 7 VTR I BEE OB A IR N EDVRIBE LTz,
@R ~DBITHE
LRl
<HE>
o  (VRYY FIATFTI(TyR)?
CH]-A> 2V T VF 725nmol/ kg AT M HEI R T 5L 2 A Hait I sens i S =3,
LY R S RE T B L 4 R AR L FLiE/ M B H130.07 (R G4 LIER B ) 2250.67 (PR 514 81 H ) 0 #G
FACdhoTz, A AV T 7 NT IO MEIRETE R (AUCosn) (XTI PR E B OISR -T2,
HPLC/ T s R, B G 1 ~8IFRETORAA FIZ, ARV FTINT IRER, 2FEOREH ., BLON
F LK CH,0) M SRRDATED S e oy SR & 7, R B (AUC,5,) TIE, N F LKL 28
725y (46%) THY IRNTALRY Y T I NT 7RG (26%) L2FEDOREHY (F 12 126%3 LTUV2%) DIET
BT,
o USTAFR(SyND
BT MBI D PHER#RY T 7 VTR YCHEERRD T 7 VT R XUTTHEERRY 7 7 v F R O fz T & SR o 2Ltk
WALz, FLVE/ M AR O RE S LI e 578 . T R CORERRA TR R IIL CTRY ., YT 7 LFR
R ORI O R O FLIT h ~D PR A R SN, I ENLEREMOIZ 7 L F RO A BTV DR K
IR BRI~ DR 5 BOR0.3% ThHDEfEmS i,
DFER~DTBITHE
LG Rl
G)YZ DD~ DIBITHE
LRl
O)MREAFEEER
MU BRI
<HE>
o (VRYY FINVFI (in vitro) "
ARV FINT IIMMES R I FE RN, EEEL TV T IV IS E AR XL RV E ThoTn, AV A
Uy FUNAFIOEMLIE T AT I EOEREEE (KD 1X, 0.46~0.56 Th -7z,
® USITNVFR (in vitro) ¥

AR FINF T (Goh) 7

AL AV T NT 7 (125nmol/kg/ B) % | iLURMET v MIZZEL46 H B23H20 0 B ETHR G- L, ik & 5#38 48
W[ B IR ARME S L OME D i 2 H B Uiz, IR V2 0D i i A g 82 e | LA HRINE 0D 1 35 g 8 12002477 D 1
(BB %3 B ) BE 2453 D1 (9K B) THY, A2 AV T 7IVT 7 O RSB OFLEE 13D TR N2 &R
TRENTZ (< 1%),

UZ 7 NFROeMSEIZ3T5in vitroZ 737 §EE213, 0.1~1000nmol/L (10-6~10-10mol/L) D2 FEFEFHIZ I
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CYP3A4) (T BAA O L EEFIZFBD NN, FEFITT WG D T - 72 [50% P 5 12 B (1Cs)
>100 x mol/L),
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FEPERE AUCq- 1200 Fb [90%15 X [H]] Conax Fo [90%{E 48 X [H]]
%%%:Ecg 50 L1 ~80 mL/min 1F) 1.12 [0.77;1.63] 1.14 [0.81; 1.61]
?;iiéig 50 BLE ~50 ml/min ) 1.12 [0.78;1.60] 1.06 [0.76; 1.49]
%‘ZEC@ 30 mL/min ) 1.20 [0.83;1.74] 1.23 [0.87; 1.73]
ifiﬁﬁ?ﬁ%ﬁ%%%k#é%ﬁ) 1.02 [0.74;1.40] 1.05 [0.75; 1.46]

) RHBREBZETHEEITONTL, 5% 68 FEMETORIEICESZH LI AUC) «
IEH N=6, #ZEE :N=6, 14 :N=6, B :N=6, KH:N=6
2) YSINVFER
SRR EORE D RIRDWERE (I T F =0 2V T T A (CCr) (TSI T 7 VTR 0.75mg & Hi Al 5.7
EEDOIEMBNRED ERFHERIT, L TFOLBY TH-o72 W E AT —4),

| B pRE AUCo i Ft [90%{5 X [H]] Cunax Ft [90%{5 X H]]
%gértc@ 50 ~80 mL/min L1 F) 0.67 [0.54; 0.85] 0.75[0.57; 0.98]
?ffé:ﬂéi 30 £~50 mL/min £LF) 0.86 [0.70; 1.07] 0.96 [0.74; 1.23]
Eﬁﬁéﬂé@ 30 mL/min £1F) 0.73[0.57; 0.94] 0.77 [0.57; 1.03]
ié%?tm}%@ﬁ%%\g&?é%%) 0.74 [0.56; 0.97] 0.92 [0.67; 1.27]
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L= EOEWEMED LGS RIT, LT OLBYTH-7- P FME AT —4),

JF P HE AUCo-1200 bt [90%{5 X ] Conx FE [90% {5 X ]
r4i:s ie
T%E&éiildfPugh Grade A (56 2 421)] 0.95 [0.77:1.16] 0.90 [0.67; 1.20]
?jtjr%g};é?tcr}ildfPugh Grade B (T~9 A1) 1.00 [0.82;1.22] 0.77 [0.58; 1.03]
A s
Eﬁﬁ&;ﬁi:ﬂéild—Pugh Grade C (10~15 F A1) 0.92 [0.74;1.14] 0.75 [0.55; 1.02]

IEH N=6, X :N=6, F15E :N=6, HE:N=6
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?;*%Eé:ﬂzcild_mgh Grade B 7~8 7421 0.87 [0.60; 1.25] 0.80 [0.59; 1.09]
Eﬁﬁrﬁéiildfpugh Grade C (10~15 AN 0.56 [0.39; 0.81] 0.71 [0.52; 0.97]
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HrooTEZHR) OFE R, 655 A 1 Zx 9565 LA L E F AR AED LX) MAE R E O M [90%CILNEA L RV T NVT T
T1.09[1.04; 1.14] (54641) BLOVZ 7 LFRT1.00[0.95; 1.06] (547#1) LHEES T,
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SR CH RO AE DSBS IL T D, ZIVHORIE A # A & AR ST, A AV 8 H RIFI O 512 X0 5§
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(8.5, 8.6, 11.1.322 18]

36




(fidn)

KB DH NG D—D>THDHIZTNFRE WRBRNEG ES RS TR OBE DB DD,

PR DEAEDHHHE L, HEICKR 5 T52L,

(VI 22t (B LR ICBI 2 E 8. AEM (DEALRIWER SR 1228528,

9.1.3 BEIRIFE N, RIEMGERED B GEEOH D EE

2372 R ER S 72 B RIS E ORER AL T BB F N0 H 5,
(fian)
HEDOHBEELIIFRL CQODBEEFE~DOARBIOE GBI/ D7 BT L TR, ThBEDBREF IS
DAE, EEICR T 528,

9.1.4 {RipEZE - T HBENDRHDHLLT O BE TR EE

< T MR AR 0O F R

BT AR EE R 2 U R RS RE R 4

SRR EREE, AUARIRRE, RHA AR, RFHEIEORNE ITEIFIREE

LV P IE S

SEEOT Va— N ABERE

[7.2.8.3.11.1.1%H]
(figsn)
< THL RO L7 AR BOS A BRFEEEORA IR IESEZVL3 <25,
BT IEARFTEED D WS ILBRIE BB R LR ERVE S| B REN D WSNAL T — L7 Sl
Bim FRSEAERANRS L7280, NSO AR EIIVRMBESE 20 09< 7D,
A HE R RO EEM OB, AR A AT Ol REIZL -5 R E S TR F b5,
B TCORER A D OF A LR sl K Z2 R T BEhndH 5,
TV OIE EOBEITBEM THIRMEL 5| ZE L, FARMEORIESEEITLZ bbb, 7T a— VIt
Bl I D7 Va— 7 U A R OBERTAE 2 TSI 2ER R S5, —J5, T Aa— b 7a— 7 omfgEs k
H&H D7 Va—7 oy faiidEd 5,

Q)BHEEEERE

9.2 BEkREREE B

9.2.1 HEEDOBHEREBRE

REZ - nd b, [7.2, 11.1.15H]
(fiFsn)
L DB E B T — RIS AR ZUT T 2D R DIEE /2B L0 . A2 BIF o i
TR RS, R 2 2 Lodu RIS 2D,
PN C i S 07220 O AR AR A B C I B RS RE RS E (CKD-EPIZUC X A eGFRAY60mL/min/1.73m*K4ii) #4895
BERE TR SN TG,

B FFHaEfEE S
9.3 JIFHEREREEBE
9.3.1 EEDNHGEREEBE
IR - BFNndbd, (7.2, 11.1.15R]
(fiF#)
PR A R 2 B 2 7= LD, EIEZR AR RERE E O BE ClT— RIS, A AU D REEDME L., A
VAV DIERBNEIEL 0T K057l | A A BE o MUERE T /E 23 RS, AR FE A L 2 LoV kBl e
%,
EN TEMESNTZ2-0DFENFHEG KRR TS ERE (7720 T NV AT 27— B I T AT VBT I /N7
VAT 27— NEREHERPH EIRO2 550 ) 2R T OMRE EBRAA S 0D,

DETEREEH T HE
BESIN TR

37




(5)4E%
9.5 Iffs
FEHR XATEEIRL T RTREYE DB D LI II AR Z 58T ARV BRI ER T 528,
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7 A o A A 5(1.3) 5 % 1(0.3) 1
AR C RTFRFD 3(0.8) 3 Bl S g% 1(0.3) 1
TIT— B 2(0.5) 2 JEERES 1(0.3) 1
i LS b= BN 1(0.3) 1 JHEREE R f 1(0.3) 2
R E R 1(0.3) 1 JBAHE 1(0.3) 1
LER QT LR 1(0.3) 1 HEESR 1(0.3) 1
DB ST-T &4 TH 1(0.3) 1 His LUk kS 2(0.5) 2
—fi% - A HFRE B L OG- ALORIE 13(3.4) 14 [Elfiz ks F 2(0.5) 2
e 2(0.5) 2 A SR 33 OV A Rk R 1(0.3) 1
TSR A 1(0.3) 1 J ¥R 2% 1(0.3) 1
A PV 1(0.3) 1 HE. PERBLUWE S IHE 2(0.5) 2
TEHEBALZ D P IR 2(0.5) 2 B I i 1(0.3) 1
TSN 2(0.5) 2 U5 1(0.3) 1
SN ATEE 1(0.3) 1 R 1(0.3) 1
[Hingsk el 1(0.3) 1 HENIR 1(0.3) 1
TESHIOL R 1(0.3) 1 i 1(0.3) 1
TSN A 1(0.3) 1 P 1(0.3) 1
TESHIOLALIR 1(0.3) 1 IR 25 3R F6 K ONERR s 1(0.3) 3
1 53N 1(0.3) 1 Ik 1(0.3) 1
ARpEE 16(4.2) 16 T Ik 1(0.3) 1
BEPR IR IEE 11(2.9) 11 Sl 1(0.3) 1

1) FRFRREETOEPNERA SR GRERE S NNI068-4183, NN9068-4184 ZfJf57)
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9. FRERREFRICRIFITEZE
BESN TR

10. BE’RE
FRIESI TR

11. BRALDOEE
14. A EoEE
14.1 FRAEEREOEE
14.1.1 ¥ 5K
(1) AFNLJIS T 3226-2( HEMLL 7= AT B IS $H2 AW T 4528,
AFNTATLE VLS $FE DO A MEDOMER A~ =— R L TIT> T,
(2) AFN AR AR EOREF R ICRIBNZE DR BABRROONIG AT, HTLWEREHI B X 25 oML
BEERE IO RESHIE,
(3) IRDOAEENZEBEDBFITHEH LN L,
(fi#30)
CARANL, JIS ARIBVEREHE DM A ST+,
ARENEEFEOREF R, T MR EDORBEADREOOLNH AT, FLWERNEHCE X DD ULE 7
EERET AL,
EFERC— Ny DA MLIR R E BT DI EN DD, YLDV RIBHDHD T, 1RO RAN G OBFE THLHL
A AN

14.1.2 F 550400
B FESHE, BEE, KRR, EBEZATY, RCEALIZIERN 217535613, TOFR CIENEF2ERE X D28 iR OE
FHE AT L 02~3emBfiL TS5, [8. 145 1R]
(fiR3)
AL AN FINT IR OVTTIVF R TOREE 2RISR E LT,
AL AYBFNZ B TRICEFTICE IR L ES 58 KETIRAR =V ATV AR VAR 7 4 — PRI HEOHE N
D, EREFTEER2~3emT OBEI LI LI T T 58 TED,

14.1.3 #5-#2%
BRI K O NI BE B L7222k, F2 P LT- e EAUTTES S M NICAD | JER % IE S IR IIAE D H S
PNDLZENHDLOTHEETDHIEL,
(fi#zn)
AFNIE T EFEFEHTHD, FIRNICER 53 5L IR TIEARE L IZHLDIVRILEAZEZ B2 ndd,

14.1.4 D
(1) AFNEAMOIANZIRAE L&, AFNIMO IR EDORAITIY ., RO IRTHBENIH S,
(2) ERBESEEFERT DL, FEHEHIEEF LWL OE | LT N ERNICBROA T 528,
(3) =Ry IR AR FRL TR BZ2 W,
4) =RV PIZO VB AS> TWBEAIIE A LN L,
(5) HRICHONAELT=D, ZEEAELTOWDBAIE EHLARNT L,
(fiR3H)
ARAFN A DRBNZR AT DHE, RO BPDIRTDETNNH D=0, ORFILRA L2 E,
TR SR ARFNIEE LI EEORME T, #5800 LATRE L= BE0, N EHEIE R LS E . LTolo7s
BRBIDHATRENE D DD,
& CEREMBEHIENLIRND, ZDTHIZ,
< TAEAR” LY AR ORI AL S,
S Tyvr— (TR 23D,
=N P NICRINTED,
ZOFRER, BREHN EOIIEP NN DD, Fo, RPN LZ LTI, KR ENE(LT 2550385,
& EFSOPCIENETY, #EEFVEBITILNH D,
& FEUDRRERDZENRBHD,
¢ EFHOBEEEFICEDEHORENME T L, IBEOBENDR DD, TGN EFRL., WADRK L/2HZ LN
»H%,
ARANCTRRERFLIZD, Lo B THEMALRWIE,
=R IO OB AL TNBE, FERBEDO BRI EIT DN/ fTREMED BB, B4 T I —R) IO
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A TORNZEZHERB T DT L, FHIZ, LIV 2 52X TLESTH BT, BT HER T 528,
AFNTEECTE TR ORWRAITHLD, miIZSHT, WS E 570 SN IRE SNRD -T2 5 81, I
FOBELTZY, BALIZVTHIEN DD, Fio, A AV A= Ny P NIZIERHRL ., ZET 558052,
RIBVDAELD, BALTWDREDERNBROOLNHEIE, AT LW I,

12. ZOHMDFEE

(MERREAICESUER
15. ZDMMOTERE
15.1 E&REE I HS<E#
15.1.1 A AV AHI T QBRI OB G-I T o DA T o VBB SE L ER R 5T 5281280 R EAS
HLZ DR UNEDHE B,
(f0)
TV T B EARESE (ACE) BREANZIEA VAV AR EGEE R H DT EDVRIBE TS, ACEFRE R &1
AV RIFN SUERE O IRERE T A Z O A L7235 612, ACERLEFIOA L AU AR FEER LA AU TR O ks
R T A1 o0 B T VA ASFRNEI AR L, IR 2 L 2 U=l s S Tng,

15.1.2 AKF AT VE 0T D5A120E., HEE O AREOMEE HBELenbk 51528, 4702
VA AN R LIES A BRIER S HIES 0D,
(fiF7)
A7 VE U ERB R TG E DI, DARA, (KRB, RIEOME R D72 W BIEEITHIZ L, TERD
HNBEIT, A7V o b a k4520,

15.1.3 AU T 7 Z0ERT A4 12IE. PT-INREDE=X) VO FEME 4 ZETH L,
GLP-1SZ FENEBFRET L7 7V OO IR IZPT-INREE N O E 13 8D,
(fiR1)
AEI R OVZ7 NVFRET VT 7Y O AAERIIRETSN TR, VFT L FROBERIZEB NI LT 7 &
DOPFHIFICPT-INREEIN O WS 0355, FEHTBRCIXE=2V T 21TO%, +HIERTHIE,

(2)FERGEREAERICE D IFER
15.2 FEEERRBRICESUE®
15.2.1 UZZ )VFROTy bR =T RIZBT D2F M 03 A FMERER IZ 3T IEBSEMED R IRCHEFR IR 23780 Hi
720 HURIRBERR IR OREE DO H 5 BE K O IR IRBERRE SUX 2 RN D IEEE 2R O Z IR B OS5 B (T3
5. V7 VF RO EMIIMEALL TR, [8.85 ]
(fi#3)
VT NFROT YRR O~ AT 228D AR PERER IRV CL FEEFENMED HURIRCHIIEIEE 23580 5T D,
FyMZBWTITIEREME & (NOAEL) [ 35% E TERM o7, UK Z204 H i 5- L3RR Cld. BTN T
YA Y,
VI 7 NFRIEGLP- 1 FIEE L, NV =2 D WERET D, (T B BEICBIT2ZNOOHT AT, b=
B PERER LD EN =D EE NS,
FORBRBARIE OBEE D& 5 B K OV F IR RIS X122 36N WIESHE 2R O FHRIE Db B B x5, V57
NFROREWIIHENLL T, ARG T 28ICH, HaEE 1528,
AFNZFBW T, BN TEIBSNZ2-ODFENAREE KRB T, FURRICBIE T2 F R ORI LT D7 AHFIEE
EXRIBREE (AR T IVT IREIV TV F REE) TREZREWVIERO BN o7,
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X. JFERPREAERICEE 9 SR E
1. SR
QESES: b
(TVLIEHHERIZ S 23 | OIS R)

()R LM EEHR
Y NETZ 7 AEATE
AHNIBEAROBEAN OG0T THY, & FAITOFAMATTALTNDIeD | AR OZ IR I ML T
VY N,
<BE>

ARy FI AT
AL AN FINT IO VSRR ., EMMERICEERAE R (PR R DI R MRS 1S MIE T
BB OV TR

FRERTE H BT IEFIITHETE B | SRR | e 5 | 5 & (nmol/kg) it R
AR R Irwin 2R Fvh KT 0G40, 3, 30, 300 ;2 NP
R T L2 | 0,585 L O Hz B Al - 7YX | in vitro 0@A8. 10,100, WAL
T BIEEENL TA—H Far 1l 1,000
MR, RS, 7 omol/L)
i B BRI, EEhEACRT
s il
% | S0 0| FUAN— e, | T2 | KT 0FED. 24 L
EknE HRHIE, SEEIRE, O
¥, DERAGA—H
(PQ. QRS, QTR
FRIA O DL | 85 T 3B B L O AX IR | O 60T GlRE), | R el
Ehhe LS R AT/ () 4/8/12 605 IR CIFEELS)
R, O L0
JT)
AP FLFRETTTf—F | TV | KT 0¢ABEB 30300 |3, 30nmol/kg: L
PR UV EERSEE) - R 300nmol/kg: FFE DKL
B, — (AR, R FEEOBHENEZbND
iy MR 3 s L OV A
O H N —H]
s DN
U577 VFRO
ARERTE H TR/ R/ | B GARREE izfij RS
PAAERIRSR | <V A/NMRER W 0.02,0.2, | UZZNFREBATE STA-FIHEE
(Irwin2it B{%) | (HE6/#E) 2.0 FAE ST,
HHRARR R | T A/NMRIR e 0.02,0.2, | 2.0mg/kgETOREGRETIZTZVFNIE, T
(7 La—u (HE6/7F) 2.0 Na—)VERRHEAERZ RS DT,
IS EHR)
HAR R R <72 /NMRI& W 0.02, 0.2, 2.0mg/kgEF TCOREETIZI VT RIL, ~
(~FVNLE | (HE6/FE) 2.0 YN X — LV EF BEAERE RS0
B — )V if s 7
9]
IR EEES Tk W 0.02, 0.2, | UFZAFRIZNFHLOFEGEIZEBN TS,
/Sprague—Dawley & (1t 2.0 FEW AR TEET v F O 8553 /T A—H T
10/%) BWh MIES ool
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DL 7 hERG cDNA%ZE W | in vitro 0.14.0.29, | 0.14, 0.29 % TA1.43  mol/LDJEE TS/
[ = R Bk 1.43 umol/L | LFRIFhERG cDNA%R %2 E I T HE S
HEK293#0 i B 7-HEK293 /82 B DhERGT — /L & i
(4R /P ) O % 5| XS/ o7z,
TN i H 7 L fige/ in vitro 0.14,0.29, | VZZ VF R BBRLI-WTHoOBETY
Danish Landrace R 1.43 umol/L | A EEL ek L, ECG, HIRTEEIE
(R 4.0/ ) fi7. MAPITEZ . DB EQTRHIMR O IE &
WL TR BIAE &7 oTz,
DA R Fwh BT 0.02, 0.2, 0.02mg/kg: 5 KM JE | e/ £ 2 1.
/Sprague-Dawley & 2.0 JE DA%k, IRIE, BIREBE IR L T24
(TL AN —iE) i £ COM B IR DN -T2,
(HE4/ %7 MT 0.2 & O 2mg/kg: I £} QN5 EH- 23
TRCOBEEE HBI, 245 ETHRIfEL T2, 0.2mg/kgTh
B5L7) TOTIEHLINE BREIBOK T E S5
~12BF [ TR BT, 2me/kg TIEH B
TRRIE DK T BDHIL, F 53~ THEM CThx
LI Lol BREB) R LT ERA
\CBE LT B I A DN o T,
TNIGEA H=TAY Ay 0.02, 0.2, TRTOFLEETIZZNFRIEME,
BIW (TL AN —1£) 2.0 ECG. KR Lk O'H HETh &4 5 o0 ML E
HRRR AR R (W6 /) FRNTA—HTR U TR E KX S o
7=
e Fwh KT 0.02, 0.2, 0.02mg/kg: £ 5-2~6HERI#% (22T T, R
/Sprague-Dawley>%& 2.0 BEROEZENVREBEREDKRTRAL
(lfE6/7E) i,
0.2% O2.0mg/kg: & 5-20F %127 & T
IRTHLNTCERICES P 5 BAKAF 72
FIRVER GRS BT,
0.2mg/kgf 5-Tix, & 524 % ETED
RN LA, 2.0mg/kg ¥ 5-Tlix. B
DA FRIE R A 56 ~24FRFf D 5] =
EoEhnr,
HbEE /- | BBy MEHEIG in vitro 0.14,0.29. | 0.14. 0.29 % T*1.43 12 mol/L:Baseline o J:
H e QUED 7 4[R5 bR 1.43 pmol/L | 31, BAZIL UFHEAL U L35 58 I
EARZAERY) DRI,
0.14 % 7X0.29 1 mol/L: 7 F /L3l # 3T
HE~DEERL,
1.43 g mol/L: 7T Va5 IR IC X L
T, OTHTRIEHRED BALTZ0, Z
OIERIX, EMFMICEE TIEIRWEEX
5D,

KEFLLIE A2 bRE, HER S

R Z DD FEIEHER

UL

2. HEHER

(WE[ER S EMHER

NI T AEETE
AFNIBAAGR O HAI O A B DE THY, 4 A TOFHEATHITNDTZ | AF O Hilml $e b R LRI 52 hE L

TV,




<BE>
ARV FINT I

B Fl e GRR ¢ 55 (nmol/kg) BERE D ESE & (nmol/kg)
Zvk (Wistar&) han 3,000, 9,000, 18,000, 24,000 HE. M >24,000
42—y ey 1.5.36. 12, 30 e HE: > 30
1) BRI B E RO WA 544 7 — 20 SaTH
U577 VFR6
P W EREEA T RIEESE & BERE D EAE &
(mg/kg) (mg/kg) (mg/kg)
~ 7 A(HE, WER-5/F7F) S 0. 10 10 > 10mg/ kg, 1)
~ 7 A(HE, WEAS5/FE) ERAY 0. 10 10 >10mg/kg (K, ME)
Zo Nk, MER5/HE) - 0. 10 10 > 10mg/ kg, 1)
Zv M, ME5/FE) ERAY 0. 10 10 >10mg/kg(K, ME)
PV, MER-2/1E) BT HRN oA — N —1k) 5.0 5.0 >5.0mg/kg(HE. 1)
QOREHREEMHER
VN7 7 ACER AT
. BEE (R FIONT /T VTR Bl 2y
B BHEHIM | BRI (amol/ke/ H) (amol/kg/ H)
43 [ - 0/0,10/27. 30/80%"  60/160%2 20/54
Zw bk (Wistar3%) 1338 4
(AR ) N 0/0,2/3.2,7/11.2, 20/32 20/32

D) AR fKE 36 L OME LR IR O 7= 60 5 5.12 H 1220/ 5418 &
FE2) AR IR (2 B L7258 12 368 X OMK MU R A A B 72720 #% 59 A 1245/12012080 &, 11 A IZ& 54 1k

<BE>
AV RYY FINT 7
. - MR
B FE #5315 ERaCR S % 5-& (nmol/kg/ H)
(nmol/kg/ H)
B ) 43 8 ey 0 (JR1H) . 25, 150, 250 Mk, #2250
Z vk (Wistar ) - - -
263 [5] (43 [E[E116) ey 0 (JAE) L 20, 50, 125 k., 125
S, = . 0 (JA L) | 20, 65/50/40 ™ .
7>k (SD5R) 5230 ] by 100,/80/60 Mk, ¥t 60
. 43 [ Ay 0 (JA ) | 4. 8, 12 T M 12
AX(E— L) - - -
263 [#] (43H[ER115) N 0(IslE) . 4,8, 12/10/8 ™ e, M-8

T AR ML IR 36 KL OMR LB I B T 238 C 3RO b= ZEMD DR E AT 272,
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VI TR

Beh BehE MRS NOEL | 4EER3E :NOAEL
BhiE —BEOBEHE/ 1D P 5
s ’ (me/ke/ ) " (me/kg/ ) (me/kg/ )
EREREE:10/10 0.0.1, 0.5,
= 438 <0.1 5.0
A mF YT T E:16/16 1.0, 5.0 A
EaBRAE:10/10
<UA | BT | TIAME28/28 | 0,0.2, 1.0, 5.0 133 ] <0.2 <0.2
PUARHIERE: %5~15
EaBRAE:10/10
b 0.0.1,0.25. 1.0 438 <0.1 1.0
7R s 10/10 A
B 10/10 ‘
— o 133 ]
vk | KF | ¥ TIAME10/10 | 0,0.1,0.25, 1.0 P <0.1 1.0
[ R EREE : 5/5 b
Zvh BT 15/15 0.0.1,0.25, 1.0 261 [E <0.1 1.0
v KT 3/3 0, 0.05, 0.5, 5.0 438 <0.05 5.0
TEEREE4/4 1334
Y| KT %}; / 0.0.05. 0.5, 5.0 ﬁfﬁﬁ <0.05 5.0
R FREREE: 2/2 (E1E23FRD
FEEBREE:4/4 523
dr | &TF ) 4%{# / 0.0.05. 0.5, 5.0 /L\Fﬁﬁ <0.05 5.0
R FREREE: 2/2 (EHEAFERD

YT IAME: ;2 afk 27 4 7 A5l e N Z 27 7 F REURRIE I,

QrEfcEtaER

IV 7 ACBR AT

AFNIBAGR O BAI DM A A DR THY | 5 A TOFEATHOITNDT280 | AFIOBYRFEERABRIT IR L T

AN

<BE>
AVRY FINT T

ARV FUNT I DERERIET (desB3OLMA A ZVHIER 1,16-~FHF B " HE) IZDNARf O Y,
RENCEBEH 35 81358 AN ZED BB ERBRI T ER L 220 o7, 7ok, TN BRITI RS IRINIZIA
MFEHENTEY, Z8FPETEH % 2~ TAmesikBR | in vitrode to /K 5 38k OfE Rid et Th s,

XY TN TSR VAR (BVEE) THY . —MRBITTRIERI T A RIF AR SN EEZ LN TV,

V7 AFET

BRI

PSS SRR R Y AL LR
(S. typhimuriumB ONE. col))

S-OTF/E FC3750 u g/mLETOIREE | S-9FETFIE FC5000 u g/mL
FTOEE T, YT VT RIZIBRERETF R LD -T2,

in vitrofilEE AR FRIREAR : ERARAHY > BRE
TG R B SR

S-9TE(E T M OFETE(E T, 5000 1 g/mLETOHE T, V7 LFR
IEREFRE MRV SERO B IR BT R LR T,

in vivoRe AR ENE RN : 7o b4 B K
B T HEGIC I DB A/ MR R

B RBETEVEDERD BNI=30me/ kg E TO %4 B MR AE i T %
B U, VI 7 VT RIZTy MBS 52 Y e AR L ER /M %
BRI -T,

in vivoge B ARBEENEREAN : Z h~028 H M
(120, AN Y | IR Y AON = A e STO VAN A

RAY I P D/ M A T HM AR MLER X OVE Rl 360 2/ MEE B
DL YR ER DI BRI IR L VT 7 N F R TR 52855
BRI,
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DOMNARMEER
INIT 7 AR A&
AHNTEEARO BAI O AL DETHY, K IEAITOFMMTHOIV TN | RANO D AFEERBR T L T
720N,

<BE>

ARY Y FINF T

AV A AR B L OIGF- 12 BRI DR | Se AR TR D L 7 F MR, ARSI D
DR D N RIS MR L OGNS M 3BT D BB T BE L\ o T in vitroFFIERRATIZIE-3< L AR

¥ TINT I Oh SRR LR 2 EOBRERITRO BN oTn, ARV T IT I ORI R RE

JRHRELLIZE A LV RV L RRETHY . ZNH2 DD EFR AR D AT RIA LAY TINT 7 ehA R

THEIL TWAZ LRSI,

SDFHR T M V=521 [ AR # G- B Tl 2@ OB OB L LB LIZ03, ARV TILT S

DORAFENEZE R T HET RITFROHIZeh -7, BrdUDFIIE NI A B a5 L LTz L X (2R TR G-I BIE L7

FRHIR B IIFRD DN o T, AV AV TUNT I EAXBLOT Y N CENE 268 L ObB2iH i E TR

HLU728 R B I ONESMERE O R B E IR 5 LD BIIRO BN oT-, ZIHDin vitroB L Win

vivodEERIRFEM OFE RN, AV AV T ITNT IOBIFHEVAZ B hA L A U LRIFRE CTHHZ AR THH DT

HoTz,

VIS TR

R | #5 g
B/ 15 531 Y
ES T 9 (mg/ke/ ) "

<A BT | akEam 0.0.03. 104388 $e 5\ B L7 FR R C— e A3 1.0
K O3.0mg/kg/ H % G- REDMEREZ I T
HekE£50 02, 1.0, BB, C-HINHEIE3.0mg/ke/ H £
YT I ANEREE 3.0 LREOMETDHFBDHI, ZHHOE
TEMES 17 1329 BB DA =X BRFLET>TE
D, BREDOBEMEIZRNEDEE X B
7o O G-\ BB U7 AR 5 T 5%
STz, C-HlaRIEIC RS2
NOAEL}Z0.2mg/kg/ H . C—#ll s |2 BE
4 ANOAELIZ1.0 mg/kg/ H T, HAAN
MRHD & DR FE B [t TENZE RIS KDY
18{FICHHY 75,
> BT HEMER-50 0.0.075. 1043878 B 5B L7 FRRARC AR R AE 23
095 0.75 0. 25/320“0 75mg/kg/ B ¥ GHEDHERD
N \ZVF 7 VT NG 2REOHEIZI N T
&)%W‘_o F7=. FRIRC-HmfagE o1
JJDﬁﬂvﬁﬁzv%k‘&ﬁéﬁim@&%w:
0.25}% 1N0.75mg/kg/ H £ H-REDOMEIZ TS
WTRRO BN, TGO EEE 5T
DATI =R LDAGNETR-TEY, BERE
OB #EMEIRNEDEE 2 BT, D
M 5B U @ R s SR
Motz CHAIEE B4 DNOAELIX
B T&ER)-oT,
YT ITA M ML a2 T 47 AZHM, V77 A FREUEIIE f OV s =2 M =,

G)ETEF £ SR
NI P ACEATE
AFNIBEATRO BA| O AL D THY, FIEFITOFMOBMTHON TNDI=0D  RFIOAFF A M RBRII I ML
TR,
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<BE>
A RY FINTFT™

e 5 58 M FE M B (nmol/kg/ A)
ARERIE B Byl ¢ 5110 @ | (amol/kg/ H) B0 TR
ZHEEER I Fwh It - 22 BC AT [ R~ 0 KF 0 (70 | — M 125 125
WR-iEVEFEAE | (WistarsR) | M : AR EC 238 R AT~ AR 17 H 20. 80, 125 AEFHRE: 125
IR B e T8 A= AES IEIR6~19H BT 0 (A | — R 20 20
(NZW:%) 5. 10, 20 ZEBifRE - 20
HAERTR LD Fwh ATHR6 H ~Ifi 20 H BT 0 (4 | — T 125 125
HAZORA | (Wistark) | (BEIR21H ~THE2 HIXAREK) 20. 80, 125 AEFERE 125
VST LFRD
e | &5 e B b5 .
T | /B (mg/ke/ H) 51 JEES
TIvb | BTF | HEEE24  |0,0.1, 1E: HEVEEN ) Tl Z2BL AR S OV SRR I %63
0.25, 1.0 ABCRANE ~ DEEITFRD SN o722 05 ATHEEIC
MEPEB A | B39 ANOAELIX1.0mg/kg/ H Th AL HELX
i iz,
AERHIT23E ~ MEPVEBI Tl RO T D DTk
HRITH ﬂEZ)‘il.Omg/kg/ AERECHRDOLNTZZEN
5. A EEEIZ B4 ANOAELI%0.25mg/kg/ H
ThoEHEEIN,
MEVECIE, 1.0mg/kg/ B 85 TINE OB
RBHNRO LN EDD, NOAEL X
0.25mg/kg/ A ThdH LML I NI,
VX | BT 120 0.0.01, 1HIE6~18 F l%ﬁ%@@‘ub TR AEETROLNT,
0.025. 0.05 A HEREIZ B4 ANOAELIZ0.05mg/kg/ H TH
HEREES N,
FeYCix, BEM OB B TRER T 5L
EZHNDBEDFIOEALNRDHINIZZ
L7235 NOAELIZ0.01mg/kg/ H T B & 5%
iz,
Fvbh | BT | HEER24 (0,01, THIR6~24 H HIAE R T, REICK 28BN T 7 VTR
0.25. 1.0 5 2R CHELF ETA LI, 1.0me/ke/ H
5RO TITFEAZ BN THRDO LN
Z &M, NOAELIZ0.1mg/kg/ A Rl T &
HEZRE T,
(6) B AR Fl i A B
NI 7 ACEAE

TRV D2 B KO TR LTz, AHID JR AT CORM SR B SUTIR L AR Th -7,

(MEDMDF*E S

1) R R MERER

IV T 7 ACEA T

AL AV FINT IRIOVIFT NNTF R T DHUEE2BOTy MBI A E# G R Tl E Lz 25, 38
D OIIHUREEAIZ OV T, BT DRRFIRROFER L EBITFE D LR oT,

<BE>

AVRY FTITNT ™

ARV FUNTIHRL, KRG EERBRICRB O TOOT Y N THRIICRO BN, AXTidkiEns
DTz, FYRNTIAL AV FUNT I ~ORENALINTHY, MR T ERICH T 52BN b -T-2k

57



b, Ty MZBTLHURELITPIERZALRVbDLE b,
VZ 7 NFR™

RUABLOT Y M 2B R L THY T/ VT RHUKITEEAS N2l oT, YV TI, 3 H A2 5 & G- RFCH T
V7 NF REUEIR I N3 VI 7V F R OFEIEH OREHITRO bivigno7z,
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X. BENEIEICEEYT5IEE
1. HHRES
] BRSSO I E TR
Hhksr B

2. HxhEAR
245 A

3. AEIRETOEE
WG 28T, 2~8CITARTE
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Injection
R4, XULTOPHY® 100,/3.6 N 1.00 uniﬁts of insulin. degludec [?er mL ar?d 3.6 mg of
liraglutide per mL in a 3 mL single—patient—use
pen
ZWREX | 1 INDICATIONS AND USAGE
(ESHIES XULTOPHY® 100/3.6 is a combination of insulin degludec and liraglutide and is indicated as an adjunct to diet and
exercise to improve glycemic control in adults with type 2 diabetes mellitus.
Limitations of Use:
- XULTOPHY" 100/3.6 is not recommended as first-line therapy for patients who have inadequate glycemic control
on diet and exercise because of the uncertain relevance of the rodent C—cell tumor findings to humans /see
Warnings and Precautions (5.1)].
- XULTOPHY" 100/3.6 is not recommended for use in combination with any other product containing liraglutide or
another GLP-1 receptor agonist /see Warnings and Precautions (5.5)].
- XULTOPHY" 100/3.6 is not indicated for use in patients with type 1 diabetes mellitus or for the treatment of
diabetic ketoacidosis.
- XULTOPHY" 100/3.6 has not been studied in combination with prandial insulin.
ALK 2 DOSAGE AND ADMINISTRATION
O'H= | 2.1 Important Dosage Information

- XULTOPHY" 100/3.6 is a combination of insulin degludec and liraglutide.

- Administer XULTOPHY® 100/3.6 by subcutaneous injection once—daily at the same time each day with or without
food.

- The XULTOPHY® 100/3.6 pen delivers doses from 10 to 50 units with each injection. Table 1 presents the units
of insulin degludec and the milligrams of liraglutide in each dosage of XULTOPHY® 100/3.6 /see Dosage and
Administration (2.2)].

- The maximum dose of XULTOPHY® 100/3.6 is 50 units daily (50 units of insulin degludec and 1.8 mg of liraglutide)
[see Warnings and Precautions (5.5)].

2.2 Recommended Starting Dose

In patients naive to basal insulin or a GLP-1 receptor agonist

- The recommended starting dose of XULTOPHY® 100/3.6 is 10 units (10 units of insulin degludec and 0.36 mg of
liraglutide) given subcutaneously once—daily (see Table 1).

In patients currently on basal insulin or a GLP-1 receptor agonist

- Discontinue therapy with basal insulin or GLP-1 receptor agonist prior to initiation of XULTOPHY® 100/3.6.

- The recommended starting dose of XULTOPHY® 100/3.6 is 16 units (16 units of insulin degludec and 0.58 mg of
liraglutide) given subcutaneously once—daily (see Table 1).

Table 1: Units of Insulin Degludec and Milligrams of Liraglutide in Each Dosage of XULTOPHY® 100/3.6: omission

2.3 Titration of XULTOPHY® 100/3.6
- After starting the recommended starting dose of XULTOPHY® 100/3.6 /see Dosage and Administration (2.2)],
titrate the dosage upwards or downwards by two units (see Table 2) once weekly or twice weekly (every three to
four days), based on the patient’ s metabolic needs, blood glucose monitoring results, and glycemic control goal
until the desired fasting plasma glucose is achieved.

- To minimize the risk of hypoglycemia or hyperglycemia, additional titration may be needed with changes in physical
activity, meal patterns (i.e., macronutrient content or timing of food intake), or renal or hepatic function; during
acute illness; or when used with other medications /see Warnings and Precautions (5.4) and Drug Interactions (7)].

Table 2: Recommended Titration of XULTOPHY® 100/3.6 (Once or Twice Weekly): omission

2.4 Missed Doses

- Instruct patients who miss a dose of XULTOPHY® 100/3.6 to resume the once—daily regimen as prescribed with
the next scheduled dose. Do not administer an extra dose or increase the dose to make up for the missed dose.

- If more than three days have elapsed since the last XULTOPHY® 100/3.6 dose, reinitiate XULTOPHY® 100/3.6 at
the recommended starting dose to mitigate any gastrointestinal symptoms associated with reinitiation of treatment
[see Dosage and Administration (2.1, 2.2, 2.3)].

2.5 Important Administration Instructions
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- The XULTOPHY® 100/3.6 pen is for single—patient—use only /see Warnings and Precautions (5.3)].

- Train patients on proper use and injection technique before initiating XULTOPHY® 100/3.6.

- Always check the label on the XULTOPHY® 100/3.6 pen before administration /see Warnings and Precautions
(5.5)].

- Inspect visually for particulate matter and discoloration prior to administration. Only use XULTOPHY® 100/3.6 if
the solution appears clear and colorless.

- Inject XULTOPHY® 100/3.6 subcutaneously into the thigh, upper arm, or abdomen.

- Rotate injection sites within the same region from one injection to the next to reduce the risk of lipodystrophy and
localized cutaneous amyloidosis. Do not inject into areas of lipodystrophy or localized cutaneous amyloidosis /see
Warnings and Precautions (5.4), Adverse Reactions (6.1, 6.3)].

- During changes to a patient’s insulin regimen, increase the frequency of blood glucose monitoring /see Warnings
and Precautions (5.4)].

- Use XULTOPHY® 100/3.6 with caution in patients with visual impairment who may rely on audible clicks to dial
their dose.

- The XULTOPHY® 100/3.6 pen dials in one—unit increments.

- Do not administer XULTOPHY® 100/3.6 intravenously or in an insulin infusion pump.

- Do not dilute or mix XULTOPHY® 100/3.6 with any other insulin products or solutions.

- Do not split the dose of XULTOPHY® 100/3.6.

(2)BR I 0D 74 SLE(SPC)(2020E10A)

2414 | Novo Nordisk A/S FEotE 2015
Solution for injection
1 mL solution contains 100 units insulin degludec
. . and 3.6 mg liraglutide.
W7e4 ,Xl.ﬂtOPhy 100 units/mL + 3.6 mg/mL. solution for AIJEHIKE | One pre—filled pen contains 3 mL equivalent to
injection 300 units insulin degludec and 10.8 mg liraglutide.
One dose step contains 1 unit of insulin degludec
and 0.036 mg of liraglutide.
Zhie X | 4.1 Therapeutic indications
13705, | Xultophy is indicated for the treatment of adults with insufficiently controlled type 2 diabetes mellitus to improve
glycaemic control as an adjunct to diet and exercise in addition to other oral medicinal products for the treatment of
diabetes. For study results with respect to combinations, effects on glycaemic control, and the populations studied,
see sections 4.4, 4.5 and 5.1.
FiE K. | 4.2 Posology and method of administration
OV & | Posology

Xultophy is given once daily by subcutaneous administration. Xultophy can be administered at any time of the day,
preferably at the same time of the day.

Xultophy is to be dosed in accordance with the individual patient’s needs. It is recommended to optimise glycaemic
control via dose adjustment based on fasting plasma glucose.

Adjustment of dose may be necessary if patients undertake increased physical activity, change their usual diet or
during concomitant illness.

Patients who forget a dose are advised to take it upon discovery and then resume their usual once—daily dosing
schedule. A minimum of 8 hours between injections should always be ensured. This also applies when administration
at the same time of the day is not possible.

Xultophy is administered as dose steps. One dose step contains 1 unit of insulin degludec and 0.036 mg of
liraglutide. The pre—filled pen can provide from 1 up to 50 dose steps in one injection in increments of one dose step.
The maximum daily dose of Xultophy is 50 dose steps (50 units insulin degludec and 1.8 mg liraglutide). The dose
counter on the pen shows the number of dose steps.

Add-on to oral glucose—lowering medicinal products

The recommended starting dose of Xultophy is 10 dose steps (10 units insulin degludec and 0.36 mg liraglutide).
Xultophy can be added to existing oral antidiabetic treatment. When Xultophy is added to sulfonylurea therapy, a
reduction in the dose of sulfonylurea should be considered (see section 4.4).

Transter from GLP-1 receptor agonist

Therapy with GLP-1 receptor agonists should be discontinued prior to initiation of Xultophy. When transferring from
a GLP-1 receptor agonist, the recommended starting dose of Xultophy is 16 dose steps (16 units insulin degludec
and 0.6 mg liraglutide) (see section 5.1). The recommended starting dose should not be exceeded. If transferring
from a long-acting GLP-1 receptor agonist (e.g. once-weekly dosing), the prolonged action should be considered.
Treatment with Xultophy should be initiated at the moment the next dose of the long—acting GLP—1 receptor agonist
would have been taken. Close glucose monitoring is recommended during the transfer and in the following weeks.
Transfer from any insulin regimen that includes a basal insulin component
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Therapy with other insulin regimens should be discontinued prior to initiation of Xultophy. When transferring from
any other insulin therapy that includes a basal insulin component, the recommended starting dose of Xultophy is 16
dose steps (16 units insulin degludec and 0.6 mg liraglutide) (see section 4.4 and 5.1). The recommended starting
dose should not be exceeded, but may be reduced to avoid hypoglycaemia in selected cases. Close glucose
monitoring is recommended during the transfer and in the following weeks.

Special populations

Elderly patients (>65 years old)

Xultophy can be used in elderly patients. Glucose monitoring is to be intensified and the dose adjusted on an

individual basis.

Renal impairment

When Xultophy is used in patients with mild, moderate or severe renal impairment, glucose monitoring is to be
intensified and the dose adjusted on an individual basis. Xultophy cannot be recommended for use in patients with
end-stage renal disease (see sections 5.1 and 5.2).

Hepatic impairment

Xultophy can be used in patients with mild or moderate hepatic impairment. Glucose monitoring is to be intensified
and the dose adjusted on an individual basis.

Due to the liraglutide component, Xultophy is not recommended for use in patients with severe hepatic impairment
(see section 5.2).

Paediatric population

There is no relevant use of Xultophy in the paediatric population.

Method of administration

Xultophy is for subcutaneous use only. Xultophy must not be administered intravenously or intramuscularly.
Xultophy is administered subcutaneously by injection in the thigh, the upper arm or the abdomen. Injection sites
should always be rotated within the same region in order to reduce the risk of lipodystrophy and cutaneous
amyloidosis (see sections 4.4 and 4.8). For further instructions on administration, see section 6.6.

Xultophy must not be drawn from the cartridge of the pre—filled pen into a syringe (see section 4.4).

Patients should be instructed to always use a new needle. The re—use of insulin pen needles increases the risk of
blocked needles, which may cause under— or overdosing. In the event of blocked needles, patients must follow the
instructions described in the instructions for use accompanying the package leaflet (see section 6.6).
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(20224£6 1) pregnant animals and offspring /see Data].

8. USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on animal reproduction studies, there may be risks to the fetus from exposure to liraglutide during
pregnancy. XULTOPHY® 100/3.6 should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

There are no available data with XULTOPHY® 100/3.6, insulin degludec or liraglutide in pregnant women to
inform a drug associated risk for major birth defects and miscarriage. There are clinical considerations
regarding the risks of poorly controlled diabetes in pregnancy /see Clinical Considerations/.

For insulin degludec, rats and rabbits were exposed in animal reproduction studies at 5 times (rat) and 10
times (rabbit) the human exposure at a dose of 0.75 U/kg/day. No adverse outcomes were observed for

For liraglutide, animal reproduction studies identified increased adverse developmental outcomes from
exposure during pregnancy. Liraglutide exposure was associated with early embryonic deaths and an
imbalance in some fetal abnormalities in pregnant rats administered liraglutide during organogenesis at doses
that approximate clinical exposures at the maximum recommended human dose (MRHD) of 1.8 mg/day. In
pregnant rabbits administered liraglutide during organogenesis, decreased fetal weight and an increased
incidence of major fetal abnormalities were seen at exposures below the human exposures at the MRHD /see
Data].

In the U.S. general population, the estimated background risk of majorbirth 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
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a peri—conceptional HbA;. >7 and has been reported to be as high as 20 to 25% in women with a 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 in pregnancy increases the maternal risk for diabetic ketoacidosis,
pre—eclampsia, spontaneous abortions, preterm delivery, and delivery complications. Poorly controlled
diabetes mellitus increases the fetal risk for major birth defects, stillbirth, macrosomia related morbidity.
Data

Animal Data

Insulin degludec

Insulin degludec was investigated in studies covering fertility, embryo—fetal development and pre— and
post—natal development in rats and during the period of embryofetal development in rabbits. Human insulin
(NPH insulin) was included as comparator. In these studies insulin degludec was given subcutaneously at up
to 21 U/kg/day in rats and 3.3 U/kg/day in rabbits, resulting in 5 times (rat) and 10 times (rabbit) the
human exposure (AUC) at a human subcutaneous dose of 0.75 U/kg/day. Overall the effects of insulin
degludec were similar to those observed with human insulin.

Liraglutide

Female rats given subcutaneous doses of 0.1, 0.25 and 1.0 mg/kg/day liraglutide beginning 2 weeks before
mating through gestation day 17 had estimated systemic exposures 0.8—, 3—, and 11-times the human
exposure at the MRHD based on plasma AUC comparison. The number of early embryonic deaths in the 1
mg/kg/day group increased slightly. Fetal abnormalities and variations in kidneys and blood vessels,
irregular ossification of the skull, and a more complete state of ossification occurred at all doses. Mottled
liver and minimally kinked ribs occurred at the highest dose. The incidence of fetal malformations in
liraglutide—treated groups exceeding concurrent and historical controls were misshapen oropharynx and/or
narrowed opening into larynx at 0.1 mg/kg/day and umbilical hernia at 0.1 and 0.25 mg/kg/day.

Pregnant rabbits given subcutaneous doses of 0.01, 0.025 and 0.05 mg/kg/day liraglutide from gestation day
6 through day 18 inclusive, had estimated systemic exposures less than the human exposure at the MRHD of
1.8 mg/day at all doses, based on plasma AUC. Liraglutide decreased fetal weight and dose dependently
increased the incidence of total major fetal abnormalities at all doses. The incidence of malformations
exceeded concurrent and historical controls at 0.01 mg/kg/day (kidneys, scapula), > 0.01 mg/kg/day (eyes,
forelimb), 0.025 mg/kg/day (brain, tail and sacral vertebrae, major blood vessels and heart, umbilicus), >
0.025 mg/kg/day (sternum) and at 0.05 mg/kg/day (parietal bones, major blood vessels). Irregular
ossification and/or skeletal abnormalities occurred in the skull and jaw, vertebrae and ribs, sternum, pelvis,
tail, and scapula; and dose—dependent minor skeletal variations were observed. Visceral abnormalities
occurred in blood vessels, lung, liver, and esophagus. Bilobed or bifurcated gallbladder was seen in all
treatment groups, but not in the control group.

In pregnant female rats given subcutaneous doses of 0.1, 0.25 and 1.0 mg/kg/day liraglutide from gestation
day 6 through weaning or termination of nursing on lactation day 24, estimated systemic exposures were
0.8-, 3, and 11-times human exposure at the MRHD of 1.8 mg/day, based on plasma AUC. A slight delay
in parturition was observed in the majority of treated rats. Group mean body weight of neonatal rats from
liraglutide—treated dams was lower than neonatal rats from control group dams. Bloody scabs and agitated
behavior occurred in male rats descended from dams treated with 1 mg/kg/day liraglutide. Group mean body
weight from birth to postpartum day 14 trended lower in F2 generation rats descended from
liraglutidetreated rats compared to F2 generation rats descended from controls, but differences did not
reach statistical significance for any group.

8.2 Lactation

Risk Summary

There are no data on the presence of liraglutide or insulin degludec in human milk, the effects on the
breastfed infant, or the effects on milk production. In lactating rats, insulin degludec and liraglutide, the two
components of XULTOPHY® 100/3.6, were present in milk.

The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical
need for XULTOPHY® 100/3.6 and any potential adverse effects on the breastfed infant from XULTOPHY®
100/3.6 or from the underlying maternal condition.

Data

Insulin degludec

In lactating rats, insulin degludec was present in milk at a concentration lower than that in plasma.
Liraglutide

In lactating rats, liraglutide was present unchanged in milk at concentrations approximately 50% of maternal
plasma concentrations.
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4.6 Fertility, pregnancy and lactation

Pregnancy

There is no clinical experience with the use of Xultophy, insulin degludec or liraglutide in pregnant women. If
a patient wishes to become pregnant, or pregnancy occurs, treatment with Xultophy should be discontinued.
Animal reproduction studies with insulin degludec have not revealed any differences between insulin degludec
and human insulin regarding embryotoxicity and teratogenicity. Animal studies with liraglutide have shown
reproductive toxicity, see section 5.3. The potential risk for humans is unknown.

Breast—feeding

. There is no clinical experience with the use of Xultophy during breast—feeding. It is not known whether
BN DAL | insulin degludec or liraglutide is excreted in human milk. Because of lack of experience, Xultophy should not
SCE(SPC) be used during breast—feeding.

(20204F101) In rats, insulin degludec was secreted in milk; the concentration in milk was lower than in plasma. Animal
studies have shown that the transfer of liraglutide and metabolites of close structural relationship into milk
was low. Non—clinical studies with liraglutide have shown a treatment-related reduction of neonatal growth in
suckling rat pups (see section 5.3).

Fertility

There is no clinical experience with Xultophy in relation to fertility.

Animal reproduction studies with insulin degludec have not revealed any adverse effects on fertility. Apart
from a slight decrease in the number of live implants, animal studies with liraglutide did not indicate harmful
effects with respect to fertility.
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KEOTRAT SCE 8.4 Pediatric Use

(2022456 H) Safety and effectiveness of XULTOPHY®™ 100/3.6 have not been established in pediatric patients.
RRIN DFAS S 4.2 Posology and method of administration

(SPC) Paediatric population

(20204E£10H) There is no relevant use of Xultophy in the paediatric population.

5.1 Pharmacodynamic properties

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Xultophy in all subsets of the paediatric population for treatment of type 2 diabetes mellitus (see
section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties
Paediatric population
No studies have been performed with Xultophy in children and adolescents below 18 years of age.
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