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HbALc 8.30£0.8 | 7.6520.9 8.2840.7 | 7.72%0.9 0.10
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0.95
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g Bl g B 5
BA 4G 1,240 8.42+1.70 53 8.57+1.65 1,179 8.41+1.70
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DAAYY TR MR TR
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@ (LAY TAIYLR
O: b RY
(Mean=*SE, n=5~6)

(mmol /L) o

(7]
a1

BE
N

w
PR 1

82y ha-2i)
N

i

o

0 30 60 90 120 150 180 210 240 270 300
B R (5)
B EETAICHHRMEET

500 1 @ (LR T AL Nn=4~5)
O:eh A R (n=3~4)

400 (Mean=£SE)

300 1

200 1

100 1

migEhA VR VIRE (pmol/L)

30 0 30 60 90 120 150 180 210 240 270 300
BERE (9
K2 EEIRHITHMPAR)VEE
) RBREMR, AR Y TRV MIA A EEEL LCHIE

()1 P FE TR B ] - Fris il
TVIL1. (2) BRIRFBR CRERR S M- M i DIHS R



VI. EWERBICEE T HHE

1. M REOHS
(1) ¥ AT 07 i g g
LBl

(2) B PR R C iRl S L7z i Hr R &
1) EpEhEE S v 7 AL

KENL, 2 DO (A RYy FINFIA ATy TRV OV T 17 74 NV A E o AT b,

OAAN 1 B REBE BT OAFEEFEEHZR DA A T A LD T 17741 (NN5401-1983)
1 BOBEPRIp BB 21 BICAA 0.5 AT /kg ZHEIR TR G-, A2 AV T A0~ (RF O8N T 55)
DIEYTRET 0T 7 AN AR LT,
AL AN T AV RO RN AN S DRI IAANZ BN THRO LT, 1AV T AR
NI G 10 22l HIZERO BAL, 5% 72 3 1T MR B IZ LT,

@ HARAN 1 BIFERISREICBIDAL AV TINT IREHREHRDEFIRETOAL RV TIIVTY
D777 (NN1250-1996) °
| BURERRIR B 22 BllcAL RV TUNT 27 0.4 Hifii/kg % 1 H 11816 HEE FHEL, 12V 7
T INT T (RENOFF N 53) OIEMBYRET 17 7 ANV EARF LI,
AL AV FUNT IO MAREITE 554 2~3 H CEFIRREICEL, EFIREOA R TINT Y
DHPRIITAY 18 Bl Th o7z, HAN 1 BUPE RN B O EFIREBIZIT 2 24 BEHIEH b A 2Y . 727
VT IIRERERS A DL NIRRT,

BAA0.4%11/kg(n=21)
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2) AT a7 7 AV
OHAN 1 BRI EE BT D2AF A 5% 03K T FH 7 77 7 /L (NN5401-1983) 4
1 AUBEIR B 21 BIZAHA 0.5 BT /kg ZHEIE TG L, RFIOH S EHT 07 70 [24 BfFEE 7 Lva—2
FENEE (I Na—27F7 0T8T 5 CIR) BT 17 7 AV 12 RE Uiz, REIOMBERE FERIZ, A2 R) TR
VN (RFNORGEN B 53) A AV T 7 NT 7 (RRIOFRZV N 5y) OVER 7 R 7 7 AV & LTz 2 DOEI43IC
KBStz (MBR) , AFNL, $55%ECMIERZ L, H 2 BT GIR M RIZEL, AFI D Hal# 5.
% OVE RGN 24 BER 2B 2 Ty \f:o



GIR (mg/kg/min)
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M7 7 0.35 Hifif /kg 1T HH24

@BARAN 1 BWERIFBEF BT DAL RN TIONT IRERGHRDOEFIRBTOA AN TINT IOIEN 7T
77 A1 (NN1250-1996)

| RUBERIRBRE 1 BBE IR B E 22 BllCA R FUVF 7 0.4 Bifi/kgZ 1 B 18] 6 AR FHEL, A2
T I NT T (RENDFZNE 53) DIES)FH) T 07 7 AN E T LT,

EHRARMEICIBIT DAL AV FULF IO 24 WL 7 N a— 2 NEE (F Vva—R 757126035 GIR) HiB
a7 7 AN, AL AV T UNT O MBERE TERIZ—ETHY, FHHTLEL TWAIEIRENT,

1 BlO5-[FIRE (24 FeH) TOAL RV F7 VT IO MMER FERL, #5-8h1% ~ 12 R & O 5% 12 B2
FECRIER ChhoTe, ARV TI/NAT 7OMERARHRMMITREL BFLz T X CoBFITB T 26 FEEZE2 T
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(4) £ - GO R
AL

2. JUERERM/ 54—
(1) T 12
LBl

(2) WL T 5
LRl

(3) T e A 5
L

W7 ITTR
M ERL

(5) 434l
LBl

(6) = D
ZMEERL

3. BEMA REaL—Lav) @

(1) fiRtfr 5 ik
ARV FTINT Y
TOT N 2 FURE R At e & LT- 3R (NN1250-3586) 21238V VT, 690 s oD I ASH I B 0 J il VT, 1-30 23—
FAVRET N EEARETT VL, ERIBIRADRET N (V7T =T :NONMEMT.1.2) (2&% PPK fRMr A FEhES -, fight
X1 259 1 (B4 119 1, Lotk 140 511 B A 84 i, F4k 16 1], #&1E 81 ], ~1L—7 39 i, #1 21 ], &5 20 fi)
THY, FEEIL 65.3kg (F/IMl~ e KAHE :37.4~99.8 kg, LLTFRIER) . JEH4EERNE 58.9 7% (20~83.1 #%) . BMI I
24.8kg/m2 (15.5~34.9 kg/m?) TdH-7=,

(2) /T A — & JEEH LR
AR FTINT Y
TIOT N 2 TR RIE 2k 42 L Uiz 3k (NN1250-3586) 21238\ T, CL/F x4 3B BOEBOMBNAT v T UL Xk
HAOWT T, 77BN O R BEM O CL/F OLOHEEE K OMEBE X ME R 72010, BT T Maidhg e
U TR K ONE AR A A 472
ZOFEFR BARN 2 BUFERITEE \TRT 2707 A 2 BPERPEE D CL/F RO G- & THIEL72 AUC OR{TEE D
FEOHEEMITLL FOLBY T, BHIRIBIZI T DARFORIETR B137 27 il 8705 RIEM CRE THHI LD RS
7=



CL/F HH & CMIEL. AUC
FU/ AR 0.994[0.916, 1.078] 1.006[0.927, 1.091]
HiFE/ A AR 1.005[0.948, 1.066] 0.995[0.938, 1.055]
~ L=y T7/HA 0.968[0.903, 1.039] 1.033[0.963, 1.108]
A A A 1.009[0.928, 1.097] 0.991[0.912, 1.077]
RTINS 1.052[0.942, 1.176] 0.950[0.850, 1.062]

LML DL OHEEE & % D 90 %IEFIXH

AR T AL
MUE R L

4. pIY
MZAY T BAEREORRBIE TEE (Tyh, 74) <55 >
MEMITEIZBNT, A AV Yy FIAF ALY TRV NOEYBIEE T 0 7 7 A VITEAIC L 0 8 X
NN ENREN., BAERIE LTEEFRETHDL Z EBRENT,

QAR FINTIORBE TG (Tyh, AR, T4) <BE>

AL AV FINT I DR TFERTANODORIII R LT, Ty b, AXBLOT ZTOEYFHFIHZRIL 60058272, 1
VAV FUNT IO BRI A BRI THY | R L L OMEEITRO DI o7, TR I~ RFEIE
<, 1 A 1 EOEEL Y ABIOSERE TAONTERIE 40 bO TARLFRE Tholz, Ty e Wi Bi7eb NS
OB CTORERCTIT, ML TREITRDODIRN o7, 708, EhORFERIIN 2 FEEHSNTEY, EhTALNLD
B RO (25 W) L2 5 R (24 Refi) & —E T 50 D Th o7,

EWFEZEC THEICH T2 AUC BEO Con i EHLBIBIITH KL REIZKH 5 CL/FITHEL TR 2B 2GR D5
iz, HEMIELIZIBENTYFX TIX@Eo7ed, ARV FTINTI7OMEE A BB (TA70) G RN OB
TIEEWIEIZEDEDEE X HIND, HONT O EREITIEE /NS ARV TN T IR ER T EEERL TV
DIEDTRBENTZ, BH VT T ATELT VM, AX, TEBLOENCRIRE Tholz, ZOZET, ARV TIAT Y
DA BERBEENENZEE—HT 5,

@A AV TASNVIDOREIE TG (Foh, AX, 74) <55 >
TN AXROTZNIAL AV TRV I[P A AN TASVNERE TR G LICEED T 1, FHEL 10~20
43 30~48 Sy B OV T3 45, tiyeld 15~24 4y, 67~114 53 RN 7T 43T v bR OA XTI Y BENRE I = RITRO HNRH -
72
TETIIAL AV T ANVNMIER LAY 0BT RN S, D MIE P EEENREITE R A R J0% Toa 23S
Crnax DNEEZ R 3FRD BT,
FohTIER 80~90%, A XTIXITIFZRATRINE L, AL AV TR YLMNE TGO ASAFT _RATEVT I E NI EN
IREITZ,
AVA)Y TRSVRE M VA KA G- (T T B, A% 8 H ) Liz&Z O3B R BRI D B>
7o Fiz, KEBE BRI W TR G BIRFERRD BN,

B ARV TINT I OEGIHABIRYERE T 7 7 7 A L K OUMUERE N EA (NN1250-1992) <ShEAT — % >
TREREHERE 20 BIICAA] 0.4 HLAT/kg 2 RERER, MR, EREEBICHLEI R TG, 24 R 7 Va3 — 275 7 FIZHBWT,
IEMBNRET 17 7 AL R OMIMERE FVER ARG T2, o1 RV BRI B 1% THALIA LI, ARAIOHRIET & (AUC,-
1oonsp) (., KERER~D T F G-l L, JEE T EBE~D R TR 5T 6~T%h K& 7=, JEEET HERE KRS T
DAFNOWEFE B DOFEWIZMAERE FIERDOEEALZOLTHO TId b o7z,



5. 9%
(1) g — A BE P et e
LR

(2) 1 — W BE FY sl 14
ARV FTINTY
<BE>AL RV FUNVT 7 (125nmol/kg/ B) % | SEYRMED Y MO AZE% 6 H B35 20 H BETHREL, Bk 5% 3 &
N9 IRe ] B ARURIE K OB IR ik A8 B L7, R VE oD i3 Hrig 2 2 ZAEARMED i iE HIREE 2D 247 53D 1 (& 5144 3
BT ) KON 124 450 1(9 BRI E) THY, ARV F 7T 70 JeAR 8B O 3D TRV ZEAVRENTZ (K1%) ,

ARV T AV

<BE>[PIFA AV TASYVE 1.0 B /kg Z4LHR 15 H B OMEHET Y MCHRBIE 5L B51% 0.5 R O#
Y OB NEEERE | R, RREIM O K OKELAR P R AR IR BE 13 REEh A o0 M Hhf B JORL REEMDDORN. KK OR
IRTIEELIRWMEE R LT,

(3) Hit ~DBATIE
AR FINT Y
<BZ>[PHIAV RV TUNT 7 25nmol/kg Z4# AT MIHEIE TG LZEZA Hit FITHEREA RS L7223,
FLIT TR RE R B M 8 T AR L FL R/ P B 0.07 (3R 5% 1 IR H) 25 0.67 (3% 544 8 IR H ) O#iFH Tdho
Too AV AV FZ VT 7O MR R (AUC-g) 1 FLIH FPIREE BRI 3 5@ -7,
HPLC Zp#rOFER, 5% 1~8 BEIETOAN I, ARV TIUNT IREE, 2 FOREWY., ORI F T LK
(CHy0) 2BRD 4 FEOKERRRAL 73 23R S a7, BEFE BT (AUCo-s) TlE, FITF D LKL H E 2857 (46%) THY
WNTAL R T UNT IR (26%) & 2 FEORH (CE AL 26% K% T 2%) DI TH T,

P2 IN I VAV AN
<BEB>[PIHA AV T AV 1.0 B /kg B ieth 7 H AN OB MCHREI R TG L7cE &, # 5% 0.5 FEH]
CIEFL H R LT R RS 514 4 BRIl &720 . IAE R IR EE D) 50 fEDEE R LTz, AUCq o DFLTT
/IHELLIER 30 THHT,

(4) Bt~ OB T
G RL

(5) & DM DI~ DA TIE
AR FTINT Y
<HEB> [PHIAV AV TUNT 7 25nmol/kg %7y MHAIR NEHLI2EZA | &FHREH OIS RED e i B3 1% 5%
2~5 BRI ICEDITZ, B M OV Gk /IS b - > 1) | RO CTISE, 8 M OIS ieh WO R RE D R i STz, ook
RO KBRSy CIIHLRE/ MAE AP AT L1302 L&D T2, BAEDS WIENTZA AUy T2 VT 7 OS5y D3 i 7= A
FEICHEEGL TR, #VTHERICREDLE E BRI E THIBE L OFICZ R EE N L TEIAENGEE 2 D,
[P A RV T 7077 6nmol/kg &7y M HEIFFIRINE 5 L2 &&b | RO R B3RO b,

AL Ay T AL

<BE>[PIFAv R TAYVR 1.0 BAL kg A X Ty MIH B TG UZEE 2O TR 5% 0.5 B
X2 Rl BRI B 555 XCIL 72 KR, T b TIE 168 BRI E TR EIBE L, MIFL0E @S REZ 7R
U7-Bgi2e K OHEARRIT . ORI, #5307, T LB BE (BRI H) M OWNED . KER (S . KEIR (G ThoT-,



(6) MAERE A&
AR FTINT Y
ARV TUNT RN E AREA RN 998 EEEL. TV T IVRELAET-ABEE ThoTo, A AV TITNT
JDENMLIET VT I L OfRREER (Kd) 1%, 0.46~0.56 ThHo7z,

A A) Y T AV
Syl AR, TH TFERRENTBNT, [P R TRIVRD i vitro |28 B MEE- A S 3 (FERE SRS
DA EE ISR EE D L) 1T FHERL 0.71~1.21, 0.98~1.07, 0.77~0.89, 0.74~0.82 }2 X 0.90~1.01 THY, @\ /-
A EFREEITRED DR T,

6. ¢
(1) FRAEEBAL K ORI

ARV FTINTY
<BE S FERERROFERINOIL, ARV FIINTFIEE AU ONREHRBIZFR T ThDHEE 25T,
ALY FINTIFEM P RAY U ERIBRIC L U TR AR A ST LT B IA B4 BN T RS LD 2 EAVRIEE
iz,
A A T AV
<BEZ>TMR A PIA R TAYVR 1.0 Bl /kg ZHEIF FHEGUIZEEOMmE, R, 3 (I XOR) | i
O ORI E T4 7a~ 7 =1 TRt LIRS R . BB REY — 21, 8 21 XU [P AR 7
AV R, SOIZHERE 21 2RISR A AR RSN T TR XTI TIUMEEE 251, Ty O B W T
AR T ROV RN B SN D EAVRENT,

Q) fR#ticE 5T 2% (CYPE) O+, 5%
MY BRI

(3) PIELE B RO R O OB
AL

(4) (RBH DTEED A R OTEIERE . (7PN
AL

7. it
(1) BEtt B e UHR B
AR FTINT Y
<BE>T v MIBT D ERPRIBIIIRF Ch o7,

ALV RY Y T AR
<ZE> TP, 7y b, A XTEHRTTH -7,

(2) BEitt 2=
ARV TINT Y
<BESPHIAV R TINT 7Ty MNCHE G THRSLEEE, JRPYEINERIT 37.4%, FEPPERIT 22.3% TH -7,

AL RYY T AL
<BE>[BIFA R TAYVR 1.0 BAL/kg T MR O XIZHR E FRG LT e& IR P HEIERIZT M T 77~88%,



AXTIL 16~TT% T o7z, THPEMRITT VN TIE 9~10%, A XTIL 11~12%TH -7z,

(3) it
L

8. F5URK—5—I BT Bk
L

9. B BICLBRARE
L

10. BEDEREZHTHESE
(1) EE B 2EYBE 0T 7 4L GHEAT—4)
DEEREZDOA VR Y TR COEWERETOT 74 /L (NN5401-1981) ' °
HEAE (19~33 7% : X 4Hm 25.4 7%) S OVE i (65~79 1 : EHIAFE D 68.2 1) O 1 BUREIR I BA\TARA 0.5 BT /kg 2B
Bl 5L, AKIE 5% DM EEL R E LT, A AV T A2V (RFIOABED R 4Y) OB i s IR E
DRI, R IZB O THIRD DI, BHER K O HERE OIRWENRET 07 7 A WGEWIZRO HIVRh o7z,

AH 0.5 HAL/ kg
AUC1on.sp b (EIRRE /25587 [95% (5 HEH X 4] ]
1.27[0.97; 1.65]

FHEF n=13, @i n=14
KA 0.5 Bz /kg: A AV T ALK 0.15 Bifir/kg R O RV F 20527 0.35

BN /kg 1 TAH

NDAVAR) Y THLTIREERBSEDEBRETDA VR Y THILTIOEYHETO T 7 4L (NN1250-

1994)16

FAE (19~34 7% LN 27.1 %) R OE D (65~78 % : FHIEEM 67.8 %) O 1 AUPERIFBE 1A AV TINVT Y
0.4 Hifi/kgZ 1 B 1 B 6 HFEHEL, 12V FUNT 7 (KFIOFRNFIE4Y) O E H KRBT % AFH| o 2y i e
ZRRETLIZ,

AR FINT IOV CRE L EYEIE T 07 7 AOVIXEERE 2BV ChR0 b, FAFEE K OE kg O3y H)

77 7 A ATEWTRD bR -T,

AUC ; g Hu[95%/5 #E X [H]] Cruxss FL[95%1 HE X ]
oY EcyE 1.04[0.73; 1.47] 1.02[0.74; 1.39]
il n=13, HEE n=13

(2) NRICBT DARBNEEELSEHZDA ATy TASUVRRRAS Ay FIAT 7 ORYEE T a7 7 AL
(N\N5401-1982) (EIANT—H) 17
IR (8~11 % : EHIEMRD 10.3 #%) . TFAEM (12~17 5% : TFEIEERD 14.7 m%) B OB (18~57 % : FEHI4EMRS 25.1 %) D 1
BUBE PRI BB VCARAN 0.5 BN /kg ZHARBIR T 5L, AAI1HK 5% OB e FLIc, MARFIZBW TR b
oA AN T AV (RFI ORI 5y ) OB/ ISR S DRI, /N R OF B IRV THRR
DHITz, ARV T AV SO EE B K OV il 7 B 1Tk A BT K0/ NI B W TR EL A B L F 41



BECRETHT2, Fo. ABE TRDONTZAL RN FUNTF 7 (RFI O L) DR WY EgE T 17 71
MM R OEEBBFICBOTHLROLNT, BRI S5%HOA R TUVT 7 OMBRERITRABE L0/
DFAEBRF B O TREDN ST,

AL R T AU Y AUCq1gn.sp H[95%15 48 X 1] Cuaxsp FE[95%EHEIX ]
ANV IN 1.69[1.02; 2.80] 1.66[1.10; 2.51]
HE/ RN 1.14[0.76; 1.69] 1.16[0.84; 1.61]

ALRY T TNT JH Sy AUC o 5p H[95%15 #H X ] Cnax.sp L [95%15 #E X 1]
AN RN 1.42[0.94; 2.16] 1.38[1.09; 1.76]
B/ 1.23[0.96; 1.58] 1.16[0.95; 1.42]

AHN 0.5 AL /kg: A2 AV T AILE 0.15 Bz /kg e O A 7057 0.35 BN /kg (2FE2Y
/MR n=12, HHE n=13, A n=13

(3) BHSREFEEREFICB T DA LAV Y TIULVT IVHEERESHDA R v T 7T 7 OEYEIEE (W1250-1990)
GMEAT—%)18
EX R E DR DR DB (VLT F =077 5 Z (mL/min) (I HES<AHE, BREE (50 LI E 80 LLF) | H&5EE (30 L
1= 50 ) . B (30 KW . KM (MK ENT 2 ML T HBHE) I/ AV T NAVT 7 0.4 AL /kg ZHEIFEEL, A2
AV FUNT 7 (RRIOFNILE 5y) OIRYBEhRES el UT-, BRI E B LR N OBy BIiE 7 07 7 A VIE

WITERSH LRI,
AUC 150n,sp Ht [90%1E 48 X fH ]
R/ IEH 1.12[0.77; 1.63]
W/ IEE 1.12[0.78; 1.60]
HE/ B 1.20[0.83; 1.74]
K/ IE 7™ 1.02[0.74; 1.40]
) R BAA T HRBITONTIL, $#51% 68 Bl E CoOREICESERHLE
AUCp-w sp

IEH n=6, B n=6, 1EEE n=6, HE n=6. K n=6

(4) MHEREEERFICRB T LA AV Yy TIOAT 7HEERGH%HOA A ) T 7VT 7 03EyEhRE (NN1250-1989)
GMEAT—%)1°
RFHERERE T O FRE 0 #4722 B35 [ Child-Pugh scores (ZFH-3< 5358, B : Grade A (5~6 RAN) |, H5EE : Grade B(7~9
RALVE) B :Grade C(10~15 RAVE) NIAL RV FINT 7 0.4 BAL/kg ZHAIERGL, A2V FI7LT7 (K
B OEFNRIE 4y ) D IRYEhEEZ Lhls U=, FFARREREE B LR A DAL R T ONT I ORYBRE T 07 7 A T
BEWVIIERO LN T,

AUC-120n,50 Lt [90%(5 85 X [ ]
R/ EH 0.95[0.77; 1.16]
W R/ R 1.00[0.82; 1.22]
HE/ER 0.92[0.74; 1.14]

IE% n=6, #& n=6, HEE n=6, /¥ n=6
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BEELEARKIE
8.1 KMBEICBET 2 EEICHOVWT, ZOXLELEDBEKRVPETORBEICHAMIESED 2 L, [9.1.2,
11. 1.1 2]
(fifeasi)

AHNOFEAZ IR MAE L FZ L0305, RMHEIZEE T 21EE M OZ DAL OWT, BEHE K OZDFBEIZ 57155
THIE,

82 (KMBHEREZLZ T ZENnHHOT, BATEE, BEEOERSG I IEH L CWABRE IR G THLXIER TS
& [11.1.1 /]
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8.3 JFRERENRHLONDIIENHDLO T, BEREH0IATV, BEDPFROLNTIG AT AV R EF 3578
VBRI PAY UK B N
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BEE STV B RRD OB A I OB R A SEA~EE 35708 OB ETHZ L,

8.4 ZIMInifpEa L b — TR BE IR B IRE O BRAEA L ST IR JEPT R 5 IR MR E (EELTH
JEME) MHHDONDZENHIDOTHEETHIL,

(figeai)
M= hr— L ORI B AT, SRR IR R T2 &0 MEUE ., RO JE 7 50 ORI E 3B L 3 2 WTREME S B, 72
By ZHIUTFRK 13 4F 8 H 21 AATOA AU RN 32 A G5B 23R 22 o AR B A I I RS il ©
0D,

85 AHIDHCIEHICHIZ-> T, L TFTORICHETDHIL,
B HBECOWTH SR BEIMEFEML 0L, BE B OMEICR G TEHILEMA L LT, ERiOE AR
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BT EN T BRI E AL T IOEE T 5,
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B O EHEITHHAT BESAOBEEOORIRIC I BFEEE L — VT TN SR RAFEESNA LD, RE T2,

8.6 AAILMODA LAY RFNZ REX RN | HETER T DRNCAHNOT NN RGBT D80 B fe 8T
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RYZODEG® 70/30 FlexTouch® 1 mL of the solution contains 100 U insulin
solution for injection degludec/insulin aspart (70% soluble insulin degludec and
RYZODEG" 70/30 Penfill® 30% soluble insulin aspart) equivalent to 2.56 mg salt—free
R4 solution for injection FIEHIKE | anhydrous insulin degludec and 1.05 mg salt—free
anhydrous insulin aspart. One pre—filled pen or cartridge
contains 3 mL, equivalent to 300 U of insulin degludec/
insulin aspart.
Zhie 25 | For use in diabetes mellitus in patients aged 6 years and older.
it JH& | Dosage

RYZODEG 70/30 is a soluble insulin product consisting of the ultra—long acting basal insulin degludec and the
rapid acting prandial insulin aspart in a ratio of 70:30.

RYZODEG 70/30 can be administered once— or twice—daily with the main meal(s). However, if advised by a
healthcare professional, when needed, the patient can change the time of administration as long as RYZODEG
70/30 is dosed with the main meal when taken once daily.

The potency of insulin analogues, including RYZODEG 70/30 is expressed in units (U). 1 unit (U) of RYZODEG
70/30 corresponds to 1 international unit (IU) of human insulin and one unit of most other insulin analogues.

In patients with type 2 diabetes mellitus, RYZODEG 70/30 can be administered alone, in combination with oral
antidiabetic products approved for use with insulin, and in combination with bolus insulin.

In type 1 diabetes mellitus, RYZODEG 70/30 is combined with short—/rapid—acting insulin at the remaining
meals.

RYZODEG 70/30 is to be dosed in accordance with individual patients’ needs. Pre—meal plasma glucose levels
should be used to evaluate the adequacy of the preceding dose.

Initiation

Adults with type 2 diabetes:

The recommended total daily starting dose of RYZODEG 70/30 is 10 units with meal(s)

followed by individual dosage adjustments.

Patients with type 1 diabetes:

The recommended starting dose of RYZODEG 70/30 is 60-70% of the total daily insulin requirements.
RYZODEG 70/30 is to be used once daily at mealtime in combination with short—/rapidacting insulin at the
remaining meals followed by individual dosage adjustments.

Transter from other insulin medicinal products

As with all insulin products, close glucose monitoring is recommended during transfer and in the following weeks.
Doses and timing of concurrent rapid—acting or short—acting insulin products or other concomitant anti—diabetic
treatment may need to be adjusted.

Patients with type 2 diabetes:

Patients switching from once daily basal or premix insulin therapy can be converted unit—tounit to once daily
RYZODEG 70/30 at the same total insulin dose as the patient’s previous total daily insulin dose, or twice—daily
RYZODEG 70/30 using half the total daily dose twice daily.

Patients switching from more than once daily basal or premix insulin therapy can be converted unit—to—unit to
once daily or twice—daily RYZODEG 70/30 at the same total insulin dose as the patient’s previous total daily
insulin dose. Patients switching from basal-bolus insulin therapy to RYZODEG 70/30 will need to convert

their dose based on individual needs. In general, patients are initiated on the same number of basal units.

Patients with type 1 diabetes:
The recommended starting dose of RYZODEG 70/30 is 60-70% of the total daily insulin requirements in
combination with short—/rapid—acting insulin at the remaining meals followedby individual dosage adjustments.




Flexibility in dosing time

RYZODEG 70/30 allows for some flexibility in the timing of insulin administration as long as it is dosed with the
main meal(s).Patients should not take an extra dose to make up for a missed dose. If a dose of RYZODEG
70/30 is missed, the patient can take the missed dose with the next main meal of that day and thereafter resume
the usual dosing schedule.

Avoidance of accidental mix—ups

Patients must be instructed to always check the insulin label before each injection to avoid accidental mix—ups
between RYZODEG 70/30 and other insulin products.

Special populations

Elderly (> 65 years old)

RYZODEG 70/30 can be used in elderly patients. As with all insulin products, glucose monitoring is to be
intensified and the insulin dose adjusted on an individual basis.

Renal impairment

RYZODEG 70/30 can be used in renal impaired patients. As with all insulin products, glucose monitoring is to
be intensified and the insulin dose adjusted on an individual basis.

Hepatic impairment

RYZODEG 70/30 can be used in hepatic impaired patients. As with all insulin products, glucose monitoring is
to be intensified and the insulin dose adjusted on an individual basis.

Paediatric population

RYZODEG 70/30 can be used in children and adolescents from the age of 6 years (see section 5.1 Clinical trials).
When changing from another insulin regimen to RYZODEG 70/30, dose reduction of total insulin needs to be
considered on an individual basis in order to minimise the risk of hypoglycaemia (see section 4.4 Special Warnings
and Precautions for Use).

RYZODEG 70/30 should be used with special caution in paediatric patients because data from the clinical trial
indicate that there may be a higher risk for severe hypoglycaemia (see sections 4.4 Special Warnings and
Precautions for Use, 4.8 Adverse Effects (Undesirable Effects) and 5.1 Clinical trials).

Method of Administration

RYZODEG 70/30 combines the ultra-long acting basal insulin degludec and the rapid acting

prandial insulin aspart in one injection.

RYZODEG 70/30 is for subcutaneous administration only. RYZODEG 70/30 must not be administered
intravenously as it may result in severe hypoglycaemia. RYZODEG 70/30 mustnot be administered

intramuscularly as it may change the absorption. RYZODEG 70/30 must not be used in insulin infusion pumps.

RYZODEG 70/30 is administered subcutaneously by injection in the abdominal wall, the upper arm or the thigh.
Injection sites are always to be rotated within the same region in order to reduce the risk of lipodystrophy and
cutaneous amyloidosis (see sections 4.4 Special Warnings and Precautions for Use and 4.8 Adverse Effects
(Undesirable Effects)).

RYZODEG 70/30 FlexTouch® is a pre—filled pen designed to be used with NovoFine®disposable needles.
FlexTouch delivers 1-80 units in increments of 1 unit. RYZODEG 70/30 Penfill® is designed to be used with
Novo Nordisk insulin delivery systems and NovoFine disposable needles.

Dosage Adjustment

As with all insulin products adjustment of dose may be necessary if patients undertake increased physical activity,

change their usual diet or during concomitant illness.
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e 4 Ryzodeg HIFZFEHE | 100units/mL 3mL PenFill, 100units/mL 3mL FlexTouch
Zhhe-Zh 3 | Treatment of diabetes mellitus in adults, adolescents and children from the age of 2 years.
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This medicinal product is a soluble insulin product consisting of the basal insulin degludec and the
rapid—acting prandial insulin aspart.

The potency of insulin analogues, including Ryzodeg, is expressed in units. One (1) unit of this insulin
corresponds to 1 international unit of human insulin, 1 unit of insulin glargine, 1 unit of insulin detemir or 1
unit of biphasic insulin aspart.

Ryzodeg is to be dosed in accordance with the individual patient’s needs. Dose—adjustments are recommended
to be based on fasting plasma glucose measurements.

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

Patients with type 2 diabetes mellitus

Ryzodeg can be administered once or twice daily with the main meal(s) alone, in combination with oral antidiabetic
medicinal products, and in combination with bolus insulin (see section 5.1). When using Ryzodeg once—daily,
changing to twice daily should be considered when higher doses are needed, e.g. to avoid hypoglycaemia.

Split the dose based on individual patient’s needs and administer with main meals.

Patients with type 1 diabetes mellitus

Ryzodeg can be administered once daily at mealtime in combination with short—/rapid-acting insulin at

the remaining meals.

Flexibility in dosing time

Ryzodeg allows for flexibility in the timing of insulin administration as long as it is dosed with the main meal(s).
If a dose of this medicinal product is missed, the patient can take the missed dose with the next main meal

of that day and thereafter resume the usual dosing schedule. Patients should not take an extra dose to make
up for a missed dose.

Initiation
Patients with type 2 diabetes mellitus
The recommended total daily starting dose is 10 units with meal(s) followed by individual dosage adjustments.

Transfer from other insulin medicinal products

Close glucose monitoring is recommended during the transfer and in the following weeks. Doses andtiming

of concurrent rapid—acting or short—acting insulin products or other concomitant antidiabetic treatment may
need to be adjusted.

Patients with type 2 diabetes mellitus

Patients switching from once—daily basal or premix insulin therapy can be converted unit—to—unit to once—

or twice—daily Ryzodeg at the same total insulin dose as the patient’s previous total daily insulin dose.

Patients switching from more than once—daily basal or premix insulin therapy can be converted unit—to—unit

to once— or twice—daily Ryzodeg at the same total insulin dose as the patient’s previous total daily insulin dose.
Patients switching from basal/bolus insulin therapy to Ryzodeg will need to convert their dose based on individual
needs. In general, patients are initiated on the same number of basal units.

Patients with type 1 diabetes mellitus

The recommended starting dose of Ryzodeg is 60-70% of the total daily insulin requirements in combination with
short—/rapid—acting insulin at the remaining meals followed by individual dosage

adjustments.

Special populations
Elderly & 65 years old)
Ryzodeg can be used in the elderly. Glucose monitoring is to be intensified and the insulin dose adjusted on an

individual basis (see section 5.2).
Renal and hepatic impairment
Ryzodeg can be used in renal and hepatic impaired patients. Glucose monitoring is to be intensified and the

insulin dose adjusted on an individual basis (see section 5.2).




Paediatric population

There is no clinical experience with the use of this medicinal product in children below the age of 2 years.

This medicinal product can be used in adolescents and children from the age of 2 years (see section 5.1).

When changing from another insulin regimen to Ryzodeg, dose reduction of total insulin needs to be considered
on an individual basis in order to minimise the risk of hypoglycaemia (see section 4.4).

Ryzodeg should be used with special caution in children 2 to 5 years old because data from the clinical trial
indicate that there may be a higher risk for severe hypoglycaemia in children in this age group (see sections
4.4, 4.8 and 5.1).

Method of administration

Subcutaneous use only.

This medicinal product 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.

This medicinal product must not be drawn from the cartridge of the pre—filled pen into a syringe (see

section 4.4).

Ryzodeg is administered subcutaneously by injection in the abdominal wall, the upper arm or the thigh.
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).

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).

Ryzodeg 100 units/mL solution for injection in pre—filled pen

Ryzodeg comes in a pre—filled pen (FlexTouch) designed to be used with NovoFine or NovoTwist injection
needles. The pre—filled pen delivers 1-80 units in steps of 1 unit.

Ryzodeg 100 units/mL solution for injection in cartridge

Ryzodeg comes in a cartridge (Penfill) designed to be used with Novo Nordisk insulin delivery systems and
NovoFine or NovoTwist injection needles.
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4.6 Fertility, Pregnancy and Lactation

Effects on fertility

Animal reproduction studies with insulin degludec have not revealed any adverse effects on fertility.

In a combined fertility and embryofetal study in male and female rats, treatment with subcutaneous doses
of insulin degludec up to 21 U/kg/day (yielding 5-6 times the AUC in humans at a clinical dose of 0.8
U/kg/day) prior to mating and in female rats during gestation had no effect on mating performance or
fertility.

In reproductive toxicity studies, insulin aspart did not affect the fertility of male and female rats but caused
a slight increase in pre—implantation loss at subcutaneous doses greater than 10 U/kg/day. Similar effects
were seen with human insulin.




Use in pregnhancy

Pregnancy Category: B3

There is no clinical experience with RYZODEG 70/30 in pregnant women.

In rats, decreased fetal weight was observed following treatment with insulin degludec and insulin aspart in
combination at a subcutaneous dose of 30 U/kg/day (resulting in 8 and 24 times the AUC in humans for
the respective insulins at a dose of 1.08 U/kg RYZODEG 70/30). In addition, an increase in fetal skeletal
abnormalities was found in a rat embryofetal study conducted with insulin degludec alone.

In both cases, similar effects were seen with human insulin, and are probably secondary to maternal
hypoglycaemia.

Animal reproduction studies have not revealed any differences between insulin degludec and human insulin
regarding embryotoxicity and teratogenicity.

In general, intensified blood glucose control and monitoring of pregnant women with diabetes mellitus are
recommended throughout pregnancy and when contemplating pregnancy. Insulin requirements usually
decrease in the first trimester and increase subsequently during the second and third trimester. After
delivery, insulin requirements usually return rapidly to pre—pregnancy values.

Use in lactation

There is no clinical experience with RYZODEG 70/30 during breast—feeding. In rats, insulin degludec and
its metabolites were secreted in milk; the peak concentration of insulin degludec in milk was less than

half of that in plasma. It is unknown whether RYZODEG 70/30 is excreted in human milk.

No metabolic effects of RYZODEG 70/30 are anticipated in the breast—fed newborn/infant.

RRINIRfT S 4.6 Fertility, pregnancy and lactation

(SPC) Pregnancy
(2021 #£9 H) There is no clinical experience with the use of this medicinal product in pregnant women.
Animal reproduction studies have not revealed any difference between insulin degludec and human
insulin regarding embryotoxicity and teratogenicity.
In general, intensified blood glucose control and monitoring of pregnant women with diabetes are
recommended throughout pregnancy and when contemplating pregnancy. Insulin requirements usually
decrease in the first trimester and increase subsequently during the second and third trimesters. After
delivery, insulin requirements usually return rapidly to pre—pregnancy values.

Breast—feeding

There is no clinical experience with Ryzodeg during breast—feeding. In rats, insulin degludec was
secreted in milk; the concentration in milk was lower than in plasma.

It is unknown whether insulin degludec/insulin aspart is excreted in human milk. No metabolic effects
are anticipated in the breast—fed newborn/infant.

Fertility

Animal reproduction studies with insulin degludec have not revealed any adverse effects on fertility.
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4.4 Special Warnings and Precautions for Use

Paediatric use

Safety and efficacy of RYZODEG 70/30 in children less than 2 years have not been
established

4.8 Adverse Effects (Undesirable Effects)
Description of selected adverse reactions

Paediatric population

RYZODEG 70/30 has been administered to children (6-11 years) and adolescents (12-18
years) for the investigation of pharmacokinetic properties (see section 5.2
Pharmacokinetic Properties). Clinical trials have been performed in children aged 2 to
18 years. The frequency, type and severity of adverse reactions in the paediatric
population do not indicate differences to the experience in the general diabetes
population with the exception of a signal of higher occurrence of severe hypoglycaemia
compared to a basal-bolus regimen in the paediatric population (see sections 4.2 Dose
and Method of Administration, 4.4 Special Warnings and Precautions for

Use’ and ‘Clinical trials’ ).

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic Properties

Clinical trials

Paediatric population

The efficacy and safety of RYZODEG 70/30 have been studied in a randomised, controlled
clinical trial in children and adolescents with diabetes mellitus type 1 for a period of
16 weeks (n=362). Patients in the RYZODEG 70/30 arm included 40 exposed children aged 2-
5 years, 61 children aged 6-11 years and 80 adolescents aged 12-17 years. RYZODEG 70/30
dosed once daily with the main meal plus insulin aspart for the remaining meals showed
similar reduction in HbA,. at week 16 and no differences in FPG and SMPG compared to
comparator insulin detemir dosed once or twice daily plus mealtime insulin aspart. At
week 16, the mean total daily insulin dose was 0.88 vs 1.01 units/kg in the RYZODEG 70/30
and insulin detemir arms, respectively.

Table 9: Mean change in HbAlc at week 16 for RYZODEG 70/30 versus insulin detemir in paediatric
patients with type 1 diabetes mellitus

Trial 3816
RYZODEG 70/30 once daily + IAsp | IDet once daily/twice daily +
IAsp
N Mean (SD) N Mean (SD)
1-5 years 40 -0.4 (1.0) 41 -0.5 (0.8)
6-11 years 61 -0.1 (1.0) 61 -0.3 (0.9)
12-17 years 80 -0.3 (1.0) 7 -0.1 (1.0)




Table 10: Hypoglycaemia rates in a 16 week trial with RYZODEG 70/30 versus insulin detemir in paediatric
patients with type 1 diabetes mellitus

Trial 3816
RYZODEG 70/30 once daily + IAsp IDet once daily/twice daily + IAsp
N [ n | % | E|R N [ ol % [ E|R

Confirmed Hypoglycaemia
1-5 years 40 39 97.5 520 4335 41 37 90.2 559 4564
6-11 years 61 56 91.8 960 5140 61 58 95.1 1065 5809
12-17 years 80 73 91.3 1052 4366 7 69 89.6 1048 4490
Severe Hypoglycaemia
1-5 years 40 4 10.0 5 42 41 2 4.9 2 16
6-11 years 61 3 4.9 4 21 61 0 0.0
12-17 years 80 4 5.0 5 21 77 1 1.3 2
Nocturnal Confirmed Hypoglycaemia
1-5 years 40 18 45.0 55 459 41 21 51.2 52 425
6-11 years 61 38 62.3 108 578 61 34 55.7 85 464
12-17 years 80 45 56.3 153 635 77 51 66.2 154 660

N = Number of patients

n = number of patients experiencing an event

%: Percentage of Subjects with the Event

E: Number of Events

R: Event Rate per 100 Patient Year(s) of Exposure

Efficacy and safety evaluation for adolescent patients with type 2 diabetes mellitus has
been made using data from adolescent and adult patients with type 1 diabetes mellitus
and adult patients with type 2 diabetes mellitus. This assessment supports the use of
RYZODEG 70/30 in adolescent patients with type 2 diabetes mellitus.

5.2 Pharmacokinetic Properties

Paediatric population

The pharmacokinetic properties of RYZODEG 70/30 in type 1 diabetes mellitus were
investigated in children (6-11 years) and adolescents (12-18 years) and compared to

adults after single dose administration.

The steady state pharmacokinetics properties of the insulin degludec component of RYZODEG
70/30 were investigated using population pharmacokinetic analysis in children down to 1
year of age.

Total exposure and peak concentration of insulin aspart were higher in children than in
adults and were similar for adolescents and adults

At steady state, the pharmacokinetic properties of insulin degludec in children (1-11
years) and adolescents (12-18 years) were comparable to those observed in adults with
type 1 diabetes mellitus. Total exposure of insulin degludec after single dose
administration was, however, higher in children and adolescents than in adults with type
1 diabetes mellitus.

BRMARAS SCE (SPC)
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4.8 Undesirable effects
Paediatric population

Ryzodeg has been administered to children and adolescents up to 18 years of age for the
investigation of pharmacokinetic properties (see section 5.2). Safety and efficacy have
been demonstrated in a trial in children aged 2 to less than 18 years. The frequency

type and severity of adverse reactions in the paediatric population do not indicate
differences to the experience in the general diabetes population with the exception of
a signal of higher occurrence of severe hypoglycaemia compared to a basal-bolus regimen
in the paediatric population, particularly in children 2 to 5 years old (see section
4.2, 4.4 and 5.1).




5.1 Pharmacodynamic properties
Paediatric population

The European Medicines Agency has waived the obligation to submit the results of trials
with Ryzodeg in:

Neonates and infants from birth to less than 12 months of age with type 1 diabetes
mellitus.

In all subsets of the paediatric population in type 2 diabetes mellitus (see section
4.2 for information on paediatric use).

The efficacy and safety of Ryzodeg have been studied in a randomised controlled clinical
trial in children and adolescents with diabetes mellitus type 1 for a period of 16 weeks
(n=362). Patients in the Ryzodeg arm included 40 exposed children aged 2-5 years, 61
children aged 6-11 years and 80 adolescents aged 12-17 years. Ryzodeg dosed once daily
with the main meal plus insulin aspart for the remaining meals showed similar reduction
in HbAlc at week 16 and no differences in FPG and SMPG compared to comparator insulin
detemir dosed once or twice daily plus mealtime insulin aspart. At week 16, the mean
total daily insulin dose was 0.88 vs 1.01 units/kg in the Ryzodeg and insulin detemir
arms, respectively. The rates (events per patient—year of exposure) of confirmed
hypoglycaemia (ISPAD 2009 definition: 46.23 vs 49.55) and nocturnal confirmed
hypoglycaemia (5.77 vs 5.40) were comparable with Ryzodeg vs insulin detemir whereas the
rate of severe hypoglycaemia (0.26 vs 0.07) was higher in the Ryzodeg arm although the
difference was not statistically significant. Few severe hypoglycaemic episodes were
reported in each group; the observed rate of severe hypoglycaemia within the Ryzodeg arm
was higher for subjects aged 2-5 years compared to subjects aged 6-11 years or 12-17
years (0.42 vs 0.21 and 0.21 respectively). An efficacy and safety evaluation for
adolescent patients with type 2 diabetes mellitus has been made using data from adolescent
and adult patients with type 1 diabetes mellitus and adult patients with type 2 diabetes
mellitus. This assessment supports the use of Ryzodeg in adolescent patients with type
2 diabetes mellitus.

5.2 Pharmacokinetic properties
Paediatric population

The pharmacokinetic properties of Ryzodeg in type 1 diabetes mellitus were investigated
in children (6-11 years) and adolescents (12-18 years) and compared to adults after
single dose administration.

The steady-state pharmacokinetic properties of the insulin degludec component of Ryzodeg
were investigated using a population pharmacokinetic analysis in children down to 1 year
of age.

Total exposure and peak concentration of insulin aspart were higher in children than in
adults and were similar for adolescents and adults

The pharmacokinetic properties of insulin degludec in children (1-11 vyears) and
adolescents (12-18 years) were at steady state comparable to those observed in adults
with type 1 diabetes mellitus. Total exposure of insulin degludec after single dose
administration was, however, higher in children and adolescents than in adults with type
1 diabetes mellitus.
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