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V. JAEICEE951EE
1. TR
AL R B DG £ T2 D 2B IR

2. X THRICEETIER

5. ZhEe )UFANRICEE TR
AFN TR SRS - EERIE IR FERR A RIC DR TR H o B I et 628, [17.12 ]

(fiFw)
AFN D E PN A FEPR R ERS VT, ASs EEREIOIN A o BRI A L IR o7 imEa s b — 035
DAIVTUWNRO 2 R BB Xt Gl LT,

ATRIZREE 2 BE DR EYE

= N ESIIIAE e A 3Bk (NN9068-4183) ¥

A== JHEETO60 B LL_ERT2DFE O MR T3 (o -7 Vas Z—VPIHER F7 V00 2V R= LT T
SGLT2MHESR, ANFAI | ZV=R) DO, W1 FlE —~EDAE TR SN, A7) —= 7 FEOHbALcHT.0% L E
11.0% LA F Ty A RV ARIREIN RO RS

= N ES IR e A 3Bk (NN9068-4184) ¥

AZY—=2 ZHEETO60 H LA EETS, AR BRI UI AR AT Z TR 0 M TR (o -2 Vo & —PRHESK,
FT VI ANIR= gL TE SGLT2ILERK, 7V =R) D55, WIFhnlflz —EDHETERGESN, A7) —= 71
FTO60 B LL RTINS E LI 5 B TOBasal A AV SUTIRA /B A TREA L AV %1 B 1RIUX2E 0% 5-425%1 T8
N, A7V —=2 T BEDOHDbALCINT.5% LA E11.0% L FCThD N B

3. AERURAE

WEZERVHEDRES
W RATTIEL FINEL B 1RO —R (A AV FINT I /VZ 7 VFRELTI0EAL/0.36 mg) 25 FiES45, #
Sl 3BHEOREIISCCEEREKR T 223, 1HORN—X (LR FINT I /U527 )VFRELTH0HA07/1.8 mg) &
ZIRNZ e EFRFANTFRIE L CTER — B LT 5, i, KAIOHEBAM THHIN—XIZiX, ARV T T 71
PR OV Z 7 )VFR0.036 megh E Enb,

QRZERUHAEDRTERE RN
A A N2 PR BB At G L L T2 2 > D [E N BT BRI iR YO fE RA M EX . AR O L A BEREL,
P R, BEAAGR S IR T2 & (0.3me) LIEIE RIS DV TN FRBREENLIOR—X (R T7
VT 10HBAL, UZ 7V FR:0.36mglZ /i) | E LT, ZHHORER TIL, &5 0HlICImpEia ha— 1 O ENR B L,
F7o, BEE AN BT DKM & OVE Gk EOF EFEROBIVRDIUIESE | ZEMEICREIZRD bived T,
& VB PR S BANC LD TEH CH s fuiEa s ha— L S LIV QRO 2B TR AR FR R &k S L U7 [E N PR AR 12
BT, —EOBBRE DK O£ 55 5 (108 —XK0H) THIAL T3, LIOR—XMBE G BRtAL 72356 L FfE
Eo B afER he— L3 Goi, IR & TR T A28 TSRO bV oz, Fo, O FERF LA
o Y B (Basal A v A o UTIERA T/ BLAVEIRA L AV OWF R 1 FI 248 L 1 H #% 581320 A7 BL_E50HAT LA
™) IZEDIEEE T b o ha— L RSN RV 2B R BB X R E AN OO FIC CEMLZE
WERRRBRICE W T, B REZ16R —XETRINTTREL L7223, 10R— X & B2 5 R TAR OB G2 B Th, K
HMFE N ONE BB E O EFROBIFIRDUEE S E 2RI EIT L, Bife oy ha—uindbng, Znboft
HL0, KA, BasalA 2 AU RK L FRE O BFHEEZ DO THEZHET20AITHL-0, ZO AERHEIC OV
TG RITEREOREIOSC ClEEHRT 5 LR E L,
ARFN O B e e, BEAKGE A - IS8T D8 & (1.8mg) LIZEREDYF T VT RNE EFND50R—X (A RY
FUNVT 7 B0HAL, VT LFR1.8mg) LR E LT,

4. FERUVHAEZEICEET SEE

7. HEN OHEICEETAEE
7.1 RENIAL RV TIONT IEVGTNTFRERAE LZRAITHLH-D 5 EITHEEIRET DL, 728, AFNT1~
50R— RO % 1 N — X4 L CHREI e ThH D,

(i 3t)
AFIORERALTHH IR =KL, ARV FINAT IR I T 70 FR0.036mgny & £ TS, AIEK ORI
eV EEICRIET DL,
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7. AELAOHEICE#ETEE

7.2 KFNOBIERNL, LT OMICERT2ZE[17.150]

(1) A A HE| (Basal A > AV UASIRA L/ BLATRFEA AV ) LA OBERIE SR Z DR TR+ 07056
- ha— L AR, R, PR E O A WA G BE ORBIISU T EAE (10R—XFKM) oo 515
B2l HEICERSEETHIE, [9.1.4, 9.2, 9.3, 9.8 1]

*GLP-1% FARVEEN BRIC L BIRIE CRORAR 07 i B AR A Z B 59 B1d - > Td, AR OCLP- 152 R IRIEE RO
kL, AFIEOFA LWL, B 1A 57228 ORI CLP-152 BIAER I L A TR O AAN YV 2 B354 1.
ZOMEARHEE BB L, RENZ T EL TR GEX AL IO ARF OB 52 BET 528,

(figesi)

[EI N R OSSR B R BRBR D5 RUT IR D& | AL AV ARTAFEC L BEPRIF S (% COBE R IE . GLP- 12 (A E B 3K)
TR A5 70 2 RUE IR BB I B D IR AR E LT,

7235, EPNEBIHHERARFRERY 128\ T AR B G- 7227580 N | AR B (10K — R A0) TBARL 7= B0 7 R E 7Y
FILLL T DEBY Th -,

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 THARELTIEBI DY ER (BB RER!)

AAIOBAA A & SRR R H HER T B R B R
(R—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 & 0 (0.0%) 4 (1.6%)

BHEREIE i : CKD-EPI 2 kD _"—RAF A 5D eGFR 73 90 ml/min/1.73m? LA 1
1R RS RE [ 2 . CKD-EPI BT R AR —ZF A B eGEFR 2% 60ml/min/1.73m2 LA 90ml/min/1.73m? 4t

10 F—A5K 5 CRBALIAEBI 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—AT AL HED ALT KON AST &% ELveEdtip FIRCL T
RFHRRERR . R— AT AL FEDOALT X ITAST FEHER A L [RAR2. 505 AT
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7. AER O EICBEETAHE

7.2 REIOBRLAIREL, LT ORICERTHZE[17.15 /]

(2) AR HUA| (Basal A > AV UXIRA /B A TRIEA L AV ) IZEDIRE TR+ 07056

BRAA AR, BE 1L H EI10R—XTHDH, REEDOA L AV & G ELCBZE OWRREIET T, TH1E16R—X (LAY
FINT T /)T VFRELTI6HANT/0.58mg) ETOHPHA T T2,

ARBN OGS T > T, BHRE DA AV BIE| (Basal A > AV XITIREG T/ Bl G VRRA L AV ) O G5 IR L, ARH|
AL E,

(fiF#n)
[E NS ITHR R R BR P ORI IE D& | A A ARIR Th O 2RPE FR 7 B IS 5 TG L OV BICEE T A1 E A EL
77

7. AEL O EICEES 1R
7.3 AHIO1A AELLTE0N — A 25 &S L ERG 61T, OBERP HIEA~DYIERZEMFIT 0L,

(fiF#)
ARABOR =TV Z 7 NTF ROl KIESREER A B THDH1.8mglHl Y 55, 50R—RX2H 5L THRRAR 0728551, o
FEPRIF A ZEA~OE R Z 2 RG22,

7. AEL O &L E%Lﬂ‘é&a
7.4 BEEENSEEITE, K%’J@VE)?J%ME#FEJ FORHEND RO WZRE R TE DI G TED, £OROEL138I
L Bl T Bﬁb\ %0)?& W OEFFAN LTI E 528,

(fiREE)
KAV AU A DR L F D& 359,
" ™
@ BSEEhEsSonn
( B5EENTLE . j
 omsse [IIETY ene » sovonsonsar )
ROEROESSSVIETIERMLEBWTLAE. SOt mTESLTOUEEL.
b il i o] D L Ertu]
L =] S Emd SAEwd FALEwd
HOBWSET
BETHELL
WMIOEBRT
ESiCES
Py FOEE
s g S | RO #s
S Ta
1H 18 18
ROESET () R s e
SRFMILLESIF T IETL P ENCHEDRS S LS
. OV TRSEETY . fEL.
ROEROESSSIETEEMLUALE-RIEE. XOSETHSETRCBTETTOT
CRTLET. ROVWCEATHESTHETT . BSEUREs ML LS 2BENEHETTOT.
aADESFESESLICEREEL.
b =] iMEm fli=to] et
DAZT PALZT S’-‘f-‘l-_'“.'.-’ﬁ R e
MORSET
BE'I'I!ILJN
i'L‘:SL'IJ'LHﬁﬁE ]511@
ESICKE -
B 3- DR
@ st - @ @miu
18 18 | 18
sﬁmﬁiﬁﬁﬁm, Qumnusai=s
BECAOWEICCEELEES, —0O0BRESLTCEBOSTL.
Y A
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5. PR AAE

WEERT—2/\wr—o

RO | ARES e AL ";i/ IR - A
1 .
e e \ adi%a WIF 7 IVTF RExE IR = ARHA
EIPEEIIAEER | NN9068-4183 ﬁfﬁg ;;TZJJ © @F @Jﬁ&(ﬁ%@@@lﬁ&fﬁﬁ o
Liral 273 52, MEVE AL, FEE MR, WA TRERT SR
e . ANFARPEH T COAL RN FINT Y
4 RIS B LIRS O PO
[EI N ZEIIFEERER | NN9068-4184 KA 105050 © FEt
IDegtt 105 261 M, MEAERML, “HE R, WATHERH]
treat—to—target FER
AANOIENRE, I EER K OZ 2
AR TINT I VT NVFREOA
o PARESPN == PN AL g AV FINT 7LV VT RON R 5-R
MG AR SEBEEEN NN9068-3632 e O R
H[AEE G MIEA(L, ZHEHR, 47nx
A —N—i B
TR LS O — B SIS TV -
VT - PANES DN 2 e AN LEY S0 RIS
AR SRR NN9068-4026 50l O WG SRS (L. sk, 2 nR
A —N—i B
VT NFREXRELTZ B2 D HFED
IDegLirafiF| DI BIRE | 2222k K OVER M
ARSI R SR I B NNO068-3871 ﬁ)\@%&,gﬁ%' O | ok#mat
H[AE G MIEA(L, ZHEHR, 3z
A —N—i B
S E 2T PR IR R ANRARY £EHTVES D FTOUZ
WS S ITAE R 1660143 TNFREOA AN FINT IEFHREL
] B Fe ] NN9068-3697 | AFHIHF : 8334 O ToARBNOHF INE R O O
[Deg: 4134 26)H [ (+26 M OIE EWIM) | MAEA1L, FE
Lira: 4144 S, WFFTHERM]. treat—to—targetFER
S E A 2B PR 97 B ANBAI R FCOA A FIONT Y
HEAN BIAR A ER NN9OBE-3912 39845l o %kt R E LT AN DA 2 Je OV A D Rgeat
s[5 8| AHITEE 199451 26 M, MAEAL, —HE MR, WITEER.,
IDegh: 19947 treat—to—target FA5R
GLP-15 BASEEBNER S D02 AR/
S E 2B PR R - A TYEY L ESUBEH T COGLP-15
HEANBIAR R ER NN9OG8-3851 43843 o BIRVEEN A X IR E LT AREI DB M M 02
] BRI [ AFIHE 292451 PO
GLP-1%: 14641 263, IIEA b, FEE M, WATREM
treat—to—target 7SR
T e ANIR= T LT 3R (SU) BMBEE XESUEA
SN T R ﬁyfzyﬁmﬁ%% MR OB FCOT TR &R RE LT
e | NN9068-3951 . O | AANDHNER O A MED it
ES|C S aE AHIEE : 2894 DG MM L e B AT e
TS5 REE: 146 TR ARTRay1E, — BB LATRFER.
treat—to—target FA5R
i . Basalf AU NEDOYINE X AN
I é’;%‘ﬂﬁ’iﬁ%ﬁ FEFTOA R JINE A RELIA
e | 006873952 v O | Al IR L BNED LR
[l B3 ] AHIEE: 27851 R M5 (. JEE R AT RER
IGlarf : 2794 261 ], HE Rl B A THER]
treat—to—target iR
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RHN e CANE N AN L DIBRRITSB2D
TR O SR DN B2 0 MU R I B Ak S &
A4 E 2B PR R L. AH| (S RS0 BAT v+ AU
HESM IR ER NN9OBS-4119 3141 T AV N IR LT ARAI O B Bl (B
] B[] AFHIHE: 1641 BSOHBEAT v ) OB NER VR EMEDSE
AEN+1AspEE : 1541 EAES) a1
26JE[H], MAER L, IR, WATHER.
treat—to—target iR
P . A MRV VERIIIA PRI o+ ES
. At = . v mOFE & E b i)
@@Iﬁ%ﬁgﬁ NN90GS-4056 if%@%l@&gfﬁ FATY RL) Lizk & DARDEER
o AT 138 R 2 A 4% G- VSR O LBHRE
2100 ‘ 2M, MAEAL, FEEM. WATHER,
treat—to—targetitBR
ARNRAIPH T DAL RN TINF L
S E 2B hE R R AL AY T AV hDBasal-BolusiRiE A %)
WS IIFR A R NNOOBS-1185 50645 HR L LT AR DA 0 M e M 00 gk
= R A ARHNEE: 252451 Bl
Gar+[AspH : 25444 260 M. IEIE2 b, FEE M. WATHER.
treat—to—targetatiii
s ] SGLT-2FH &3 + % 1 M f e FEEDO O T
AT BB ﬁ%@@ﬁﬁ{ﬁ%% TOAL AN TGN TR RELT-AF D
ey | NN9068-4229 " ANME B OV Sk D et
g3t ACURE : 21001 26T, HE(E Do fl. FE TS B A TRER
[Garf: 21041 Sl ARTEA TG, ZEE PR, SLATAER
treat—to—target FER
AL A BRERIEE SR E LIV T 7 VTR e
A AN 2B R R AL AV DPFRIEO A IR O 2D
e 357441 B
EPEBIRGARR | NN2211-8925 | pcome 19740 SN, SEE Bk, TR BARED A
7T R 13041 AV EEOREIC LD ERIEIO T | WA TRE
[Ee N

IDeglira: A2 AV T NT TEVGITNVFROELEH, IDeg: A AV TT VT 7 Lira:UZ77 VTR,
[Glar: 4> RV 750X GLP-1:GLP- 12 FE/EEIEE, [Asp: A2 RV TRV, O 3HIiE k. O: &Gk

(2R REEER
1B [E1% 5 588 (NN9068-3632558) ©

S E AR EE A B 2451 % ) 51T KB BRI BIRE | SN ZHER R VR E2MEA LR T 7 VT 7l
5.1 VI N FREMB G AR FONT 7EVT 7 NF RO ARG LG50, 7 va—2
I TREAT R C AL A TIONT IEITHENL, V77 VFRE0.6mg, AFIEAL AV FINT I /VFTVFREL
TITHAZ/0.61mgl A RV F 7 VT 21THALLYF 7 L F R0.6mgD R (fL RV FINNTF 7+ V57 VFR) %
FNENHEIE TG LT,

EHERERIZONT ARV TINT I VFGTNVFR ARV TINT 7 +VF77 VFR (P GRE) O
AF TN ENHEI L TG LI TJFIERICRE T 530 A—413, TROEEBYV TH-T,

5B GIRpax,sp AUCGIR,0-24 h,sD tGIRmax,sp AT EIIAE 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]"
ARV FINT T+ g N 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 (ZEBERE®) « tGIR ol L A (FEPH) , — 84T

GIRpaxs0: B RGIR, AUCGir,0-24 nsp : 5% 5-$2 0~ 245 O GIRHERS AR Al tGIRmax s : GIRpax sp B EERE ]

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

b) UF 7 NTF R HRR 3T D AR BE G- D GIR oy, s OAUCG1r 024 1,sp D 2E (A EEE D bE (KA /VZ 7V FR) [95%(5 #E X[ ]

c) ARV TINT I+ U?ﬁ/l/?‘}:&ff‘ﬁ§ﬂ:iiﬂ‘éjsﬁuﬁﬁ‘H#@GlRmﬂx,SD& TNAUCGIR 0-24 1,50 BT BB D L (KHN/ " AR
FINT I +VZ7 VFR”) [95%(FHE X ]
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LBEVEIZOWT, BEFRLORIERORBEIET, ARV T NT 7RG RET25.0%(6/2415) J TN2.5%(3/24
) . VF 7 NF R G RET25.0% (6/24451) K ON6.7% (4/2461) . A AV FINTF 7 +VZ7 VTR (R 5K) <
45.8% (11/2441) K Tr25.0% (6/24451) . AFHI#e5-HET25.0% (6/2441) K 1820.8% (5/241) Tdh 7=

AR AR P AR O SN I AEN EOBEITRD LN -T2, AEFROKEDIIRETHY, BELRAES
G IRIC B ST B FER GG SIh2h 0Tz,

QRAERIGERAER
AN

(MFRELRIEAER
1A R EER
DIV RNz & B ARBEERDD2EERBEEICETDIURIY T ILTHED HLEEAER (NNI068-41845KE%) ¥
H B: EEEA: BARABE R B 23 REL T, B 55226121 Db ha— L2 o C, ARFIDA
VAV T NT T DB A REET D,
BRI H B : B A AR R R 26 R LT, G4 260ICBI AR L ARV TINTID
R AT I K OV % LR a5,
DR BEIR IR IR LA A BIK (Basal A > AV > XTIR AR/ BLAVAIRA L AV DWW 1K1 & L 1TH
5 BIF20 AT DL ESO BN DL ) IS L DTRIE T+ a7 fubE =y b — L 3560 TR 2 s SR 5 fB
2100 (RAIFE: 10561, ARV T 70T Z8E:10561),
2. HEREREE (T I =0 TNV AT 27— B I T ARG VBT I /M T AT 27— 78 H e P
EBRD2.56% L) ) A TR | BHEAEREE (CKD-EPIIC L 5eGFRAY60 ml/min/1.73m* A1) 243
DR H BRI UT,
263, ZhEak . MIEAFIOFHS, 2B T, “EH B, treat—to—targetiki
AFNER OA AV T NTIREE, ANV O/ FCLA RS- U=, #ESEEI4A A BT AKI R
KOAL R TINT IRECENLZNI0R —RX K ON0BALE L AR M I S E OB R0 %E
TR WBRE DR EMEEBEL, TNTNI6R — A KON 6N F TR ATREE LTz, BEE5HARIH, AHKIRE
FLOA A FUNT IREOEE B X e A ai i (e (b B 2lE) 12 H-5% LRBIZ2[E 04
& (LEI O¥EIR I+ 235 — 2R — X B U223 — 2HN7) TRERINICFARI L7, ARIBER R 77
VT IRED e BIZ50R — X R NS0 B & L=,
$ 5142608 OG-8, AFIRET37.68 —X (H&EHFH : 10~50F—X) | A RY T NNT IEET
41207 (B E#iBH . 10~50 A7) Tho7z, HbAlcEFRIEL LIz M= ha— L2 oW T, ARFI DA A
Uy FUNT T HEME A EES U (p<0.0001) . ZEHE I B (FPG) DR T Sl L ik R
FECdhoTz, 2618 fE O R M (ML 2356mg/ dLASTE Cdo - T2 AR IS & OV = F 12 L DAL E DS LB/
HKE) e OV RS LB (R LHE D5 500 : 0125505 : 59T FEIRLT-H D) D HRE H -0 OERFEBRAFEI T,
FECHRE Ch -T2,

A B 7 ik
#5071k

B

7= (KFI— A2 70
VT DOHEENE [95%1F
HEIX ]

ARV TINT IR
(N=105)
N=24y | BT

L&

AF
(N=105)

N2y | BER T
A5

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

FREPEBEE (/N F) R OMR MpE 2 R EBLL 7o 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
L) R UK « i B (f4E) 2356 me/ dLATH Tl 7= K MBS K& OV =38 12 KD RLE 7S B2 724 if B,
H2) 72 BRI : 721 TEZE LR MBEDS500:015>505: 5912 L= 0,

QROMBRAEEKTARPD2ERERBBEICETEAVR)Y TINTIRBISTLFRED LR

(NN9068-41835Ex)

H B EEHA: BARANRBERFEEZGEU T R OBERFEEEA O T TOARAOMEET fa—/L
(BT DEEERIET 5, Zhud, 55528 BB ha— oW T KFIDYZ 7 LF I
KETDEANE R A R FI AT 2T BIEL WA R+ 2L TIT,

B BB _R—=2T A O 514528 £ TOREBEOLEAL &, R IUEE O RIS N Oz he—/L
WZOWTC, RFNDAL RV T I NT IR HENEEREET 5, 5 %52 AARH], ARV
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R T 1k
#5051k

i R

TINT IR OVTT VTR ORI W e OV V% LR E D,

IR R PR SR AN T LA TR T4y 7 g L R — L AME D U TR 2T PR 55 FR 8 19451 (ASHIBE :
2750, ARV FUNT IRE 2716 VF 7 VT R 27361)

B EREEE (7720 T AT 27— B XUET ARTX R T I I N AT 25— B s R e

ERRD2.5(5 0L 1) B T Ak B E (CKD-EPIRIZ L 5eGFR2Y60 mlL/min/1.73 m* &) 2 H

OB LRI ST,

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

ARNFE, ARV TINT IR OVT 7 AT R, BEORERFIE ANFALIY, - Vasy —EBiE
I FTYVOUIK ANA= LTI SGLT2RRE I ST H B TLA L A o R ESE) O fFF FCLA
1A% 5 Uiz, ABIBER ARV T 7T IREOWEREBR M I BIX10R — XA K ONMOHAL S LTz, 5.3
M AFIBER VARV T2 T IREOF 583 ) e R a4l Qs B Cle) (2 i-S&, 138
M2 OB FE (LE OBEIEIT+2735 — 2R — X J U2 5 — 2BAAL) THEGEAIC AT L 7=, ARAIRED e
FAEIZS0R =L, ARV TIUONT 7RI R E A EERE LT, V77 N F REEE0.3mg) BB
BEL . LAERIZO0.3mg DML, 1.8mgh#ERF 3D L, KERES, LR SUIIESOVT i Al
EIS2 MM T G-L&N Tz, OFH 3588 0 bR T3EO Mk HEE, RO T L nZ e
77

Be 54452 O G- 8id, AFIBECT27. TR —X (HE&HFH :3.7~50.0Fk—X) | /> RV FINT IR
T34.8HNT (B : 0~186.0H07) Tdh -7, HbAlcERFEIEL LI~ fikE= ha— Lo\ T, AFlDY
S0 VF RISk DB (p<0.0001) e A Ry F AT 2Tt 5355 M GEPE~—0:0.3%)
DRFES T, AFIFEDZERERE MFHE (FPC) DK T I, A2 RV TIUNATIRELRRRETHY, V77
NFRREE L CRED o T2, AFIREIZIS 1T D523 [ DR RS (M B 2356mg/ LA C & 7= (K IfLAE
T O =38 C R DAL E DS B AR S ) K OV R U (K B 5 7500: 0123505 : 5UZFE L T=H0D)
DBREBHT-VOERBEBMENL, AV AV TINAT IR TR VI7 VT REREEIIL T
notz,

FZEDHEE N

AFHl (N=275)

AR FUNT) (N=271)

V77 VFN(N=273)

[95%(5 #E XA ]

N2y | BT

~N=2aqy | T

~Neagfy | B

ZEfL B

LR

ZfLR

AF—

AV TUNTY

HAHN =70 VF

HbALc(%)

8.52+1.12 | 6.10+0.72

8.531.05 | 6.73+0.79

8.32+0.99 | 6.52+0.86

-2.42+1.04

-1.80£1.02

-1.80+0.92

-0.63

[-0.75;-0.52]

-0.48
(-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

7Y DB FE B E /N A B MR 2 FE B 72 /B OF 5 ()

™

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

D) A B - (UBEE (fL45E) 7356 mg/ dLASTE T o 7= K MBS K& OV =312 LA LB A L BE7 A b
2) 7 BRI 721 CEZR LR MAE DS 500:0175>505: 5912 B LIZH 0,

QGLP1ZEF R EHERUROMERBETCARDO 2R HERFEEICES (THGLP-1 ZRFEHE (BKIRE5) DL
B 5t ER (NN9068-38515E%) ™

H Y

R
B 505k

s B

FEHM AL AV ABREEN 2 ANRAI £ EFTVE v+ 2R =L LT (SU) D T T
WA AT FR-1 (GLP-1) 2R BEE KIS LDV T+ a2 i = e — L 35350 TR 280 i
RIFEFZRGELT, Mz e — iz o>\ T, SRV TINT 2 V57 VF R (IDeglira) ®
GLP- 152 ARVEBN R (Jkfge s 5-) |2kt 3~ DB B A MR GRS 5,
BIVRAY B 09 : 56 5.1 2618 |2 351 F DIDegLira f (NGLP-152 B VEBN 4L (fligid 5-) O MR B 72 4 D e V%2
A R,
AL AAGRENRIR ANBRAI A7V EY 2 SUDGEH T COGLP-1% SAREBIZRIC LD I T
F oo S — L HFHAL T2 R J55 A 43851 (ARAIRE : 292451, GLP-18F : 14641) &% 52
L L2633 Gk Br 2 FE M L7,
¥ NTHEREREE (7T =0 T M A7 25— BN EHERI B _LIR2. 51200 1) 2 208 E . EHhE
(gL 7T =2 1L.5(5BMH), 1.4 (&M me/dLLL E)&2H 3 A0 A 1XRRIL ST,
2618, Zhiak. [EFRILE], JEE M. 2B T, MAELSEIVAFIT, treat—to—target iR
AFHI R O CLP-1Z FAEFN T AP =7V EY o+ SUOHER F LA LE& S Uiz, AFNT
16— (IDeg: 16HA., VF77 /L F K :0.6 mg) THREZBIAELT-, HEHIM b, AKF|OF G B3 R4
A MBEE (s B ) (28-S LEIC2EIOBEE (1RO RIEIE 2030 — 2 8AT > 7/ HATL)
CHEBERIZ AT LT,
AHN O f i BTS00 AT~/ HAAL & LTz, ARAIDH&ITHR G5B I &S, #5-10~12108 2L
PRI ZEMNCHERB L, %54 TR A ¥ 5 BIT43R — X Th o7z, HbAlcEFRIEL Uiz fikE=
2= UNZDWT | RAIOGLP- 15 B IREBIFR IS0 A M RGES L7 (p<0.001) . Z2REIRF LA {E
K EIXGLP- 1 & S U CARFIBE CREFHIICA B KR ED o7 (p <0.001) ), (KM BEDO R BLEIAS LY
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AT 35720 D FE BRI T GLP- KR AE & Ll U CARAIRE Tl o7, B ARRIRIMAF A FIRED 151
DIHTHESIL, HEHE25~260IZFBILI-EL ThoT-,

AF (N=291) GLP-1 (N=145) -
— — S DHEE H[95%15 1 X
P I e 2 P I T T st s
pa (s 2k
78406 | 64408 77206 | 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

T2 D AR RS - dbE AR (M) 2356 mg/ LA C oo TR ILIE M OVBE =37 (2 LD AL (23 W B2 AR i

2) BV S : 1 TEZE LRI 09 500: 0153505 : 59ITHBLLIZH 0,

)R EMEHER

D) A HERRGERABR ) 2 1

(5)2BE - FRRE Al S ER
ML

(6);aARAYfE

DERAIRAE (—RERKKRE HERRARIRAE ERARELEERAE), REJRTERT —IN—AE, HiER

TRERABROAST

[DegLira® i FIZEHRE FIZHU VT, GLP- 1A MAEENHE (1 RV AL DG 25 1) TIRFR T O28BE IR P 8

MIDeglLira~YI0HE 2 12 E D LAV D E WAL T2 8% BV L LT BGEIR

72

DEABEBELTEETFEDANBERITRELRE -HBROME

AN

MZDih
BN

22

FHT — A —AFAEEEML




VI. EWREICEYHEA

1. REZH(CEAEHHILEMNITILEYEE

AL AN J NGLP-152 BRAREEN R, AR ITIZE DM OBERIFE AR (€77 F AR RIEH], AVBR= oL T Al #%h
BUA L AV WMRHER, o 7 Vvas X —BILEA], 77000 REA| DPP-4FLESK | SGLT2FH%E %K)
HE  BEHOH LAY OIRE I RFIL, BFORMNSCEESRTH2L,

2. RIEER
(OAVEFRERL - E AR

AANT, b= b — Va2 BE T DEMET 26 T o4 AV FUNT IR OVTZ VFROREH]I ThD,

DAVARYY FTLVFY

ARV FUNT I, BARIFTIE AR DO S A ~F Y~ —L U CTIEET DM, BE5% F FTHkICBWTEAL T
FAECRERV N T AF T~ —2 L, —RITERE L TR EEED, ARV TINTIE ) ~—T~</L
F~F Y~ — D& ZREET D780 . B SN SRR RIS D ERge AU IR N S L, BV ER G 2L 726
T SHIT, KT EFHERAL L O P CHEER A T L CT L7 v LA L, TER O LICE 5327,

ARV FUNT IO ERFEIERIL, 7V a—AHORE ThHD, (VRN TINT IEEGIeA AT, AV
YL T E—=ITHEE L, BRI ER 2T D, A AV LB T E—IThEE LT A AV AT B R AS K ONG iAm
B ABEO T IABAAEHEL . E-AFIICIT A7 Vo — 2R PEA R L ET AT LC L T E A FSE5, S5I2.
REN AR 30T DB 3 fif B OV BB R BRE L, B HE A R AR5,

Step 1

A AN FIUNTF 2, MBIF T2 oD A~F Y~ — O D E L]
WHEZ ATV <—L LU TIEEL TS,

T 4% AEEOESRELE VNV F AT~ —%TER L., — I
RO FifkizEE E5,

Step 2

TINFAF P IS S — MR 2 NIRRT D720 oo E K
NG BR I TP IIAT S D0 ZOAN =R LIV AL AN FINTIIIE
VMER OFii b T2,

Step 3

PRER I CIL, 77 I EREE L AZRRRRE~ AT T D,

ZOTINT I EDFEELELBRELL TUTRR/NESWE 00, TEROFEH
ICHEELTVS,

R TIE, B/ ~—I1ZT LTIV DDIREEL . A2 AV 2 R IR SRS
T5, ZIUZED, T a—2AORVIAH LRI EET 22 RE2b 7267,
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DVSTNVFR
AR THWSNBA L ILT L RIVEL THHGLP-UL, 7V — AP EERTFHINE B MR DAL AV L F Ay iS5 9,
U7 VT RIFERGLP-17 )17 T, GLP-1%FEEN U TER T 5281280, cAMPEIIINEY | /Lo — AR K TR
WAL A S EARMES T D, XHICT N a— R EERIFIINC T AT A a3 510,
VS NVFRITE CEGICEVBRICRINESNLZ L T T I LfEA L TREESE DPPA KL O R T F 4 —
BTk EEE R 28T ER D RHE T D,

JIa—R
B
GLUT2 Km?-—v#)laz %ﬁ
Caz+
i oF i)l
ATP/ADPH LS g
Caz*Fv X)L
Ca2r L
ATP aER
3 by RUPHRES \
096%0
GLP-1 CAVPLS s 000 00 °
SHE 60000
( 00
e
‘ LR SO
B h—He

QFEDEEN RS

ZMEERL

<HE>

EFT7y MR DI, R, KRR OEEREICTTHIERY
B (64/8E) 12 IDeglira (IDeg/Lirak L"C6/16. 15/40 % 1*30/80nmol/kg*) . IDeg (6. 15% U30nmol/kg) . Lira
(16, 40 K% U\80nmol/kg) XIZIEBEH M BAI R F % G-& iz, ZOFER, IDegLiraff Tld, W Mo H & TH A fE Ok
HRRRDOHIL, B G-24REM%IZE O RITH R LT, Fio, H 5 24RF % OB & BKREK ARV o f&
THED RO LI, —J7, IDeght TiI A BIKTEAZ2 MFHEDO WD 25580 S8, & 5-24FF W% OB & 5K
B OYREOHREANIZRO BT, Liraff Tiduv 9o H & TH MEEE O I 2355880 DAV 7203, 52488 % D
B &, HKER OMEEIIED BRD LN,
ARERTAIBEEFEORER THY . HiIREHK) (ImLH1Deg 600nmol } IXLira 960nmo%3 A) LHc & b3 570 2 #45) (1mL
H1IDeg 600nmol X (XLira 1600nmol% & A) Z V=23, IDeg Lira® i & I3 A D BEE OSEHIE | 4725
DeglZ 22 FH AR AFRO 72 ILBER: TR . 225 TNT, Liralc LA AT &, K&K OMEREDO H &K ENRED 2R T8
DR STz,

*H AR A 60/96 nmol/mL

*19.6 1 g/mLAEER. 1.50 mg/mL~7=/—/ v 1.72mg/mL m-Z1L> —/L 3.3mg/mLZVtr—/1_ 0.53mg/mLY {7k &
NI A ZIKF) (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, () NOEE T £ 5- & (nmol/kg)
Lira:YZ7/VF R, 454: ARV T )V 7 GIC:IDegLira
ARBR (RS B3 R (PSR C:RBRI(GHE)

W V77 )VF R | IDegh 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: Y27 VTR, 454: 4> AV T 7 )VF 7 GIC:IDeglira
A:RERI(BH2) . B:RE2(FRHAR) . C:HRBRI(EHE)

Wi UZ 7 VF R IDeg Mk NDeglira® 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 THRINMPEE
DEERANCESTIEAE TREROEDNEE (SEEH SEAT—E) (3632545) 12 1

AL EBEEE A 5 1 (2401) & kF G2, RANE1TR — X O KB ~D BB TG #%OIRMENEE (R TV
F A (LTHEAL) VI 7 FREH](0.6mg) . ARV F 7T 7 (1THAL) +VF 7V F K (0.6me) [ G- L g L7z
R RFNEEFRG%OA A FONT IORPEREO T 0T 7 At A AV FONT IEEIER L A AT
TINT VT T NFREARFEE GO LB R ThoTe, o, AFHEIE 5% 0OVT 7 NV FROERYEEET 77 741
ME, TINVT 70T 7 VT RERE S5 LV T 7V F RERE S ZITB B RERETH =03, V77 LV FRDOAUC,
o LiraspBE NChaxLirasplLs V77NV FREHEGEHRBI A AV TIONT IEVT T VT NRIEH&RE% ST, AFH
P54 TR 572, Coa X CAUCe (BTN 1T, A2 AV T 7 L7 7 C1.339nmol/L K& U0.231Inmol-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
HRI 5% ATHAALD) OS2V TINT I

HER G5 (1THNAL) DAL RV FIIT 7O EHE = RRA

AUC()*DO,IDog, SD Cmax,]l)og,sl) tmax,l])cg,SD
¥R n (pmol-h/L) (pmol/L) (h)
KA 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

(pmolA) —— VILNTPARE R
5.000 1 e USHILFREE
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 (bR
B SROBITE
B [ARE 5% (0.6mg) DU Z T )VF R RE
HE B 574 (0.6mg) DYF 7 L F R OIMMBIRET L FFA L b
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 g 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
+UVFRRE ( ) ( ) ( )
(@)L=F-57
M BRI
WDEE-HRAENDEE
MY ERRL

2. EYBEERI/ (5 A—5
(RRHT A%
AL

(2R
AL

QUHKEEER
M1.(2) BRI CHERRS Uz e BE 12 R

BHDI)TIVR
MY ERRL

QZE=
AL

(6)Z D1t
ML
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3. BEMAGRE L —3) 8T

BARAN2BERAHERE LRI 2B EMEYEN B AR

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

QINSGA—EEFHER
2FUIE GRS R it B2 L U7 [ NS AR AR (4183385R) 0D A3 5 72 M i B 5~ — & (IDeg: 546451 (5B ME389%1, i
15761) D3098 K DIMIEHA LAV FINT VRRET —5 UF7)VF R 54746 (B 38541, Zoik16241) HbAFH T
M40 RO MAEFVZ T N FRIBET —4) AT, FRNTHELZIE RIZEL, CL/F (720 HAUC) IZxt3 25 8%
IDegLira® LITV T/ NV F R 585D T — 2% W CRHMI L7z, FallIRE L- B EiL, 1598 (IDegLirait XXV 77 v
FREE) | A7 L —7 (65m AT 655 AL L PEBI (B, £otk) B OMAE (PR, 5, 95/ 3—k &1 L) TH-T-,
FRNT R G e SNT-BRE O A I H CEMELE] ., LN EER) ICOWT ARy TUAT 7 lERI G &Nz
R E I HN57.3[22, 8115%. IAEA371.6[44.1, 161.8]kg, BMIA326.3[19.6, 56 1kg/m?, ~X—AF AL DHbALc/)38.5
[6.8, 11.4]%, VZ7 VT RERIEXRESNT-HEERHE TILAHA56.8(25, 8115k, REAT1.5[42.3, 142.4]kg, BMIA
26.3[19.8, 45.5 kg/m?, ~X—AF AL DHbA1cH38.4[6.7, 11.41% T 7=,
B BOBHOFR, A2 AV FINLF OB THIELT-MR 58 (AUCo o1 ns) DEEE O (1 Bk /4,
FE i 65m LA/ 655 AT . R H :52.7/69.8kg M 1195.9/69.8kg, $%¢5-485 : Deglira/ A AV F 7 LT 7)) EZDI0%E
HEX %, ZENn4E0.93[0.88, 0.97], 4E#HH1.09[1.04, 1.14], {£81.09[1.05, 1.13] % 1X0.91[0.87, 0.95], F% 5251
1.02[0.98, 1.06 ] EHEES L, VTV F RO AR THIE L7282 B (AUCo-04 1s) DT SEIE DL (M B/ Lobk, £
it 655 DL L /6558 AT . IR H :51.8/69.4 kg & 1M97.2/69.4kg, $%5-3E5A : IDegLira/V 77 VFR) L DI0%EHE X B3,
FIENM0.83[0.78, 0.87], AE#HH1.00[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 ROV TREILIZRER., ARV T NT 7 ATV F T VT ROC i Cave
K OAUC o9y h,ss CRATTEME (ZENVMRES) . LT RAER) X, IDegliraz AL AN T NVT 7L U Tl K & OS0 N &%
BL7=&%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 5 1L7-,%, 3.67nmol/L(71.3%) . 3.14nmol/L (74.3%) &2 OX75nmol+h/L (74.3%) L HEE 4,
IDegLiraz V77 LV 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 A M B TH-721.0mga 5 L7- &% 12.01nmol/L (62.9%) . 10.74nmol/L
(63.5%) &% U'258nmol-h/L (63.5%) &HEE X7,

4. IR
A BRIl
<HE>
° ARV FIUNTIREEE- (Tyh, AX, TH) ¥
ALY FINT IOE FERETALOHLOWNULREF T, Tvb, AXBIOT X TOAWYFHIF) I F1360%% -
2T
ARV FUNT I OFEBREIT A B ILFITHY | BRI 2 I JOMEZIIERD b ed o7z, fEBR L -~
DOBFEITEL, 1A 1EOHEEL VA BIOEEMWFE T HOENTE R 20 DD TREFRE ThoT-, T M
WZERER A DN O B C OB CIt, BIL CREITERD L o7, 728, EhO BAEIRITH2MHELHHE
TR, BN THLND BRI E I (2508 [) L35 510 (2485 R) E— B b0 ThHh- 7=,
AR TEZ L CH RIS T DAICE X OCrad A R KU, (RE IS ACL/ FICHEL TR A7 BI AR
DEIT. HEMELERENT X TCIIEm DT, A2y FUAFI7OMMER S (T 7 3I0) RN
OB TIEEWZEIZEDHEDEB 2 DD, BT OO BRFIILE NS ARV T INT INERT
MHEPEERL CODIEDIRIEESNTZ, 2H VT T AMMELT v, A X, 72 BL O CRIE THo7-, ZDZE
W ARV TULT7OMBERAEEERERmNZEE—8T 5,
° USTNFRER®RE GEAT—F) D
VI 7 VT R5 ug/kghl TG DOHER ) SAAT ATV T 41X, 55 £37% TH 7= (n=6) ,
° USTNFREREE (TR, TFob, UV, Pov, TH)19
VST NFRER T RS LI E OBESHASOWRIIE R ThoTz,
T BGHDNATT ATV T O, $LTh3%, 7 X TT6% ThH -1z,
tnantd FI6~8HF T 7=,
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5 9%

(D% — BB P9 @@ 4
MU ERRL
<HE>

AR FINF 7 (G

CH]-A> AU T 7 VT 725nmol/kgkFy MIHEI Z R 5 L7225 250k O U RE O I Ei B 13 8 5- 142
~SRFEIZICAE DI, B I OWF GRLRR/ AL : > 1) | o T, RIS KO IS Eeb B WO B REA R &
Tz, LR D AR5y TR/ T v i B2 b < 0.2 KA o 72,

VST NFER(Foh) 1P

FyMZBT DI RE ORI i . BARO U BEIERE L 72V T 7 L F R4y 12 O TRET LTz, UFBED R T
TRV KRR - 2B L AP M. IR & OSBRI SEIR Cdh o7, BT NS WIS E TH AT . I T
REENKECTHLENIZEIE, VF7 AT RO MK — B @@ 72 nEftim TEa LB 2 b5,

(2% — R EEREFY @ id
MU ERRL
<HE>

RSN (<1%)
o USTAFR(SyNW®
FyMIBWTIIEE, 2K, B, IR L OIS BT DA A BLE R EE 2 N 7 o o BRI A I C KRR R L
72&Z A, MR OFLERCIE, 7oA A BEWE 3\ (IUE : 59~82%, FLAR : 63~84%) DIZxF LIR I (35~46%)
K OE % (49~55%) TIHEL, 7oA B HUN BE D HL#RIT35~84% D #H & 78~ 7=, FKPIZB WA AERE
U REIERRD BT, L EORE RO H SN RED — B DA 08 = A BB ICE#E 5L D THY |
MR A~DIZ T NV F R X E B E O B0 A I AR N LRI S L7,
@R ~DBITHE
LRl
<HE>
& (VR FIATIZ(FGyN)Y
CH]-A> 2V F 7T 725nmol/ kg A7 M HIEI R T 5 LI2EZ A Hit i sens i S iz a3,
LY T RE T B L 4 b AR L FLiE/ MR B EE130.07 (R S 44 LIER B ) 2250.67 (PR 5-14 8 H ) 0
FACdhoTz, A AV T 7 NT IO MEHFIRETE R (AUCos) (XTI PR E BOKISE R -T2,
HPLC/ T DGR, B 5 1 ~8IFRETORA I, ARV T INT IRIER, 2FONREH ., BLON
F LK CH,0) M SRRDATED S e oy SR & 7, R B (AUC,5,) TIE, NF D LKL 28
725y (46%) THY INTALRY Y T I NNT 7RG (26%) L2FEDO Y (F -2 1126%3 LTUV2%) DIET
BT,
o  USTAFR(Syh)
BT MBI D PHER#RY 7 VTR UCHEERRD T 7 NV F R UTTHEERRY 7 7 v F R Oz T & SR o 2Ltk
WALz, FLVE/ M L AR O RE S LI e D78 . R CORERRA TR R IL CTRY ., YT 7 LFR
K O O R O FLIT h ~DO PR AR S -, AN LEREMOVZ 7 L F RO A BV DR K
IR BRI~ DR 5B OR0.3% ThH D EfEm iz,
DFER~DTBITHE
LG Rl
G)YZ DD~ DIBITHE
LRl
G MIREAFEEER
MU ERIRL
<HE>
o (VRYY FINF (in vitro) "
AR FINT IIMMES LRI FEG NI, EEEL TV T IV IS ER AR XL RV E ThoTn, AV A
Uy FUNAFIOEMLIE T AT I EOEREEE (KD 1X, 0.46~0.56 Th -7z,
®  UST)IVFK (in vitro) ¥

AR FINF T (Fyh) D

ARV T 7T 7 (125nmol/kg/ B) % SEHRMET o NI REC#6 B 22520 H B TR G L, Sk 5%3%%
UK B IR AR K OME B D Mg 28 B Uiz, IR V2 oD i i A 82 e | XA RN 0D 1 35 g 8 120024757 D 1
(BB %3 B ) BE 2453 D1 (9K B) THY, ARV T 7IVT 7 O RSB OFLEE 13D TR 2 &R

UZ7 NFROEeMISEIZRTT Sin vitro& 7 37fEA281%, 0.1~1000nmol/L (10-6~10~10mol/L) O FEEFRIZF
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6. i3t

W, 98.7~99.2% T o7z, F-, BEMILIET L7 BE W o B2 /726§ 5in vitrofiE &R, ThE
#199.4%3F L 1r99.3% T o7,

(DA ERL R N RBHE R

%
<%
°

B

>

AR FITNT 72

FEIRRBROFE RO, ARV TINT IEEM AV ORBEREIZFEC THIEE 2Dz, A A
T NT IR AV ERRRIC L L TR BB E N LT N B IA S IR TS ND I LA RIBS
iz,

VST NFR

VS 7 )VFRIL, CLP-1T R TR R TF VN AT F L —B A R N o N T FE— P2 LIRS
NDZEDin vitroiRBRIZEBUW ORIV TS,

SHTT AL LT AR A A BT B R 5% . IR I SN2 DIX IR B IR Th o7, 2 OMlz2>
DORE DN HHE I, BFHEFREDIRLL T K OB%EL FIZHE S Lz,

QRBI-EHET 2EE(CPYE)DHFE HEE
MG ERL
<HiE>

UFY NF R

MNPy — AZEB W, CYPO FROE B RTEEORFNC I DM EERAZRF LR, k&
100 1 mol/LOJEEEE T, CYP4> Tl (CYP1A2, CYP2A6. CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 J TR
CYP3A4) IZH T D AFN O EEFIZRO LNV, IEFITTH NG D T o7 [50%BH 3 # & (1Cs)
>100 2 mol/L),

@NEBBHROERRUTOHE
KT RL

ORBMOBEOERRUEILL, FAELE
LB L

7. Bt
%R
<BE>

L

o LRV FINTIY
PHI-A> AV FUNT 7Ty MBI g TR G LI-EE, R PetERiE37.4%, FEhPesRi322.3% CThHh -7,

o  USTNLFR
FHEIRR BT, T b TIR P THoT-,
CHI-UZ 7 VT R @R R BB P14 R R OFEPICR BRI HE N e o7z, BRI OB E A&
U CHES U7 S AE O HEIESRIE R B RIS L C IR FT6%, 3P T% Tdho Tz, ZHBIISFEO R THY |
¢ 5-4%6~8 H ETITIR T ER It STz,

8. FSY RR—E2—IZRET B1EHR

LB

L

9. BIEICLBRES
LR L

10. ¥ ED

BEREHILHEE

(BHEEEEHERE(CHBTHEYMBEE
MU BRI

<HE>

1) ARV FINTS

FEFRE

FEEDOREDRRAEHRE (VLT F=o 2T T Z(CCrITIASSEN A A FUNF Y 0.4 T /ke

A e G- U= L& DI RED L HE R IE, LT OLBD Th o2 GMEANT —4)

31



FEPERE AUCq 1200 Fb [90%/5 X [H]] Conax Fb [90%{E 45 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]

) RHIBRBRER THEFICONTIL, #51% 68 R ECOMEIZESEHHL 7 AUC)-w
IEH N=6, #ZEE :N=6, 14 :N=6, B :N=6, KH:N=6
2) YSINVFER
B HERERE E DOFLE DRI DWERE (LT F =0 70T T A(CCr) 123 FENITIT 7 VF R 0.75mg Z B mig 5 L7
EEDIEMBNRED I FHERIT, LT OEBY TH72Y (SME AT —4),

| A AUCqw bt [90%(Z FHIX 1] Cowe F_[90%[EHRXTH]
%gérgfr o 0.67 [0.54: 0.85] 0.75 [0.57; 0.98]
?jqiﬁrggé;ﬂzci 30 50 mL/min 1) 0.86 [0.70; 1.07] 0.96 [0.74; 1.23]
%Z:IEC@ o ) 0.73 [0.57; 0.94] 0.7 {0.57; 1.03]
ﬁéﬁxy;ftm}%ﬁﬁ@z\g&#é%%) 0.74 [0.56; 0.97] 0.92 {0.67; 1.27]

1EH  N=6, H&JE :N=6, L N=7, BEE:N=5, K&:N=6
FEDOHEEME K O 90% (EHE X R1E, 4 #n & O E TR LT,

QFFHEEEREEWER B (CH (T HEMBEE
MR L
<H#EZ>
1) ARV FINTT
FFRERE L DFLFE D Fe72 D95k ¥ (Child-Pugh scores ([ZE-S<HE) I AV F7VF 7 0.4 BT/ ke Z B [E][#F% 5
L7 EZ DI BIRED LS R IT, LT 0L B TH-7-2Y GHE AT —4),

JF P HE AUCq-190n Ht [90%13 45 X [#]] Cuax F [90%(EHE X [H]]
X HE e
%ﬁ%iil&mgb Grade A (56 F421)] 0.95 [0.77;1.16] 0.90 [0.67; 1.20]
Tj%%?tcild—mgh Grade B (7~8 A1) 1.00 [0.82;1.22] 0.77 [0.58; 1.03]
TE Ny
Eﬁgé?zcild_mgh Grade C (10~15 A1) 0.92 [0.74;1.14] 0.75 [0.55; 1.02]

IEH N=6, X :N=6, F15E :N=6, FHE:N=6
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2) VS NFR

RS RERE E O FLFE D B 725 415% 3 (Child-Pugh scores ([ZH:-S5<5088) IZUZ 7 VTR 0.75mg Z B e 5 LIz L&D FY
FhRED LG BT, LA T DEBYTH 7220 FHE AT —4),

JiTHRE AUCq-ine bt [90% {5 #E X [E]] Coax b [90%{Z 5 X ]
R
?%ﬁf;éiild—Pugh Grade A (5~6 HA2N)] 0.77 [0.53; 1.11] 0.89 [0.65; 1.21]
?;*%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]
IEH N=6, ML :N=6, "5EAE N=6, FHJE:N=6

FEDHETEM R OY 90 % 15 HEIX T, ARl MR OMAE CTHE LT,

B)ERE IR ITHEMENED

H A N 2RO B R 2k G & LT RESE S B RE AR AT (VIL KBV ARICBI DI 3. RHEH] (R 2 —av) fig
W OIAZ ) ORER, 65IART ST 2655 LA O TE FARRED P MAE PR EE DL [90%CLIZA RV T NT 7
T1.09[1.04; 1.14] (54661) 5L VW Z27 LF R T1.00[0.95; 1.06] (5471 LA ES T,

11. Tt
L E R L
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VI. Zet(ERALDFES) ICEATSHEE

1. 25RAREZDER
ARESILTU R

2. ERAHNBEZTDEH

2. BB (OB ITITHR G LARNL)

2.1 ARFNO RSk Ui BIE OB ERE O 55 BHE
(fian)
EEBEUER AR I T A A REMENE 2 5NDT20 | ARFNO AT L GREVE NS Hb -5 &3 A R D& 5.4
IEL, A ~DZEF i 52,

2.2 [RMAHER A BEL TCWAEE[11.1.15 8]
(figa)
AFNIAL RV TUNT 7 (BB TR 28 TR T F, RIMEERE R L TOABE ~THxHI B G- LD

Lo
R BE DR DN TIL, TVIL 2242tk (BH Lo ES) 2B 2HE 8. AMEM (DERLEIEM LATHIER ]

EHEDILE,

2.3 BERIFME VT VR — U R HEIR TSR, VRS IR B (A RV DA% 5 T D RAN LA 0N 72 IR D3
BEIDDT, KE G55 RETRNY, ]
2.4 EIEEYYE, FINEOBEOHE [ AV DR EERTHRANCLLMEEENEENLD T, KAlOE 5%
TSR]
(fiEsn)
DI A IIARR TIXed ARV A EER I 528,

3. MEERIEHMRICAHEET HFELTDER
(V. IRRICETHIHE |

4. BERUVHAZICEET 5FEELFDER
(V. IRRICETHIHE |

5 EEGEXRKIELEZNER

8. EERIEARNER
8.1 ¥ EIALAITI, MBEE EFMITKREL ., A O EEMEID . 3~45 A 5L THERBRH07e8 602,

HRN M OTRIRIEA~ DY EZ 2T L,

(fga)
B OHE R R BB RHIE TH D, VT 7 L F RO HE MR R HREBRIZIBWTHbALCEI L, B 5-BRA#%12~16A

ETETL, ZORITFE - ETHoT, 3~45 A B ARG L TOIRA T 2ERNZ BT, O TER KA~
DYIEZ LB T DL,

8.2 AHK|OGBIAR K O OB BT D b — L OB =V T H+HI3TATHIZ 8, FRIS, mABOARY
> B (Basal A A SUTIRA B/ BLAVEfRA L AV ) e 5L OO D BREDRAFNYIN X 25615, b= b
a— /LN — BRI LD AT REME S S DL n, R T DI,

(fin)

AV A ARFNCEADIRE CTRHRA T 7255 OBME A &iX, BEOREBIZISULA 1EI0R —X2 516K —RXETOH:
PHCHR CE 503, [EWNERAR B (NN9068-4184) 12T, AIAEED1 H AL AU B HAB0RN — X LA EOYEERE 534
% BAIEH B O CARANCEIVE 2 7L =12, U102 W O Mo o — L S 3 D AT Bz, BilRE
D1 HKBAL A ARG BRI EOEERE CIEZ2 OIS ThoT,

8.3 RIMAFICRE T DIEEIC OV T, ZOMAEL & D BE R OZOFRICH RS T 528, [9.1.4, 11.1.1&5R]

(fifn)
AR OF G IR 2L 232 L300, (R DR R O OXEIZ SN T, & RO DFRIZ

IERETHIL,
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8.4 (RMMHERAZELEZ T ZENRHDOT, MmAHEE. HEIEOEIRS ICEEL QO DBRE IR G TLXIERETD
Z&, [11.1.108]

(fifdn)
IRIMERER DD OONDZENHHO T, mAER, BB EERE SR T BE~RE T ERE TS
&

8.5 AMERESR OFIHARE LR (-2 FREe 72 LW BT 25) Db -5 A1, fAZ P IEL HoNIZERTOZ
Wra 25X 528, [9.1.2, 11.1.35 7]

(fiFsn)

BMEIFER ORTIRELR (&2 PES RG22 LW BN SS) bbb s e, Az IEL, ERTORZEI 232115
R NE =N bl

Fio, BERERPREBLLGA X, 552 ILL, BREGLRVWTE,

FESNZ DN TIXIVIL 222tk (B EooEES) (B2 A 8. BITEA (DEAARRBIVEREWIHIER | 0EEZS R,

8.6 HIBMEENREILI-GE SRR ATREEL B EL, LEISU CHBRESICIDFREEL S BT 5%,
IS 528, [9.1.2, 11.1.3% ]
()
ENA O BRI T H B ESHRE SN C0D, ZIUE, GLP- 1O LE I8 D 53U e OSEB DM £ 2712
BETHEHEESNTND, SRR DRIHPER TH D, WA BRI LR S LRAR LW IO E T2

Eo
ERIZOWTIEIVIL et (] EovERSE) (ISR E 8. RIfEA ()HERZREIEM EWIER | OHAZZ D

Z&
N o

8.7 HHEREMEFRHOONLILNHHD T, BEZ F0IATV, RENBOONI A ITE 2L EEZTTIZE,

(figEn)

AL AN AR P O RIF B ICBNT, AV R TLAX — AT Va—F L OB LA, S RERE R 5
bNBZENHDH,

BEEZ 51TV, BERROLNIG ST OB RIE HIE~E T4 508 OB EITHZ L,

8.8 AKI#G-HIL, FURIRBIEDIEEOF MAMEL . BEPROONIIEAIT, EMEEZSZ2 T I8 THZ
E, [15.2.12 1]
(figz)
FORIRICBEE IR HHO N HA L, BMEEZ2 580, BHFICRE T,
VIl Z2tE (EH EOEES) ICETHIEE 12, ZOMOEE OEHEEZSME,

8.9 JHAME, NHFESR ., NRE K XITNAH S IE SR ELT 28 ENRHLD T, R EOESERNALNI-HE
Wi, HEIGC THB R A SIZL AR A EZZ BT 57E, #Uloxt s 3528, [11.1.55H]

(fi)
GLP-1Z ZAEBIFIC I\ TC, BRI HIE A 2 O SRBRE 729 - 30 b, IR R MRS, JHEREN S| Sk
SNDTATHEME AN DD, [RRBIRANT E CEARVAMEIRTE RR A (IRFE5, IR 2, IR iR 23 sh T
WAHZ L, GLP-1Z FRIEEIZER O HIZ LD A MEIE RIREDOVAY ERERIBTHARCERBPEEHRESNTNDD
LSV 292 it GLP-1Z AR B SEIGEOER L LT, AT6HE2 A 14 ICEA S )4 PR 36 A TE R JR (R 3E 7 Ak
TR m e (A2 380214552 5) IS ERH#L =,
M E DRI N AN GA I, LBISUTHBRE S IR EEEZ B E T 5728 BN Ic T 52
k.

8.10 7R Mg = e — WA BRI RBIBDE O BEAEAL SO, RO T FH | IRtk et g (ELLTH
TR RHEONLZENHLOTEETHIE,
(FERL)
fE= b — L ORI BFITIE, 2R SR TICXY ., MEEE, AR JE 4T 585 OrRt b & 23 B 972 T REMES
BB,
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8.11 AHKIDH CIEFIZHIz>TiL, L FTOHEICEET AL,

P GIRCOWTH R BB IIHEERL7-0b, BE BOMEICEE TEAILEMR LI LT, EMOEEEED
TCEMmTHILE,

cETOREORRIRBEFITIBEII OV THREARUE T 5L,

IR ENTODEE I EZ VT Hile JORE T DL,
(fgas)
HOESCBE T 0 BE ~OfRE R, BEFIEZOWTHLEETLZE,

8.12 AHNIDOE RS D—2>THDBVTFI NTFREDPP-4MLEREK TV T NLGLP-1Z B AN Li- bk FIEREZRL
T3, U727 )VF R EDPP-4RHE A O F L7 BER O G AR SR kAt 1272 < B2 O MRS TR,
(fFw)
EENDF NS D—2>THHIF 7 VT REDPP-4FAERNTI VTS CLP- 12 KA N LI bR FEREZA L TERY,
PFRLUZZBROFME, ZZeMidmsisnaunin, BB T528,

8.13 AK| LM DME R AR A T E X 7205, BENES T DRNCAKIOT )V EEHER T BH I oiE
HIHTL,
(fia)
WEFRIE IR OVE S, FEVER T ARNCARI DTNV EHRTHLH, 587528,

8.14 [Fl—fEFT~DMMOIR LA G-I HEH BT E T InAR =V ATV R VAN 7 4 —=BHLbNDLZENHD
DT, EMINCER G T ABEET2LEbI10, T A2 BE Y528,

ARFNOEFE AT, D7 ELRIRIOER EHFT B2 ~3cmiEd 2 &, [14.1.28 8]

5 BT OIS ORI AE RO DTG AT, Uik T~ D& 55852k,
(fEa)
SFN24E5 A 19 B HEA F A B3R - AT A R L 2R R E @A IV RSN EE T D,
ENIZHWT, A AV G B UAIEOBEMENT E TERWEETIARN—V ATV AR A a7 s — RS T
W5, ZREDHREIZBNT, RETIAR =Y AR NRD A7 =2k R L ClibEa s ha— LR BICE 572 5EH
o, M= b — /LR B OGS R BN A L A A A IE F e AT I 5 SN 72 Z LI IR B I C B 7 fE T
&Nz, £l2. FETInAR =V AR VR P A7 4 —D Lo ha— L~ BB Tid, ERSToRER
SR CH RO E GRS I T D, ZIVHORIE A #A & VAR SRS, A AV & A O F 512 X0 B2
TIaAR =V AR NVR VAT (—Z5E I, MfFa he— LR BCRIMAE AR 35 Al REME RS S5 s
7
FRiEESEL ARG A AR SRR A BRE R EEIELL T, AEEARESN,

8.15 FJET7InARN =L ANITVR VAN T 4= LT FTIAR &% 5 L8556 . ABI ORI S5y
bR Fa— ARSI IR AZE N DD, MLBEaL ha— /L DR BB SAV-3E I, VER T O R =0
WREOF BEMHERL, R EFTOE T LIRS ROREEITIRE DMWY /2LEEZTHIZE, MEaha—L 0
AR, 8T SN 7oA A BBIN E R 72 G AT G- SN2 820 AR C B S 7=l s S
TW5,

(fisn)
SFN24E5 A 19 B AHEA S @48 =38 - AR TR A R A R R @A IV RSN O T, KET7InAR—T A KD
VRV ANa T 4 — 3BT BR O BB T 2B AT 10 OB THDH, EFE8. 13D ES T 528,

6. RENEREFILEFICHIHIE

MEBHE-BREREOHIESE

9. EOEFEHTHEFICHETHIEE

9.1 AHHE-BEREEOHLERE

9.1.1 JEEBFHIOBEIE XTGP DB S B

WPAZEE BT nHD, [11.1.45H]
(figzn)
JEER T, SUTAFPAZEOBE O H D BE AR EH 5725413, IBA%EE k-4 laEtE N b oo T, BEICE 59
LT,

9.1.2 FEROMEREOSHDEHE
[8.5. 8.6, 11.1.3%M]
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(fidn)

KRB DH NG D—2>THLHIZI NTFRE WRBMRDEES RS TR OBE DB DD,

R DEAEDHHEE L, HEICKR 5 T52L,

(VI 22tk (B LR (2B 2 A 8. AEM (DEALRIWER SR 122528,

9.1.3 BEIRIF'E N, RIEMGEBRED B HEEOH D EE

2372 R ER 3 7 B IR E DRER AL T BB F N0 H 5,
(fian)
HEDOHBEELIIFRL CQODBEEA~DOARBIOEERERIT/ D7 BT L TR, ThEDBEF IS
DAE, EEICR T 528,

9.1.4 {RipEZE - T HBENDRHDHLLT O BE TR EE

< T MRS 0O F R

B IEAHEEE R 2 U R FERE A 4

CSRAANEUREE, AUARIRRE, RER e AR R RFHEIEORE IIERE

LV P IE S

SEEOT Va— N ABERE

[7.2.8.3.11.1.1%H]
(figsn)
< TH EMEO L7 AMREOS A BRFEEEOBAICIVIKIESEZVL3 <5,
BT IEARFTEED D WS ILBRIE BB RV ERVE S| B REN D WSNALVT Y — L7 ST
Bim FRSEAERANRS L0, NSO AR IV MBESIE 20 09< 7D,
B HE RO TR OB L, AR A A Ol REIEL -5 R E T TR F b5,
B TCOFER A A D OF A ER sl K2 R T BENnH 5,
TV OIE EOBEITBEM THIRMEL 5| ZE L, FARMEORIE BRI bdh 5, 73— VI
BB D7 Va— 7 A e OB A2 I 2 ER R D, — 5, TAa—dhTa— L 73O EEs
H&H D7 Va—7 oy a5,

Q)BHEEEERE

9.2 BEkREREE B

9.2.1 HEEDOBHEREBRE

RIAEZ BT nd b, [7.2, 11.1.15H]
(fiFsn)
OB BE RS E B E T — 0T, AL RULZUT S5 ZAD B DIE R /2 12 k0 | A2 R L B o i
TR RS, R 2 2 Lodu RIS 2D,
PN C i S 7220 O AR AR 3 R CIL B S RE RS 5 (CKD-EPIZUIC X AeGFRAY60mL/min/1.73m*Kiii) #4895
BERE TR SN TG,

QRFHaElEERE
9.3 FTHEBERSE B
9.3.1 EEDNTHREREE B
IR - BFNndbd, (7.2, 11.1.15R]
(fiF#)
P AT R 2 B2 7= LD, SRR RERE D BE CIE— RIS, A AV D EREDME L., A
VAV DIERBNEIEL 0T K057l | A A BE o MUERE T E 23 RS, AR EZ L 2 LoV kBl e
%,
EN TEMESNTZ2-0DHEINFHEG R R CII S ERE (7720 T NV AT 2T — B I T AT VBT I /N7
VAT 27— NREUERPH EIRO2 550 ) 2R T OMRE TR S C0ND,

DETEREEH T HE
RESN TR
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(5)4E%
9.5 Iffs
FEHR XATEEIRL TOB ATRENVE DB D LI II AR Z 58T ARV BRI ER T 528,
VST NVFROAEFTERAEFZERBRC. Ty MIBWTY T I A F RO & R HESE K A8 Tho1.8mgDH18.3(F Dk &
\ZAHS 4% 1.0mg/kg/ A THREIRIET O, 7HFIZIBNTI TV ILF RO R KHESREG IR 8 T 5 1.8mgD#I0.76
FEOIRFE RIS 9°50.05mg/kg/ H TREBY OFBAHEJRANTIL IR 355 O EHER S VD IR VTR EE OB i B 5 01378
HHILTVND,
(fiFsn)
ZyMZUZ 7 VTR0 (R | 0.1, 0.25 % ON.0mg/kg/ B 2B AT2H 2 DAEIR 1T B ECTER THRELIZEZA, &K
$¢ 58 (1.0mg/kg/ H, AUCqo4n:9211nmol-h/L (HEEAE) ) IZIB WV TEBIRIE C OBEMDBFRD BT, Fz, 4EHRT Y
FIZVT 7T RO GRHR) | 0.01, 0.025 % TR0.05mg/kg/ H Z4LHR6 H D18 H FCRIEKE TG LIt LZA, Ik K5 &
7 (0.05mg/kg/ H, AUCq 24:383nmol-h/L (HEEME) ) 12T, BEFERAITER KR T 50 D EHENE L2 M8 OB E DB #
BEBNEDLNT,
AANZYZZ VFR1.8me/ B &5 L2856 O I MRTE B (AUC o) 1, EHIRAEIZFVT502nmol +h/L7Z-727,
TR E VTR L QOB AARRIZ 6 L7537, ZaMEidfe s S Qoren,
TR IR L TOB ATREME D 580 MITARF TIERL A AU U2 528,

Qe
9.6 fILiF
TR OB IR OFRFLEEROA LB B L HALOME T IEERFT 528,
FYRTIEHAH T ~OBITRA LRI TITNT IR RITT AT RICTHREIN TN D, ERTCOHLHBATICETS
T =4 S e hOWFLF DR A~DOEBI B3 57 — 2137w,
(fiEsn)
ARV TINT I ROVZT NNFRIZT, Ty hOHHF~OBITRRESNTODN, ERNCTOANBITIZET5
T =2 K OO P D EA~DOEEICEE T 57 — X172\,
R EOF MR ORAEEOA KMEEEEL, Aok TP IE2Ra+528,

(MINR
9.7 /NIREE
1855 A D FBFE % % Gr & LT BE R R BR I AR CTIT EHEL T e,
(fgan)
/NS (18R AT ) TOZREMEDBFHIAT TR,
B)=EE
9.8 g
BEORELZBELNSEEICKR G758, AHBERENMETLTWAZENEL, BIBkEE K O MILEE ST L
Fuy, [7.2, 11.1.15 ]
(fga)
2O DEWNHINFHERREBROWNT AU T, 75l LD BFIXIEF RO TNADTD | 7ok LA EEE O 74
Bl (657% A, 655% LA b, 7T5rE LA ) 12331 DR 72 AR ML BE O R BLR O LLEIZ R EECTH -T2, LOLARRLWNTho
AREBRIZBWTH AFIBC I DRI O R BLE & & OB R S 7- 0 O R B ER1T, 65m A & Ll L C655 LA
TREIVWMEB R D BT,
655 LL_E o S CIE, IRIIER I B L ClEY) 72 BB 21 TO MR H D,

7. HE{ER

WHREREZTOER
RESILTUZRW
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Ot REFEETDEH

ZIVR= LT LT IR
LA LAY L o3 WA S
o7 NavZ—PRHEK
FTYv I
DPP-4H 5 #€
SGLT2BHE 3

E AN BT = E /NSt A N
(1L L1BHR], FRC, ALR=Lr L 7 SR EGE

TAGEE  RIMEDOY R 3T 3 F 0 bh
Bl | LRI T RO R A5

Lo

10. FHAEEH
10.2 PFHEER (DFRICEET5HZL)
R4 W R E LR - FE 515 FE P fE R IR 1
o g5 P 3 MR N ERAOMIRICEDRMAFER D HOD | sk TR #fmsh
U7 AR NAHZENRHS, PR T8 mBEHEZF Ot A %,

(Fai)

BEPRIFG SR EOFF ALY AR LD bR FERIINA, T ENOFAAFIMANAEN T2,

P SHIEE

B AEIR - H5 7 15

PR - fiRIK -

7R LEESR(MAO)BHE A

MBS T VR A o850 AR MR D 5 51
NBEZENRHD, AT A5 6 XM EZ O S
FOREE OB ET5L
[11.11Z /], R, AVR= oL T 3EEGFH
TAHEA  ARILIEDOY A7 B3N 2 BN H35
B2 AN AL T OB B REHTT5Z
L,

A AV MR BT
AR NS LD I bE RS
TERZA T D,

(FER)

IO CH | ANVR=A T LT SRIEA (SUAD TIRIE T OBERF EH 54 ICMACRLE A2 5 LT L 25, A AU

RS MR TUES T2 L DR E DD 5,

[11.1.1ZH], FRlT, AVHR= AL T EEEOFH

THEHE . RMEEDOY AT AT D RZN0H
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Bl 35S 2(0.5) 2 i) 1(0.3) 1
Ly MEE 1(0.3) 1 TR B BR 1(0.3) 1
HE 1(0.3) 1 BRI = 2 — T — 1(0.3) 1
% 1(0.3) 1 BZRG L OB T AALARREE 5(1.3) 5
ANIZES 1(0.3) 2 EHFESE 2(0.5) 2
ZUf A~V =T 1(0.3) 1 s 1(0.3) 1
R AT 22(5.8) 33 7 R — 1 R i 5% 1(0.3) 1
E RN 4(1.1) 4 B 1(0.3) 1
Yo s—PHIN 8(2.1) 10 JEYUIE F5 KL OVEF AR BUE 5(1.3) 5
WEBENE 5 ek 4(1.1) 5 Bk 2(0.5) 2
7 A o R A 5(1.3) 5 B 1(0.3) 1
A AY C RTFRFD 3(0.8) 3 EIEYEPS 1(0.3) 1
TI7— B 2(0.5) 2 JEERES 1(0.3) 1
i LS b= B 1(0.3) 1 JHFAEE R P 1(0.3) 2
R E D 1(0.3) 1 A HE 1(0.3) 1
LER QT LR 1(0.3) 1 JIEE T 1(0.3) 1
DB ST-T &4 Tr 1(0.3) 1 His LUk 2(0.5) 2
—fi% - A HFRE B L OGO 13(3.4) 14 [Elfiz ks F 2(0.5) 2
R 2(0.5) 2 A SR F0 SO A ML R 1(0.3) 1
TR A 1(0.3) 1 JeH 2% 1(0.3) 1
Rt 1(0.3) 1 k| R L UMLE A DHE 2(0.5) 2
TESHEBALZ D P IR 2(0.5) 2 JF if i 1(0.3) 1
RSB 2(0.5) 2 U5 1(0.3) 1
SR ALEE 1(0.3) 1 R 1(0.3) 1
AR RS N 1(0.3) 1 HEIR 1(0.3) 1
VRSO IR 1(0.3) 1 I R 1(0.3) 1
TSRS 1(0.3) 1 A H 1(0.3) 1
TESHIOLALIR 1(0.3) 1 WP 25, 20 43 OV e 1(0.3) 3
1 530N 1(0.3) 1 n ik 1(0.3) 1
R e 7 16(4.2) 16 T PERZR 1(0.3) 1
BRI R 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
BRESN TR

10. BE’RE
FRIESI TR

11. BRALDOEE
14. A EoEE
14.1 FRAEEREOEE
14.1.1 ¥ 5K
(1) AFNLJIS T 3226-2(ZHEMLL 7= AT B ST $H2 AW T 4528,
AFNFIATIE T E OB A DR E L =— R LTI TN D,
(2) AH AT EFEH ORI EO R ELENRO LN AT, FTLOEREHI B X 550
LB ST EE BE RS T DI,
(3) IRDOAEENZEBEDBFITHEH LN L,
(fi#30)
CARANL, JIS AR VER$HE DM A A DB T+,
ARFNEEFEOREF R, T MR EDORBEADRROOLNH AT, FILWEHNEHCE X DD ULE 7
EERET AL,
EFERCH— Ny DASMLIR R E BT D2 EN DD, GOV RIBHDHO T, 1RO BB ZEHEOBF THAL
A AN

14.1.2 F 550400
e FESHE, EE, KRER, EBEZATY, RCEALIZIERN 217535613, TOF ClERNEF BRI E X D28 iR OE
A FTI2~3cmBfEL CHES52 8, [8.145 7]
(fiR3)
AR FINT I R ONIZ T )VF R TORERRE A2 IR E LT,
AL AV BBNZ B TRICEATICE IR LS 58 KETIRAR =V ATV AR VAR 7 4 — PRI HEOHE N
D, EREFTEER2~3emT OBEI LI LI T T HZL8TED,

14.1.3 #5-#2
BRI K O I PNICBE B L7222k, F2 P LT- e EAUTTES S M NICAD | R % IE S IR IE D H S
PNDLZENHDLOTHEETDHIL,
(fi#zn)
AR TEFNEFEHTHD, RN 53 5L IR TIEARE L IZHLDIVURILIEAZEZ B2 s d,

14.1.4 Zofth
(1) RANLAOIERNZIRALIRNZ L, AENIMOIERILOIRAIZLY | a3 BT DB ENRHD,
(2) HERBEREEFEIET LI L, EREHIFERFI LG O | L3RR ERNICETT 528,
(3) =Ry ITIRIRAEHFRL TIIRBZ2 W,
(4) =Ny PIZOUBASTODIEAIIHEHALRRN L,
(5B) WITHEONAETTZD, ZBOLTHAEAIT ALV,
(i)
RN MDA AR E T DE DD RT DRENRSHDHI20  OBF LRGN,
TSR ARFNEE U FOIREE T, #EHH LUIRE LI A0, A EEEE A LSS LTI H
BRBILHAREMEL DD,
& FEEMBEEDDIRND, EDTZDIZ,
< TAERRST EC ERMNAAET ORICBRNAETAS,
Uy r— (M) 3G,
=Ry P NICRIANTES,
ZOFER ., R EHA BEOIRB RN e DD, Fo, RPN DLZEIZRY IRRENELT 25 E 05D,
& EHEOFTEENEED, #EEEVERBITIENDD,
& FEUDIRREERDZENBHD,
¢ EHHOBEEEFICEDEHORENME T L, IBEOBENDRH D, TGN EFRL, WADRK L/2HZ LN
H5b,
ARANCTRRERFLIZD, Lo B THEMALRWIE,
=R IO UVMNR A TNDE, FEFHREDOBRIZEIE D IRND FIREMER DD, AL T I —R o IZOOR
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A TORNZEZHERB T DL, FHZ, LTV 2 52X TLESTH AT B TR T 524,
AFNTEECTE TR ORWRFITHLA, miICSHT, WS E 570 SN RE SN T 5 81, I
FOBELTZY, BALIZTDIEN DD, Fiz, A AV A — Ny PNIZIERHRL ., 2T 558055,
RIEBVBAELD, ZBALTWDREDERNPRBOOLNHEIE, AT LWL,

12. ZOHMDFEE

(MERREAICESUER
15. ZDMMOTERE
15.1 ERIREERICE SN #
15.1.1 AV AV BUHI TR O FERIF IO B 5T o oA T o v B RILE R A 5 52 812k | RifpE )
FZ DRV EDHE B D),
(f)
T VAT v S (ACE) BRERNCIEA A ARSI E R DB H 2 L RIBE TV, ACERRE AL 1
AV BUAI ST O R TR DR L7235 5112 ACEFRLERI DAL AV ARFUESEE LA A SUTRE O b
[ T O MR N YRR ASIIAICE A L, R 2 LBl A S o,

15.1.2 AF LT 7V2 AT HEEIE. R DR EOMEL BNk 59528, 472
VAR LR LIES A BRIER S SIS0 D,
(fiF7)
A7 VE U ERB R TG ITIE, DARA, (KRB, IO R D72 W BIEEITHIZ L, JERD
HNEEIT, A7V ¥ b a k452,

15.1.3 AU T 7 Z0ERT A4 12IE. PT-INREDE=X) VO FEME4ZETH L,
GLP-1Z R IMEENHK LT L 77V L OFE R CPT-INRES N O S 235,
(fiR1)
AEI R OVZ7 NVFRET VT 7Y O AAERIIRTFSN TR, VFT L FROBERIZEB NI LT 7 &
DOPFHIFICPT-INREEIN O S 0355, FEHT2BRCIXE=2V 7 %21TO%, +RIERTHIE,

(2)FERGEREAERICE D IFER
15.2 FEEERRBRICESUER
15.2.1 UZZ)VFRDOTy bR =T RIZBT D2F M 03 A FMERER 23 T IEBSEMED FURIRCHETR IR 23780 Hi
720 HURIRBERR IR OREE D H 5 BE K O IR IRBERRE SUX 2 5N D IEBE 2R O ZIRE OS5 BE (T3
5. V7 VF RO EMIIMEALL TR, [8.85 ]
(fi#3)
VT NFROT YR O~ AT 228D AR PERER IV T FEEFENMED HURIRCHIIEIEE 23580 5T D,
FoMTRWTITMFHNE B (NOAEL) 1L, E CEM o7z, YIVITARAKIZ 200 H [ 5-LI- BT, EEITRH 5N T
VAN Y,
VI 7 NFRIZGLP- 1 FIEKE L, IV =2 D3 WEARET D, (T B BEICBIT2ZNOOHT AT, b=
B PERER LD EN =D EE NS,
FURBR BRI OBEE O & 5 B K ONF IR RIS XX 25N WIESE 2R DO FHRIE D B B x5, V57
NFROREWIIHENLL T, ARG 5T 28CH, HoEE 1528,
AFNCTBOTIL, ENTEMSNZ2-oOHENHREEERBR T, BRI T 2 FRORBIMEIT D72 AFIEE
EXRIBREE (AR T NT IREIV T TV F REE) TREZREVIIRO BN o7,
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X. JFERPREAERICEE 9 5IRE
1. SR
QESES: b

(TVLIEHHERIZ S 23 B | OIS R)

(OREMEEHER
Y NNT P AERE T
AANIELAR O BAI DM AEE THY, HHFTOFLITHOILTNDTD | AR D22 BB T F L T
VDR,
<BE>
ARV FINT I
ARV FTUNT I ORI, A mAERHICEERIE R (PARARR DA R, kR IS RIET
BV GHEL T,
ABE H ARETIEFITIEEH | SR | #5885 | $5-8 (hmol/kg) i R
PSR | Irwin SRR Ivh | KT 0¢759.,3,30,300 Bl
L7 L% | 05BN HA Sk | 7 | i vitro OFED. 10,100, | el
T HIRBENL T A2 ik 1,000
WS, SARASYHIER, 37 {mol/L)
i B EAWIRIE, TEE BN
% i)
% | BB RO 0| FUAN— g, ) TF | KE 06,24 waLL
B SRIILIE, SEATBHRIE, L
¥, DB ST A—H
(PQ. QRS, QT
FRIA O DL | 85 T S LB B L O AX HHIRN | O 60T GIlRE), | RaaL
e EPELLE R T (B VSN2
IR D O e D
J£)
T, AFRESTT —Fxr | ZVD | KT | 0GREE) 3.30,300 |3, 30nmol/kg: s HARL
PRV EERSEE) - R 300nmol/kg: FFE DKL
B, — IR, fESTHR FELOMEAEZOND
8 R s K OV oy L
ORI —A
B EOHN
V55 N FRO)
. . Bh R .
ABRIE H BRR/ R/ B R | R ( i \ BV S
mg/Kg
PAAERIRSR | <V A/NMRER W 0.02,0.2, | UZZNFREBATETA-FIHEE
(Irwindg B %) | (HE6/FE) 2.0 FES o,
PR | v A/NMRIR [ 0.02,0.2, | 2.0mg/kgE TOHRERTIZ/ALFNE, 7
(Tva—i | (HE6/RE) 2.0 Na— )V AR BN RS20 0T,
i 78 M)
R AR R ~ U A/NMRI& e 0.02, 0.2, 2.0mg/kgETOHRERTYF VLT RIT, ~
(~FY/Le | (HE6/FE) 2.0 FYANEZ =V BAE 2R S 0no
52—V 3 77
i)
W% 25 % Fvh W 0.02,0.2, | UZZAFRIZVFROEGRIZB VT,
/Sprague—Dawley & (1t 2.0 FEW AR TEET v F O 8557 /3T A—H
10/F6) B RIFE e ol
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DL 7 hERG cDNA%ZEW) | in vitro 0.14.0.29, | 0.14, 0.29 % TX1.43  mol/LDJEE TS/
[ = R Bk 1.43 umol/L | LFRIFhERG cDNAR %2 E I T HE S
HEK293#0 i B 7-HEK293 /82 B 1) DhERGT — /L & i
(4R /PR ) O % 5| X X727z,
D R i L/ in vitro 0.14,0.29, | U7 AFRIE, BRLEZWTNORE T
Danish Landrace R 1.43 umol/L | A EEL ek LT, ECG, HIRTEEIE
(R 4.0/ ) fi7. MAPJTEZ | DB EQTRHIMR O IE &
IR TR B E RIS oTe,
DA R Fwh BT 0.02, 0.2, 0.02mg/kg: fie K ML IE | Fe /IS i JE | S~ 45 i
/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} QL% EH- 23
TRTOHBLEE HBI, 245 ETHRIfE LT, 0.2mg/kgTh
51L7) TN TIESEINHE B MEIBOK 255
~12BF [ TR BT, 2me/kg TIEH B
TRRIE DK F B, # 53~ THEM CThx
LIS Le ol BIREB) R LTI ERA
\CBE LT B I A Do T,
D R H=I AP Ay 0.02, 0.2, TRCOEERETIIZAFRITME,
BIW (TL AN —i5) 2.0 ECG. (KR Lk O'H HETh &4 5 o0 ML E
FRX AR R (6 /78 FRNTA—HTR U TR E KX S o
7=
e Fwh KT 0.02, 0.2, 0.02mg/kg: £ 5-2~6HERI#% 12/ T T, R
/Sprague-Dawley>%& 2.0 BEROEZENVREBEREDKRTRAL
(lfE6/7E) nr-,
0.2% O2.0mg/kg: & 52052127 & T
IR THLNIZERIU LS 72 85 BAKTFI 72
FIRVER GRS BTz,
0.2mg/kgf% 5-Tix, & 524 % ETED
RN L7228, 2.0mg/kg ¥ 5-Tlix. B
DA FRIE R A 56 ~24FRFf D 5] =
EoEhnr,
bR E R- | BBy MEHEI in vitro 0.14.0.29. | 0.14. 0.29 % T*1.43 12 mol/L:Baseline o J:
H e QUED A 4[R5 bR 143 pmol/L | 31, BAZIL T LU L35 58 I
IEARZAERY) DRI,
0.14 % 7X0.29  mol/L: 7 F /L3l # 38T
HE~DRERL,
1.43 g mol/L: 72T L2V 35 IUHEIC X L
T, OTHTRIEHRED BALTZ0, Z
OEAT, EMFEMICEETII RV EE X
5D,

KEFLLIE B2 bR, HER S

R Z DD FEIEHER

UL

2. HEHER

(WE[ER 5 EMHER

NI T AEETE
AFNIBAGR O HAI O A B DETHY, 4 HH TORHIEATHITNDIZ8 | AF O Hilml Fe L LR I3 52t L

TV,




<BE>
ARV FINT I

B Fl e GRR ¢ 55 (nmol/kg) RS D EHE & (nmol/kg)
Fw s (WistarR) KT 3,000, 9,000, 18,000, 24,000 T MHE: > 24,000
42—y ey 1.5, 3. 6. 12, 30 e, #E: > 30
1) BRI B E RO WA 544 7 — 20 SaTH
V57 NFR62
P W EREEA R RIEBIEE: BERE D EAE &
(mg/kg) (mg/kg) (mg/kg)
~ 7 A(HE, WER-5/FF) S 0. 10 10 > 10mg/ kg, 1)
~ 7 A(HE, WEAS5/EE) ERAY 0. 10 10 >10mg/kg (K, ME)
F Nk, HER5/HE) - 0. 10 10 > 10mg/ kg, 1)
Z Nk, E5/ ) ERAY 0. 10 10 >10mg/kg(K, ME)
WL, MER-2/HE) BT HRN O a A — N —1k) 5.0 5.0 >5.0mg/kg(H. M)
QOREHREEMHR
NI 7 AR TS
. BHEE (R FIONTI/VZT VTR M=
B BHEHIM | &R (amol/ke/ H) (amol/kg/ H)
435 ] &T 0/0, 10/27. 30/80Y  60/160%2 20/54
Zw bk (Wistar3%) 1338[H
(AR ) N 0/0,2/3.2,7/11.2, 20/32 20/32

D) AR fLE 36 L OME LR IR O 7= 60 5 5.12 H 1220/ 54180 &
JE2) AR IR (2 B L7258 12 368 X OMK MU IR WA B 727280 #% 5-9 A 1245/12012080 &, 11 A& 54 ik

<BE>
AV RYY FINT 76D
. . 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] (438 [8 [=146) 'y 0 (FA4H) | 20, 50, 125 I, M- 125
S, = . 0 (FA 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 (=) - - -
263 [H] (43H [ER175) N 0 (Bt | 4. 8, 12/10/8 ™ e, M-8

T AR ML IR 36 L OMR I I B T 238 C 3RO N ZEMB B DR E AT 272,
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Y77 VT

Beh BehE MRS NOEL | 4EER3E:NOAEL
B —REOEE I/ ) e HAM
s ’ (me/ke/ F) " (me/kg/ ) (me/kg/ )
FEBREE:10/10 0.0.1, 0.5,
= 43 <0.1 5.0
A sr P AN 16/16 1.0.5.0 A
EABRAE:10/10
<UA | BT | YTIAME28/28 | 0,0.2, 1.0, 5.0 133 ] <0.2 <0.2
PUAHIERE: %5~15
EABRAE:10/10
vk 0.0.1,0.25, 1.0 438 <0.1 1.0
7R BT s 1010 L
FERBREE:10/10 ‘
— o 133 ]
Soh | BF | $FFA4MEE:10/10 | 0.0.1,0.25. 1.0 (EHESEND <0.1 1.0
EI1E BRI :5/5 "
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
TEIRERAE4/4 1334
Y| KT %}; / 0.0.05. 0.5, 5.0 ﬁfﬁﬁ <0.05 5.0
FIEREREE: 2/2 (E1E23FRD
FEREE4/4 523
dr | &TF ) 4%{# / 0.0.05. 0.5, 5.0 /L\Fﬁﬁ <0.05 5.0
FIEREREE: 2/2 (EHEAFERD

YT IAME: ;a2 7 7 A5l e N Z 7 7 FREURRIE I,

QrEfcEtaER

IV 7 ACBR AT

AFNIBARR O HAI DM A DR THY | 45 A TOFEATHITNDT280 | AFIOBYRFEERERIT IR L T

AN

<BE>
AVRY FINT I

AR T IVT I DOEFERRETE (desB3OEM AU | TVEI R, 1,16-~FH T 1 T ) IZDNACO Y

KRR CEBEN T 2L133 2N bl

IR MERRBRIT N L 72 o7, 7238, 7V AV BRIZ R SIS IR

EEHSNTERY, 2 RFIEITFHEE 2 CAmesikBR, in vitrof R B REROFE RITRBIETHD,

NEA T TR R LR B (TR

VZ7 L F

) THY, —ENHEIBRITZE BIFME 2 A SN EBEZ BN TND,

BRI

1 B I 229K 28 SR
(S. typhimuriumB ONE. col))

S-OTF/E FC3750 u g/mLETOIREE, S-9FETFAE FC5000 u g/mL
FTOEE T, YT VT RIZIBRERETF R L) o7z,

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

S-9fF(E T K OFEFAE T, 5000 1 g/mLETORET, VFT TR
IR MRV S ERD YL (R B 23 R Lo T2,

in vivoRe AR ENE RN : 7o b4 B K
[0 A AR L= K I STO R VAN o372 Y ety

B HEME RO BNTZ30me/ keE COFR G A4 H B IE R T#
HUIER U7 NTFRIITy ME BB 5 2 YR I ER D /M %
BIRLIRoT2,

in vivoge B ARBEENEREAN : Z h~0D28 H X
(120, AN Y | IR Y AON = A e STO VAN A

KA M O/ MEEH T MR MER K OVE iR o/ MEE R 7
DL YR ER DI BRI IR L VT 7 N F R TR 52855
BRI,
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(DD AR ER

VNI P ACEATE

AANIEEARO BAI O AL DETHY, FIEAITOFMMTHOIL TN | RANO D AFEMERBR T EMEL T
7200,

<BE>

AR FINT oS

AV A AR B L OIGF- 12 BRI DR | Se AR TR D S 7 F R, ARSI DG
DT BN RSN 36 L OFERES AN 31T DA FRFAE FERE L\ o7 in vitroFFMEREATICZED< & A RY
¥ TINT I Oh SRR LR 2N EOBRERITRO BN oTn, ARV TIAT I ORI TE R RE
/REHRRILIXENA RV L RIRRTHY , ZNH2 DD LB EYNEIED AT RIA LAY T INT ILe A
THEIL TWAZ LRSI,

SDHR T M =521 [ AR # G- B Tl 2@ OB OB L LB L2203, ARV TILT S
DA RS D ET RITERD Hien o7, BrdUDMIBINE AL A FEIEE LTz LB T 51T BEE L 7=
LSS II RO DAL oTo, AV RV TINT VEARXBI Ty N TENE 2635 L UG 238 i F T
G UTo3, I R 28 38 L ORE S 7 28 O FE BRI |2 ¢ G-I LA BN IRO DR o Tz, ZIWHDin vitrok3 L Win
vivodERR IR ORE Rid, ARV TINT IONAFNEVAT P hA L AV LRIFRE CTHHZ L RBTHHLOT
HoTz,

VF7 TR

W | fh e
B/ 1 511 A
ES T 9 (mg/ke/ ) "

<A BT | akEam 0.0.03. 1043 $e -\ B L7 R R C— e A3 1.0
K O3.0mg/kg/ H & G- REDMEREZ 3T
HekE£50 0.2, 1.0, BB, C-HINEE3.0mg/ke/ F £
YT I ANEREE 3.0 LREOMETDHFBD BT, ZHHODNE
HHEMER17 1329 BB DA =X LRG> TE
D, BREDOBEMEIZNEDEE X I
Tmo T DA 5\ B U 7= 5 i 22
SNtz C-HaRRIEIC RS2
NOAEL}Z0.2mg/kg/ H . C—#ll o jea |2 BE
JHNOAELIE1.0 mg/kg/ H T, HAA
MRHD & DI R TENE IS LY
18fEICARY 975,
> BT HEMER-50 0.0.075. 104575 B 5B L7 FRR ARC-FM AR R AE 23
0.95 0.75 0.25}% 1N0.75mg/kg/ H & 5-REOHE/ 2D
N WY NF R E2REOMEIZIBNT
ROOI, Fio, FARBECHfaE OBy
IMHBVZ T NTF RGO RER LN
0.25}% 1N0.75mg/kg/ H £ H-REDOMEIZ TS
WCRO BN, ZNHOEGEEH T
DATI =R LDAGNETR-TEY, BRE
OB #EMEIRNEDEE 2 BT, D
M 5B U @ R s SR
Moto, C-HlRaNEE B9 HNOAELIX
HHT&ERmoTz,
YT ITANE : "L R T 47 AEHM, VT 7V F REUETRIE K O LS b= A5 VW=,

GV EERE SR
NI P ACEATE
AANIBEATRO BAI O AL D THY, FIEHITOFMOBTHON TNDI=0D  RFNOAFF A M RBRII I ML
TUNRUY,
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<BE>

ARV FTINT S0

o 5 b & M FE M B (nmol/kg/ A)

B TR E: —

HERIH | D B B¥ | Gmolke/F) | BB | 0IRR
ZHERER IO Zwh T A A [ AT~ I A T 0 () | — W EE 125 125
IR-FRVETsA | (WistarsR) | M 22 Fd 208 Rl i~ AE4E17 H 20. 80, 125 FEFHBE 1 125
IR« RE IR I A PAES IFR6~19H N 0 () | — R 20 20

(NZW3%) 5. 10, 20 ZEFHAE : 20
HARTRB LY Zvhk ITEHR6 H ~ME20 H N 0 (4 | — R 125 125
HAEZOFAE | (WistarR) | GENR21 B ~WE2 B I3k 20. 80, 125 AEFERE: 125
VS FRT
R | &5 o e h & P
T | w B/ Bt (mg/ke/ H) BeGHAm [ S
Foh | KT | HEER24 ]0,0.1, HE: MBI ClE, AZBLRARE M ONMESRRE L% 3
0.25. 1.0 AZBC A4~ HEBITRD LN -T2 e AFHREIC
HEPEEN AR | B9 ANOAELIX1.0mg/kg/ H ThHLHELES
ik iz,
AR RT3~ HMEPEEN ) TlL, BRIIRIE O b TR E
IFR17 H ﬂEZ)‘il.Omg/kg/ HEGRETRDLNTZZEN
5. A EEIZ B4 ANOAELI%0.25mg/kg/ H
ThidLHRsNT-,
JEVECIL, 1.0mg/kg/ B B 58 THE O4%
RBEMNBEOOSNZZ L5 NOAEL I
0.25mg/kg/ A THHEHEER SN,
TP | BT 120 0.0.01, ITHR6~18 H l@u%@ﬁemb R DREEBIIFRO LT
0.025. 0.05 A FEREIZ B9 ANOAELZ0.05mg/kg/ H T
DHEHEEL SN,
IR T, e OB ERANICERTHE
EZEZONDIEEOBHROEALNRDLNT-Z
L25, NOAELIZ0.01mg/kg/ H Th D L HEER
iz,
Fvh | KT | HEER24 | 0,0.1, IR6~24 H HAERTIE, REICHT2EENITT VTR
0.25. 1.0 BE5AHCHEILETALMN, 1.0mg/ke/ H
BEBHOMETIIBEALZ BV THRD L
Z e B, NOAELIZ0.1mg/kg/ B K CThH L
RSN,
(6) BFTRIE S ER
INET T ABATE
JRPTRE T Y B I OT X TRET LT, ARFN O R AT T O SOGTERE I IIR L R E Th o7z,
(MFD D 4% EM
1) R MR
AT T AFATET

ARV TINTIBIOVTZ VTR

TR DR E2REDT Y M

BILEE G mIERRTHIELZLIA, 3R

OLITPURPEAIZONT, ST OMETRFORE R L2 RITRD HIeh Tz,

<BE>

ALRY FINT I
AR FUNT IHURIE, ARG BB B W TOBO Ty M CHBIISRRD LA, AXTIIRHShis
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w2 Novo Nordisk Inc FEFEAE 2017
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.
LK 2 DOSAGE AND ADMINISTRATION
A= | 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) injected 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) injected 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 Recommendations Regarding 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.

(Q)BR M EE D F T XE(SPC)202348H)
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
OH&E | 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.
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Transfer from any insulin regimen that includes a basal insulin component

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).

ARIZEIT3EE- MR, RiE-HE

BHBE < O SR - A A U ARIE DS TRIG & 72 5 2P B R R
s AE . RATE, NI A 1RO —X (AR TIAVT 7 /U727 VT RELTI0HNL/0.36mg) & K F S 3

%, H G EITBEOWREIIGU CHEEHEB 52, 1A0R—X (R TINVT7/V57 FRELTE0HNAL
/1.8mg) ZABZ 72N & FEF NSRRI EL TR —EL T3, 28, AFOH BB THHIR—XIZiE, AR
v T IIVT BN KON Z 7V FR0.036meh g D,

2. BIMZE T HERR IR
(IEFEFE~NDEREICE T D1ER

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,).

KEO For insulin degludec, rats and rabbits were exposed in animal reproduction studies at 5 times (rat) and 10
VA times (rabbit) the human exposure at a dose of 0.75 U/kg/day. No adverse outcomes were observed for
(20234E7H) | pregnant animals and offspring /see Data).

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 major birth defects and miscarriage in
clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively. The estimated background risk of
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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 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 embryo—fetal 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.

66




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

i PN A D There is no clinical experience with the use of Xultophy during breast—feeding. It is not known whether
WA & insulin degludec or liraglutide is excreted in human milk. Because of lack of experience, Xultophy should not
(SPC) be used during breast—feeding.

(202348 1) 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

(202357H) Safety and effectiveness of XULTOPHY®™ 100/3.6 have not been established in pediatric patients.
BRI A DIRAF SC 4.2 Posology and method of administration

FE(SPC) Paediatric population

(20234E8 1) 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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