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9. B
LA
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10. RF-AF

(NERMNDELGRSR AR, MENFRGESR - LRICHT H1FER

LN

Q%
114 3mL:2AK

QFwE=E
A% LR
(DRFOME
H—r)w HTA
=AY NaT F)NI L RIA TV T N
ZNN TS5 —(FLEARY) Na 7 F LA b
. . RNITue Ly RIAFATF L RI—R
Y = EvA[AN ~ N
/E]\EEFIBJU Z‘\b_‘]\‘ ABS@HE

11. AR SnLEME
7L

12. ZDih
Bzl
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V. AEICEE95IEEB
1. PEERITHER
AL A ARIEDNH G L 72 D 2 FR AR

2. DREXIIHRICEET HER

5. BNRESUTINRAC B9 DR
AFN TR IR SEBRIEITINA BRI L DIRR COIRA 72 BB I e a9 52 8, [17.15 1]

(fF#)
ARFNOE PN BIARIERRERY V01, BFRE - EEHRIEICIN A, o RRE M I 5ER T Har b= ha—13s
DAVTUN W2 R RS Gl Lz,

ATHZEE TS BE ORNEHE

=] N SETIIAH E PR 38R (NN9068-4183) ¥

2N == ZHEETO60 H BL LRSS O s T (o -ZLasZ —PHERK, F7 U003 2LR= LT3R
SGLT2BLEZR, ANFAIY ZV=R) 095 W 1AlE —EO A B TR EEN, A7) —= 7 FEOHbALeAT.0%LL E
11.0% LA F Ty AV RV ARIRBEINIRO B

[E N ESIIAE B AR 3Bk (NN9068-4184) ¥

APV == ZHEETO60 H LL RS, ANV BF UI AN AT Z TR O MR T3 (o -7 Va5 —BRESK,
FTVVVER ANVR= VLT IR SGLT2RAESE, ZV=R) 055, Wi 1Alz—EDOHE TGS, A7) —= 7T
FTO60H LI EFINSZ E L5 B TOBasal /o AV SUTIR AT/ B ATEfRA L A) 21 B 1RDUR2E 0% 54% 1 T8
0, A7) —=0 7R DOHbALCHAT.5% LA F11.0% L T THAR N BE

3. BiERUVHAEE

MAZERUVRAEDfEEHR
EE . RATIE, XL B 1EILIOR—X (> RV T NT 7 /VF 7 VFRELTIOHAL/0.36 mg) & FZ FiEH 95, &%
Gl ZBHEOREIISC CE BT 228, 1HOR—X (LR FINT7/VZ7 )VFRELTH0HNL/1.8 mg) &
IR L ERFERNIF R EL TR —EE 35, el AFOHBERA THHIN =L, ARV TINVTI1H
N} DN Z 7 VFR0.036 mghvd £ 5,

QRZERUVRAEDRERE BN
A A N2 RIS BB X B L LT22 > D [E NBITHRRE R RERY Y0k RABEX | AAIDO %G HEEZRELE,
EAR T, BEARR A RIS BB A R (0.3me) MIZIERI%E DV T 7 VFRNE ENBTI0R—X (A RY F7
VT A0HAL, VT 7V FR:0.36mel2Fl ) | LTz, TROHORBRCIE, BEVMIC = bo— L OUEN LI,
7o, B HMWICR T BRI & VS IBEE O EFRORIRILICESE, L IcREIRRO bR~ T,
AR CUBE R AN L AT T 72 b b — L S B 0CQUR O 28R PR 5 IR B &t SR L L 7= [E N I R FBR
BT, —EBOYLERE DA O 52K &8 (108 —ZAA) THZEL TW7eAd, 10F— A0 EBtAL 286 L [FR
FED B LR b — L RS, R B CHRAT D LIk D SIIERD bR o7, ET-, R OB RS LA
Y BLE (Basal A v AV UTTRA T /Bl B VSIRA L 2V DT 151208 L 1 H % 5- 81320 A7 BL_E50HAAT LA
TINZEAIEE o7 o ha— L G50 TR W 2B R IR R 2 X R ELANR A OO FIZTEEL-E
WEERRBRICE W T, B EZ16R =X ETRIRTTHEL L7228, 10R— X &2 A R TAA OB G ZBIEL Th, %
I K VB G FEE O ERERORBRUCES<LEMICREIT L, BifpibE=y ha—nBoiiz, Zhboks
L0, BHNL, BasalA v AV AL FREO A BHEEEZ O CHELZRETTo80A Th om0, o HEME IO
TR EETREOREBIOSC CEETHETS I EHELZ,
AR Of AR, BEAGE - AEICBi2hm A& (1.8mg) HEIFZEDOVT I/ VFRBEENDH50R—X (LAY
FUVT 7 50N, VT L F R 11.8mg) ERELT,

4. BERUVHEICEET IR

7. HEROHEICEE TR
7.1 KFNIAL RV FIONTIEVGTNF RERE LT RA Th 720 | G- RITEEISRET DL, 2ok, AAliT1~
508 — XD -8 | K — X% & T R RETH A,

(i)
AFNOHBEHRALTHLIN =R, ARV FTNT Z1IRAL K OV T 70 FR0.036men3 & £ TND, Mk OH &I
e REICRET DL,
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7. FER O EICBEETHEE

7.2 RFNOBRLEIRHE, L FORICHEET22E 17128 ]

(1) A AV BIHK (BasalA > AV SUTIR G T /Bl A VEIRA L AV ) LSO BE R A LD IR CRR A+ 07256
= he— L ORI, AR, BRI E OGBS BEOREBIISC T ERAE (10K —XKMH) oo 545
27l EEICEGERGTHIE, [9.1.4, 9.2, 9.3, 9.8 1]

*GLP- 1% BEREENERIC I D IR TR A0 B B IR R 2P 53 2I12h 72> T, BRI O GLP- 12 FIREB SO #
Hadib L, AFIEFER LN L, B E# G228 OB MEGLP- 152 AR EBN IR LA TE B D AANT YN 2 D3B3,
ZOMERARHRHEE BB L, RENC T EL OB EX A I b ARB OB G2 BT 528,

(i)

[N S OSSN STTAR B AR BB O RUT I D& | AL RV ARIATE T, BERRIF FHE (R OBE PRI SE . GLP-152 (A E B 56)
TRURA A5 7228 IR A (T DI a R E LT,

723, EWBIARERRRBRY 125\ ARFIE RG-S 7=275BI 0P, KA & (108 — 2 A0m) THRARLTERI O E 722 B H 1
FIFLL T DERY Th Tz,

10K — XKW TRRRE LT-FEF DR (EERE)

AHKIOBRbEH & 65 7% A 65 meLh b
(F—2) (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—RAKim CBREL7IE B D R (BH%RER])

AHNOBHA & ERREIE T R MR R R
(F—xX) (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%)

B HERETE 5 : CKD-EPI Rk B _R—2F AL D eGFR 23 90 ml/min/1.73m? 2L |-
H0% P B RE [ . CKD-EPI BT KB —ZF A D eGFR A% 60ml/min/1.73m? LA 90ml/min/1.73m? i

10 F— A5 CHIALIAEBIDAER (P RER!])

AHNOBHA & FFREBEE & FHgRER &
(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 48 3 (1.3%) 1 (2.0%)

JFHSREIE &, . R— T AL D ALT KON AST &% ELvEsi FIRDLT
FFHERERS S 1 X— 2T A L FDALT XUFAST AN EEHER A b FRAB2. 55 A s
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7. FER O EICBEETHEE

7.2 RFNOBRLEIRHE, L FORICHEET22E 17128 ]

(2) ARV BH (BasalA o AU UAKIR G /B A VEIRA L AV ) ICL DI TR AR+ 703855

BRAAF B, BF 1 H 1E1I0R—XTH DD, BiEEDOA L A 5 ECREOREIIEC T, 1H1EN6R —X (LAY
FINT 7 /)T NFRELTI6HAL/0.58mg) £ CTOFIPH CHI T& 5,

ARBN O HAZHT=> T, BHREDOA L AV BUH (Basalf > AV XTIR AT/ B AVEIRA L AV ) O 5% R IEL, AFH|
ORI L,

(fiF)
[ N EBTTTAR EGR SRR O BB IS I D& | A2 AU AR D2 IR BB (B D L L G RICEET R EREL
72

7. AEAOHAEICEETEE
7.3 RAIO1H HREELTOR —RX % 2.2 HEN M ERIGA L, OB RFHE~OU R 2 RFHT 2528,

(fiF)
AHNB0R —R1FV T 7 IVF R O KHESEIG R & CTH51.8mel Al Y 95, 50R— X &% 5 L ThRAR 4057385 513, o
BRI A ZEA~OEI 2 2 AT 528,

7. EK O RICEE T HER
7.4 BEZENGE T ARIOVE AR S O RO K DWIZRE L TEBIZR G TEDD, £ORDEE1388F
LA L& TBATU, ZDO%ITIIE OEH AN R G T2I0E 5L,

(fiF#)
AHN O 52 SN 5E ORHLEIZLL T OLEEY,
- ~
@ BSEENEIRS OGN
[ BESESNTLE-T, J
H nomsee EIITTY o5s » scunsacasan )
ROEROESYSYYETIEMLUESVWTONE. SO0EBETRSLT ST
WEm WD D LY
B S SALEY - L =
HOESET
BERELL E
WMIARRT
ESEES
e FTmiEE
ws 4§ 0S| ERos a5
2573
18 18 18
MORSET D IRy T
ERFELL ESIF TSR P ENCRADRES A S
_ MOWVBFACRSARETY., IiEL.
MOEROES Y EIECABMLUAEE RS, ROTETHESETRCEETETTOT
SRMLET. BOVERSTESTHTTY. #SHRE s BELLES T2 AENEETOT.
aoESHESESLICERUEEN.
o Ao o L)
BAZLT ER 9-{-‘|-__“.'.-‘9' R =l
ROMSET
AL
oL |
i g coms
N 8 19N DB
@ LEn o @ @Hﬁ 72
18 18 ] | I 18
SHIEL L ey Qumonss=r
BETADFIRICCERLCES, —DO0RRESLTCEB T,
LN A
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5. ERFRAAE

MESRT —32/\wr—o

i PR R D FELER R 5 x5 EBEL ”;fg BB T A
IJ
e o . TITNT NJZ T VT RE kR E LT AR
[E N EBIIAEFAER | NN9068-4183 ?Eeﬁgg ;;1511;? © O)F/;j]ﬁ&w? ﬁ‘@@tﬁfﬁ? f -
Liralt 2734 52, EAEAL, IEE R, WITRER R
' ANRA PR T COAL R FIAT Y
IR RS IRE LA A B O AP L
FEIPNFIARAER | NN9068-4184 | o | 0o © | 3t
IDeght 10551 263 H, ﬁﬁéﬂg ZE B, WATRER]
treat—to—targetZ5R
AHNDOIEENTE, K1 PRIEH e OV 4k
ARV TINT I VFGTVFR LA
£ i S R = _ PANESPN:9E S PN L AV FTINTIEVTTNF KON 5-HE
PSRRI NNOOGS-3632 | gy 24 O | wreeras
WA b VR4 L, —EER, 470
A — N —7 R
TR T & &S O — 5 BN FRER TV -
s 3 PNESPN IR R et ARHN D A=Wy S [F)
TP RGP RERUER NN9O6B-4026 | O | wmgrs, ®IEBL, —EEH, 2002
A — N —7 R
VI NFRERBELTZ B D ED
IDegLirafF| O3B HE, 22k K R AN
AN B R SEELEABRY. NN9068-3871 ikﬁ%f%ﬁ% ) @ DO
Hiaf G R4 L, CHEER, 3iraz
F— R
S E 2B PRI R ANFAR A TVE OB TV
AN AN 166041 INTFREOA A TINT IafReEL
= B AL ] NN9068-3697 | AHI#E : 8334 O TeARBNDOHINE R O 2O
Deg: 413/ 263 [ (+263 ] O IER W) | IEVEZA L, Ik
Lira: 414/ Sk IFATHER] . treat—to—targetiER
S E N 2B R P R ANRAIPEH T DAL R FTLT Y
MBI | oo oo | 3985 O | EHBLLAHIOA B R OGS DR
ESE SN ARFIEE : 19941 26 K], MAELA, —EER., WATRER.
[Degh¥ : 19944 treat—to—target iR
GLP- 15 FRAEEN D LOEIN R X ARV
A& E 2B R s R I YL ESUBHH T COCLP-1%%
HE S IAE R NNOOB8-3851 43811 o FRVEEN IR A 5t B E U= AR O 8h ik e OV
ElZSon AFTE 292451 LMot
GLP-1%¥£: 1464 261 M. EAE2 L, FEE M, WATHER]
treat—to—target Z5R
4 . AIVIR= LT (SU) AR IE SUESUL A
HZA AN EERN 7 457];:{57{\2% R NEARLC DU T o7 TR E5RELT
sqprn | NN9068-3951 ‘. O | AFIOAIER O 2 et
S ASTHRE : 2890 26BN, B L, —IE R, AATRER
SRR 1464 el [R], i ‘.;‘\4 B IR A THER]
treat—to—target 5
' . BasalA > AV inbDOGIDEE 2 AR/
AT AR g%\ﬂ RS AT TOAAY TINX R
i NN9068-3952 " O BN O 2hith B QN2 4 0D P i it
L AHIEE 27801 RS g it o S
1Glar® : 27945 uHl [m], HE % 7Ea ., WA TEER]
treat—to—target AR
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AFN B AR AN LD IETRBICSDR D
TR ORI LB 0B PRI BB 2kt 5 L
S E N 2BBE R R L. A&l (ks B0 BAT Y T+ A
WA |\ 00se 4119 | 3LP T AV Nkt BRE U T AR FN OB B e (e i)
[ B 3 [ ARFIEE : 16451 BEROHBEAT V) OFIEK N EMEOBE
AHN 4 1AspHE : 15451 ENEY )
2638, IAEAL, FEE IR, WATRER.
treat—to—targetRER
e . ARV VHAISUEA bAoA ES
gﬁ”ﬁmﬁ%ﬁ 7; g;‘ ‘/Gf)}?% T;Atﬁfu(% gﬁg@c;ﬁ@g;
. e o . . 2 O & (QFFEO A &FHE
Y@%%Hﬁﬁjﬁﬁ NN9O0GS-4056 AR 130 R 1[5 B FAEY KR L b X OARIOE R
L[ 21041 o .
A U 2 2 5 Uzt 0 L BRR
210/ ’ 2R, MEfEZAL, FEEM. WATRER.
treat—to—targetitfi
ANRAIH T DAL R TINF L
S 2T R R AL AV T AL RO Basal-Bolusi&E L4 %)
AN IR NN9OEE-4185 506431 R EUT=ARFN DA M K O VED LLlsR
[ B 3 [ ANKIHE - 252451 7
[Gar+1Asp#¥ : 25445 261 M. MEAEA L, FEE M., WATHERM],
treat—to—target FRER
S . SGLT-2BHEFE 4% 1 MR FIEOPEH T
. ﬁﬁfiﬁ IR R COARYY TR AR AFID
75 | NN9068-4229 v A Je N2 VD Bl it
[ B 3 [ ARFIEE: 21041 DG HEE A (L. JEE . AT RER
[Garlé - 21043 AT, BB, FEERR, FATRER
treat—to—target 3B
AL A HMPREE X RE LTV Z 7 TR E
H AR N 2B R s FR - A2 AV DR RRRED A I K OV 4=k D
U 35741 =3 )
EIPIBIITRGURR | NN2211-3925 | oo 107 363N, M (. TR RO
7T 'R 1304 AV AREOFEEHIZ LD BB AT | W ATRE
] e R

IDeglira: A2 AV FINT T EVZ T NFROEEHAI IDeg: A AV T NT I Lira: Y77 VF R
IGlar: 4> AV 7T GLP-1:GLP- 152 FAEVEBIE  [Asp: A2 AUy TALL, ©: 3G EL. O: %G8

(2BRPREEEAER

DB E% 5 5B (NN9068-36325858) 0
SMEFERERR A BAE24051 % % G2l AR 5RO Ry Ehe | KA RNER L L2 E AR T 70T 7 Hifh
5.0 VI N FREMBE LR AR FONAT7EVT 7 NF RO G R AT 5720, 7 1a—2A
IS TRAT FC AV Ay FONFIEITENL, V57 VFRE0.6mg, KEIFAL RV FINVF 2/ LFREL
TITHAZ/0.61mg R A RV F 7T Z1THEALLF 7 L FRO.6mgD R (f RV FINVF 7 +VF57 VFR) %
FNENHEEI L TG L,
ENFERERIZONT, ARV TINT I VFGTNVFR AR TITAVT I+ 7 VTR (% 5-8) LD
AHN TN E N L TG LTI TTZHERICBE T2/ A—41F, TEROEEY TH-T,

1 58K GIRuax,sp AUCGIR 0-24 h,5D tGIR x50 ST D L [95%(5 H X R

(mg/kg/min) (mg/kg) (h) GIRpax,sp AUCGIR 0-24 h,5D
ARV TINT 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]%
VS LFR 7.0(33.7) 7508 (36.1) 20.5(4.8-24.0) 0.99[0.88, 1.12]” | 0.95[0.87, 1.04]”
ARV TINT I+ . .
S (6 ) 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) — —

SR8 (ZE R ER) |« tGIRpu sl 3 RAB GHADH) . — :RE S E 5

GlRpaxsp : TR GIR, AUCqiR 0-24 nsp : ¢5-74 0~ 24 O GIRHERS B AR T T F8 . tGIR pax.sp : GIR e sp B EE M
a) ARV FUNT 7GR D ARBNEE 58D GIR o, 50 % CAUC ik 0-24 nso D B A EBHED b (R FN /AL RV T I NVT )

[95%{ 4 X K] ]

b) VI 7 NF R E BRI DA AN G- RED GIR s 5% DAUC 1R 0-24 0,500 BRI O L (ARA/VF 7 VF 1) [95%(5 #E X [H ]
c) ARV FINT I +VFTNF KGRI BAREEE G-HRED GIR x50 % CRAUC Gig 024 0,500 ST EEIE D Bt (A /7 A A
FINT 7 +VT7 VT R”) [95%EHE X ]
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BEVEIZOWT, BEFRLOEWERORBREEIT, ARV TI7NT 7 EHRET25.0%(6/24%41) K O812.5% (3/24
B VZ 7 VT R 5-RFT25.0% (6/24051) M TN6.7%(4/24%51) . A2 AV T NT 7 +UZ 7 VTR (& 58 T
45.8% (11/2451) K 1'25.0% (6/24151) | AAK ¢ 5-RFT25.0% (6/24451) & 120.8% (5/2451) T -7

RERHIR | AFI Oz 2 T EFEME OB SIIRO LN, HEELOKREFIIRETHY, HELEESE
LI IR E ST EFEG RGN o7,

QR RERICERAR

A

(OHRFEAIER

NAE SR ER
DIV ANz & D RBEEERTO2RBERFEEICETEIVRYY THILTHED L ER (NNJ068-418454E8) ¥

H Y

AR 7 ik
e 505 ik

[ <N

ETEAY: AAAEBERIG S A5 G LC, #5263 B IR bo— LT T, ARAIOA
LAY FUNTF I B R B,

BICHY F A : A DR 2 A5 R L O, 268 I B AR R O R FIAT 0
ST A M B R A R .

DR OBER IR A R BRI (Basalf v A UTIRA Y/ BLAVEIEA L AV DWW 1Al 2. 18

B 5B X220 BN LL_ESOBNL LA ) ICEDIRIR CHa7afbias ha— L E5 10 U e 2B R 7 FR A
2101 (AAIRE 10561, ARV T 7T 78E:10541)
B FHEREREE (T I=0 TN AT 27— B I T AT U T I/ NT AT 27— BN HE#
RRD2.5(5 L ) 2 T AR . BRREREE (CKD-EPIZRUZ L 5eGFRAY60 ml/min/1.73m>* ) 244
DR Z RN LT,
26 [H, Zhtak. BIEAFIDAT, 2BEIEIT, B B, treat-to-targetikER
ARNBER ARV FUATF IR ANRAIL OB T CLH LB G- U7z, #HESEBAE F I3 HIRE
LA R FUNT IRECTENEII0R—R L ONOHALE L, (R IMHE 3R O R FI A7 25D
T BRE DO EEEBE L, ZTNENI6R— XK N6 AL FTRINATREE LT, B G- HI T, AHKIRE
B OA A FUNT IREO £ 5 B3 ) s A i b e (b B S0E) 1o kk-5% LEBIC2[E 04
& (LEI O BERRIE 2535 — 2R — X} O+27235 — 2 A7) TREGLAICTAIL 7=, ARIBER Ry 77
VT I RED F i I Z50R — X J NS0 B & LT,
B 5142600 OG- 5%, AFIRET37.68 —X (H&EFIFH: 10~508—X) | A2 RV FINTIRET
41. 2807 (H E#PE : 10~50H07) TH-o7c, HbAlca eI L Lz ifffEas ha— 2 oW, RF DA &
Uy FUNT KT HEEIE S REES L7 (p<0.0001) . ZEMEIRF LIS E (FPG) DX ZI i ClRlfe
FE T2, 263 MO MR (LB E2356me/ dLASH TH- 72K MBE 2 OV = H IS L DAL E DS K
HBE) K O R M b% (I HLBE 005 500: 0173505 : 5OICFEELL 72 D) D B 7= OAE RIS H 50X, 7
FECRIFEE CH -T2,

AFEE
(N=105)

AR FINT IRE
(N=105)

NGy | RGE T

~N=2IAy | BT

ZAb

2L

7 (REI—A4 20 77
VT OHEENE [95%1F
X ]

8.61+0.88 |  6.66+0.80

8.56+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 I 110.71+41.09

155.62+45.37 | 114.36+33.69

FPG(mg/dL)

-50.60£57.16

—41.26+48.29

-4.59[-14.62;5.44]

RO BEHDD

R BA L (/N - 4F) e UM

WL BB OEE %)

,ff&m*)tnﬁiil)

2.28(28.6%)

2.09(30.5%)

0.48(7.6 %)

0.36(9.5%)

R R g

HbAlc & O'FPG :Mean=SD
FED) AR : dobEfE (ifn5%) 2356 mg/ dLASH Cho 7o ARMEE & OV = 1 XD E DS BB R i b,
H2) R HLHE - 31 CE L7 AR MAE DS 5H00: 0123505 : SIUTFEHLI=H D,

QOROBRFRERNTARTDO2ERERBBECBTEIOR)Y TTIVTIRVIZY LFRED LR

(NN9068-418354E%) »

H

H -

TEAE: BARNBRERIFEEZ 5oL T, R OFERPEEEA OO T TOARKIOME= hr—L
BRI DEMEERRGET D, 2k, & 5%528 BT A M2 ha— oW T, AEIOVZ 7 TR
KT AEIER ARV F AT 2T 2L AR T2 TIT),

BRI B ) N—ATA bR 5452 £ COREOE L&, (Kl DR B 5 % K= ha— v
WZDOWTC, RFNDAL AV T I NT IR T HEMEERFET 5, #5752 BT DARA], A AY
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R T
B 505k

;,u: % :

FINT I R OVTT VT RO N & OV 2 E T2,
R UBE PR R SR A L AR T4 7 U e — L DSBS TR 2 TR PR 975 FR 8 19451 (A -
2750, A RY T NT IRE 2T, VZ 7 VT REE: 27341)
B RN E (77 =0 TN VAT 27— B IIT AT U T I M AT 27— B R L UEH
EBRD2.5(5 0L L) A T DR | BHERERE E (CKD-EPIZNICZ L %eGFRAY60 mL/min/1.73 m*Ki#) 24
THWERE LRI SN,
521 M, ZHEk . WAELFIOAHT ., 3HAIEIT, FEE A, treat—to-targetiBk
KENEE, ARV TINT IR RVTTAFRIE, R OFERFIR (AR o T ald —EfiE
L FTVVOUIE ZVR= UL T H | SGLT2EIE TN A o RV 53 MR ES) OfFH T C1H
LB E- Uz, ARIFER ARV T 7 NT IREOHESERI 46 A Bl 10— X R Q0B E LTz, B 53
M, ABIBER OA RV T7VT IO 583 80 & B fUbHE (s B S E) Ic S, 18
M 2[E] D FEFE (1[B] DO HEME 13+2735 — 28 — K R D205 — 2T ) CREREAUICIHET LT, ABIRED i
FAEIFBOR— XL, ARV TUAT IR I m A B E R E L o7, V77V F REEZ0.3mgh 55
RL . LERIZ0.3mg DML, 1.8mgaHERFI Do b E&du, REREL, LR SUIIEE oWz A1
mIS2E MR T G- L&N Tz, OF 3588 0 sk FIRO AL A&, iR ER L NIl
72
P& 51552 O e G- Bd, ARFIBET27. TR — X (A E#PH :3.7~50.0FN—X) | ARV FINT IR
T34. 8 H (JAEHIPH : 0~186.0HA7) Tdh o7, HbAlcEFEIEL L= k= o — /L2 DT, ARHFIDY
S NNF NI HE A (p<0.0001) e A RV F U ATF 2Tt 5HFEE M GE M~ —0:0.3%)
DIRRES AT, RAIREO ZE JGIRFIMAEE (FPG) IR T &%, ARV TINT VEERIBRETHY, V77
NFREEL LI L TR ED T, AFIREZ I D528 [ O ML (MUFEHE23556me/ AL Cdb o 7= K i bE
K OV = F XD AGE DS BERR TRE) & O T U (R IRE 05 500: 0153505 5912 R H L7=H D)
DBEHT-VOEMIBETAEIT, A AV FONAT IRELHEL TR VI LV F R L T
Nz,

ZEOHETEE

AHI (N=275)

AR TV (N=271)

Y77 VFE (N=273)

[95%(5 X [H]]

N2y | BT

~N=234y | P

N4y | BT

AL B

Zf

ZlLR

AHl—

AR TINTY

AR Y70 VFN

HbA1c(%)

8.52+1.12 | 6.1020.72

8.53+1.05 | 6.73+0.79

8.3240.99 | 6.52+0.86

-2.4241.04

-1.80+1.02

-1.804+0.92

-0.63
[-0.75;-0.52]

-0.48
[-0.60;-0.37]

FPG(mg/dL)

178.68+42.99 |105.08¢26.76

179.94+42.25 | 108.39+30.00

175.40i39.79| 128.36+28.71

—73.60+44.58

—71.55+46.05

—-47.14435.12

-3.04
[-7.55;1.46]

-23.90
[-28.40;-19.39]

RO EE D

T DOERIFEBA R (/N ) BRI FE B 7= B E DOEI &%)

{E&Jﬁl*ﬁ'” 1

1.74(38.5%)

3.32(54.6%)

0.05(2.2%)

TR R ™

0.25(9.8 %)

0.50(16.6%)

0(0%)

HbAlc}x O'FPG :Mean #=SD

ER DRI/ N

B () 7356 mg/dLA CTdoo TAR MRS K& OV =35\ LD AL A3 0 B 70 A8 bl

T:2) WS MRE : 11 CER LR MAEDS H00: 0172505 : 5912 FEBLLI=H D,

@GLP-1 BAAETER R ABRARE TAR T O2RBRABEIZH T H0LP-1 BEMAIEEE IR S) LDk
BR5HER (NN9068-38515ER)

H M
xt G
R 7
B 5 051k
e A

TR A AV ARRIED 2 ANRAR L A EF TV EY L+ 2R = LT 3 (SU) OB FTns
WA AT FR-1 (GLP-1) Z B BFE KIS LDV T+ a7z = ha— L 33 5530 TV 280
RIBEEZXGEL T, Mz ha— iz oW, ARV TINAVT 7 V57 )F R (IDeglira) O
GLP-15 ARVEBN R (fkfge s 5-) |2kt 3~ BB A MR EET 5,
B B £ 5.4% 268 1235 1) BlDeglira & (NGLP- 152 AR EEh K (ki 1% 5-) DRI 724 0 B OV
A R 5,
AL A ABPEIEDIR | AMRAI L £ EF 75 L £ SUDHEH T COGLP-1Z S ERFEIC LA IR T
F e R — L AR HAL TR 2R R P BT 438451 (ARFKIRE : 29241, GLP-18F : 146f)) &% 5
L L2638 R G-k A Eh L7,
R¥. NFHREREE (720 T M T A7 25— BN R YERI B LR D2 5650 1) 2 45 95rE . EHRE
BEsE (gL 7 F =2 LB, 1.4 (&) me/dLLL B2 H 985 1Tt S,
263 W, Zhtak, EFEILE, FEE R, 2B AT, MAEZEOfIT, treat-to-target iR
AFN R OGLP-132 FARVEE T, AR =847V E 2 =SUOHHH FCLA a5 Lz, AN
168 —X (IDeg: 16HA., YT/ /L F 1R :0.6 mg) THREZBILALT-, FGHIM H, ARF|OF G B3 R4
AR (g B S ) (28-S LERIC2EIOHEEE (LR ORI+ 2030 — 2 JAT >/ HAfT)
CHERE R HER L=,
AR O S AEIFSOHEAT v/ HALE U, RFN O A &3 5% I &S, & 510~1218 2
R ZEMNTHERB L, % G584 T HHZBIT B 8% 5 BI343R — X Th -7z, HbAlcEFRIEL Uiz k=
M= I DN T RAIDOGLP-15 FARVEBISR I 6 T DM S RGEES L7 (p<0.001) , ZEREIRF A B
N RILGLP-1FEE el U CARFIFE SRS B K& Do 72 (p €0.001) ), MK IMLE D FEHEIS L O
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NI 3720 D38 FRAE SR GLP- LI RE & L U CARIRE T o7z, BRI AFIRED 1451
DIHTHES, F525~261 I LI-FR TH-T-,

A (N=291) GLP-1 (N=145) B
—= — DHETEE[95% (5 1 X
N | BSR | ~ot | e | e
ZAb & ZAb i
78406 | 6.430.8 77406 | 7.4%1.0
0 — — R
HbALc(%) 508 03500 0.94[-1.11;-0.78]
161.7438.2 | 108.5+29.3 169.1+41.7 | 158.4448.7 _
FPG(mg/dL) VIR 1074403 47.56(-54.61;-40.51]
A i A D 2.82(32.0%) 0.12(2.8%) -
A MK 0.45(11.0%) 0.02(0.7%) -

HbAlc & O'FPG : Mean + SD
) AR - fobE A (L) 2356 me/dLATE CTdho 7oK MBE & OV =351 XD MLE 23 w7 (K i Bl
TE2) & M LA : 1 CEZR LR MLEEDH H00: 0123505 : 59TFBLL72H D,

)R EMEHER
M) AR MERRGERAER ) 2 ]

(5)BHE - ARERHIEAER

AL

(6);REMEA

DEARERE (—REARERE S EERARERAE FARBEERE), MERTET —IN—RAE, HER
SEREBRABORNE

BUEIR e % T — AN —APHAT

ENOMDV (AT )b« T —F - Val ) thns e it 3 B G W T — 2~ —A (EBM Provider®) &\, A&IFETEH
HRI3HERT (201949 A ~20224210 A) IZ38U VT, 2BUNE SR B & K G21Z, GLP- 1S BARIEBIIR (12 RY L BAI L D
OFREE L) OARFI~EIVER X I B O B R MR MAE 2 R U 7o, AFRE OFAIVIENE | BRI LE R O AT k1 52
IO, ERARERIMAEOFREAERDUT FROLBY THoTz, AD “IHEIFET M-S, BRI 2R ERE
DFEHFE L [95%(E HH X [H ] o OVFHIERS A 3 b [95%(E X ] 1%, £ E40.76[0.45, 1.28] % 10.76[0.41, 1.43],
Y@ RO/ O HEHERET L TIZZENZ40.7000.38, 1.31]1%000.78[0.42, 1.44]1THV ., 2HpEFRIF BE 12U
TGLP-1Z A REBEDLAANCYIVEZ 52 LI LD E AR MIEO R AERLIT, WTNOTT BV THHK
FHFIICE B CIEe, BAEVAZOEITRD L2 -T2,

BRI 5 — S — A DR BRI R OB A 5t

FEAAL AL YE R (2019429 A 26 B ~20224E10 A 31 B £ C) IC2BLBEJRIF OB W — R A3 /e &
bL1oOHDHEE,
BRPUHR IS TARAZ LTSN TOA B,
[N AR A U7 — 2 IR RIS, 3D DEME (A RV BB STz, 7R T VR —v
ALBWrENI, BB O B A Z T 1) OV g B L, 0D VSR EZ BT
HHEF,
AR Z A S22, XT3 A Oy 78y 703 e B,
© REICHI AU T — 2B P ICARRIE B D LT SN QOOD B,
I RSES 8,210/ (Mg:FEIE2,36501], > HRHES,8455)
R 7R AR 0D 58 AR I (AT T SR4E )
" " v | ZEEZ (/100 N4) AR FRAE R A SR L
AEER | REEC ] on ) Co5%fE 4L 1) o5 X 1)
STRREED 5,845 53 0.93[0.71, 1.22] Reference Reference
O 2,365 19 0.70[0.32, 1.56] 0.76[0.45, 1.28] 0.76[0.41, 1.43]
KTHFEQ 5,845 53 1.01[0.73, 1.41] Reference Reference
BREREO 2,365 19 0.71[0.42, 1.20] 0.70[0.38, 1.31] 0.78[0.42, 1.44]

KOIFAD ZHEIFET NV, @IT B oA o ZIHEYGE T VA TV TERIR I D58 AR F8E SR M ORI A5

HEHEEL,

sl FE A3 1 FAEEE DA U b DR A TR,

s 2R BUTARRG , VERI, T — L AR RS RINRIR, OF ATRTE e OB R M OB EL LT,
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VI. EEKE(CETHHE

1. EEZPMICEEH I LEMRITLEWE
AL AV BUE e OGLP- 152 FARMEBN IR, IR ITITZ DM OREIR TR (B 77 FARRIA, 2R =LrL T Al iE%)
TIAL AV WMRER . o —7 Va3 X —BRHEA] 77UV R IKA] DPP-4BA5E 3L, SGLT2FHE %K)
HE BEOH LAV ORNREX I RE L, BB OB LEESRT DL,

2. EBER
(OYEFRERML - E AR
AANL, b= e — a2 dE T ERE T2/ oA TIOAT IR TV FROREHITHD,

DAVRYY FITNTY
ARV FTINT I, BHIR T REEO X A~ ~— U CTIFET D08, 5% THERICBWTESAL T,
FAME CRER~ N T ~F Y~ —2 L, —RRIICERE L TRk E ED, 1RV TTNVTIE ) ~—d~b
F~FY v =SR2 (ZREET D720 G AL DRE RS- ORI SR S, BV MER EEee R 25 725
T, SHIT, K FEFERAL L O A CHE BRI E N L CT V7 v i A L, TEROE LI T 5357,
ARV FTIUNTIOFERERER T, 7 a—ARBORE THB, ARV TINT IEEGTAL AT, A
AV BT E=ITREE L BRREREZ LT 5, AV AV LB E— TR LT A AV AT B K ONENS#l
BT DPEDO R IABEAREL . F-AFIRICBIT D7 NV a—RAFEAZLE T HZ LIk CIHEA B FSE 5, IHI,
REIAREIIZ 31T DREMG /3 i e OVER A B & T L L IR BE B R E T 5,

Step 1

ARV FINT 7, BAEIHT2oDAF Y~ — DDA R E LT W]
RS A~~~ —L L TIEEL TS,

B 5%, RO ELBRELT- v LT ~Fh~—% AL, —FRIC
FERERO R FTHKRICEE 2,

Step 2

TIVTF XY =N — DR A IREET 57280, oKD DR
FCAG BRI 24T 9B, ZDOAH =R LZIVAL R FONT TR
WER ORse LA B35,

Step 3

MEER M Cld, 77 IS E L, AR~ 1T 3D,

ZOTNT I EDOFEELERELL UTRLR/NEWL 00| 1EFH DR
IZFEL T3,

R TIL, B/~ —I13 T VT IV DREEL A RS BIRE RS
T5, ZIUZEY, 7 a—AOBVIAR LRI T 22 R 272567,
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DIFTNFR
R CMESNDAL IV TF L RNEL ThHCLP-11T, 7o — AP EERIERIIE B DDA LAY Y IhEE 59
19 UZ 7 )VF RIZERGLP-17 02 ¢, GLP-1%Z R EZN LU CTHERT5Z81250, cAMPAEINSHE, 7 /L — AP EEK
TEI AL AU A BARMES 2, SBIT7 La— R EE R AEHINT T LT = Sy WA ] 210,
UZ 7 NVTFRIZE BB ICIVBERIZINENDZE, T T I EREE L TREEESR (DPPA X U R T4 —
BT DL EMERTIET, (EAMRERET 2,

JIa—A
B
GLUT2 KarF ¥ RJL 2 /%i
Caz+
BB R
ATP/ADPLt R WA
Caz*F v I
Ca2t kR
ATP @
3 haY RUPRE \
09p%0
GLP-1 CAMPLS mmmmm) 000 00 O
2EE& ©000opo0
/ 00O
o
‘ 1YY >HBO
B h—He

(QEDEEM T ERERRE

MRl

<HE>

EHZy MR A MR, A, EK R L OEREREIHTA1EH
HEMEZ > b (641 /8£) 12, IDegLira (IDeg/LiralLT6/16. 15/40 K 1*30/80nmol/kg") . IDeg (6. 15} T*30nmol/kg) . Lira
(16, 40 % U80nmol/kg) MIFIELE DI HE R T % 5-34172, EDOfER. IDegLiralit Tld, W3 o H & T M E O
DHFRDBIL, B 524K BT E ORI R LT, Fio, FH24R % OB E, HAKEACRETNThOAE
THIBA RS HITZ, —J7, [Deght TII A EAKTFHI72 MLBEE O 35RO HITZA, B 5-24FF M % OFE T R, EK
L MEREOBANITRD LT, LiralE T 3o A & CTH I EORD 3380 B o753, 8 5-2405 1% 0
E &, HAKEL ORETRAD DBFEO O,
AR TAISKB S ORER THY . AR (ImL S IDeg 600nmol & ULira 960nmoZ & A) LACA ey B2 % 554 (1mL
tFIDeg 600nmol } (FLira 1600nmolZ& A ) % AV zA3, IDegl Lira® Bl & #1134 A OB O FWEER . 4 72bb
IDeglZ 1% EARAERI 7R MUBERE TR, Z2BTNC, LiralC LA &, fEK & K OMEE O H BKENRED R4 28
MRS NI,

*HBR B4 60/96 nmol/mL

*#19.6 u g/mL#gh. 1.50 mg/mL7 = /—/ L, 1.72mg/mL m-ZL > —/L 3.3mg/mL7 V-t —/1 0.53mg/mLVfig/K&
T RIT L KR (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)

FESEH) = SEM, () WO fiEIE i 55 (nmol/kg)
Lira: Y7 VF R, 454: (> AV 57 )52 GIC:1Deglira
ARBRL KA E) . BB (P AE) ., C: k3 (EHE)

A U527 VF R, IDeghk NDegliraft 5-# D I E 7 27 7 A )L
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N
o
]
N
o
]
N
Cl)

E | "¢ & E .

mean + SD)
ey
R
mean + SD)
L pat
gfe+ o
ABW (g; mean + SD)
u-d-a
&

3 20 3 20 -20- o
: : | £ & ¢
< <
40 40 -40-
(\\60@@ @\ © {\\c}e’@ D‘Q\u(\i B *\\éequ’@v@@@(b@
< . (2l < .
W W SN bfa@\o\ SN bf:@\o@

O N I3 5 & (nmol/kg)
Lira:UZ 7 )VF R, 454: 4> AV T VT 7 GIC:1Degl.ira
ARBREAE) ., B3 B2(FHAR) . C:H ER3(GHE)

W VZ 7 )V F K| IDegh ONDegLira$ 5-% DR TR AL,

(3)4F FASE TSI - FRESRY
AL
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VI. EMBREICEY5RE
1. MARE DR
(a8 E R MR

%A ERRL

QEERAEB THRAINLTEE
DEBERANIZHSITIEEE THREZOEVEE(SEEHR NEAT—4) (363258) 1% ¥

S EEEE A B (24451) 23t 1T, AFNE1TR — X OKBEE~D BB T 5% Oy EREE (R TTL
T A (1THAD) V7 NV FREH (0.6mg) . A AV T 7T 7 (1THAL) +VZ 27 L F R (0.6mg) [RIRFEE G- L LR L7-
FER AFNH B 5H%OA RN TINT IORMERED T a7 7 AN, ARV TINT IHEAER S AR
TINT IHVZ T NF RERFEE G- OWT b Rk CTholz, £, AAHEEIE G554 0VT 7 VT ROEY e 07 74
JNE, TINT IV VFREIR R B-LVT 7V FREAIR % ITB B AR TH-78, VF77 L FRKDAUC,
oo Lira,sp B & PCnax Lirasplds V7 NV T RERIFEHZ B I OA LRV TONTIEVZT VT RIEEHR 5% L gL T ARH
B 51 T o720 Coa X UAUC, BRI 1X, A2 AV 5705 77C1.339nmol /L& TU850.231nmol h/L, VZ 7 /L F
FC3.943nmol/L K TX136.859nmol *h/LCdh o7,

AVR)Y TFINTY

(prol/L)

2000 —— VLRI A R

—— A2 FIITIH
A 2VAUY FHIToHUSTIFHE

1,750 mean

1,500

N

1,250 1

1,000 |

750 -

NN A A

500 —

T T T T T T T T T T T T T
0 8 16 24 32 40 48 56 64 72 80 88 96 (B5R0)

S H O
HE R G8% (1THAL) O AR TTNNT 7RI

A 5% (1THAL) DA A FI7NT 7 OEpEie = KR Ak

AUCO*D@,IDog, SD Cmax,l[)cg,SD trnax,l[)cg,SD
e 5t n (pmolh/L) (pmol/L) (h)
] S IEIE (CV%) LA S E (CVS) Hr il (CV%)
A 24 50,231 (15.1) 1,339 (43.3) 15.5(37.78)
AR TINT IR 249 48,837(12.4) 1,195(22.0) 13.5(26.19)
ﬁg@?}j%ZZ#VTﬁ 24 51,177 (13.6) 1,285(31.4) 14.0(28.38)

a) AUCIZ23%
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ST ILFE
(pmol/L)
5,000
4,500
4,000 -
3,500
3,000
2,500

2,000 +

L] A (NN ([

1,500 4
1,000

500 —

04

—— VLIPS R
—e— USJILFE
A AUY FINT U TIF R

mean

T
96 ()

0 8 16 24 32 40 56 64 72 80 88
15 H ORI
HA[E B 5-1% (0.6mg) DV Z 7 )V F R E
H[E % 5% (0.6mg) DUTF VL F RO BT RBRA R
AUCO*OO,LH'&,SD Cmax,Lira,SD tmax,Lira,SD
P HRE n (pmol-h/L) (pmol/L.) (h)
(T IAE (CV%) LA fE (CV%) B (CV%)
AR 24 136,859 (30.0) 3,943 (46.4) 14.0(24.55)
VEIVFREE 24 154,472 (29.0) 5,133(38.4) 13.0(22.70)
AR TFINTT
24 152,922 (26.1 ,2 1 13.0(20.4
SRR 52,922 (26.1) 5,296 (35.1) 3.0(20.49)
()&
MU ERRL

DBE -HREOFE
ME R
2. EMRER/NTA—S
(WERHT A%
MU BRI

(W ULE E TE
MU BRI

QUHREEE
.2) HRARHER CHERBS Iz iR 1B R

MD2IVT7S2R
UL

GCYRTERIE
MU ERIRL

6)Z D1t
BN
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3. BEMGREaL—ay) i@

BARA2B S RIRIRER B (2 H (T2 B A R B REARAT

(MW A&
IR RIS B R 2 D 1 - =R AR T L

QINSA—HAEFHER
QTR PR IFS FRE e B2 L LT [E N B ITTAR BBR (4183785R) YDA ST L E 7 — & (IDeg : 546451 (F14:38941, Lotk
157451]) D3098 M D IMIEHF A AV T I NT IRET —2 U7 VTR 54745 (B 138541, ZE16241) 2>H4F5A7
30RO MBEFIZ I NVFRIRET —2) & AT, FRNTHE LR ERICBIL, CL/F (F72bHAUC) IZx 355 2% |
IDegLira5 LTV T 7 N F R EELR DT — 4% IO TEHE L=, AN E LIZ L B3, 59 (IDegLiralf XIXVF 270
FREE) | 4R L —7 (65 AN 65m LA 1) . MBI (B, Aotk) B OMAER (FFafii, 5, 95/ 83—tk A /L) Th-oTz,
FENT I G & SNT-BRE O A R B CEMELP] . LLNER) IZOWT ARV TUAT 72 IER GreSh Tz
BB CITEEIAN57.3[22, 811K, A A371.6[44.1, 161.8]kg. BMIA326.3[19.6, 56]kg/m?, ~\—ZF A1 DHbALcH 8.5
(6.8, 11.41%, VT 7 L FRERIER G ESNT-HRA CIIAFER2356.8[25, 811k, (AEAN71.5[42.3, 142.4]kg, BMI)S
26.3[19.8, 45.5]kg/m?, ~—AF A DOHbA1cA38.4[6.7, 11.4]% Td>7=,
WEBORFORER., ARV F7NT 70 R THIIE LB EE R (AUCoo1 1) DR ERMEO L (P B /b,
A 65mELL /655 AT . R E 1 52.7/69.8kg } 1195.9/69.8kg. 3¢ 5-38#41: IDegLira/ A AV F 7 INTF 7)) EFDI%E
FEX R, FNEnE0.93[0.88, 0.97], 4E#51.09[1.04, 1.14], A E1.09[1.05, 1.13] % 1*0.91[0.87, 0.95], £ 5-EHAl
1.02[0.98, 1.061EHEEZAIL, VTV VT RO & THIE L2 EE 2 (AUC 04 ns) DR EEED b (1% - B/ 2ok, 47
Hiti - 657% LA L /6558 AT . R EE :51.8/69.4 kg K 1N97.2/69.4kg, $% 5-3£A| : IDeglira/V 77 VFR) LZDI0%(EHE X 1L,
ZFHEN1E0.8300.78, 0.87]. 4EHiH1.00[0.95, 1.06] ., fAE1.28[1.21, 1.34]1 % 1*0.76[0.71, 0.80] ., #¢5-35411.06[1.02,
L11]EHEES N,
o, NFGA—HWEEEIZ DN TT VET VIEE W TIRFILIZRE R, ARV T NT 7 XTIV F7 VT RDC sy Cave
L ONAUC -4 15 AT EH4ME (ZEEHFRER%) . LA FIRIBR) 12, IDegLira A2 A) Y 75 7L LTk Kl B0 8N 445
B L7z¢%,6.76nmol/L (20.3%) . 5.91nmol/L (22.6%) & (*142nmol-h/L (22.6%) . IDegLiraz A AU FINTFT 7L LT
HWHRETH o228 1 B 285 L7=L %, 3.67nmol/L (71.3%) . 3.14nmol/L (74.3%) & U75nmol-h/L (74.3%) LHEE S AL,
IDegLiraZz V77 /VFREL TR RAKHAEDL.S mgaix 5 L7-L%, 21.95nmol/L (23.4%) . 19.49nmol/L (25.7%) K (’468nmol -
h/L(25.7%) | IDegLiraZz V77 NFREL TEHHETH-721.0megza &% 5 L7=L&, 12.01nmol /L (62.9%) . 10.74nmol/L
(63.5%) K U'258nmol-h/L (63.5%) HEE X477,

4. RN
MU BRI
<HE>
° ARV FINTIREEE (Tob AX, TH#) 1P
AL AN FIUNT IO T EREFADDOWMULRAT T, Fvb, AXBLOT ZTOAYFHIF H=1360%% 8
2770
ARV FTINT I OIEYBHRET A E AR THY | R Z LB L OMEZEITR D SV o7, MEBR I+~
OBRFITEL, 1H 1B OEEL VA B I OE BT THLN TR b D FRERRE ThoTz, T H
Wz ER e SN O By CORBRCTId, L CREIIRBO LI o7, 728, O BEERITR2ELHE HE
TEY, ENTHLIND LERHR I8 (26F5H]) L& G- kE (2485) & — B3 5L O Th o7,
YTz U CH BN T DAUCE L UC,un T H B FIEITE R L, R E 3T ACL/TITBEL TR 4720 BE A3
DEIT. HEMELEIRERT X TIIED T2, A2 FUAFI7OMMER RS (T 7)) fEERNT
OB TIIE VI LICEALDEE 2 HID, BT OS AL NS A Ay FOLFIRERT
MHFZEFEERL TODZENRBINT, 2H 7T 7 AMMEST v, AX, 7 X BL O CRIRE ChH -T2, ZDTE
i AR TN T 7O MEE QB GENENIEE T D,
° VST NFRERES NEAT—5)10
VZ7 VTR ug/kghe T 55 O I NALT _ATEVT 41X, 55E3T% Tdh-7= (n=6) ,
° U NFRERERE (TR, Fyb, U P, 7F)17
VT NTFRE R TS L2560 GO ORINIE REH ThoT-,
e TR G DONAFT XATEVT O, YV Th3%, 7 ¥ TTI6% TH -7z,
toael T KI6~8IER TIH 7=,
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5 9
(1)1 37 — A BE P @
MERIRL
<BE>
e  ALRYY FIANTT(TyR)®
CH]-A> Y F 77 725nmol/kga 7y MIHEIE N5 LTIZEZ A, SRk O RED ik @i B 5% 2
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B A~DVZ 7T R T BEWE OB IA R TARNZ EDVRIBR ST,
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ARl

<HE>
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SL A T S BE T a4 P AR L LT/ T FE 1 E0.07 (B 542 1R B) 250,67 (B 54 8 B ) i
FChotz, A AV T AT IO MEIETE & (AUC, o) IXILH HIRTE EORISE R T,
HPLCA3 BT DOFE SR, B 5% 1 ~8RFRI ETOAN IS, ARV TINT IREALER, 2OREY ., LN
F 57K CH0) ISR AATED HURBERL 45 035 H &7z, W i (AUCs) Tl NVF 7 2ok Fit i 258
725y (46%) THY | IRWNTA LRV T T 0VT 7 RIEAAR (26%) L2 (£ NFH26%8 L 0V2%) DIET
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o USTAFR(GyH)
ATy MBI B PHEFRY T 7V F R CHEFRD T 7 NV F R UTPHEE RV 7 7 v F RO T & 5RO 2Ltk
AR U7, FLIT/ ML A SR M RE S AT A2 D78, T R COERRAE TR L TRy, YT LFR
K O &SRO OFLIH T ~OFE D RSN T2, A Z2 N LIZREMOVZ 7 VF RO A HTD DR K
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Vo FUVT IO T VT I EOMREEES (Kd) 1%, 0.46~0.56 TH -7z,
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W, 98.7~99.2% T o7z, -, EMIIBET V7 I B o WML 371260 Din vitrofii & RIX, Th <
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o USTNFFH
bR — AW T, CYP RO Y M RIEEOARANC LA EEREZRFLZFE R, K&
100 1 mol/LODJEEEE T, CYPSY T (CYP1A2, CYP2A6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1} (X
CYP3AD) 12t T BAAMMDHEEMITRO LNV, FEFITTHVE D TH - 7= (50%FH E J FE (ICs)
>100 2 mol/L),

OUEBBHROETRRULONE
L
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<BE>
& VAV FUNTHO
CHI-A> RV FONT 0Ty NCHIE R TG Uz X | JRPPEIEERE37.4%, 3R HEE3R1322.3% Th o7z,
e USTAFR
EHRIR B IL, TR CIERPTh Tz,
CHI-UZ7 VT Ra R NS BRI T8 54 R & OFEHICRA LRI HES W ah Tz, REIOBERH &
U CHEM SV BE D PRI SRIT MU REIS R L CIR T T6%, $E Th% T o7z, TS IE3HHD N THY
B 51%6~8 B £ TR SUIE PRSI,

8. FSURR—E—IZRET BI1EHR
Y ERL

9. BMEHFICKDBER
A ERL

10. BEDERZEITHESE
(N BHEEIEEWERE ISR IT5EMERE
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B RENE E DR DB D SR E (VL T F = 2V T T A (CCr) I ESL A A FUNF 7 0.4 B /kg
ZHBEE UL E OB ERED LLEGE I, UL FOEBY Tho722Y UEANT —4),
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ke AUCq 1500 b [90%13 FE X [H]] Conax Pt [90%{5 48 X [H]]
f%g%i 50 1L - ~80 mL/min 2 F) 1.12 [0.77;1.63] 1.14 [0.81; 1.61]
Tqigé?tcg 30 B4 |- ~50 mL/min i) 1.12 [0.78;1.60] 1.06 [0.76; 1.49]
%Zrtci 50 ml/min i) 1.20 [0.83;1.74] 1.23 [0.87; 1.73]
?fgg%ﬁggm%%g&#g@%) 1.02 [0.74;1.40] 1.05 [0.75; 1.46]

) RKHEREEATHEEITONTEL, #51% 68 B ETOREICESEH ML AUC)
TEH :N=6, L :N=6, F4E: :N=6, B :N=6, K N=6
2) U7 NVFR
B HSREE E DL D R AHERTE (VL T F = 2V T T A (CCr) IZE S FENICY TV AT R 0.75mg & B a5 L7
EEDOEWBTED B FHE R, LT OB Th-o71229 UEAT —4),

| B ke AUCq it [90%{3 8 X ] Conns b [90%(Z 4 X ]
%fértc?r 50 #~80 ml/min 2L F) 0.67 [0.54; 0.85] 0.75[0.57; 0.98]
T%Eé%rfr 30 #~50 mL/min 2L F) 0.86 [0.70; 1.07] 0.96 [0.74; 1.23]
EEET’Z%@ 30 mL/min L1 F) 0.73 [0.57; 0.94] 0.77 [0.57; 1.03]
;(Effﬁﬁ;g?tﬁuﬁiﬁéﬁ%%%&ﬁ‘a%%) 0.74 [0.56; 0.97] 0.92 [0.67; 1.27]
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L2 EEOIRYBIREO LS BT, LT OBV THo1220 ULE AT —4),
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%ﬁié:mcﬁld—mgh Gradde A (56 A1) 0.95 [0.77;1.16] 0.90 [0.67; 1.20]
Tmzrgé?tcild—mgh Grade B (10 512 1) 1.00 [0.82;1.22] 0.77 [0.58; 1.03]
eyt
%Eé:ﬂéfﬂd_mgh Grade C (1015 421) 0.92 [0.74;1.14] 0.75 [0.55; 1.02]
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ProoEZ: ) OFER ., 655 ATk 9756575% L Lo E FIRAED LB M IR EE D LL[90%CLIZ A RV T NVT o
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FACHAI T A%, EPERAR R (NN9068-4184) 12T, RITAME DL B A AU 58N 30R — XL, EOHERE A3
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FIZVZ7 VTR0 RFHR) | 0.01, 0.025% 1%0.05mg/kg/ H #4146 H2vH18 H ECIER THEL7-E2A, & E &
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CAIRSE . TOFEIE, 35, URY
B I B OV T ALk A7 o— (B T e O ZEHiE - AR
JE %) BET7InAR—T A
Y K O 535547 TESHEAL S R, Mos ., RN, IR 57
DIRAE
IREHIIN, PEiESR (U —8 . |[{REWBD ., 7 AR
" TIT—Y) W, B R
HaR R Wb LT aA s R
D AR CARTF R
1) DO I FRG RN AN T A I RS OIRREZ I CBIER L, B RO LN 5-A i3]
TRAVEEITHIZ L,

(fiFsn)

ESPANGES Ty gl 17 5. S

IZIUNT, 22 VEFTAM o 425 4511 380451 HR 12641 (33.2%) 12224 D FIVE R (56 PR M A il S 5 25 T9) A3ERDHINT=, 1
TRRIVERIE, (ERA28HB (7.4%) . THI18HI (4.7%) . EEL1661 (4.2%)  HEIRIFHEIEIE 1141 (2.9%) | 33 OVE AR
91 (2.4%) Tho7e KFREE) , FLS— " B/ b=V FEOE I OMOBIER RS QW 5E]
TER T RAIOEWNERRRER ClIm s o7ei o7 BIWER . Fiz, AFIDOCCDS* IR SN TODEIER T, EINEEE
HERTHAE D2 > T BIVE L TR E AR IR L TWD, Ao R HI D3 5 BB 7= 510 A kL.
v LB SR A 22 5 | 2 2 ATREME AN 57230 | HiA v R HUREE A b b o — R B &ERE LT,

* CCDS(Company Core Data Sheet:{EZEHEET —Z 1 —1) : K EOUAT SCEEAER T DR IERELL QODELEE
HLETHD, MR OLLMEREER, FHMEL . KT ORI MEINAINTEREETEND,
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AR DENERFRBR I TRESNZEER—E

FAE 1%k B BUE B2 I A BUEGIH (%) BIEF OFBU
380 {4l 126 451 33.2% 224
B RIS % (%) % B BIRIH Bi%% (%) %%
FEAGE FAGE
H B EE 72(18.9) 118 HENE H i, 1(0.3) 1
{5 R 28(7.4) 29 HARSLAE 1(0.3) 1
L 16(4.2) 20 [ERRESESIZ] 1(0.3) 1
T 18(4.7) 19 T DR 1 B e 1(0.3) 1
AR 9(2.4) 9 L 1(0.3) 1
LR R 3(0.8) 4 Ritp L Ok S 14(3.7) 14
M- 7(1.8) 10 AARIGR 8(2.1) 8
R AT 5(1.3) 5 BIifLNG Y 2(0.5) 2
RO 2(0.5) 2 Y —E i 1(0.3) 1
SRS ERUNER 4(1.1) 4 5 PR L E 1(0.3) 1
H% 3(0.8) 3 A7 AL SiE 1(0.3) 1
R 1(0.3) 1 AR 1(0.3) 1
[ 3(0.8) 3 PR R 4(1.1) 7
B 1(0.3) 1 D F 1(0.3) 4
HgEZ% 2(0.5) 2 iR 1(0.3) 1
Ly MEE 1(0.3) 1 LSRR 1(0.3) 1
SRi-e) ] 1(0.3) 1 BRI = 2 — 8 F— 1(0.3) 1
+ ek 1(0.3) 1 RS LUV T Rk 5(1.3) 5
UNZES 1(0.3) 2 EHFEIE 2(0.5) 2
ZIfL A~V =T 1(0.3) 1 ez 1(0.3) 1
FRIR A 22(5.8) 33 T — R R g% 1(0.3) 1
IREHRIN 4(1.1) 4 Rk 1(0.3) 1
R —BHIIN 8(2.1) 10 JRYUE F L OVFF A BUE 5(1.3) 5
WERERE I s 4(1.1) 5 Bl DS 2(0.5) 2
L7 v 2 5(1.3) 5 LIPS 1(0.3) 1
AR C _TF R 3(0.8) 3 EIEN D 1(0.3) 1
TIT—EHIN 2(0.5) 2 ik 2% 1(0.3) 1
L AL b= N 1(0.3) 1 JHFAEE R b 1(0.3) 2
IR E D 1(0.3) 1 JIEATE 1(0.3) 1
LM QT TR 1(0.3) 1 IEE=5/3 1(0.3) 1
DM ST-T #4 T 1(0.3) 1 HBLOuk KRS 2(0.5) 2
— - A fEE R IO AL 13(3.4) 14 [P F U 2(0.5) 2
TR 2(0.5) 2 B H R d LUV A vk b 1(0.3) 1
TSR AR 1(0.3) 1 et 2% 1(0.3) 1
KNG VLV NE 1(0.3) 1 &, PERBLOWE A BHE 2(0.5) 2
TESHERALZ DI IR 2(0.5) 2 JF if il 1(0.3) 1
RSN SUG 2(0.5) 2 245 1(0.3) 1
TR AL AL BE 1(0.3) 1 P (e 1(0.3) 1
NGRS 0 1(0.3) 1 AR 1(0.3) 1
TESHERAL R 1(0.3) 1 A5 R 1(0.3) 1
R A 1(0.3) 1 P 1(0.3) 1
e sp A INT 1(0.3) 1 LRI EN TR S SRR i e 1(0.3) 3
e G-I IR 1(0.3) 1 Ik 1(0.3) 1
AR B 16(4.2) 16 TPERZ K 1(0.3) 1
B R IP A IEE 11(2.9) 11 IR 1(0.3) 1

) AR ETOENERRR GUBRE S NN9I068-4183, NN9068-4184 Z ) &)
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9. BRIRRERRICRIEFTEE
BRESIN TR

10. BERE
RESILTUVRW

1. BRALOEE
14. WH EoEE
14.1 FEFEGRROEE
14.1.1 & 5.0
(1) AANLIS T 3226202 HEHLL 7= AT R S EH A2 VTl 9228,
AFNFATI R S E OB A M DMERE L =— R L TIToTD,
(2) ARFNEATEB R ER L OEFFIRIFNED AR EARBDOONTZHA T, HTLWEREHIRW X 5% 0
LB A B S RE T,
(3) IROARANEEE O BFEIHEHA LN,
(R
AFN, JIS AR R R EOMA S DY THATIZE,
CARFN LRSS OREF IS, T MR EOREAREDONEGEA T, LW EFEHC RV 2 25 0L E )5
EEEET 52,
SRR — Ny DA MR E DR D 5, IDVARI B3 HHD T, IRORANE MO BF TILHL
A AN

14.1.2 $5-50067
BT RS, BEEE, RBR, BBECATH. RN ER 21T A1, O CHERE 2R E 2 528, filnl o7
FHEAT L2~ 3emBfL CHH 528, [8.1452 ]
(fi#)
ARV FINT IR OVTI AF R TOREAE A2 ELTE,
ARV BIFNZ B O TRICE IR UERN 958, FETIaAR— ATV R VAN T 4 — BRI EOHEH
bD, EREFTEER2~3cmT OBEIELZLIED THHTHIL0nTED,

14.1.3 #ERHE
ERIN B O I ISR B L2028, FIER U728 & FAUCTER M IS A | TR E B IR ILEES H 5
ONDZENHLDOTHETHZ L,
(i)
AFNIEZ FHESERTHE, HARNICER 5 3AL R TIEASELICHLDIVRIEEZ LT BEhnd s,

14.1.4 ZDfth
(1) AANEADOIEANZIRAE L2 e, RANIMOIERNEDIREIZIY . BRI DB Z 018D,
(2) HERBIEREEFEFETHE, ERFHIERFILOSO% | LT ERERNCEOTITEZE,
() I —N) I NZEIE AR TR DAN,
4) I—=RIoPIZO VOB AS>TWBIE AT A LN L,
(5) RITEWNAELTZY ZBOLTHBEEIE ALV E,
(i)
ARBNMOBEKN R AT DL AN DIRTHEENRH LD, hORF LIRS LN E,
TEREEARFN LS LT FEORIET, b LUIRE LI A0, I 2@ BIE A LIGE . LT olH7H
SRBIHFHEMER DD,
& EEDEHEDLIRND, EDTZDIZ,
CTAERRYT L ERIAET ORI ETS,
- Uy e— (1R)” 2355,
T =R P NICRIAN TS,
ZOFER REBRN EOIEN RN D, £, NN DZEIZIY KR ENELT 2560382,
¢ EHEOFTEENEED, HEEEVERITIERDHD,
& FEUDFRERDZENDD,
& EHEHOEEREIEHICIVEHOBENMETL, EOBENLRSH D, TN EL, RADRIKERDZEMN
H5,
ARFNCEREE T LIZD, o BB THERALRWZ S,
=R DIZOVB A TWDE FEFEAEDBRIZEIRAIRND FTREMEDR S D, AT LT A — ) IZO N
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Ao TN EEFERT DL, FRC, WELIVERE 52 TLEST AL, LT HRTHIL,

 ARF 0 7 Eﬂf(%@ﬁiﬁ“i&ﬁ'f%é# ARz EL T, «%Féﬁé&&ﬁ@] J%H%erbxot LI E
FONECTD, BALEDTDHIERDD, o, A AV I—RN TN _Jmm#ﬁmb ﬁé’&éi}%/ﬁ%%éo
WRITEODRAELD, B TWDEREDOELENRROLNTHEIT FHET, FrLV I35 L,

12. ZOMDFE

(ME&REAICEDIER
15. ZOMOEE
15.1 HEARGE I IESFH
15.1.1 A2 AV BIH TR OB R DO G-I T o oA T v o BRI ER A B 5952 L1280 | AR ILE A
DT NEDHENH B,
(f0)
T T v B S (ACE) BEANC A RV ARBIMSGEEE RN HHZ LR RIE S TS, ACERRERIEA
Y BIFN SUTRR O RS RE T A2 R L7235 81, ACEBRERI DA o AU ARFIEU BN &A 2 RV > TRk O b
[ T A o0 MBS RS T (R ASFRMESI AR L, IR LB & 2 L 72BN s E S TV B,

15.1.2 ARt 714 /%G#H?“éiﬂ/\ X, BRI RO 2OMEE +BE U RoRk 532528, B4 742
VEAVAVLGFRA LSS BIENZHESN TV,

(50
=8z 7)) 57/ /&ZIK%U%G?H% THEEITIE, DARA, REHIN, FEIEOBUE SER D2 D BEEITOZ &, RN
Whi=gailcik, B4 )57//@1&5%%3&@% L,

15.1.3 AFIEULT 7V 20T 55A1201%, PT-INREDOE=X) L VO FEIELE L2 EZ BT HL,
GLP-1Z FAEEB I LT L7 7V 2 OO AR ZPT-INR N DS 0385,
(fi#3)
AEN K RIZ T NFRET LT 7V EOFMFE EAERIFRFISI TR, UZ7 LV FROFFHEIZEB WU LT 7L
OB FHZPT-INRE MO E RN H D, FrHTIOERITT=HI T 2475, +oiEE+5H2L,

(2)FEEG PR ERICE D 1E#R
15.2 FERRRBRIZILSIE®R
15.2.1 Y7 NVTFROTy N =7 AT31T D243 AV JFEPERBR I IV T FEBIEMED BRI CHIB IS 258D b
7o Eﬁbzﬂ%ﬁ'ﬁ%f“@ﬂﬂfﬁ%é$%‘&UEFW<%‘%§J¥X 122 F PPN WEEHE 2 D R DO 85 BE 1Tk
5. UZ7 VT ROR ST L TR, [8.85 ]
(fi#sn)
VT NVFROTy RO AT D2 A JRPERERIC 360 T FEBEENMED FRIRCRIBAEE NG D TS,
ZyMZBWTRIERENE & (NOAEL) I3k & CERD 0Tz, YIVITARAIZ200 A M 5 L7 BR Tl BT 5T
[AVAJAN
VI 7 NFRIFGLP- 1B R EN L, NV h=r DG WEARET D, (TS ERIZBITHAINOOFTRIL, v b=ro
EZMEREREDE W=D EE 2 N5,
FUR IR BEAE OBEE O & 5 B I OV R IRBEERE SUL 23N EIEE 2 O IR O FBE 1235, VT
INF ROZEVETHMESLL TR, RAIE G-I 2BCH, R T 528,
ARAHENZBNTIL, BN TEIMSIZ2- > OB R RER T, FIRIRICBE T2 FH S ORI T D72 RAIRE
EHRBE (AR FUNT IREXITIT 7 VT REE) TREREWVITERD DN -7,
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X. JEEREREERICEE 9 5R A

1. FEER

(NEEZNZEIBEHAER
(TVLENFEH BT H H | DIHES )
(QRLHEERER
AT 7 ACER A
AANFELAGR O HAID G THY , B HATOFLATHOITNDT | AHI D2 BRI L T
VNRL o
<BE>
ARV FINT 50
ARV FTUNT IO MR, A MHERFICE BRI E R (PR R DIE R, FERERR) IS RIET
BT OWTEHIEL 7=,
BRI BT EEITEE E | B | GRS 55 (nmol/kg) PR
PSR Irwin 75k Zvh 'y 0¢A1, 3.30,300 % UND
LT L% | 058X O By | VT | in vitro 0@, 10, 100, L
T DHIGENENT ST A4 1k 1,000
RN e = a (mal/1)
AL B EAOIRIE, BN
%1 il
% | BEARO LM FLA—EE, 51| | KT OFE. 24 oL
ke HRAIILE, SEAEIIRIE, (O
M, DB ANTA—H
(PQ. QRS, QTIHi=)
R X o | 2 1 DB s 0| 12X | FPURP | OFAIE OARIRCnes). | i 87l
e P D LT )25 () A/8/ 1260 R D
WREE. DS LUV L
J£)
L2 AFRESTT T | TVD | KT OFAHE) . 3,30,300 |3, 30nmol/kg: AL
PR TINEE (G ER) < 300nmol/kg : B DK 1L
3, —[EHRAR, fEor s PEEORENE 2 DD
i WL s KOV Ay R
HEOWA BN — A
K[EOBN
VIS AFRD
. e .
RGO | MR R IR | B | i) B
mg/Kg
AR | T A/NMRIGR o 0.02,0.2, | UZTNFREBATE T A-FITHEEE
(Irwindg B{%) | (HE6/HE) 2.0 PAERAviey
PR | T A/NMRIGR i 0.02,0.2, | 2.0mg/kgE TOHRGRTITZALFNIZ, 7
(Tna—n (k6 /%) 2.0 a— L AR RER o1,
i 78 M)
AR | U A/NMRIR KT 0.02,0.2, | 2.0mg/kgE TOHRGR/TYTZ LT NI, ~
(~XV L | (6 /HE) 2.0 XY NVE L — L EH BAE &R ST o
A — )\ 5 %% ik 77
%)
RS Zwh e 0.02,0.2, | YZ7AFRRINTROEGREIZENTD,
/Sprague-Dawley % (# 2.0 FEP R FOIER 45 R /3T A—Z 5
10/%6) B RIXSTe otz
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MINTIKEEA hERG cDNAZZE/ | in vitro 0.14, 0.29, | 0.14, 0.29 % T*1.43 u mol/LOIEE TYVZ
I s S B 1.43 pmol/L | LFRIZhERG cDNA%Z %2 E M A
HEK 2935 i W 7-HEK293 /@2 1 DhERG T — /L& it
(AN /e ) OMFZE 5| X ST o7z,
MK i 7 D% Lo fige/ in vitro 0.14. 0.29, V7 NVFRIZ, RBRLZWT RO E T
Danish Landrace R 1.43 umol/L | WG T, ECG, HIATREIE
(R 40/ FE) A7 MAPF | DS IEQT IR DAL £
1Tt TR RIS ST,
D R Fwh & 0.02., 0.2, 0.02mg/kg: e KM | f /s i | S8 i
/Sprague—Dawley % 2.0 JE DA%, RIE, AR EEEIZX L T24
(FTL AN —1E) R £ COREENIERD Hen ol
M4/ %7 ME 0.2} U 2mg/kg: Il & e OV 2D | F/- 3
TRCOEEREE HHI, 24K E TR L7, 0.2mg/kg T
#5L~) TN TIEHENAEBREIBEOMK T2 55
~ 120 CRO BT, 2mg/kg TIXHA G
RO T RAH DAL, 53~ TR T
HEEE Lo oTe, HAEBNRITX L CIEIEA
ICBE LB I A D72 o T,
IR =D H=I AP KT 0.02, 0.2, TRTCOBEHRETIIZ/FRITME,
B (T AN —1E) 2.0 ECG, iR & O H 3 EE) &2 & To0 155
HRRR A R (HE6/7E) FNTA=ZIK L TR E RIS 725
7o
B pkRE Zvh Ay 0.02, 0.2, 0.02mg/kg: $£ 5-2~6IEREIL 12T T, JRIE
/Sprague—Dawley>%& 2.0 AR OEZENVRBEREDKRTRAL
(6 /%) hi-,
0.2} 0%2.0mg/kg: % G-205 M%7 v 2T
IR THRLNZERC LI 72 & 5 BARFR 7
FIRVER GRS BTz,
0.2mg/kg# 5-TlL, 524K E£TED
hER DN L7228, 2.0mg/kg& 5-TiL.
DRI RIE A 2 % 5-6 ~ 24 B M D[] 5] =
Iz,
MbErER- | BBy MEHEG in vitro 0.14, 0.29, | 0.14, 0.29 % 0*1.43 1 mol/L:Baseline ? J&:f
SRt QUEDHENHAEI R B 143 umol/L | 3RS B RZ I UTHAL /S w7 N6 38 U A
HEAR AR DRI,
0.14 % 7%0.29  mol/L: 7 & F /Ll g3 IN
HE~DEERL
1.43 y mol/L: 7 &F /Lal) L FE NG IR L
T, OO TR R BALTZN,
OERIL, AW FMICEE TIIRnEE X
5D,

KEFCLIZ S B abrE, Hilks

R)F D th D FEIHHER

M TR

2. SR

(WE[RER S EMHER

YN A RATE
AFNIEAAGR O HAI DA B DR THY | 4 FKAITOREAATHOI TN | AFH O B[l L F LRI 3 Ik L

Ty,




<BE>
ARV FINT I

EL//p0 BeGREHE # 58 (nmol/kg) BERE D ESE & (nmol/kg)
F v (Wistar %) Ay 3,000, 9,000, 18,000, 24,000 T, ME: > 24,000
AX(B—2)L) v 'y 1.5, 3. 6. 12, 30 . M- >30
1) Fe Kl ERBROWIEIEE 544 T — 20 Da i
VST NVFRe)
B Py gk wh& RIEEE & RS D EAE &
(mg/kg) (mg/kg) (mg/kg)
~ 7 A(HE, M5/ ) BT 0. 10 10 > 10mg/kg(H . M)
~ 7 A, WER5/HE) ERRAY 0, 10 10 > 10mg/kg(H, 1)
T N, MER5/HE) ey 0. 10 10 > 10mg/kg(HE. 1)
Z v Nk, HER5/RE) ERIRAY 0. 10 10 > 10mg/kg (i, HE)
(i, MES-2/BE) R FRRN (7 e 24— —1k) 5.0 5.0 >5.0mg/kg(k. 1)
OREHREEMHHR
VI NNT 7 AR TS
. BhHE (R TIONT I /VFT VTR EEE
Dy ey B REH (nmol/kg/ H) (nmol/kg/ H)
435 R ran 0/0, 10/27. 30/80™Y  60/160™2 20/54
Zw bk (Wistar;&) 133 R
(43 AT ) - 0/0.2/3.2.7/11.2, 20/32 20/32

VED) b 36 K OMRMUBEE R D 723D 82 5-12 H 1220/ 54128 i
E2) IR B L2 BE L7 S8 B LOMRMUBE AR AR D3 A DT 7260 45 59 B IT45/12010 808, 11 I # G-2H ik

<BE>
AV RY FINT Y
, . VR
fhyFE 51 R ECR S #5-5 (nmol/kg/ H)
(nmol/kg/ H)
_ ) 43 M KT 0 (FAHE) . 25, 150, 250 T, M- 250
Z vk (Wistar>%&) - - -
2638 4] (438 [E1[a118) 'y 0 (FAHE) L 20, 50, 125 M, M- 125
Sk (SN . 0 (P4 . 20, 65/50/40 ™ ,
Zwh(SD3R) 523 BF 100,/80/60 I, Wk 60
. 438 ay 0 (FA#HE) L 4. 8, 12 T M 12
AX (B —27 V) - - - —
2638 [ (438 [E1[a118) KT 0 (It L 4. 8, 12/10/8 . 8

T AR BN 36 L OMR LB I B 28 AR BT Z e D D EETT o7,
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VF7 N F

k5 BehE MERAACE-NOEL | 4EE83-E :NOAEL
EiE — DB/ ) Fe 53R
% ) (mg/ke/ F) " (mg/kg/ F) (mg/kg/ F)
T EREE10/10 0.0.1, 0.5,
2 438 <0.1 5.0
A mF BT 16/16 1.0.5.0 AR
ERBRRE:10/10
~UA | BT | VT T7AME:28/28 . 0.2, 1.0, 5.0 133A[# <0.2 <0.2
PUARIERE:£5~15
TEBREE10/10
Fvh 3 .0.1,0.25, 1.0 478 <0.1 1.0
77 T ssmm 1010 AR
FRABRTEE: 10/10 )
_ o 133
Fvb | BT | BTIAME10/10 .0.1,0.25, 1.0 (EHELERD <0.1 1.0
Bl B 5/5 (S
Fyk | KETF 15/15 .0.1.0.25, 1.0 263 5 <0.1 1.0
+L AN 3/3 .0.05, 0.5, 5.0 4 <0.05 5.0
EABREE4/4 133
wr | gE | %i / . 0.05. 0.5, 5.0 L\Fﬁﬁ <0.05 5.0
[ aBRAE: 2/2 (EX=R5iclih)
EERBREE 4/4 523
S S %‘# / 0. 0.05. 0.5, 5.0 J‘E <0.05 5.0
)18 3B 2/2 (IHEAFER)

PTIAME e ak 2T 4 7 Al f OV T 7 L F RHURRIE I IV,

QuEEEMHR

NI FACERETE

AFNIBEAGRB O HAIOMAE DR THY | KA TOFM 2 THOI TN | AFIOBIRmEMERBI I IR L T

AN

<BE>

AR FINT T
AR FIINT I DOERERREF (desB30E M AV VAR, 1,16-~FT T 2 " fig) IIDNARCHL D Yufh
RN CEBVER 28138 2N 2 DB R E MR LI L e o7, 72k, 7V ERIT R RN )A
MEHENTEY, 2 BRI 2 TAmesikliR | in vitrofe R B 5B ORE RIFBEETH D,

T H Y ZERITRSEHO VR (BViR) THY | —AICIEERII A RIFEHEA T SN EE X BILTTND,

VI LF R

AR OFEE

eI SR I- e A  ALTEN
(S. typhimurium O'E. col))

S-9F1E FC3750 u g/mLETOPLEE  S-9IEFFAE FT5000 1 g/mlL
FTORET, U NTFRITEREREFHIR L2 -0z,

in vitrof B ARSI REAT - b RRASY /R ER %

FV T Gt (R 58 TR

S-9TFFE F K OFEAFE T, 5000 4 g/mLECTOIRE T, V77 VTR
RSN RV RERO YR AR B B3 LTz,

in vivoRe EARBEENEREAM : 7 h~4 A X
TR TR BRI B/ H R

BRI NROONT230me/ keE COR - B4 4 B W AE R T
HLER VI VFRIETy MEBIC BT D2 YR RO /Mg %
HR LI oT,

in vivoe EARBEENEREAM : 7 h~028 H )X
R T GIZE DR K OVE#EIZ81T 5/ M%

KA A O/ AT DR MILER K OVE BB B/ g E A
LS YMERMERD B ITHL, VI T NVT R TR EICLDH
BIBO DN T,
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(DR ARMEER

N7 7 ACERETE

AFNIEEAGBO HAIOMAE DR THY | A TORM 2 THOILTNDTD | AFI O3 A JEMEREBIT IR L T
AN

<BE>

AR FINT

AV A SR B L OIGE- 1 BRI DR | Se AR TS 7 VG, FERERUR ARSI 1T D1
OB BN E BN 3 X OFENEBE AN d6 1 DN S S S8 RE L\ N o 7z in vitroRrERRAT I 5< L A2 R
¥ TUNT IO FIREER RIS L 2 EOREITRBO N o, ARV FUVT 7 ONIRSHERET; 5 e
JHREILIFE M VRV L EIRETHY | ZIH2 0D EERAEYTEED AT RFIAL A FINT e R
THEIL TWAZEIRENT,

SDFH T M =52 [ R AE ¢ 5 F R B Tl 2@ OB RARE 2 L LI=03, ARV TIVT S
DOPAFENEZ R T DT RITFRO LR -T2, BrdUDHIIENEDIA A& eI L Uic b X T MEBN ) T 51T B L 7=
FLAR BT IR D B o T, AV AV TINT VA XBI 0Ty N CENEN263 L O6B2:A [ E oW &
FUTes | BT AR 3B L ORISR ZE DR BUEFE |2 5\ L0 BIIRO LN o Te, ZIVbDin vitrok KL
vivoFEBRIRFHIOFE FlL, A2 AV TINT I DM IFEHEI AT B RA L A LRI CHDHI LA RIBETHHDT
BT,

YFINF

B | 5 o
i/\ 5*, H ,ﬂu 'flu?‘\
T | e B/ i gy | R

< BT | ERERp:: 0.0.03. 1043085 B b5\ B L7 R R C- e I 23 1.0
K O3.0mg/kg/ B B H-BEOMEREIZ I T
M550 0.2, 1.0, b LT, C-KIE3.0mg/ke/ A £
W7 T A NREREE 3.0 HEEOMECOARBED LI, ZNHODNE
TEsEAS 17 300329 BERBLOAN =X LRHSNE->TE
D, EREDOBEMITANEDEE Z B
720 DM G-\ B U7 MR Il 22
Shizhotz, C-HIIEICRE 2
NOAEL[Z0.2mg/kg/ H . C—HiE i 2B
$ANOAELIZ1.0 mg/kg/ H T, HAA
MRHD & DIz & b TENE NI LY
18{FITAH Y T 5,
Sub | BT | HeE50 0.0.075, | loa] | B FHICBIHILI FHRIRCAIIIBRIES
0.25% 180.75mg/kg/ B $& H-REDHEZ R
WZYFZTNF R G- 2REOEIZIBNT
OO, Fo, FURBRCHEE O
MABVZ T NTF R G20 RERL N
0.25% TR0.75mg/kg/ B & G- HEDMEIZ XS
WCROD BT, 2SO G AT
DA =R LIPAGENE 2o TRY, BRE
DORBEMEITRNEDEE Z BT, D
B G BE L Bl s S
Mote, C-HFIEEIZ B DNOAELIX
R TER)oT,
PFIANE: M2 a2 T4 7 A, V527 A F RHURRIE K O VS =2 ST IS =,
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Injection:
100 units/mL insulin degludec and 3.6 mg/mL
R7e44 XULTOPHY® 100/3.6 A IS | liraglutide available as a clear, colorless solution in
a 3 mL pre—filled, disposable, single—patient-use
pen injector
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 contains liraglutide. Coadministration with any other product containing liraglutide or
another glucagon-like peptide—1 (GLP-1) receptor agonist is not recommended /see Warnings and Precautions
(5.5)].
- XULTOPHY® 100/3.6 is not recommended for the treatment of diabetic ketoacidosis.
- XULTOPHY® 100/3.6 has not been studied in combination with prandial insulin.
At | 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) 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 dosage 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 the risk of gastrointestinal adverse reactions associated with
reinitiation of treatment /see Dosage and Administration (2.1, 2.2, 2.5)].

2.5 Important Administration Instructions

- 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.
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- 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 or solutions.

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

(BRI EE D F 1 XE(SPC)(20245F11 8)

£4t4 | Novo Nordisk A/S FE A 2015
Solution for injection
1 mL solution contains 100 units insulin degludec
. . and 3.6 mg liraglutide.
W54 f:;el-tcct)?:g 100 units/mL. + 3.6 mg/mL. solution for HIFZHHFSE | One pre—filled pen contains 3 mL equivalent to
300 units insulin degludec and 10.8 mg liraglutide.
One dose step contains 1 unit of insulin degludec
and 0.036 mg of liraglutide.
Zhe 4.1 Therapeutic indications
BEIL 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.
F#E: K | 4.2 Posology and method of administration
A& | 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.

Transter 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
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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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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
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
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.
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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 1l-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
liraglutide—treated 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
Wk PN A There is no clinical experience with the use of Xultophy during breast—feeding. It is not known whether

WA S g insulin degludec or liraglutide is excreted in human milk. Because of lack of experience, Xultophy should not
(SPC) be used during breast—feeding.

(20244211 8) | 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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KEORA SCE 8.4 Pediatric Use

(20254E5H) Safety and effectiveness of XULTOPHY™ 100/3.6 have not been established in pediatric patients.
ERME A DOFRFT S | 4.2 Posology and method of administration

E(SPC) Paediatric population

(2024411 H) 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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