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7. 4.2 # A # 5 OBasal A v A BN ARA~O G0 2 Fr G2 EF-4582 00305, IWBHED LR/ZF 72
O, 2B FRIF B IRV TL, WIEER 5RO I RAIOF 5 85T A 1 H TORUCHEAEE LFIEEL TR G T528
BHERSNDA, BE DM b — VAR MBED YRS DRT L A% B EL T BO LB E R HINT 528,

1AUBE PRIF B ISRV T, FlRlE G- 4 Rl U CRAIO# 5 B4 7.4 1T CR U BN LI &L T 5
FTHIE, 2P L, BEO A hr— L R MK ORI A7 2B E 2 | Fa1E 5 B B0 LB EECHE5
z&,

7.4.3 PIEIH G BB L-54A . 2 B OG5 OBIL, 7.4. E CRU-BEMAEER 59528, 3E B LLEO#R 5813,
mp=as ha—v AR DR BRSO B3 OIRBEICINZ T, ABIOIERFEEE L CGRIEI 528,
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BasalA > AU AZLOTRTEE 1 D 28U FR I BB 26t G & LTS BB AR RRUR (4466380%) 1236V C L PRI G- &2 BT RO
Basal /> AU/ 1 A& G- EOTEEET D8 (LT, TARKIEE B8 &) 1) &, BT RiTDBasal /> AV 1 A &5 &0 7% &%
SHIZ2ELIZBEET AR (LR, AR (BEHY) D &R EL TR LRI TREL O TROEBYTHY, AFIOHE
B EAHETAZE Yo mBHED ER Nz bN-EE 25,

F HH16RHIIIT A MM T A—& ORI EDOFE BRI (44665805k)

AFIHE (HEEL)
(50451))

AKIEE G EDHD)
(5441)

A2V TINF R
(5045))

MBEEAST0~180 mg/dLPN DR (%)

64.78+17.69 (45)

73.98+15.28 (53f4i])

65.45+18.76 (4844))

N— 25 A HDOHbALCZE b & (%)

-0.530.60 (4845)

-0.73+0.92 (52431)

-0.59=0.78 (4945)

R=2FANHDZENE | BE8H

3.72+43.63 (485)

-8.73+40.57 (5141)

-14.87+44.56 (4843])

IRF L pE 22 b & (mg/dL) $¢ 5163

-15.0046.01 (4643)

-10.96+33.21 (5044)

-11.81£42.22 (474)

AL A) B (B /) Y 224.0(70.0, 714.0) (49450) | 196.0(70.0, 616.0) (53f5) | 204.6(21.0, 518.0) (4945)
LUV 2 X E 3O A 4.0(2) 7.4(4) 12.0(6)

0.19[3] 1.02[17] 1.03[16]
LUV X3 OFR AR b 4.0(2) 3.7(2) 8.0(4)

0.13[2] 0.12[2] 0.71[11]
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Basal-Bolusi# {4 FZh o O 1R IR 95 BT 2t G L LT alR(46 255000) Tid, 280UBE IR IS B 2 5t R ELTRBR O EFEo
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DEAR F U232 O% 5 M ClEEHARA K FITRo oLy, AFIRECHIRIE GR35/ SN =5y M Tld
6B E IR 2 1K T LT, R—AT AL 545 526 8 £ TOHbA Ll & SE M O AR HE L K BB CRIEEOHERS
ER LT, Z DOBSORFIREZ T DGR N RE & 72 D AR MU S iR M o AT R R db 720 O 38 BR A5 %, #ml%
B3 ofF LS B ERIEN B G- 83 L5 fF LSV B TR CTholz, —J7, #5 LA R U R T5
CGM% W= GHIE B 122\ T, AFIOPIEE G- E X 2fF L SN0 EH T, ARV TUNT IREE IR L TR
FIREC I 2354me/ dLARTE O R OB G 28 B2 773 A 238 A Ho7-720  Z2ERESMBCO O HEB L ZE T 5
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B PR IPT R L0 U RO O 2 IR A HESE 5 D LIIARKI DB 5L CR LRSI NAETLL 2w E 2 | HE]
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1ALBE R B IR\ T b — L8 B AT RO B8R0 HALE T IMAFHE O Z B 2 K&V EBE TiE, ¥llE
W5 BOBMBRIZLY, RIMFED R A7 DR IINGSSNDT-0 , YIEHE G584 153 ET 08IV T, B
FompFar ra— LV HEIBEDOVRY DT A E R L CEEICHE T D0 ERHD,
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P53z, B 5T EHDOI~3BRICERGINTGEEE, B BENROER LU, 5 FE B3 A E2REL T
WAEAIZIE, REIOFR 5T & B2/ o2 8LE LT,

S IAR MR ERER (44773 BR, 44783k, 44793888, 44807385k, 448 1388k, 46253888) |28\ C {GBRHIM i1 mILL B # 5
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DR T EDEANTFRD DALY, B A FIE L 72 DK M K OV KA (R O 2 BUR DL R Ch -7,

1.9 BEIRFRIESME, RUERYYE, FIFSRAOGA T, AR OL TURETHZ LT Y Tl B U E R
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Basal-Bolus# £ TR
NN1436-4480 | HD2BLFEFR S B FE
ONWARDS 4 (A AN : 854,
AR : 582451)

AR DA MR O A RS
© | FEEAM BAEREOM, IEE R, WATHEM L

[EI B L R S 1A AR

Basal-Bolus& % CIBHE
NN1436-4625 | F D 1R R BB
ONWARDS 6 (HAN 804,

KA DA IR O 2R

I R S TR AR © | I, EAEDBFOCT IEE R, WATHER L

A 582451) Bt
NN1436-4479 [ 172U ARHIEDTR ARFI O N OV A et
HEAMTARRRR | \aRDs 3 [PMEAZEBERFIEE| O | SO, MERE T, “HER, 471
(5885) S AT
NN1436-d4g] [T 2RO %iiiizégi@lﬁﬂ% LT AAI DA FIE
: - TR IR AP i e o e e
SRR | i rps 5 [PHEABBERFERSE O it et 1oL
(10854) gt

O:FHlERF O:BEHk
s AEIEREID AT 2 FEIEL TORVEBRIC OV TR 548 2

()RR REE AR
DIKAE 538k
DI EFERIBR B E(CH 1T DEE N 2REF (NN1436-44225488) ©
AN 1 BRGNS B 24 BICAAIZARE L ICRELT- AR T 8 M 1 & T#RE5- L., 5% 24~48 FRfi K O°
150~ 168 il D7 Vva—RA7 5 7 FIZBIT A MR TEMR Mt Uiz, BENSRYENRE 3T T L2 ATl
L7z EHEARREIC BT A7 L a— 2 AR EEOHESITLL T OMOL 80 THY . MR T VB IZE R A& T 1 ML
77

GIR
(g lkg/min)

-

0 1 2 3 4 5 6 7
EEgEEEm (B)

FER PR 15 T L2 GIRHE EAE O 24
HAHNT RS R E IS AL — 0 7 ST GIRHERS 1D 95% 13 HE X [

HEER L OFIVEAORBREE I, AA G T45.8% (11/2401) K TU4.2% (1/24%1) . A2 AV 7T 10087
/mLEE5-HET8.3% (2/24451) K V0% (0/24H1) Tdho7=, LB, BELRF ERHL KL ORGP IRICE ST HEFERITRD
IR, BERIREAE, A XNV A2 RO BRNEGR LR L 725 5572 R8I LTz,
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Q2B FERIRBE ZHTDEHZHIEA (NN1436—456958E%) 7

S EL N 2B GE PR 73 BB A6 BN A KN 2R T LICE e LI & Tl A 1 Bl 5- U7, & 5-1%0~361R¢ ], 40~64MK¢fH]
144~1685%5F'H30)7/1/:l*‘277/7? BUDIMAER TEAERT LIz, RHEREEDERE KN FEeT NV EANTT
BTz, EEREBIZBIT 7V a—RFE AR EOHRBIILL TORIOLIBTHY, b T 1EMA XK A & T LERE
T Dy

GIR
(mg/kg/min)

2-\/\N\/\/\/\/‘

-

0 i 2 3 a 5 6 7
S HRERIFI (F)

FERR R T L 7= GIRHE TE A o0 341
HEHMNT RS - R 13 IS AL — L 7 ST GIRHERS D 95%(E 4 X [

FEREG K ORIWEAORBENE 1L, 52.2%(24/4641) K ON5.2%(7/464) Th-o7-, FE1-HI K ONEERAG EFGITE
DR DTo, B EHIRICE ST ERRIIIB (ZHFEMER B, 85, THFE/ MG THIE, 4 16D 1238056, Wit
HEIWERA SRR S, BRI, A2V A2 K OVNERICERR EREE A 07 B 8 IBD Lo,

2)QT/QTcikbR
HUER R L

QO FAERIERRHAER

HMERR L
(IR ER
DA ZMERRGERBR
OE R £ RSN ER (NN1436-44775488) °
*f ES D A RUARTRIE DR R B 9845 (AH : 4926 (H AN 786)) . A2 AU 7T L%
100HAT/mL: 492451 (H AR N :86451)) ,
+ 7 © A DRLBEIR G B
5 gk HL v - AIY—=2FWEO90 B B RIS R E LI R TA LAY A BRPERE T O 55 % T
W5
2 —= Z i OHDALCAT.0% LA F11.0%LLF
BMI72340.0 kg/m?LA T
S 72 . eGFR330 mL/min/1.73 m*A5
B o e
AR T IR D ARHIORMER LM ARG D, EF R EAEREIOMT ., FEER. WATHEM. treat—to-
target iR,
ARBRIE, A7V —= 7 B (23 R) . FEHIH (523 ) | 4 & (2638 i) & O 8 221 M
(538 M) Dbk E LT,
57k D RBIXIEIA LAY TTFE 100 BAL/mLIT, BEIRIFTER IR (AMA/LL | DPP-4PHE 3R, SGLT2
FLEHEIE, FTYVOVIR, a -7 NavZ—EBER, GLP- 1A KEEEE) 0 T TirB L, &
FIREDBIAE A BIZTOHNL, A2 RV TN 100N/ mLEED B A BIZ 108 AL L, iRBRE
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firh AF R ARV 7T 100 AL /mL oo 580, -2 9 2w f i e (ks B c )
E) WSS W THERERI IS IRET L7,

ECRN NR—=2FA 0N BH52E £ TOHbALcDZEA L E:

FEAGEH

* 7 552138 £TO MM O B & PH N (3.9~10.0 mmol/L (70~180 mg/dL) ) K¢[# (time in
Bl )Y range)

FEAmEE B NR—2FA L0523 £ TOZERERF B E O 2L B

i ES FHFAHE B THOHPALcD N —AFA b 5% 52 ETOLELEIZT TROLEBYITHY, &

FlDAL AV TFNR00HAL/ mLIZxE T DIELIEDRRRES NIz FELTE~—2:0.3%)

AR TINF
AFIRE 10047 /mLEE
(492451)) (492451
HbAlc (%)
R=ZF AL 8.500.99(49244)) 8.44+1.02(49245)
e 5523 6.93£0.06(49241) 7.1220.05(49241)
2l -1.55+0.06(492) -1.35+0.05(492/3)
AVAY TIVE Y EDORER 2 -0.19
[95%(Z A [ [-0.36; ~0.03]

a) TN AR AR 2 R 1550
b) f/ I AR R E GRIKIED) < 2 Al e iha O TRIMEZ A 78 5 BT ic KoHEE
o) LEMBEE MO TRIANEE %, 4 57‘?55(67\ (ZEOHEE

T2RBIKEHIIE B O R %2 TRIDRT,

AR TIE
ARHIHE 100 HLAZ/mLFE
(492451 (492451)
HbAlc %A D IERL
BE52EROEREIS %) 57.57(492451) ‘ 45.44(492/51)
LOL2 X~V 3R M 2 5 Bl 7712 HbA Le T% AT DK
B L5200 ERNEIS %)” 52.56(49251) ‘ 42.58(492/1))
ZE I fFEE (mg/dL)
R—=2F AN 185.31+48.96(4804)) 185.71+51.66(4744))
e 55238 i) 125.19+1.67(48014) 125.43+1.68(4744)
IR -60.32+1.67(4804)) -60.08 % 1.68(47441)
I AEE 0> B A # N (70-180 mg/dL)KEH (time in range) (%)
4838 ~5238" 71.94+18.23(439451) 66.90 = 18.19(44071)
LA 70 DBasalA v A 4% 5.8 (HAT)
. - 230.0 (10.0, 980.0) 221.5 (14.0, 1022.7)
bUIl~5218 (47241 477f51)

a) FlGoHEE M GHEFIER) 2 EMEEE O TREZHE%, RO AT 4y 7 BRET M IOHEE
b) SPEIE AR (R 2 (REAfR 150

¢) /N IR AR ER S GEMBIED : L EAM TR O TRIEE A 72 Lot ic i viEE
d) HIAE e/ IMiE, fRe KD GEAf 150
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WFNDOBGHE T LICER LA FER L OLCORNEMORHAETISE TRITR T,

ARV TINF
AFTE 100 B4 /mLA
R (492451) (492/51))
HEFEGL AIE HEHEG AIE
FTARTOEL 71.3(351) 9.8(48) 68.1(335) 11.2(55)
COVID-19 10.0(49) 0(0) 12.4(61) 0(0)
T 6.3(31) 0.4(2) 4.3(21) 0.6(3)
-MEBEZ 6.1(30) 0(0) 6.9(34) 0(0)
Gl 5.5(27) 0(0) 4.9(24) 0(0)
ARG 4.7(23) 0(0) 2.6(13) 0(0)
B 4.7(23) 0(0) 3.5(17) 0(0)
FEEN 3.5(17) 0(0) 4.3(21) 0(0)
SEYR 3.3(16) 0.2(1) 3.5(17) 0.2(1)
VU B 3.0(15) 0.2(1) 2.2(11) 0(0)
LT 3.0(15) 0.8(4) 1.0(5) 0.2(1)
PR & R 1.4(7) 0(0) 3.3(16) 0(0)

FEELEIG% CRRELBIEL) . MedDRA/J ver.24.1

AR A (L ~v3) | B AR S SO BRI RIRE L 72 D AR (L~ 2) | RS ~L3
AT~V 2D RIS D A HTZY ORI ISR OB IATI S 2 FTRITTR T,

AL AV TIF
AFHE 10047 /mLAEE
(492151) (492451)
B BT DB FE BT EGEBEIA (%)
L ~UL 3D <0.01 (0.2) <0.01 (0.6)
L UL 3 XL~V 2 AR I 0.30 (9.8) 0.16 (10.6)
LU 3 X EL )L 2D AR R 0.04 (1.8) 0.03 (2.2)

521D FEHIM DR ITIHIZ26 I FIER L T, RINZAMEZ R LB R B TIE, ERARME
HHE (L~ 3) SUTER IR B R L7 DR M (L~ 2) DEFE HT-DOE M FE B KL OB
BIA 1T, ARFIEETIZ0.300/ A AR K R12.4%, A2 R ZF LR 10087 /mLEETIZ0.164:/
NEF Q1425 Tho77,

QEFE £ F S IAE R ER (NN1436-447855&) ©

st % :  Basalf AU THRE T O2BKE R 5 BB 52601 (AH]: 26361 (A AN :514]) . A2 RU> FZ/LTF
2263061 (H AN :49%1))

* 7 N D2 R R

T Gk H e A7V —= 7 W00 B LA ERTSZEE LT 8 CBasal A AV A1 H 1R X2EIOF 5
2TV
AL A) LSO MHERE T 3EA DAL CODEEIEAZ ) —=0 7 D90 H UL ERIBZEE LT
AETIHEETROBRGEEZZIT TS
27— = 7 EDHDALCAT.0%EL 1210.0%LL T
BMIA340.0 kg/m*2L T

¥ PN eGFR7330 mL/min/1.73 m?*Aifi

B b JEVE
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mEBRTIE

RBNOH MR NE e meatd 5, FHE R, MIEAEIO T, FEEMR, WATHEM. treat-to-
target FBR,

AL, A7V —=2 7 HIR Q) | IRBRZER G- W1 (2638 ) K& OV B2 (51 ) 2> DA% Ak
iz,

BG5J5ik

KENNFTA L AV T NT 7%, BERFIEFRIE (AR DPP-4PLE S, SGLT2PRESE, 77
VU o VA —BIRER, GLP- 1 ZRERIEE) 0FH T e b Lz, AFIK AR
TUNT OG- EL, SEAI R R AT (I B CIRE) (23S TRk I TR L7223 AAIRE
T, PIER BRI, B AHT RO Basal /2 AV 1H ?&Ef%®71ﬁg%é% CLAfHICH L&
ERH L, ZD%ITBasal /A1 H G BEOTGEREEZ G, UIFIX T HIEELI,

B 2o

Al 2 H

R—=2FA 0N B26 ETOHbAlcDZE L &

ES A

Bl kR
Al 2 H

NR—2FA 0I5 2638 FCo>Z2 JE I IMHEE O 28K &
W26 £ TOIMFEE D B AEFIHPN (3.9~10.0 mmol/L (70~180 mg/dL) ) B[] (time in range)

b £

FHEFEE B THHHDAICD N —ATA UL E G260 ETOELEIZ TROLEBYTHY , A
DAVAYY FINT IR DIEE MR GES - GES ME~—0:0.3%)

AF R AL AN FUNT IR
(263451 (263451)
HbAlc (%)
R 2T A 8.17+0.77(26341) 8.10+0.77(263141)
P 50650 I 7.200.05(26344)) 7.427+0.06(2634)
L ED -0.93+0.05(2634) ~0.710.06(263)
ARy FUNT )L DORER -0.22
[95%1 5 #E [X [#]° [-0.37; 0.08]

a) VI AR AE R 22 G 51450
b) fx/N IRPEIME AR HERR S GEMFIED) 2 EMisEike IO TREMEZ e . a8 iric KoHEE
o) ZEMEEE MO TREMEZMER . LB iric ke

FREIREHIE B OFER A FRICTT,

AFRE ARV TINT I
(2631)) (26351)
HbAlc 7T%AM D EERL
PG 26 B OEREIS %) 40.32(2631)) ’ 26.49(2631))
L2 L~V 3OAR M 2 F5 B3 ICHbALe T%ART O R
B H26 R OEREIS %) 36.73(26351) | 26.79(263%1))
ZENERF MR E (mg/dL)
NR—=2F A 152.24 +47.47(260151) 150.70+40.92(25741)
P 5263 123.01+2.08(2601) 122.30+2.10(2574)
A -28.477+2.08(26041)) -29.18+2.10(257431)
IMAEE O B AP PN(70-180 mg/dL)f[E](time in range) (%)
2238 ~ 268" 63.13+17.40(23831) 59.50+ 18.92(239/41)
LA 72Y DBasalA > AV &% 5 (BAT)
. . 280.0(10.0, 980.0) 253.97(49.0, 1364.0)
248 ~261" (249f31) (252431

a) HE OHEM GHIFIE) : 2 Bz O TRUEZH5E%, O AT 4 7 BlRET M IOHEE
b) PEE = RE (R GEAfR 5150

o) /N IR ATERE GRAIEIED - 2 e ke MO TRINEE SR L0 B HTIc e
d) o ofiE (he/IMiE, e KA GEARB1%0
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WO GRETI LICER LA FEZ L OLORNEMORHREIGE FTRITRT,

AFTE ARV FINT IR
FRAL (262431 (26351))

HEFEGL AIE HEHEG AIE

FTARTOEL 61.5(161) 9.2(24) 51.0(134) 4.6(12)
-MEBEZ 8.4(22) 0(0) 3.8(10) 0(0)
T 5.3(14) 1.1(3) 3.4(9) 0.4(1)
BV 5.3(14) 0.8(2) 3.4(9) 0.4(1)
B DR IP HEEE 3.8(10) 0.4(1) 6.1(16) 0.4(1)
COVID-19 3.4(9) 0(0) 2.7(7) 0(0)
AT 3.4(9) 0.4(1) 0.4(1) 0(0)
- RGE R 3.1(8) 0(0) 1.5(4) 0(0)
H R 2.7(7) 0(0) 4.2(11) 0(0)
BA iR 2.3(6) 0(0) 3.8(10) 0(0)
FEMED N 1.5(4) 0.4(1) 3.4(9) 0.8(2)

FEELEI G (BB . MedDRA/J ver.24.1

AR MBE (L1 3) | B R AR MBS S ER R A0 R R & 72 AR B (L ~12) | RO L3 X
EL L 2D R I O BF H 7o OE M BB ORBEIGE2 TRITRT,

AHIRE AR FINT IR
(26331) (26343)
BE BT O R B CGEBLE S (%)
L~L 3D LB 0 (0) <0.01 (0.4)
L~ UL3 T L~ L 20D I i 0.73 (14.1) 0.27 (7.2)
LUV Y EL L 20078 R g 0.21 (6.1) 0.09 (3.4)

a) AAIFED BE BT OLERFEBFE R ORELEI &3, ARHN OB 5-&2Z 1T T BEH(26261) (2 FES VTR

QEIFE £t R HE K ER (NN1436-448058E8) 1°

*f 4 Basal-BolusJ#¥E TIE M T o0 25K R 5 B85 582151 (A : 29161 (A AN 1 4481) . A2 AV FF)LF
100N /mL: 29141 (H AN :4141) ) .
ES 7 il N 2T MR R P ER A
Gk L UE AYV—= 7 BED90 A LL_ RG22 E LT~ H B CBasal/ AU A0 1 A 181# 5 K OBolus
AL A D1 B 2~ 4R 5E% T TV D
AL AV LN D IBER: T A AL CQOBIGEIFAZY—=0 7 D90 B LL_ERINSREELT
AETIHEETROBRGE2ZIT 0D
2 —= 7 OHbALeAT.0% LA _F10.0%LL
BMI£340.0 kg/m*2L T
ES VAN eGFR7330 mL/min/1.73 m?*Aifi
b o) FEYE
REBRHE © KBROFHER R EMEERETT 5, RESR, BIEAEIOT, FEEMR. WATEER, treat-to-
target iR,
AREERE, A7V —= 7 W (20 ) | TR G- 1T (2630 [8]) M O L2 I (51 ) > DA AL
Sz,
BHFE - REUIA ARV ZTF 100 AL /mLIE, FERFIEHE I (AR DPP-4FHESK, SGLT2R1

EI FTVVOUH, a-TNavy —BRERK, GLP-1S A EIEEEE) 0Ff H XUIIEDFH T
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Bolus A AV ELTA VRV TA2OLVI H2~4RIE TGO T T 5 LT,
B R A R T FF 100 B0/ mLOF G- d, S8l B b e
THEBERILZTABIT L7228, ARFIBECIL, #lE 8 5B, Fl0 T
BLZABEEZHRG L., TO#%IEBasal{ > A1 HEHGRBOEE

BAEBHIC1.5051HY
IEE BRI,

* o R—RATAL0fHNDH268H FTOHbALcDZAL &

FEAmE B

E e R=RTAL0MENDH261E FTO 2R AR 2 b R

Fl W 7526 FTOMFEHED B ZEFH PN (3.9~10.0 mmol/L (70~180 mg/dL) J B[ (time in range)
FEAmEE B

f R o EHEFHEEE THOHALcD R —ATA L b4 26 £ TOELRIT FRO LI THY, AHK|

DAVARY TV N00HNAL/ mLIZR T2 IEL TR IRAES I FELTE~—0:0.3%)

AHITE
(291141))

ARV TINFE
100 B/ mLAE
(291131))

HbAlc (%)

BRI, A
(ks B SHE) (I2HES 0
AiiDBasalf> A1 B G5 BOTE
EEeHL, LIk

NR—=2F A 8.29+0.86(291) 8.310.90(2914)
¥ 50650 fFD 7.1470.05(2914) 7.120.05(2914)
(A= ~1.1620.05(291451) ~1.1820.05(291 )
LUV IINF Y EORERZE 0.02
[95%1 5 #E X [#]° [-0.11; 0.15]
a) EIE R AEAR 2= GRAG 1%
b) fx/h %Itfjmﬂwn,%(uwﬂﬁ 0 - 2 ERISEEA O ORISR 521, 50T IC L0 E

o) ZEAMEEE O TRIMEEAI7E% . S0 BT I L0 HEE

FERRENEHIE B OfE R %2 TRIZR T,
ARy TIF
AFHE 100BAAT /mLEE
(29141) (2911451)

HbAlc T%A D EERK

F G20 OEREI S %)” |

40.69(29141)

45.48(29141)

L L2 L L 3D NE A 5 B3 IZHbA Le T%ATR O EEAL

K26 R OEREIS (%)Y |

26.48(291 1)

|

25.24(29141)

ZENERF MBEAE (mg/dL)

NR—=2F A 166.59+54.10(28345) 173.05+63.46(284471)
#5263 1 138.28+2.90(28344) 140.76 £2.93(28445))
(- -31.54+2.90(28344) -29.06+2.93(28445)

MAEE O B AZFPHPN(70-180 mg/dL)FR#](time in range) (%)

2238 ~2638"

66.88 = 15.62(244151)

66.44+16.17(23745))

1AM B0 DBasalf v A ¥ 5. & (A7)

2438 ~ 2618

360.0 (45.0, 1450.0)
(261131))

294.0(52.0, 1116.5)
(264131)

a) FIEOHEME GHBFIE) « 2 EMeEEL O CRIEE M ZER R AT 1y 7T T M LOHEE

b) PEE AR (R G150

o b

=

FeFEIME AR HERR 2 GEMFI%D) < 2 Bl seika O CRBMEZ i 5E% |
d) AR e/ ME, SR GEAm 15D

SO HTIC RO HEE

DTN OB G T LB LA FRER L OCZORWERORHEIGZ TRITRT,
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A AN TINF
AFHE 100 Hi457./mLAE
e (29141) (29151)
HERL BI1EH HERL BI1EH
FTRTOHES 58.8(171) 10.3(30) 57.4(167) 7.6(22)
COVID-19 8.9(26) 0(0) 7.9(23) 0(0)
T 5.2(15) 0.3(1) 3.1(9) 0.3(1)
B DR Jp A EE 4.1(12) 1.0(3) 5.2(15) 0(0)
RIS 2.7(8) 0(0) 4.1(12) 0(0)
G 2.7(8) 0(0) 3.8(11) 0(0)
BIECT) 2.7(8) 0(0) 3.1(9) 0(0)

FEELE G (BB . MedDRA/J ver.24.1

AR MBE (L1 3) | B R AR MBS SR PR A0 R R & 72 AR B (L ~12) | RO <L3 X
VEL L 2D RIS O BFE H 7o OFE M BB ORBEIGE2 TRITRT,

AR TIIX
AFKIBE 100 AT /mL
(291451) (291451)
BF BT OF R BE R EEIA )
L~UL 3D if bk 0.04 (1.4) 0.02 (0.7)
L~ 3 L L2 AR I 5.64 (51.5) 5.62 (55.7)
L~UL3 XL~V 20D 7 B g 0.78 (18.6) 1.04 (24.7)

@E M F FEI4E 5 ER (NN1436-462558E5) 1

*f 4 Basal-BolusE TR o 1R R 5 A 58241 (K : 290 (A AN :3265)) . A AV FZ LT
7229205 (A AN :4801) )

ES 7 N O VR R J5 FR

Bk L AP —=2 7RO 1L LR B BasalA > AV 2 K| % OBolusA > AU L BUHKN % V= A2 AD

UHARERFREIC I DIRRE 2T TS
27— = 7 DHDbA1 A 10. 0% AT

S 72 eGFR330 mL/min/1.73 m*A5

B o e

REFE © RAOFMER NLEWEHET 5, EH i, EBESBIVAT, IEER, WATHER, treat—to-
target iR,

AFRER T, A7V —= 7 Wi (20 [) . FEEHIR 2630 M) | BRI (2636 ) K& OBz (518
M) Dbk E L,

BH5 5% KEIUIA R TONAT IR, Bolus A AU ELTA LAY T A2V H2~4R T #5-0
O T oG Uiz, BRERT AFIR A2 TINT 7O, XA a1 E (f
b5 B CHIE) IZEED W TREFRVICTIET L7225 . ARFIRECrE, REBRSINRTOBasal A > RV o BUA| OFESH
RO B I LR B NIAY ) — =0 JHF OHbA LI IS & | #IEE G0 120E, B0 fFi) RO Basal A
VAU EGBEOTREEESIOIZLAG II2FITHEEL T HEEZ R 5L, £D%ITBasal /A1
AEGEOMEEXHG L, URITETHERE 52T,

ES oo R—2TA0DB261H FETOHbALeDEAL &

FFATE H

ES o N0 NB26IE £ TOZEIE R B E O L&

Bl &M 223735261 FTO M E D HAZFFH N (3.9~10.0 mmol/L (70~180 mg/dL) ] (time in range)
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Al 2 H

& B’

FEEFE B THDOHDALcDRX—RAF A NHEEE %26 ETOELREIT TERDOLEBYTHY, AHA|

DAV A FINT IRk DIREERRGES - GES M~ —0:0.3%)

AHIHE ARV FINT IRE
(29045) (292451)
HbAlc (%)
NR—=2F A 7.5970.96(290151) 7.630.93(2923)
¥ 5.6 ) 7.150.07(2904) 7.10£0.06(292451)
L ED -0.47+0.07(290%1) —0.510.06(29244)
AR FUNT IO 72 0.05
[95%1 5 4 [X [#]° [-0.13; 0.23]

a) VI AR AR 22 R 51450
b) /b IRV AR R E GG « S B SR E O CRAMEZ A 2% 30 BT IC K0HEE
o) ZEMEEE MO TRIMEZ SR . LB iric ke

FRRIREHIE B O R A FRICTT,

AFIEE ARV FINT IR
(29041)) (292451)
HbAlc T%ARTMDEER
P 526 MO ERLEIS (%) 40.20(29041) ’ 45.72(292451)
L2 E L~V 3OAR M2 FE B3I HbALe T%ARTM O R
B GoSIOERES 00 | 95500E) | 16.74(202)
ZEWERFILBEAE (mg/dL)
NG AN 179.17=+73.86(276431) 172.31%72.30(287451)
P 5263 160.60+3.65(276/4) 142.02+3.55(28743)
ZAb B ~15.08+3.65(2764) -33.66+3.55(287/1)
IMAEE O B AP PN(70-180 mg/dL)E¢[E](time in range) (%)
2238 ~ 2634 59.10+15.66(26 1451) 60.85+15.03(272451)
LR & 7-0 DBasalA > AV 58 (BL)
B 170.0((25&%)720.0) 147.0((21;12.%)686.0)

a) FIEOHEME GHIEIE) : 2 EMEEEL O COREE R TER , R AT 1y 7T T ML HEE
b) PRl = R v 22 R B0

¢) /N IR AR RS GEMBIED « L EAM TR O TRIEZ A 2% L0 T ic i viEE
d) HHAE e/ IMiE, fie R f) GEAT IR

WFNDORGRETI LICER LA FEFZLOLORNEMORHREIEE FTRITR T,

AFEE ARV FINT IR
L% (290%1) (292451))

HERL AE A EFL RIEH
FTRTOHS 65.2(189) 12.8(37) 65.1(190) 7.2(21)
-MREEE S 11.7(34) 0(0) 12.3(36) 0(0)
COVID-19 10.0(29) 0(0) 11.0(32) 0(0)
SEYR 4.5(13) 1.0(3) 3.4(10) 0(0)
T DR I3 e NG 4.1(12) 1.4(4) 4.8(14) 0.3(1)
FEEN 3.1(9) 0(0) 2.1(6) 0(0)
B 2.1(6) 0(0) 3.1(9) 0(0)
GRS 1.0(3) 0(0) 3.8(11) 0(0)

FEBLEIE% GEBLFI%K) . MedDRA/J ver.24.1
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BRARRME (L ~13) | R AR MRS ST R AR A RIRE L 7 DAL (L ~v2) | RO~ /L3
LAV 2D RO B3 7= DA B R R BEI % FRITRT

AHIRE AR FUNT IR
(29041) (292451)
BE BT O R B CEEE S (%)
L~L 3D L 0.33 (3.1) 0.12 (3.1)
L3 EL L 200 if 5 19.93 (85.2) 10.37 (76.4)
L~ 3 E L~ L 200 4% R i e 3.38 (46.6) 1.58 (33.6)

263 M DO EEHIR DB ICSHI26 A BER L T, B2 A RE U IEE B T, B RZMEI
B (L ~UL3) TG R IR E L 22 DR MRS (L ~L2) O BE H 720 OFE R R BT R OB E A
1 AFIRETIZL7.008:/ A AR N90.7%, ARV T 7T IRETIRI. 1645/ A - 1085.6%Th

-7,

2) 2 aERAER

MDA DPERREERER | DS,

(B)EBE - RRERIEER

ARl
(6);amROfE R

DA A A (— Ao P A AT | AR5 o st A 8 P P L ) | UG TEM% 7 — 2~ — A, i
R TE1% B IR AR D PN 2
— s ple i A (A )

EL) A2 T CREIRI BB 31T DRI 502 2k i O a3l 9%

FAE Sk g 5

E S e B PR 9P A

Bl 523

TESEGIEK 630751

TR FAAEH B e (BETERE, BEPRIR O REIRSE) | AR O G40, fFREOE GRN, AEFS
GBI DIRMBE DR BURDBA ET0) . A7 20 (HbALc, ZEAEIRFIESE) | B Gl sk 2

QKRB ELTHEM T EDONAE T EML 7 - BR O

LW

(NEDH
% E R L

27




VI. ExhEFEIE(ICER T HIER

1. EEZFHICEHESHHLEMITLEYE

A A B

EE BEEOHEEMOMREUINRET, OB HRLESRT DL,

2. HIIER
(1Y FRBRAL - ARG R 1213

ARV AT I OERIEEIERIL, 7 a— AR ORH TH D, 1AV AT 7%, DA A) L BK| L[FER T
AL AN T A —ITHEA L, B R OB 31 DO B A B 2L, FATIRICB 57 v a—RpEA %
FLET A2 LI Lo TILHEA B TS5, X612, BERTBIC I T ARSI 0 OVE BB A TREL . BB S E(E

15,

AL AN AT IO HERAER L, FICERFNT LTI LRI S T80 L 5, ARV faF7 7135
BAITIIEFIIBITUI- ., MO T VT IATFES THZETIEMARSRUVIRTEL /2D | D% FBRIRICT V7 I Lfifdik
L. A AV LB E—LiEETAZET, M FEAN T 5,

AL AV AT I OVEFIBF ([ A—VK)

Halz G-

P R S

A2
N IA—AD
BDiAL BEMEEL

A2 AT I OERE (2~3 B 5)
4
Lon e tespeasETme)

|
. st (s

AR
REEE

AR AT ORI 700 HAL/mL THH=H . 1 H 1 [E#E 50 Basal 1A
V2 EEFRENRRRE THD, F 55, AV AV 42T 7O~ F~—TRRIC
HERIZIREEL . TV T IR T 5, L B OA AV 42T 708 1 EEICE
BENAZEITRDN, FDIFEAENT NT I EFEE L, B L ISR L TiE R
M3 O ARVEEA R BT AR (TR —) BRI D, 1AV AT 7T
oKD &, D ETOBATL, MR FEET,

2 [ HOEEIZEY, RIEM AR (T 7-T VT IUAEGRICA R A
T INELITIBMEND, A AV ZREENUIA AV AT T DI
W=, TAVTIVEREALT-AL R AT 7 DRTEAR (FR—) RESICERS
o, R EIZA AV (T A AV ZRIREOF BRI |
B TR 3R % ICHnT 5,

3~4 [BOBETEFIRENITEL, AV AV 43T 7ORRKOHENELND, A
VARV AT I-TNT IAEE RPN TR LAV AV AT VR
BRI ORHBET I U C, A28 U CRRA72 MM T2 2R 9 5, ke
IZBWT, BEREMBLOBEREDIIS S XA MPHE D AMRME T i, 1%
Uy A7 7 OBz bNS,

PG ENT S FERESNTE S FERTHIHA, A OD TV TR A2
T IO ERITFHERSNTRY, EBEIZITEFIREBTT LTIV AR 27 7=2000:1 T
H5,

Wy a7 RTNIIY (v BEE YL D-REEE
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(QFENEE(TITBHRERRRE
D) A AY 2 S R E e
AEALERA RV B KR Tob, T X KO RA LAY B FRAR BN T v b, A X, 74 K e hO FFI&RO N IR PEA
VAV AR T HA RN AT DG BN Y o TF L —a T v A (SPA) HEE WA RS T
A THIE LT, ERA VRV LR LA AV AT 7 ORI AR S BT A ICs TELTIZEZ A, FEDE
BYTHoT,

AIALEPAV RY L B EAR UBIZK § AV RV (a7 7 DIEXEIfE & B

TINTI ERA AV S FRARAITKE T DB AIICs (%) | BN AU S FARBIT 3§~ D FE R IICs (%)
) (95%(F E X [H]) ¥ (95%(F FEIX )
pii 0.50 0.78
(0.43 - 0.57) (0.68 - 0.89)
ERILIET LTI 1.5% 0.03 0.03
(0.03 - 0.04) (0.02 - 0.03)

Fvb, 74RO RDIRE 5 WAV RV ZBEAR UBIZH T2 R 4277 DR &St

fiE | 7T AL AV FARAT T DA IIC 50 (%) A2 A B BRARBIC R D FE 6 HIIC 50 (%)
2T (95% 5 FE X M) S (95%(5 X [H)
Fwh . 0.05 (0.04 - 0.05) 0.06 (0.05 - 0.07)
7 Ehﬂ?fﬁ” 0.07 (0.06 - 0.08) 0.06 (0.04 - 0.08)
7320.1%
=N 0.05 (0.04 - 0.07) 0.06 (0.04 - 0.10)

T AR, T E R OO DNEEA LAY ZFEEIIH T DA R 4377 DRSS

ELZ/KEa TINTI ARV BRI T DR RIIC 50 (%)
S35 (95%( 5 #EL X RE)

Zvh 0.04 (0.02 - 0.05)

A X ERfLE T LTI 0.05 (0.03 - 0.09)

7H 0.1% 0.04 (0.03 - 0.05)

(=N 0.06™

HE)n=1Th->7272, I5WEHE X MITFHFEL TR,

2) ENGF-15 & B i

AELENGF-IZ BRI DAL RV A7 7 OREEFHFINMEER | SPAIEZ WA G 7 v A THIE L, 1
Ay AT 7L A RO NGF-IE I LI b 2 A A AV 4237 7 DENMGE-1% BRI 3 55 G BUFIPEIE
FEFIARL RV RY U L LB L 72 AE I IS B CE e otz

3)ERA LAY FIRIC KT B R A EhRE
W nT-#H 2 BHKAMIC R SR T2 e b A AV U BARKAIST B A AV A5 7 DA EIRE DR, A AU

DA A) BRI AR

AR AT INEDA L AV Z FIRF N7 0T A FF—EBY VIR L DIRtEE | AL AV S BIRE BRI RS
7o F YA =— A NDAZ—PREANNE (CHO hIRHIN) TEHELT=, A AV AT 7iTehA v A EEICHIBAN A R
SRR T IVAREERET DD, 2O NI ZED IR I,

5) fAHHEEE A

Zo MEGHIE, BB, Z MTMAE, 7 ME# A B SL6-hIRAAE & e AMCF-THIZ W T, A AU a5
TIIerA AV ERICAEWFERIER (7 v a—2A0iAA, T)a—7 BB 0T ) a—7 oA BREde) 2R LT, 37X
TORBGRT, AL AV AT 7 ORPE—RISHBITEIA LRV LFATTHY , ARSIEHEI 2 A LFAFRE Th-
72 ZEMB, A RVAEH ORI E THORENFER, Tk OF A CORBHEEER 2 R L L T= &
E ARV AT INIGEEAL A Z BAIRT T = ANTHDHZED RSN,

6) MR s e 1

ALV AV A7 ZIFHMEC, COLO-205#1fd, MCF-T#lfE & OL6-hIRAIAZ D DNA S AR L . & DU EE — KOG HhifR
IZER 2 RU Y ARV X10 (BT8R ETS M2 T2 A T T a2) K NGF-1EFATTHY | ik K Lb
FIRRE ChH-oTeZ b, ARV A7 7O/ EE T e R RV LRIFREE CTHH T ED RS, (RHHIE T
YER OB I ATITHELIL T 2Zin b, ARV 427 7 ORBHEEE A SR E R OB J10 37 Ak R A
VA ERRRICRRRES TV D T ED RSN,
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7) 7w e W= i P HbA el st 3~ A1EH

IDFERIG T NET A AV A7 7 (122 1245 nmol/PLA4 HIZ1[E[# 5724 H 725 NI 15 % TUB1 nmol /L
Z1H2[E 5 C8H M) 2K TR L2, MIEFRHbALEA H B FEIAE T Lz, AEFTRBITEA R
AT I D in vivoh JNTERA L AV DRIP4 2E 2 BT,

(%) (%)
0. /'/nv—-"’?\ - _
- 7 o < B
- = oo 5
S B = oA Ao (122nmol/L/E) Bl 1 o L (18nmol/LiTk)
= S - A b A nmMol -0 I O ~ =,
g : , | % ASR0T 4375 RasnmolUE) EASSS—— 3 S A L
% 4 i 3 “ ! & 2R 4274 (122nmol/L/EE)
a I 1 A
™ ! .
A, 1 —————
I 0 1 2 3 4 5 6 7 8(H)
4 0 4 8 12 16 20 24(H) B5#ORBHME SFIEE(IHI(18nmol/L) 1 B2E# 5
R E& DB T HI(18nmolL) 1 B2E 5 AR 4375 (15, 31nmol/L) 1 Hz@i&%
A 4 4 4 4 4 AU AIFZ(122 245nmolL)4BINIERS 4 4 A2 22 4375 (1220moliL) 48121 B 5
Mean=SE Mean=+SE
n=6/F (A AV 427 2122nmol/L/IEEE D #Hn=7) n=5/8%

8) A XK T &&= 7 v a—Rzxt§ 51

E—INVRETNADAL AV A2 7 (30 nmol/kg) DHEIE T 541%, T/ na—2REDK TELZ5L, i
KO T3 5-OFI24M R ICRO DI, ZDA AV AT 7O SZLHWET 7 07 7 A TSR EHE 7 07 7 AL
=L TV,

LYDZ ZZ3FFAD AL AV A=257 Z78FNS5%10 nmol/kgD AR THEIR FHEELIZEE WThOBRSHIZE N T
MR N a—2REME T L, ADZLMER 7 07 7 A VILEEEThH -7z, ZRHDOIR N ZEMVER 7 07 7 A /L1345 A
W5 OIRMERE T 07 AL EL — LTz,

9) A X YT 2% N @A AV B MU 7 30
E— 7 AR EOLYD T ZICBWTE AL AV EF MY 5 FVEICLOA R AaF 7o sk T EHZEEEL ., A
2 TINX LW LT, ARV TN T DA AV AT I Din vivoh 1T FEDOEBY TH-T=,

AR TINEANIRTEIA AN AT T Din vivodh Sl

TR sz Beh & NI (S AV T TR D%)
(95%{E FE X [#])
v —7 LK AR ATy 2.1 % 1%4.2 mmol/kg/ H .
oAUy 7oA%y | 21K 0.2 mmol/ke/ H 190 (124 - 291)
LYDZ % AL A AT 97} 1’128 nmol/Pt 191
FRL e pons 114J% T* 150 nmol/t <5722‘5§?5>
Smho ARV ATy 114 K% U850 nmol/Pt 181
AR TIF 114% U150 nmol,/ Pt (113 - 291)

1) 0.85(97/114 )% TR128/1507 68 HY) 25 U CHi IE L7~ il

(3)1F FA S TR BE ] - G BE
LA [ 4% - [E B8 D et D 18IRF[#] S F 24 [E) 2 1 S —F 27 NV a— 207 THIRIC R T LML 7 v a — AR E 7 a7 74
AT B BEAHERF TE W2 s, BRRIICE Y2 B2 5 5- LI 35 6 ORI FR R X DE A 28 2 5 2 EAVRIR S
e, (TV. 5. (2) HRSKEER  22 1)
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VI. EMENREICEE T HIER
1. MPREDHR
(WABELEMEOLFRE
M ERRL
QKRB CHEASN-IMFRE
1) 1BLBERIR B (BT AARKIAR R T 356 5-1% 0 3 e (NN 1436-442235k) ©

A AN IRIBE R 8 248 A AR Z L\ CRE LT B O8I A 1 [R5 R 5- L 7= L S DX BN R ST A— 2 J DML
BT REHERBZ LI TR,

IRG A=K L B #5-1% 8 H & 5-1%
(24451) (2441))
a3 57 (B kg) 1.71[1.2, 3.1] 1.69 [1.2, 3.1]
B G5B THIEL7ZChax 52.2 (19.0) 91.2 (14.7)
(nmol/L/ (FfL /kg) )
B R CTHIIEL72AUC - 168 6108.5 (12.8) 10849.0 (10.6)
(nmol+-h/L/ (HAZ/kg) )
tmax () 12.0 [12.0, 36.0] 16.0 [12.0, 18.0]
tis(h) - 164 (11.4)

K- (S TRECS) | $5 5 TP LRI ]| et TP A [REDH]

160,000

140,000

7 RE

s
120,000 ! Te.el
100,000

80,000

(pmol/L)

T T T T T T
0 2 24 43 96 144

BEEEBERE ()

T
168

EE PEEEBRDA YR s f 2T 7 RE
R BREEBEOA RY A TS RE

2) 2PBERIF BB T DAKIKAL B T 45 5-12 D FABRE (NN1436 — 4569745%) 7

HME N 2B PRI B A6 B I ARKN 2 BRE = LS E LT T Ml L Bl T G- L= e X OB EhRE T A— 2% LI
(A B

INTA—H L H#& 5% 81 H & 5-1%
(46451) (42431)
1[al - (HAT /kg) 2.56 [1.21, 5.27] 2.91 [1.53, 5.64]
B 5B THIE L72C R
(amol/L/ GHAT k) ) 50.8 (22.5) 105.8 (21.0)
?QE—ET?@EL?‘:AUCH% a)
(amol~h/L/ (A7 /kg) ) 6064.5 (15.8) 12748.4 (20.0)
tmax (h) 21.2 [11.6, 59.9] 15.1 [12.0, 42.0]”
t1/2(h) — 155 (15.3)
I (ZEBRER) | 45 5- Bl T I [RETH ] | e I SRAEE (SREH ]
a) 4141
(@Y= 07
BRIl
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WRE-HAROBE
A EDRL

2. EMRERMI/NTA—S
(WM A&
A A N IBRERE R BB ISR T DI T #5148 O3 ENRE T A—ZZ oW TCiE, #BRE T LI RN E LR 5 &
T, AF R 1 BISE M T 5Lz M P EERE T — X2 UEL, /oar S—h A MNEE W CRITL7=%, R
SEMBIREFRHTIZ OV TR, 3. BHER (RE 2L —al) T OES ROz L,

(QRIGEE TR
AL

QRUHEREETEH
T S8 B B A CL I Ln Q) /TE Je R B S b L TR EN D, B A NS RIS B ICBIT A ER TR 5%
OV SR EhRBIC B2 E 1. MH R EOHEB QKRR TSI RE 1)1IREERFEEE IR
T B ARKNAG R T 5% OB | | SR O IY B IE T A— 2B BD L,

DHIIVTSUR
AFKISHE B B 5% D RBNT DIV T T A0 R E130.553 mL/h/kg T -7,

OF Kk~

AT H o558 D R D53 A BFRD BT FEMEIXL3T mL/ kg THT,
(B)Z Dt

%Y E Rl

3. BEHEGREaL—ay) i
(DERFAE®
—RRIGEFR e O RIH K@ R A R -2 /S — P AV RE T L

(QINTGA—FEENER'®
[EI NS 0 B PR B 5 R BR (AN S5 IR AR - NN1436-43833854 16| [E B [ 45 1IAH F5R : NN 1436-447873K5R° . NN1436-
44803 BR 10 NN1436-46253% 50", VS S TIIFE 3R - NN1436-44793850 ' ) 12 L0 AEB AL/~ 124445 (MR« SBHe724401 , Lok
5204, XI5 R 2B IR R 95 TR, 1 LB IR p3 FR A 2871 . AFE R AAR N 1271, AMELA 111741, HiA A
Uy A7 7HUR  BEPE94241 . FarE3024]) 23HAEH 6939 S D MLIE T A RV A5 VisEET — 2% VT, R4ER
SR ENREARIT A SEhE L 72,
THEE R SEY B REFARAT R RS EE O AT 28 B CERME [FEIE] . LT RER) 1%, HFima356.1 [18, 86]ik, NEMN
84.1[39.6, 160.3]kg. BMIA%29.4[16.6, 46.61kg/m* Tr-7=,
HAF B LU T, CL/FICRL CHEMR (18~645%, 65~T4i%, 7ol b) | (K&, BIE (GFeA =y A =v7) AFE(A
AEAFEAN BARAN Z2OMOT 7 N) MR, FURAl, 7730 BEEH QERBERIE . VRBEIRIF) 23, V/FIC
FUTHEREN T VET /MEIZIOREEN, WTHOEREBLREET MTHAA TN, (KERAV R (2T 703K
WENREIZ R T T E LB E R THY, (REDS3 kgD HEBRE 1Zx1L55.8 kgl '116.2 kgD IXERE TIE. Caverage3E
NENL34E K0 785D L M HEE ST,

4. IR

SIMEL 2PN R 55 FR A 255l AR5 6 BT kg & RBRER, RS, R BRI N G- L, SRAEh BRI S OV 514 36 ~60IRF
M7 Na—27F7 7 FIZBIT D MHERE TIERZRGTL 28, REBBA~OF G303 AR UL BB ~D 5 5- T E
LR EE (Coa) B OFAIRTE B (AUC oin5p) D S(EIE D Le &7 DS S HEX L, RER% G- CI%1.17(1.07, 1.29] & OM1.02
[0.96, 1.09], bl 5-mCr1.24[1.14, 1.35] % 181.04[0.98, 1.10] T o7z, £z, AFIO MM TERIL, KERER, IEET
T EBEERIC R G LA OWTOEA THRIRE ThHoT-,

5. 50
(I ik — B P @ d e e

L ERRL
<HE>
M Sprague Dawleys2 7> MZ[PH]-Eic—A(> AV A=252 75 nmol/kg (50 MBa/kg) & [0 7 T 5-BE O#LER 5 4 & 7E
BNRE A —NTUFTTT7 0 —IZIORGT LT, MR EE S BE ., B REL MR K OV Tl K& D o7, Hfixsie
RO (I OFFRE) TIIMEE R Rb /DS, MK HIREE ORI 1 ~2% Th o728 6, ME-IKBI M 2 i L7ey
M, EEL THDO TN THLIEIIRIBI T,
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(2)1 7% — BA BERE P9 @ 14 ' °
MR L
<HE>
ARV AT 740, 60, 100 nmol/kg) &M M AR T2 2D AEIR 19 H £T1H 1R Z FH 5 L=, fE4R20 H O
B G5 24WE BT, 8 2 DIR R & RN OV FE R I3 ~6%Th 7=, IR TSI T Dl B 13 BRAFRY I L
7203, BRI S OIR T B L IR AR EIEIERRD S Ne o T,

@I~ OB
ARl

@RI~ DRI
AL

BG)Z Dt DB~ DT
MEEERL
<BE>
M Sprague Dawley 27> MZ[PH]-Eic—A > AV A2252 75 nmol/kg (50 MBg/kg) ZHi.[0] . F i G- OO M4 €&
WEE ATV T T7 4= IZIORFT LT, SRR3R G AR A PR BRFTL 7R 504 3~ TU AL /0 A L7z, Rk R
EITHEEE, B, NBE & OME Tl K& o70, IR B 5 1% 12005 [ £ TREB D> ORI O B, 542168
RER IR LT MR ORI 20% L 2 7 & AT REZR U RE SRR BTz, % HIRNE R s Tl AEEH R R MO B B2 (FU -
7 LK D FTREPEDS ) IFRO BAL, 514 168IF I IMATE F OB AEDRI96%% 5 b . NIFw7 AEEFRIE I FRIgH O 1%
BRI LV ERS NI DEZ 2 DT,
MAEFPREN M FREIDG BT lnb, AV AV 4237 7 RO IR IER OB EMEXIZE A & T4
W EDIRIBENTZ, ZHUIAXTHIRC THY, IRIMER~D AR A 257 B FEHEED B IAITFRD BRI~
7

(O)MIFEAFESE®
ALAY Y AT IDMAEL L RIFEGRITT X TOBMIE (TR, Ty, X AR OER) TINEER, 77
NEFIFEGH L RIGThHoT ARV AT IETIR AR, T X B OENMLET VT I EOfiEEEE $(Kd)i%0.070
~0.337 pmol/LCTH->7=,

6. {3
(AR SR B UM BB AR R 2O
AR AT TORBHIE R RV LRIETHY, RO DN T R CTORBWIRIEETH -T2,

QORBIBEE T HBR(CYPE) DN FHE. FEE

R L
(WEEBHENDEERVZDEE
AN -2 VP
HRBMOFEDOEERVFEMEL., FEAELLE
R L
7. HEi
(13 ttt ER 4L B UV st 4% R 2
Rl
<HE>
TR O DT —ZINbA L AV AT 7 BB OPEMEZ I L TR K OWEYERE G L TWDIEIRE
iz,

8. FSURR—E2—IZRET BB
R L

0. BIEICLBRER
AL
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10. HEDERERITHESE
(MBEHEEREEHERE (CHTL2EMEE GLE A TORHE) *?
SRR O FEFE O B DB (FESRER IS B mGFR (mL/min) (22555 48) IS AHI 1.5 BN /kgZ HLIAI 2 T & 5-
L. ERRREDS IE W 72 R (mGFR 90LA L) LM B AR R 2 LR R L7 R A LU P IR T,

AUCO 840,SD Cmax,SD
8 i e DHEEE FeOHEEE
[95%{5 %5 X [#]] [95%/ %5 X [#]]

B/ IR 1.12 1.05

(8% :mGFR 60 LL_F 90 i) [0.96; 1.31] [0.85; 1.30]
PR /IR 1.21 1.05

(fP&5EE :mGFR 30 BL_F 60 A1) [1.04; 1.41] [0.85; 1.30]
/B 1.16 0.91

(FEJE :mGFR 30 Ai) [0.99; 1.36] [0.74; 1.13]
R/ TEH 1.13 1.02

R : M BT 2 T3 DR A [0.95; 1.33] [0.81; 1.29]

BEBRAE S BT 120, SR 124, AR 1245, EEE 1241, AR EA L%

(R HREIEEHRBRE LR THEYHE OMEATOHE) >

i REfE 2 D FE T D B2 D8R (Child—Pugh scorestZ 3345 %80) ICAAN 1.5 HAT /kgZ HL[B 2 F#e 5L, FFHSEEN IE

TRt R L IR BN AR R A PR L 7oA R DL RIS 4

AUCO inf,SD Cmax,SD
& RE L DHEEE e HEE B
[95%{5 %5 X [#]] [95%/ %5 X [#]]
R/ IR 1.13 1.13
(i : Child-Pugh 2348 A) [1.00; 1.28] [0.90; 1.42]
FRAERE /IR 1.15 1.05
(& : Child-Pugh 4335 B) [1.02; 1.29] [0.83; 1.31]
HE/ER 0.97 0.97
(F5 £ : Child—Pugh 43%4 C) [0.86; 1.09] [0.77; 1.21]

PRBRE S IEE 601, L6, L6, 6

Q) EEHEICHITEEYBEE
1R PRI B R ORBUBE SRR RS O 10 17124401 (A AR A 12761) Zxt B & U= RHER SR Eh e fitiT O J, 185U
65 AT DO WA (6 565 LA L T5R% AT K N5k LA _EOWBRE O EHIREE TOARFK| D 5-BoAfi IE L7 FH) i
T TP BE O L OHEE A} OV D90%(EHE X I, 1.05 [1.02; 1.07] % O8.11 [1.07; 1.14] T -7z,

1. 20t
AL
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VII.
1.

ZeM(ERLDIES)ICEHTSHEE
BENFETOEH

A1 BAN

2. ZRARLENDIEH

2. ER(ROBEIZITH/ELAENIE)
21 RIMEERE R TWAEE [11.1.1 B8]

(FiFt)
IRIBEAE R Z 2L TODEE AR Z R G LIS 6 | IRIIE O ERE L 3BT E DB LN DL O T, (R MAFHER
Z 2L TWDBFITKRL IR GEZRHTDLEN DD,

2.2 AR DEGI T UBBUE DBEFEEOH 5 B

()
AFNDEAT R UBBEIEDBALIEDSH D BB AR 5 LT E | ERRIBHEUEIRDIEH T D /IS B A b DT
0, B GaRET DB DD D, Teds . AFIOESIL, TIV. WANZBTLHHE | OES M,

3. MEEXEHRICEET HEBELTOEHS

V. RFRICBT oA | OHS R

4. RERUVAEICEEYT 2R EZDER

V. BRI 2HE | OERS MR

5 EEGEXRMIEELEZDER

8. ERLGERMIE
8.1 ARIMAFICBI - DIEEICHOWT, ZOXMEL & O BF MO EDFRIC D RIKSEDI L, [9.1.2, 11.1.1 ZR]

(fiR )
AR OFE G LR M Z L = 2803 5, IRILBEIZ B4 218 K BF OB OV T, BHE L REOFIEC 4545
HAHZL,

8.2 (RMBHERAE Z T2 &NH2DOT, @mifE¥E. ABEOELEFIERE L TV BEICKET 2 L i3
HEYozl, [11.1.1 3R]

(i)
Mg Z 9L, SR DRF Fphlat | BRSO, SRS OERBHEONLZENDD,
EPTESE. A B EOEEE O PIRMAEDN LSS T ORDLBTNRHLDTHEET O,

8.3 AENIA LAV 4277 700 HAL/mL FFI B O~ RE A EH AL QD720 BT A FRRE T, f8R
SN-HN A ZOFERTEL TR G955, B ICHofREd 528,

(fif5H)
AFNTTEAZRE — (AL LT MUAICHY | ARFIHIZ 10 AL (1 27V » 27 (1 BREY) =10 BAL) TR G A AR ET
EDLIOREFEN TN, DAL AU BUF L FE N 705 Z LIC LA G- AL O R RIIARE TH D,

8.4 TR MpE= Y hr— TR BEIRIHERSEAE O BRIEAL SUIHEE, IRD R AT S | IR R s (EL L CTAHTR
M) HBHEONLIENH LD TIEE T HIL,

(Figt)
ffE= hr— L ORI BFITIE, SRR IR T2 MEIBE ., RO JE 7 5 5 O A AL D FTREME DS 9D,

8.5 AFKIDH CIESFICHTZ>TUILL F ORI E T AL,

B HARIZOWTH R BB A LR 7-0h | BT A DRI 5 TEAZ LA BT, EROEILFED
TCEMETDHILE,

B TORMEDORRIRBEIEITIET OV THREE UK T 528,

SRS OB I AL TR IO T DL,

(fiFt)
HEERZT5E A1, B SADBERO ORI T DBEIV — /M Tit-> THEENCE B2 RERESNLID, 552
&

35



8.6 AFNLALDA LAY BFNZHEZ 72N ED | BEES $DRNCAF DT~V E LR T 2L BB S0 RETD
Z&,

(i)

A ) FN DO BIEZ L5 1 DT= b DX TH D, FRNEH T DANAR DT~V EFELHRR T D80, 55 T52L,
(TX. FARFEHICBTLHE 4. BV EOEEIDHEB, )

8.7 [Al—MEHET~DO# IR LB 2L, ERE AT G T InA R —V ATV R VAT 4 —RHHONDIENHDHD
T, EHICER B EEERTHLELIC, ULTOREZBEITIEETHL,

ARFNOBESE T, D72 LG RIEIOER E T D 2~3em BET 28, [14.1.2 B8]

TER BT O NEIE O AE RO LN G A ITIE U E T~ D& 5ERIT DI,
(firg73t)
AL A BENE BRI RBIT A BEIEEFIHEL T, KEEEHRELT,
ENIZBW T, A A HIEI LD BB NS E CTERWEE T I0A R — U ATIVR VA a7 4 — NS 05, Zh
LOWEIZBNT, RETInAR—3 AR QNIRRT AT ¢ —I1ZHF L TIfEas ha— LR BICE STERSe, =k
12—V B ORE R B SN 7oA AU RAIN EH 72 AN B 5 SN2 2 LI KR MBI B S T EBIb R S Tz, F72.,
FRETIaAR =3 AR NRV AT 4—O g ba— L ~ORZIZBIL CTid, BN TOAE T RO H S
PRSI TND, 2B D EIWER A & VA SRS, A AV RN OB 512 X0 L JETInA R — AR VR T AR
07 4—%5|ERIL, M= ha— LR BRSS9 R 95 I BEMES & D SIS i,

88 7T I0AR =V ANITVRV AN 4 —PBHOLONIZEFNIAR % 5 U256 . ABIOWIN A b -+437e
k= ha— LG 5N B 03 d 5, M ha— /L OR B RS SN H-E X, 5 AT O JE R o #k D
BIEAZHGEL R E T OE L LI 5 EBOREEITHIRE DM U LEEITHZ L, pFa ha— L ORI
VR EE ICH BT A R BRI IE B e AT ISR B SN 7 2 I K0 IR I B o7 B E S QA

(i)

LR 8.7 OfiFFiE ST DL,

8.9 AT H £ 500 Basal A AU A L LS L CORERIAE W20 | AFI G H 50 Basal A2 A L |~
IR ZDBCIE, LF O R EBET528, [11.1.1, 16.1.1, 16.1.2, 16.8.1, 16.8.2 ]

ARAN DI 5% O RRT B S UERREE S O M EE 2 ML | 8 H £ 5.0 Basal A2 AV 8K 0 £ 5B 4G REH
ERRETT 52,

HREZED 1 A0 58T, AFIOWR | B E5ED 7450 1 B BLETHIL,
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AR VML : 77RiT 0 BF 1 437 B/ 5 IFF 59 43 TITRB L 7K U

k% EZBE L LT, ARIOBEAO RGBT 528,
1 RUBE RIS BB CAHN 2 53 25 813 AR DT BN L > T BRI AR 2 £2. . COM & AW T i b
DHERB 2T =LV T LIRS0 E DREEEEIRBISE T 20 EN DD,

4625 FRBRIZB T, AR (L1 3) D BALEEH 7= OB EIIA R TINT IREE L TARAIRET
RN o7, ZAUTTEEHI R OAFIHE CIRD LI E KRR (L ~L 3)47 D55 33 {43 1 BIOBBRENDOH
ETHOTIENEREE 2 LT, DEOHERE NI OIRIMBEZ BB T 22 813, 1 BRI BE 2R R EUT-REARE

DAL A BH| DGR RER TH IR E STV, UL 3 DIRIMEEE 33 MR BLL 7= #6513, BRI R P AR TR R
DIAERHY  ARELIFA L, 33 £ 32 PR3 5B 12 WELPIZISE LA, WEhORImEL FEEE LS, AR

OAFN OB G A IEITIZE LD o7, BRI 1 BB RIE BE BV TE, EEER OB I M E S EB Lo b
5, EERIMAFE =2V T ETORBLREORERZEERBIEL, #5B2TE T INLERDD, [KIMFEEE0IEL
FETHEAELE O, W= ha— A BN WA T, ECHITOE B 5.0 Basal A AV BUAI 5228

T HMENHD,

KHNDOEE. 2~4 HZRIARMBEDIEHLD b 2V MBI TH DO LA, 2 AUBERF B X3 1 BRI BB 2 L Lz
FTNORBRIZEBWVTHRDO O TND, ZOARKFETOMRMBE DRI O/ 1L, AFIOHE S 2T 07 7 AV LREERT
Bolc, RANDBGHD 2~4 HITFHTEERLETHD,

1AM 31T 2 B RZMR IS (L~L 3) SUTRRRAYIC RS2 DR MLbE (L1 2) DIEH 2 LU TIOR T,

462575% (Basal-BolusiEIE CIRE T ORI R G BE) GTHEET) 4477508k (L RYAREIE D2\ 2Bk IR 5 B 3E) (83 £ T)

(/M -5F) (/A £F)
25 0.5
i m
% 15 ¥ 0.3+
% %
10 H 0.2-
g *
5 Boqd
0 0=
1 2 3 4 5 6 7 =) 1 2 3 4 5 6 7 (=)
#E5AHSOEM ’5BAH50OHM

(R X EE R A BIE LI B E1Ch . R T AZENH DD THEG IR BN LI TH D, F IR RER (4478 3B K
N 4625 FABR) TO CGM IZHES<FHIIZ RN T, AF GREL T BREE (L R) Y T 7 IVTIRE) EORCIRIMBE O FHE I
FERITRD LN D o7, LRSS, AFNTHE 1 [BH5-03EHTHY | BB W2 LS R MO B8 25 EIE
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BETREMEA S, AL E ThHE,

1112 7FHI245F—avy GEEAR)
% R RS T AEAR, R, 2 ORS . B MRERESOERSBO LN G A R A 352

L,
()
HH #5.0 Basal A AU RBNLRRRIZ T FT74T7F% > —Tay & FLHLIZ,
(2) Z DM DEIVE
11.2 ZRHOEIER
1~5% i 0.2~ 1%A3H5 BFERY]
T R E BHECEGERS . O RE
i, BRIA JEAR )
Rt IOk E HiA AV AHURPE LI
PES M= b — LR R
SR FRELED F, BEE, R
R pEE B R I R R B
H I T L, THAER R TR
B2 6 KOV T AL ZFE, T
i
i B R ds KON & o R
HEL i e
EHBERBIOES ZefE | VESEANL BSOS GESREALAL | VRV AR r— (2 F
HFRAL IR BE BE, FESERAL N L, EETERATE | NEN O - IR,
WU FEFHERAIENR, 7RSS | N
RIS, MBS, JE, B
AR R A IR EHL N
D) FESEAL BSOS DFEIR D TR THY | TEFR ORI ST L L Q0D,
(fifE)

HARNDBINU T BRRAER CAON T BRR R AR 5 5 2 & @IV E A (TIE E BRI E 78 BB EE K OV R AR A A 52—
FEI1ZMR) | CCDS K UMLodA 2 A HN DB A IR L a B E 1A v A B O — 7 RIVE R ZRef LT,

SRIERBE - ERE

TE H BIEIE R BUEEE & SRR E R T —%

HAR NGB EZETe 4 SOEFRILIE S 3 FHFRE B (4477 3BR. 4478 3BR. 4480 3RBR M (F 4625 RER) (TR B4 &M
FFA 2 1335 BIOREIVEFAFEILRILIZLL FO LB THhoTz,

FREERISK BIVEFRBESE | BUERARBESE (%) BIfER ORI MedDRA/] (Ver.24.1)
1335 {3 168 {3l 12.6% 253 i
B AIKIE AR 4 FEBUER|H iz
% A HEE R L O 5L O E e 7 0.5% 8
A Ay R R L O SRR E TS B 5 0.4% 5
i - A By B d UM AL O MR TE (M TR 4 0.3% 4
il - A By [ETE S UM T R e 1 7 3 0.2% 3
i B BEE B UM AL R AR S H R 3 0.2% 8
il - A By B S UM AL R Wiz 57 2 0.1% 2
S B EFEE B IO G OIRRE R S e G A (U 1 0.1% 1
i A B B LU SR R AR N 1 0.1% 1
il By FEE J L UM S ET AL YR TE A 1 0.1% 1
A - A By 35 L O BB IR E SRR PRV NS 1 0.1% 1
A - A R R L O GERALOIRAE TSR PN H 1. 1 0.1% 1
il B FEE J L UM S ET AL YR TE S ALEE 1 0.1% 1
A Ay R B L O GIRALOIREE TR R 1 0.1% 1
A s Ay R R L O S ERALOIRAE ST ZE RIS 1 0.1% 1
B e S SANO R (VAPYIN 1 TSRO S 1 0.1% 1
i A B B LU SR R AR N 1 0.1% 1
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BEBIRSE | EA5E Vit 4 B pIR ik ¢
A A R d UM G- O R RE |H@%M'I9%EE 1 0.1% 1
- R REE B L O O E A AR 1 0.1% 1
R RBEE FEBMED EV 10 0.7% 14
R SR SR 6 0.4% 6
R SR R i 5 0.4% 6
e R R b R AR A 2 0.1% 2
e SR He R AEC B 2 0.1% 4
ek SR PR (UK i A g 1 0.1% 1
e R R b R 1 0.1% 1
R SR R Al R 1 0.1% 1
R SR PR ENAEES 1 0.1% 1
e SR VL B IFR 1 0.1% 1
R SR R R = 2 — R — 1 0.1% 1
HehR R P Ey=walie 1 0.1% 3
e SR e 1 0.1% 1
AR pi i R S RS 19 1.4% 22
T ST 3 0.2% 3
iRk FIkE 2 0.1% 2
iR Tt 1 0.1% 1
R BEER I RIS I 1 0.1% 1
iRk L 1 0.1% 1
[RRE [ 1 0.1% 1
R £ 1 0.1% 1
T [ R 6 0.4% 8
T L 6 0.4% 6
B s A 3 0.2% 3
H b HIL AR 3 0.2% 3
i (L 2 0.1% 2
s 1 DFEGE SR 2 0.1% 4
b AR R 2 0.1% 2
H NI 1 0.1% 1
H b 2] 1 0.1% 1
B EE e 1 0.1% 1
s R AT 1 0.1% 1
H b AR BECE BAE (R 1 0.1% 1
(NCIESENOTS e I ifn 15 1.1% 21
R KO E (BARTLALE 2 0.1% 2
s LU E LE RSN 1 0.1% 1
(NCIESANO e e 1 0.1% 1
R LU A BRIGE 1 0.1% 1
s LU e I IS 1 0.1% 1
&5, P B L O E A DHE I B - 7 0.5% 8
&, PRI UMLE A DHE R R 4 0.3% 4
55, hE R L OWLE A OHE BT\ HES B R 3 0.2% 3
&5, P B L O E A DHE it B - 3 0.2% 3
55, FEBLUMLE A DHE BFE A D R 5 1 0.1% 1
55, hE R L OWLE A OHE L 1 3 P SR A 1 0.1% 1
555, PEBIOWLE A DHE HHERLL Lo s 1 0.1% 1
fifa A AL (AR EEEEM 16 1.2% 16
R R TG T INT AT =T — BN 1 0.1% 1
fifi R e 1 1. ERE s 1 0.1% 1
i 33 OV T ALk ZITIE 4 0.3% 4
B2 35 KON T ARk Eras 3 0.2% 3
26 5 L OV T Rk b EHFESE 2 0.1% 2
R 5 OV TRk b 5 2 0.1% 2
B R 5 LUV T ARk REIRE 2 0.1% 2
26 5 L OV T Rk b % RIEYRT AT 4 — 1 0.1% 1
R 5 O TRk R LB 2% 1 0.1% 1
PR B IO A kRS R 3 0.2% 3
7 S F8 KOV A R B ti537) 1 0.1% 1
5 % S 3 L OSSR A L s SRE) 1 0.1% 1
WE R B L OSSRk E A AR 1 0.1% 1
3 A a3 OV A Rk s 2 R KA R 1 0.1% 3
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| BERIANE EAH %k RTUE Gl ik
R 5 LUV U A AV % 1 0.1% 1
IR 5. OV s P % 1 0.1% 1
I 5 L OV /L e 8% 1 0.1% 1
Dol WEE =0 PN 1 0.1% 1
Vol i 1 0.1% 1
. A e AN K 1 0.1% 1
. A P ey 1L 1 0.1% 1
SR, TR KOs (5 S 1 0.1% 1
WEBR | PERFS K OVE pE I D IR RE FI SR E 1 0.1% 1
AR B L OLERE TINAZYEPN 1 0.1% 1
o #o S5 1 0.1% 1
H B LUK b Rt g 1 0.1% 1
P PIELSE S e 7 T AT IS — B 1 0.1% 1
B L OVR B R PR B S H 1 0.1% 1

9. BRREFERICRIFIHE
L AN

10. BE®KRE
BRESN TR,

11. BRLDFE

14. BRLOZEE

141 EFIEFEEROIE

1411 HB58

(1) ARFNL JIS T 3226-2 ([ZHEHLL 7= A BUBL RS 5 AV CREA 528 ARFKNT A BUE RS $ 0w S PEOMERE v =—
RN TFATIToTND,

(2) AFIE A TR BB & % 3 T HEIR NS5 D R A WTRIO BT AITIL . FTL IS SHI T B 2 55D L F7 1%
FITHmaEd 5L,

(3) 1 KOXRKNZEHOBEIHEH LN L,

(D) AF DR ADEZATAD 1 2057 (1 BREY) 1 10 HEALITAEYS L, AAIO 5 BAEKIE 10 BEAT% 42 CRUE TTHEThb,

(fife i)

(3 TEHHZ I — Ny P AMIEZRE DS DL DD, BYDYARZ 38D DT, 1 KDORF 2D BE ALz
W2,

(D AFNE —RIEL TODREAGHT, ARSI 227 (1 HEEY) =10 BAL | Tdhd, BEAFDZL DA R Bk
M 27Yy7 (1 BRED) =1 HAL THHIZD  EEPSLETHD,

1412 BRE5ERG

RS, KER, BB, BEEICATY, RICEBALICIER 2173 G, £ O CHREITA FRIZ8 2 52 L, BRI O & T
X0 2~3cm BEL CTHHT DL,

(8.7 &IR]

(fi#70)

AL AN AN IO TRICEFTICIRUER 58 , R EINCRE T IR =V ARV R VA7 4 — N R IH L O
HERHD (VL etk (A EoEES) I3 HE 5. BEEAEANEER 8.TI0HSM),

141.3 HB52K

FHARN M O IR G- L7 2 &, TR L& FAUTEH S M NIZAD RSB E DI MERHH D
IERHDLOTEETDIIL,

(fi#0)

AENIE FHEFFHATHD, FIRNIZE G325 MEE TEASEDIZOLbIVRIEZ LT BEh b s,

1414 FDih

(1) AHN LMD FERZARE LRl BANIMOIEHREDIREIZEY | O DN T 28 EN1 55,

(2) EF BT LTSS 2/ 28, TEREHIEERT LS D% MR ERNCERVATT 2L, $Ha T -FFic3 58,
WRIRICEEE EVC LD EF IR TERWBENNH D, T, FAIORE A LCRYIEDRIK L7252 80305,

)AL AV B — N NA L A A BE R TR L TR D72,

(4) A AV =R OB AL TWDEAIFE A LN L,

G)HRITEO DN EL TN B AL THDIGEIE, LRV S,
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(6) KHND I —N) o P Z TS TR LN L, o, YU PR HWT =Ny Unb3E AR R EIRGRW2 &, i i
HRMER G- LRDIBENRDHD,

(FE3)

(D) o FHFIEDIRAIZEY, Kﬁﬂ@%t@“#ﬁ&bhﬁT EMENH DT, ﬂﬂ@%@%ﬂ&i BLRNWZE,

(2) % EREES ST, ARFNCES U EFEORET, EHHHLAIRE LIS A, 1 SOERSEEREFE A L%

G LU FORERBIREAETDHARENEN DD,

@ L BIRNIRND ATRENENR B D,
“WRIRAUZZY | O HIFRAF LT SR OB (OK) 23785, A AU AT LSS £ L7205,
HEEEVOVAZ X TDOIEBE OB | 2RO ZFHE LRER ) SBEL TWVD, FRIZEFTHREDO BT AV DR
JELFRET D, A AV RE N EOE D B O R R THFEFONIE Z D70 HEEEVDOV AT BENT 5,
AL 700 AL/ mL LA RV ARENEL, F08 1 BIGORAITH L0, 5RO 2) A1 L0
FU, St CORBEZERICLY , HEEEV R HAET D RN EWVEE X LI, LVEBRDLETHD,
HNFEELLREROIIR N HR2NZD  IELWA R BN RESNP, & RS 23 3395 v ferE A

B,
MR D AR R I | RN DR FEZACIE DI E N DD, JREDE RGO L, KRB S
DHAREMED D,
@ EH DIREAR NI L DMHAR K OB E DT LY  IES ML DR A2 | ST ZE013H D,
@ E DK L7275,

(3) AANHIEZ M FE L0, thod B THEALZRNZE,

(4) =Py IO OB AD L, TESHRIEDERI _iifﬁﬁ?iﬁhéﬁ“ PERBHD, EARNIS T I — Ny IO OB ENT 2%
9528, FRCE FETH—NyUICERZ 52 5612, TR THZE,

(5) AFF A TV DO/ WIRAITH L, @ik ;éﬁﬂfx ITHAE S DS U R E SN o T A1, RIS
FOBRAELHIERC, BRNEBTHIEN a‘oé A AV A — Ny PRIZIIERAHETTL . BT 258065, THHDHERM
ROLNTHG AT AT, LRI R 52 8,

(6)4‘/29//\47/1/%0)/)// :b_% 100 A7 /mL FAICRREFSN TV DT, 700 BAAL/mL OARFNCHWZE4E. IEL
WAL AV HENEESNT, & IR N R BTV A7 03855,

12. ZOMOEE
(E&ERFEAIZEDESR
15. ZDHDFE
15.1 ERERERICE OIELR
1511 A2 AV TR AR RIR RO 5.7 o OF T oo U B FE I ER 2 5452 L2 k0 R ILEE S 2=
FTOEDOHREDRDHD Y,
(fi#70)
AL AV DU NERE O IMBERE T A TR R ORERIE BE T U4 T oL SR E A% IR L COBIERTIHE
MBET AR RN E DT L DEED N5,

15.1.2 4705 LTS A L BIENZ G ST D, PR T 2856121, BIE R VAR 20 MEz -+ 852
LRinbx 54528,

(fF3)

WA CERINT- Prospective Pioglitazone Clinical Trial in Macrovascular Events Study (23 NTl, A2 AU BB
[18.2% (163/896 ) NiZ b TALRY L 27U & OHEFRE30.8% (266/864 ) TiZ b"CW%HﬁNﬁﬁi%%%%fﬂ
FNENZEBRESH TN, A7 VEY D AADIRM SCETYH, A AV A LA 7V 5 20 LT3
FEORHNZNERESNTND, A A AAFELROTEEMERE L TRELI

(2)FEERIREAERIZE D FHR
RIESIL T L
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X. JERGPREABRICRE 9 HIE B
1. FEHER
(E AR
VI ERIEHIZB I 2 E 0 HES M

()R & EE B RS2
RERIE H BinFE/ AR | BIER/RE Evacn 1| B b RER AR
5% B 50515
DB RS hERG cDNAIZX 4 FERHE R hERGT — /L& it IR IR 215
(in vitro) VL EHNZ T SEalas] 10 pymol/L ETHOIFFHEICHE
P E VANV Wi 7% (PRI Z L DA 1A Pk
HEK 2934 LEET,
i E A HE T 6 IR I R Fr I FEAL, TR BN R
(in vitro) TF e it H 1, 3, 10 pmol/L. | [H. IKBEALIRIE K& OV K

PO 53 R |2 M U R
TS, BRI
automatism (5 1EE)) 725
NI OB IE % Bt 5y
b RO HIRD T2,

DL =R 16 A 7. 14K Y WTNOHRICBNTH,

21 nmol/kg BHIZEIDAEE, — &R
Re. (REHE N, Lk,
QTc%ﬁﬂECGﬂiw—%

I E T ORIRIC R IE T %
= ij]&)Eﬂiﬁﬁ‘oto
TNIGEEA v—2 LK MERES3 Rz T 83 7. 14K X ECG/RTA—ZIZKIFT
18 nmol/kg BIIERD NI oT,
DA% % E—7 K MERERS | B2 F2638 M 6. 9 X ECGRIA—ZIZRKIFT
12 nmol/kg BIIERD NI oT,
FRAR AR R Zvh k6 H[EE T 25, 75, 150 ABE, —fRIRRE, (RE, B
nmol/kg BRI O TEY T A—
AN RIETHETRD LI
23T,
IR 25 R Zwh 18 H[EE T 25, 75, 150 32/ & QLS A NI

nmol/kg i & OB FORERE], — a5
R OV W e, B—
WSRO 71— 725
XlZenhanced pause (Penh,
KR 97) IS 2

DL T,
(3)F M fih ) FE IR A ERSS
<HE>

IREHOZ IR, A A F ¥ FVRN TV AR—Z — 5 ETebTHEOEMICXT 244 AV Y A 3T 7 O

ENA 7 4 =7y NER %, invitroCOBEEY B FEGOBEHIZ I VR LTZ, A1 v AV 43T 7k

10 pmol/LOPRJE T, 2MHDIEN 3T (v -7 X VR (GABA) JZBME (AT E— UEAERAL) K OHELRRF L

EUZEER) TR LT, MROBHMEY T FiEGEZARIC G0%LLE) HE L, UL, BiERBic L5 7+
0 —7 v 7 CCABANVZ BRIZET A ERITERD BT, in vivozd &M 3RFRERBR U 7R T & GABATEEIMM: XU

FORBR A VE VBEEOER O BT v R if; <. EFEOFEFHDIEN /) T CBIEL S VT2 in vitroBL EVE A BERY 72

%Zéi.ﬁ if£< Ennr—ﬁ/j ifﬁb‘k%/{%ﬂé

=HREB
(MEEESEERER
ML
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QORERGEEHR™

AR/ R #5071k Bh8 M5B (nmol/kg/ H) BRI R
%/ B 5100 (nmol/kg/ H) (g R N 6 b ]
Zvh/SD% KT 0. 25, 75, 100 nmol/kg/ H H &9 2IEHAEH Th 5 b B
HEREA-10 81 M 150/100™ TVE XIZFD IR 2 b
LA 1= DOEHET > M2 BT AR MERE D
+iR3E6iH — IR B 28 AL K OMER ifn 4 12 e [X)

ERAY ANy oY e 1} I paE S ]
TERE—BT BB DLNI,
BESNI AT, mAEE K O C-
RTIFROET, FE K R &
DI, FFigE B OB | .
JHFRE . A R B RS A . B e
1. B R OVE oD T3 FRARL AR 210

ZEAL Tt
Zvh/SD% N 1#£:0. 20, 40, 60, | /4£:80 nmol/kg/H [4.9] | M A EMEOM2ICTIZHMLETS
WEREA-20 2638 ] 80 i : 60 nmol/kg/ H [3.3] | IIIEH THDIMBERE T IEH X
1H1E JH: 0. 20, 40, 60 D ZIRA e B B T RIS
+IRZE1230H YA FC S A T2 1 DU C Il 5l 7 KB

TERE—ZT A DLNI,
BRI i, mEmEE T,
REESEN, EEH SN, B AR
FHIRAEEOE, S, BElE
Wi, Wi, 248/ B 1k e OV
A O IR B TR Th o
7o 1208 [H o [BI1E 3R & T KR IC
X, B EARN OB AL LAMNE
FTRTHER L, WT o,
H & D3 EH U2 D IR
72 RE T AH D LB 2 b

72
Fvh/SDF% KT #E: 0, 20, 40, 60 | #£:60 nmol/kg/ A [4.8] | & EREDOHEAVC TIZHMET S
MEREA-40 X1 523 [ 0, 20, 30, 40 | ME:40 nmol/kg/ B [2.6] | FFR/EH THAMPERE T /EH X
48 11 D IRM e REBRAE TR

22 AR XA 7= M 1 DT C i il 7p 3K
HIERE—ET 2B BRBOLN
Too BB SN2 biX ., bl AX
T EEHEIN (M) | BRI R
A O, S, 2Bk,
R TN N SEN =Y P aeN
DR AR E L Th ol A
VARV AT IO EIEE O
FEA LB L2007, Frl, ME
B DANREE D38 A SR 136 BB
K ONNPHA YV A E R AETed
RTORETRBETH -T2, Kb
WCERTHHTEZELTXTOR
AR EEER, AL 92
SRR SUEZ D IR 7R R

Bh#I b0 EEZ LT,
AX/E—T L BT 0.7, 14, 21/18% 18 nmol/kg/iA2[H] AR O EBET DEBIEH X
i ] S [H] VR T 7 SRR AR A (b B T
2] ) E—BT 28RN RDBIT,
+ RFEGIH INHOFT R, REHN, R R

W AR M RR D — R BB ZE (L
MR A PR A B O 254k, pE
EAL T, NERPEA R BT
Th-o7T2,

52



BhipFE/ B B 551k e M E (nmol/kg/ H) AER R
B/ Bt F 541 (nmol/kg/ H) (R RIR B =)
AR/ —T )L BT 0.6, 12/9%2 12 nmol/kg/#2[A] A AV D )T 2 HRE R X
MERES-4 2638 ] 18/12%2 [0.7] Vo T e SEERAE A (i b BE T AE
H2[a] ) =8 TR RBOBNT,
+iRER 1238 INHOPT RIE, KRR O —fi%

IRREZ AL (R BN OB
AR T Rl E & T
HoT7,

1) HEE DR IMERR D — R BEZE K M MRS I THEE R 92 SE NGB0 T2 e D IO EEIT 7,
12) E A ERC W TR M & O ERILBEAGERO b Tos) gL 7o, R L2572 hHEEEEL

7=
[N BARNBEIZRB TR & THH 15080 /B TOEMIBIT HREEICH T 5
(A& nH A ER®
ABRIE H [OLYEE Ve Beh (JLiE) % Bh & D%
B 551k UL R
A2 WD IRZE | SFEDERATF VB R M 7 —hk I AL R 23N
SRS AR Bi¥k (Salmonella FEHNEEAL R (S-9) 5,000 ng/plate
(in vitro) typhimurium) -
(DDA RMESIERSS

AL AV B IGF-1Z FIREDFE S, EEo AL AV AR BT D T TOV 7 AR L O 5L, A
Ja e ORISR T DRI ZUEHENE R 72 E | ARV AT I Din vitrolZ 31T DG B2 RFERATIZ I, A
VAV AT IOL PR T 0T 7 A TER ARV LR THY BRI WSR2 ENTED, A AU

A=2T 7 OMIAHEGERE AHRE DB 1 IR LV RV LRIBETHY , ARV AT ZIZ I DM DY A7 1 L& <72
L AVRVY AT IO FEREYFIERONT ATER P A S DBV EDRIBI LT,

(5)HEFEF 4 =S ERS
ABRIE H ByyfeaE/ Be 571k ESea Bl iy AR AR
EY #5511 R (nmol/kg/ H) (nmol/kg/ H)
B/ Bt (R IR I 5 2 b
ZIREEE DY | Ty KT 10, 40, 60, FO%E: RHEEEOBEIGEED N T, &
R-BRIEFEAE | SDR T - AR A48 100 100 nmol/kg/ H | FAHEKL OR- R D AETF~D
HEREA ~ M R -0, 10, 30, (5.6] BHAHNTE R OS2 R oo
22 e : 22 B 230 [ 60 RO : WILROLNRD 0Tz,
Bi~HE17 H 60 nmol/kg/ H
F1iGIR:
60 nmol/kg/ H
[1.9]
ReelEssA | e 0, 6,12, 18 FOME: 18 RARFEE TRV SnS, 18
/NZW3% | 2~ 19H nmol/kg/ H nmol/kg/ H $¢ 5-#E D ME2VC Tt pE
22 FURR (F84) . | OEENRRDO LI, SHICEVWE
18 nmol/kg/ H HEDER S E | AR LR D — IR
[2.2] HEZAL A FED DAV [R5 REOIE

IREZEIFCESH T, LU DiD,
WTNOFT b A A D3 H
TERIZBLET2HDEHE 2 N5,
e Y D PN g XL 4% oD B R A B
R ORI 7 BH ORI
HLOMEMEITIRDLNRN-
77
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BRI H i/ 55k B b R EREGRE
B3N B 54 (nmol/kg/ H) (nmol/kg/ H)
%R/ B [Fife PR g 55 b ]
HAEMER O | v/ BT 0. 20, 35, 50 FOMff: 35 A ARYY A27750 nmol/kg/ H
HAE®%OHR | SDR IFHR6 A~ nmol/kg/ H G5 RE T E H OFOfE T
s %22 3200 F1/4:35 FEENE R OB ENME &
nmol/kg/ H AL T-FOMETlImn»72, 50
F1ME: 35 nmol/kg/ A #% 5-#E D FOMEGPE T
nmol/kg/ H . IO ENIVEE TH
[1.2] D, FHORBLEZ LI,
F1E¥ O EERLATIZ50 nmol/kg/ H
FRENMICER 5 UG A T,
VTR TH IR IO —
AR RE L AR %21 H LY
ANIZFE T T LIRS 72 AR
%<, VO REEIMESIH S
oo TNHORET, Lo A
ORI AR BT/ B -7-FOlE6
VED KR B BLE T 5H D &
Exbn, BEH5ORBLEEZLN
72,
FO: A, FLES AR
[N BARANBE TR DGR 8 THD 150 AL/ H TOEMNIBIT AR E RIS 51
(6) 5 AT il K 14 5 B 58
B/ Rk Be5 0515 B b REREE
kg 5810
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=444 Novo Nordisk Canada Inc. T 20244F-
W74, Awigli® K ks Solution for Injection in the FlexTouch® pre—
filled pen, 700 units/mL

ZNREX | 1 INDICATIONS

13258 | Awiqli® (insulin icodec injection) is indicated for:
the once—weekly treatment of adults with diabetes mellitus to improve glycemic control.

1.1 Pediatrics (<18 years of age)
No data are available to Health Canada; therefore, Health Canada has not authorized an indication for
pediatric use.

1.2 Geriatrics>65 years of age)
No overall clinical differences in safety or effectiveness have been observed between elderly and adult
patients. Therapeutic experience in patients >75 years of age is limited.

A%} | 4 DOSAGE AND ADMINISTRATION
O H&E 4.1 Dosing Considerations

+Awigli® is available, as a single—patient use FlexTouch” pen. The pre—filled FlexTouch® pen delivers doses
in 10 units increments and can deliver up to 700 units in a single injection.

*Inject Awigli® subcutaneously once—weekly on any day of the week but preferably the same day each week.
It may be administered at any time during the day.

*The effect of Awiqli® is highest at Days 2-4 of the weekly dosing cycle, increasing the risk of hypoglycemia
on these days (see 8.2 Clinical Trial Adverse Reactions). Patients should pay special attention to blood
glucose and symptoms of hypoglycemia in this period when starting Awigli®. Awigli® should not be used in
patients with a history of hypoglycemia unawareness.

+To avoid medication errors between Awigli® and daily basal insulins or short—acting insulins, patients should
be instructed to always check the insulin label before each injection.

«Individualize and titrate the dose of Awigli® based on the patient’s metabolic needs, blood glucose
monitoring results, and glycemic control goal.

*The potency of insulin analogues, including insulin icodec is expressed in units (U). One (1) unit (U) of
insulin icodec corresponds to 1 international unit (IU) of human insulin.

*Dose adjustments may be needed with changes in renal or hepatic function or during illness to minimize
the risk of hypoglycemia or hyperglycemia [see 7 WARNINGS AND PRECAUTIONS]. Due to the long half-
life of insulin icodec, adjustment of dose is not advised during acute illness nor if patients make short—term
changes in their physical activity level or usual diet. In these situations, other applicable adjustments, e.g.
glucose intake or changes to other (concomitant) glucose lowering medication, may be considered [see 7
WARNINGS AND PRECAUTIONS].

«In patients with type 2 diabetes mellitus, Awigli® can be used in combination with oral antidiabetic agents
(OADs), when treatment with OADs does not achieve adequate glycemic control. Awiqli® has not been
studied in type 2 diabetes with all combinations of oral anti—diabetic (OAD) agents (see 14 CLINICAL
TRIALS). Patients taking concomitant OADs should consult the respective PMs for those products. When
starting therapy with this medicinal product, it is recommended to reassess the need for or the dosing of

glucose—lowering agents such as sulfonylureas and glinides. (see 9.4 Drug—-Drug Interactions)

®
1

+In patients with type 1 diabetes, Awigli® must be used in regimens containing rapid—acting or short—acting
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insulin to cover mealtime insulin requirements.
+Blood glucose monitoring is recommended for all patients with diabetes.
+ Awigli® must not be used for the treatment of diabetic ketoacidosis.

+ Awigli® must not be administered via intravenous infusion or intramuscular injection.

4.2 Recommended Dose and Dosage Adjustment

Initiation of Awiqli® in basal insulin-natve patients

Type 1 Diabetes Mellitus:

There is no clinical trial experience with Awigli® in patients with type 1 diabetes not previously on a basal—
bolus insulin regimen. Awigli® must be used as part of a basal-bolus insulin regimen in patients with type 1
diabetes.

Type 2 Diabetes Mellitus:

The recommended starting dose of Awigli® in insulin naive patients with type 2 diabetes mellitus is 70 units
administered once weekly.

Starting Dose in Patients Switching from another Basal Insulin Therapy

When switching from previous daily basal insulin to once weekly Awiqli®, close glucose monitoring is
recommended. Doses and timing of concurrent rapid—acting or short—acting insulin products or other
concomitant antidiabetic treatment may need to be adjusted.

The first weekly dose of Awigli® should be taken on the day following the last dose of once— or twice—daily
basal insulin.

When switching patients from once— or twice—daily basal insulin, the corresponding weekly Awigli® dose is
the previous daily basal insulin dose multiplied by 7, rounded to the nearest 10 units. Subsequent doses of
Awiqli® can be titrated based on the patient’s metabolic needs, blood glucose monitoring results, and
glycemic control goal.

For patients requiring a one—time additional dose:

Depending on the patient’s glycemic control and hypoglycemia history, for the first dose only (week 1 dose),
a one—time additional dose of 50% of Awiqli® may be administered. In these cases, the week 1 dose should be
1.5 x (previous daily basal insulin dose x 7), rounded to the nearest 10 units (see table 1). When assessing
the need for a one—time additional dose, the risks of hypoglycemic events (due to potential medication errors)
should be weighed against temporary worsening of glycemic control (hyperglycemia) (see 7 WARNINGS AND
PRECAUTIONS).

The one-time additional dose must not be added for the second injection onwards. The second once-weekly

®

dose of Awiqgli” is the total daily basal dose multiplied by 7, rounded to the nearest 10 units. The third and
subsequent doses of Awiqli® can be titrated based on the patient’ s metabolic needs, blood glucose monitoring
results, and glycemic control goal.

Patients receiving the one—time additional dose may forget to remove the one—time additional dose after
the first injection. Therefore, patients receiving the one—time additional dose must be instructed to check

that they inject the correct dose, especially for the first and second injections.

Table 1: Awiqli® weekly dosing examples in patients already on insulin therapy for application of the
optional one—time additional dose

Previous total daily dose of once— Week 1 with one—time additional 3
. . L . Week 2 (units) rounded to the
or twice—daily basal insulin dose (units) rounded to the nearest . b
. . nearest 10 units
(units) 10 units®

10 110 70

11 120 80

12 130 80

13 140 90

14 150 100
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15 160 110
16 170 110
17 180 120
18 190 130
19 200 130
20 210 140
21 220 150
22 230 150
23 240 160
24 250 170
25 260 180
26 270 180
27 280 190
28 290 200
29 300 200
30 320 210
31 330 220
32 340 220
33 350 230
34 360 240
35 370 250
36 380 250
37 390 260
38 400 270
39 410 270
40 420 280
41 430 290
42 440 290
43 450 300
44 460 310
45 470 320
46 480 320
47 490 330
48 500 340
49 510 340
50 530 350
100 1050¢ 700

all doses are rounded to the nearest 10 units

a 1.5 x Previous total daily basal insulin requirement multiplied by 7.

b Previous total daily basal insulin requirement multiplied by 7

¢ When the required dose is larger than the maximum dose of FlexTouch® pen, the dose may need to be
split into two injections

Pediatrics (<18 years of age):

Health Canada has not authorized an indication for pediatric use.

Geriatrics>65 years of age)

No overall clinical differences in safety or effectiveness have been observed between elderly and adult
patients. Therapeutic experience in patients > 75 years of age is limited.

Greater caution should be exercised when Awiqli® is administered to geriatric patients since greater
sensitivity of some older individuals to the effects of Awigli® cannot be ruled out. The initial dosing, dose
increments, and maintenance dosage should be conservative to avoid hypoglycemia. Hypoglycemia may be
more difficult to recognize in the elderly. More frequent glucose monitoring is recommended and the insulin
dose is to be adjusted on an individual basis.

Patients with Renal impairment.

No clinically relevant difference in the pharmacokinetics of Awigli® was identified in a study comparing healthy
subjects and subjects with renal impairment including subjects with end stage renal disease. [see 10.3
Pharmacokinetics]. Additional dose adjustment should not be necessary for patients with renal impairment.

However, as with all insulin products, glucose monitoring should be intensified and the Awigli® dosage
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adjusted on an individual basis in patients with renal impairment.

Patients with Hepatic impairment:

No clinically relevant difference in the pharmacokinetics of Awiqli® was identified in a study comparing
healthy subjects and subjects with hepatic impairment (mild, moderate, and severe hepatic impairment) [see
10.3 Pharmacokinetics]. Additional dose adjustment should not be necessary for patients with hepatic
impairment. However, as with all insulin products, glucose monitoring should be intensified and the Awigli®

dosage adjusted on an individual basis in patients with hepatic impairment.

4.4 Administration
‘Ensure that the Instructions for Use included within the Patient Medication Information, has been read and
understood before administration.

‘Always check insulin labels before administration [see 7 WARNINGS AND PRECAUTIONS].

®

‘Inspect visually for particulate matter and discolouration. Only use Awiqli® if the solution appears clear and

colourless.

®

‘Inject Awiqli¥ 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 7 WARNINGS AND PRECAUTIONS and 8 ADVERSE REACTIONS].

-During changes to a patient’s insulin regimen, increase the frequency of blood glucose monitoring [see 7
WARNINGS AND PRECAUTIONS].

-Use Awigli® pen with caution in patients with visual impairment that may rely on audible clicks to dial their
dose.

‘DO NOT administer Awiqli® intramuscularly, intravenously or in an insulin infusion pump.

‘DO NOT dilute or mix Awiqli® with any other insulin or solution.

‘DO NOT transfer Awiqli® from the Awigli® pen into a syringe for administration [see 7 WARNINGS AND
PRECAUTIONS].

4.5 Missed Dose

If a dose is missed, it is recommended that it is administered as soon as possible. Patients can resume
dosing on their regular dosing day as long as there are minimum 4 days between two consecutive doses,
otherwise patients must be instructed to continue their dosing once weekly on the new day. Monitoring of

fasting blood glucose is recommended.

(BRI E & DT XE(SPC)(2025 £ 3 A)

S4 Novo Nordisk A/S T 20244F-
RFE4 Awigli 700 units/mL solution for injection in FIJEHFE | 1mL solution contains 700units of insulin
pre—filled pen icodec (equivalent to 26.8mg insulin icodec).

Each pre—filled pen contains 700units of
insulin icodec in 1mL solution.
Each pre—filled pen contains 1050units of
insulin icodec in 1.5mL solution.
Each pre—filled pen contains 2100units of
insulin icodec in 3mL solution.

ZhEE X | 4.1 Therapeutic indications

T 5 Treatment of diabetes mellitus in adults.
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4.2 Posology and method of administration

Posology

This medicinal product is a basal insulin for once-weekly subcutaneous administration. It is intended to be
administered on the same day of the week.

The potency of insulin analogues, including insulin icodec, is expressed in units. One (1) unit of insulin
icodec corresponds to 1 unit of insulin glargine (100 units/mL), 1 unit of insulin detemir, 1 unit of insulin
degludec, or 1 international unit of human insulin.

Awigli is available in one strength, 700 units/mL. The needed dose is dialled in units. A dose of 10-700
units per injection, in steps of 10 units, can be administered.

In patients with type 1 diabetes mellitus, this medicinal product must be combined with bolus insulin to
cover mealtime insulin requirements.

In patients with type 2 diabetes mellitus, this medicinal product can be administered alone or in any
combination with oral antidiabetic medicinal products, GLP—1 receptor agonists and bolus insulin. When
insulin icodec is added to sulfonylurea therapy, discontinuation or a reduction in the dose of sulfonylurea
should be considered. See sections 4.5 and 5.1.

Awiqli 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.

Due to the long half-life of insulin icodec, adjustment of dose is not advised during acute illness nor if
patients make short—term changes in their physical activity level or usual diet. In these situations, patients
should be instructed to consult their healthcare professional for further guidance on other applicable
adjustments, e.g., glucose intake or changes to other glucose lowering medication.

[nitiation of Awigli

Patients with type 2 diabetes mellitus (insulin-naive)

The recommended weekly starting dose is 70 units and followed by individual once—weekly dose
adjustments.

Patients newly diagnosed with type 1 diabetes mellitus

The safety and efficacy of Awiqli in newly diagnosed insulin—naive type 1 diabetes patients have not been
established. No data are available. See section 4.4.

Switch from once— or twice—daily basal insulin medicinal products to Awiqli in type 2 and type I diabetes
The first once—weekly dose of Awiqli should be administered on the day following the last dose of once— or
twice—daily basal insulin.

When switching patients from once— or twice—daily basal insulin, the recommended once-weekly Awiqli
dose is the total daily basal dose multiplied by 7. For the first injection only (week 1 dose), a one—time
additional 50% Awigli dose is recommended if seeking faster achievement of glycaemic control in patients
with type 2 diabetes. For type 1 diabetes patients, this dose is always recommended (for the first injection
only). If the one—time additional 50% Awiqli dose is administered, the week 1 dose should be the total daily
basal insulin dose multiplied by 7 and then multiplied by 1.5, rounded to the nearest 10 units (see Table 1).
The one-time additional dose must not be added for the second injection onwards (see section 4.4). The
second once-weekly dose of Awiqli is the total daily basal dose multiplied by 7.

The third and subsequent once—weekly doses should be based on the patient’s metabolic needs, blood
glucose monitoring results, and glycaemic control goal until the desired fasting plasma glucose is achieved.
Adjustment of the dose should be made based on the self-monitored fasting glucose values on the day of
titration and the two prior days.

Close glucose monitoring is recommended during the switch and in the following weeks. Doses and timing

of concurrent bolus insulin products or other concomitant antidiabetic treatment may need to be adjusted.
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Table 1 Awigli dose when switching from once— or twice—daily basal insulin for type 2 diabetes and type 1
diabetes patients, in case initially (week 1) a one—time additional dose is administered

Previous total daily dose of once- Recommended Awiqli once—weekly dose (units)®
or twice—daily basal insulin (units) Woek 17 Week 2°
10 110 70
11 120 80
12 130 80
13 140 90
14 150 100
15 160 110
16 170 110
17 180 120
18 190 130
19 200 130
20 210 140
21 220 150
22 230 150
23 240 160
24 250 170
25 260 180
26 270 180
27 280 190
28 290 200
29 300 200
30 320 210
40 420 280
50 530 350
100 1050 ¢ 700

* all doses are rounded to the nearest 10 units

1.5 x previous total daily basal insulin dose multiplied by 7. One—time additional dose given in week 1 is
recommended if seeking faster achievement of glycaemic control in type 2 diabetes patients. For type 1
diabetes patients, this dose is always recommended

¢ previous total daily basal insulin dose multiplied by 7

4 when the required dose is larger than the maximum dose stop of the pre—filled pen (700 units), split dose
with two injections may be needed.

Missed dose
If a dose is missed, it is recommended that it is administered as soon as possible.

Type 1 diabetes patients

Type 1 diabetes patients must be instructed to continue their dosing once weekly. The once weekly dosing
schedule will then be changed to the day of the week where the missed dose was administered.

Monitoring of fasting plasma glucose should be performed.

If the original day of once—weekly administration is to be maintained, the time between subsequent doses
can be successively extended to finally obtain the same administration day.

Type 2 diabetes patients

If it is still within 3 days of the missed dose, the type 2 diabetes patient can then resume their original
once weekly dosing schedule. Monitoring of fasting blood glucose should be performed.

If more than 3 days have passed, the missed dose should still be administered as soon as possible. The
once weekly dosing schedule will then be changed to the day of the week where the missed dose was
administered. If the original day of once—weekly administration is to be maintained, the time between
subsequent doses can be successively extended to finally obtain the same administration day.

Special populations

Elderly

No dose adjustment is required for elderly patients (see section 4.8).

Renal impairment

64




No dose adjustment is required for patients with renal impairment. In patients with renal impairment, more
frequent glucose monitoring is recommended (see section 5.2).

Hepatic impairment

No dose adjustment is required for patients with hepatic impairments. In patients with hepatic impairment,
more frequent glucose monitoring is recommended (see section 5.2).

Paediatric population

The safety and efficacy of Awiqgli in children and adolescents below 18 years have not yet been established.
No data are available.

Method of administration

Subcutaneous use only.

Awigli must not be administered intravenously as it may result in severe hypoglycaemia.

This medicinal product must not be administered intramuscularly as it may change the absorption.

This medicinal product must not be used in insulin infusion pumps.

Awigli is administered subcutaneously by injection in the thigh, the upper arm or the abdominal wall.
Injection sites should always be rotated within the same region in order to reduce the risk of lipodystrophy
and cutaneous amyloidosis (see section 4.4).

Patients should be instructed to always use a new needle. The reuse of pre—filled 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.

Awiqli is available in a pre—filled pen. The dose window shows the number of units of insulin icodec to be
injected. No dose recalculation is required. The pre—filled pen delivers 10-700 units in steps of 10 units.
Awigli must not be drawn from the cartridge of the pre—filled pen into a syringe (see section 4.4).

For further information before administration see section 6.6.
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2 7.1 Special Populations
(202443 H) 7.1.1 Pregnant Women

Risk Summary

There are no available data with Awiqli® in pregnant women. The use of Awiqli® during pregnancy
is not recommended.

In an embryo—fetal development study, pregnant rabbits administered insulin icodec experienced
abortion, secondary to maternal hypoglycemia. In the pre— and postnatal development study
conducted with pregnant rats, pre-weaned pups developed clinical signs of hypoglycemia and
showed an increased rate of mortality compared to controls. [see 16 NON-CLINICAL
TOXICOLOGYT.

7.1.2 Breast—feeding

It is unknown whether insulin icodec is excreted in significant amounts in human milk. Insulin
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icodec was detected in the plasma of rat pups on lactation day 11, possibly due to insulin icodec
exposure from maternal milk [see 16 NON-CLINICAL TOXICOLOGY]. Many drugs, including

human insulin, are excreted in human milk. There are no adequate and well controlled studies in

i®

nursing women. For this reason, Awiqgli” should not be used while breast—feeding.

RN A DFSAT
CE(SPC)
(202543 H)

4.6 Fertility, pregnancy and lactation

Pregnancy

There is no clinical experience with use of insulin icodec in pregnant women.

Animal reproduction studies with insulin icodec have not revealed any effects regarding
embryotoxicity and teratogenicity.

Because of lack of experience during pregnancy, women of childbearing potential should be
advised to discontinue Awiqli, if they become pregnant or wish to become pregnant.
Breast—feeding

It is unknown whether insulin icodec is excreted in human milk. Available
pharmacodynamic/toxicological data in rats have shown excretion of insulin icodec in milk. A risk
to the newborns/infants cannot be excluded.

A decision must be made whether to discontinue breast—feeding or to discontinue/abstain from
insulin icodec therapy taking into account the benefit of breast—feeding for the child and the
benefit of therapy for the woman.

Fertility

Animal reproduction studies with insulin icodec have not revealed any adverse reactions on

fertility.
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7 WARNINGS AND PRECAUTIONS

7.1 Special Populations

7.1.3 Pediatrics

Pediatrics (<18): The safety and effectiveness of Awigli® have not been established in pediatric

patients.
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LE(SPO)
(202543 1)

4.2 Posology and method of administration

The safety and efficacy of Awiqli in children and adolescents below 18 years have not yet been
established. No data are available.

5.1 Pharmacodynamic properties

The European Medicines Agency has waived the obligation to submit the results of trials with Awiqli
in all subsets of the paediatric population (0 to 18 years) for both type 1 and type 2 diabetes mellitus

(see section 4.2 for information on paediatric use).
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