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(B) KBTI T | 50 meR | ke FELWAEFH MO TEA A Z A

~— R~ —DHINETRD T,

B ARV RIEAE ARV CRIE 100 AL/ mLO40 BT/ mLELA) (BIFEFR 72 H k)



i FRF D2 ENE

il AR L, RS U TR IR . — E OB ICH I L L HRE T 5720 0 (BR) . LT NSO BIEERAT
DI oT=b O GHRFEND 1200, RIS THMATRIZEL., AMERER (L0 (E &, BIERMY ., &0 FizAH
BN OBH AN D REE) K OBBIE R ORATR R E AT o 72, 7B, ERIEEL T, AW E BIEL RS THHI LN
ML CWAHPLCE &4 V2 (IR S5 CToRBRE R .

B A DL FIORT,

A RAFSME | AR | RAFERE | RBURE RS
AMBLERBR | R, SHRBURIEBIZZRITEBD bive o7z,
JRVRE | 30£2°C, 2 pritenn | ACFOINT | BRGNS RITEBO HIeh o T,
o e, H BEER
100 Bifir/mL | G BERERI D
e e
PRAFZN T
HELE (NNT29) MTOERKER
S PRAFERM: TRATHI ) RAFTEHE (e S
EHIRGFRE | 52T, kL 30 % A EEEA HIRES CRI% Th-oT2
DTN 25+2°C, WS 1244 vk g HIRE S CRI%E ThoT
iR 37+£2°C, 3»H EEEA HIRES CRI% Th-oT2

7. ARERVBBRORTENM

(VI 11. @A FoEE < 2RV RIFLOOHNST/mL> 14.1.1 RS S5 0B S 1

8. HILOEA LI (MBI EHE L)
YRRl

9. FBHifk
YL

10. B#-a2%

() FENRELESR A% B/ FHRERSE CEICEATHER
ML

(2) a%

Rl B WL

JRY R T Ly I AL 1fé 3mL @ 24K
JIRY30R T Ly 7 AL Lfaj 3mL @ 2K
JRVN FET Ly I A 1fé 3mL @ 24K
JARVR 100 EAAL/mL 1347V 10mL : 1A

() FHBE
LN

@) BHROME
SRV RIET Ly I AR JRY A B0RIET Ly 7 AR SR NFET Ly 7 A

UK AT A
. SN TaETFNIL KRIA TN
T—R)o — . N N N
TI T — (T LEARY) WA=E S i =
Fyv/ TINI=g A
N ZINN o e . .
N A - R 7Ly RIAF AT
Ty




ARV RE 100EAL/mL

INAT IV HTA

SN TuETFNA L RIS T LT N
e A TINI=T A

AF T I T XS AN =l P

11. BRSNS EME
A1

12. Z0fth
BHI1 5 (BmL) H OFHTLA LAY LR RRIA R OEIG

JARUARETU YIRS . ST o .

dl | . e NV NN { Ly gAY AUV EN T Loy gAY

Al JRYLOR FE 100 BT /ml JIRVP30R T L T AR | RN JET Ly AR
AR | EARA LAY Y 100 30 -
(%) | Y7z A RY LD - 70 100

1) BfREA A WA 2
F2) ATz AR HIEE NPH A A




. JAEICEET 5IEE

. PIRER IR
AR BEDNEIS E75 D HER R

CPEERIIHRICEET HEE
5. MRERITHRICEET HEE
2 BUBE PRI B 1BV TE, BEETHE LISMT. HOUORERFIER O IEA TH L RFEE, EiEEL 1
SATHTOATHEMEB BT DL,
(i)
2TUPEIR I BE IV TR, BRFPRE, EEWRENRIROIEARTHY, FERF M@ OEEFHELL TERREL T
ZDO

RERUAE
(1) FEERUAR OB
) PR OV
ARFNLEFRTELA L %) L B DI 2 AT,
SRR Ly 2 ATl T2~ 20 A2 1 FVES S5,

725, PGB AR IR N OV AT R UGl B 5 03, il A 2 R Y
F DB b5 e B b T MR R TIEE 1 A A~ 100507 TH D,

AFNTIEBTLA L A) R RIA A %3 TOEI G TER TARANAITH
%,
BN CILIE A LAl 4~20 i %1 [ 2[5, W& FTE4 BR300 AN NS4
JIRUP30RIET Ly 7 AL %, 728, 1B 1A G0 L2 35 A IR FES 45,

BB B3R K O A AT RIS U Clll BB 3523, HEFr i@ s 1 H4~80
HALTH D,

AL, MBI ERRHEAB A THERT2E0355,

WE AT MR 1EI4~ 20 B2 25 & AT305y LI IC R FHES 45728, &
SR SO0 oA R BF 2O %,

IRV ENFET Ly J AL PIRIER R O AT UG U TR G- B2 503 MERF R T@E 1 H4~80H
MTHD,

BL, BT EREHEEBA TEHT 2280305,

WBHE . AT, AT B4~ 20 BN 2 — AR R RO FIESI528, L&
[\ % S0UT20, oA AV RN D T2, DR & O T RAIZIGT
TG BEBIRT 20, HFEIAF 1 H4~100HA THD,

AL, MBI ERRHEZB A TR TZ2E0355,

FERHSIE X, MEIDIGUR T AP, FRIRP SR IR IR A E
119,

ARV ORIE 10047 /mL

(2) FERUVAZEORERE- R
WEAEGRDAL ) b (AR OB R 712 ) A0 A R O B SEES U,

4. RERUVEAERICEET IR

7. BERUVAZICEET 5FE

LHE>

7.1 WHRICH TS TUIABIOMEREFL, ImL H720DA LAV EA BALE BE OFFIRICEE L., T ORAIR R
FTHLGAIEETHE,

7.2 OA AV RIBIDEAREA~DEFIZLD ARV HEOEFTRMET/RD A RN S5, AEOFEEIZIT,
WElOFEHGNOHE B H DT HEy A BB 2R HD,

KIRYUPIORFTLYIARY® SRV N FETLYI AR
7.3 BERPIVESNE, SPERIYE, FATERLOE AL, RO A TRE TSI L0 2 T2 R RA R R
EEHTHIL,
(fist)
7.1 AV AVARFNINE, PRI BRI B RIORHGL ] AR DO RRDNA WSRO ODSY | WAIDOZHIZLY
ABEZFETDUEPECHIEDR DD, WHIOGIVER G PNIEBRBIRETIZL,
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5. BERRAIE
MW

(2) EREREERER
MG ERL

(3) AERGRRER
B L

() BIEMHBR
1) EHPERITRB
AL
2) REMEHER
AL

(5) BE-HEHIHER
BRI L

(6) JAMAIFEF

1) ERABERE (—RERBERAE. FEERARERAE. ERAMELERE)  WERTRT 4 N—XRE. RER

S

(1) BBERT—%/\vr—>

TRERABROAS

%ML

2) RRBRFHLLTEEFEDOARRITIERLAE -HBROME

A1 BANA

(7) Dt

1) JARYR FET LI AL E— L THD /R L v MR 1 TORGE R BR#E 5R

OIBNM A WATFEREN LD M

DAL AV TIRIFESIVCODHE IR EBE 18 FlaxtZiz, /ALy RIED 1 B 3 BHERRTH SOV, 2
M=o TROBEZBIE LIRS R, A AV 1 B 58K OZE R 230\ E MEm SR bii=, 71
M KON HbALe(FR DIL, RBRBHARIRFIZ IR L | 2 EMZICA BRIKTRRO LT, G HEOREMKITHME T
VL FRAT R SEST 18 Bt A FHLL_E2S 13 61 (72.2%) . 20 FLLEDS 17 41(94.4%) Tdho7=,

1 HbAlcSDHER

bR BAAARE
HbAlc 10.1%+0.4 (n=18)
§ : SCHIREDER D JDS {5 s i

23
9.1%£0.4(n=17)

@R/ BN AT PRI L D
fthoebAL A HIHIT 4 BRLL E . ZE8E /BN WA TR IEE 52 TVDA L AU AR T ELRE IR FB 3 18 il 2%t
BT, HRES AR TR KIS T A P RIS DO TR A L R AT F DOEEMEL T 1 H 1~2 FERSL. Bh5y
W TSR T2 RIA R % RV MR FEICEIVERZ T 1 B 3 BERFNCE S L, 4 BEEICbhlz> TRk
WAEBIEUIRE R, ARV 1 B G5, ZERERF IS, HbALc(R 2) R T VI MU BR AN AL
Motz A EOEAETEAM T, TSRS 18 filH A A LLEDS 13 41(72.2%) . 008 LA E23 17 41 (94.4%)
ThH-o7,

# 2 HbAlcSDHER

4 JAR
HbAlc 9.1+0.5 (n=16)
§ : SCERFEEID JDS EBOHRE

PR BH A
8.740.4 (n=18)

4 3
8.47+0.4 (n=17)

2) IRV P30R FET L w7 AL B AL T D~ 7 /L P30R DB IR R ER®)

HTLA L RY BRI O B HDHNTIEBN LA AV A EOPFRICT, 1 B 1~2 B GIZIDEREZ T TS
FERIR B 207 Bl 26t R ICFE S 7z, FAIE L CRERBAAART O N & Fi LA o 2D DIRA IS R 0 5
FNHI#EZ 24 BITH 72> TRIBEBIE LR, A2V 1 B, HbAle [ICHRFICEENTERD BT (£ 3) .
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3

=

72 RE IR I E L 3R PR AAIRF I LRI L C 16 3 KON 20 ICH BK T &R LTz, A2 AV [gG Huikili, A —ANEHBT
AHITIE R BRI LT (X 1), A B ORI T, MY TSE R 181 FilH A L 2 94 41(51.9%) . <
A HLLED 141 51(77.9%) TH-T=,

# 3 HbAlcS DR

438RFT | RERBHAARE 4 8 12384 16 ¥ 20 24
n 157 174 162 151 145 144 145
HbAlc | 10.0%£0.2 | 9.720.2 | 9.620.2 | 9.620.2 | 9.520.2 | 9.6=0.2 | 9.6%£0.2 | 9.5+0.2
§ : SCHRFEHEL D JDS fEA DO MR A
sl Tiid]
10
] — 1 -3
. 3 £ : 4
&
M oS R BR bR IRE 12 A 24 8
" fires Etes
i il B n 163 131 134
P DUDS
A—ANEBEPUEAL | 0.6620.02 | 0.64£0.03 | 0.6520.02
0 r
o 12 24 ()

I A—=AMEAPFMEOHERE

JRVN T Ly 7 AL ALK T D /RY N T 100 AL/ /mL O — kAR 5 Y
ALV AN AEFEE LT AMEIRF R 38 #i (fLEAIHOEIE 2 34 #il, Hii 4 61) 2551z, —REERRERE 24
BN DTz TEMULIAE R, A AV 1 A #e B 2SR B B OY HbAle (R ) I3 BAZEITRO bk
oTz, A—ANE AFUAMEOLEBNTZRD HILT (K 2) . ARV [gGHLAMIFEIVEZ BlIc B O THEITIR F L,
A E DS TR CIIART R SEF] 34 Bl Aa L E2S 21 41 (61.8%) . o0 H LL_EDS 27 6511 (79.4%) Th -7,

# 4 HbAlcSDHER

FRERPH AA R 12 ¥ 24 8
HbAlc 8.21+0.4 (n=30) 7.82£0.3 (n=27) 8.2%0.4 (n=24)
[oow) NS(n= 13}
1.5 NS{n=18) [
]
£
o 10 I —
s I e —
K - —
1 — ——
v 0.5 e
Paired 1-lesi
DL B0
nol significant
00”5 12 24(®™)
R A LG 12 ¥ 24 8

A —ANE AU

0.69+0.05 (n=23)

0.70+0.04 (n=24)

0.73%+0.04 (n=24)

2 A—AMEAFURMOHER
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4) JARVULR ¥ 100 BANZ/mL

WORERIT, BIEIFARTEAH IEL TS 40 BAT/mL 8K (/ARY "R 40) LA G ERPEA L RV AEEHR 40 B

A7 /mL B (B /52— R 40) IZ DWW TR ETS Iz,

ORER i 5>
BRI Ao 2 Y o UK TIRIR S COVDBE IR R 195 2kt 412, /ARY R 1 40 KOV /X —RE 40 (25
WTC, A RREN A R SR 40 AL/ mL 8AI(T 7T R Ba—wr®40%) L UCEE E R R iR
EATK MR SR 40 BAGZ/mL BUAIGE /Z —R Ba—<%40%) &5t FREUT-BERT HEiit B 24 WEICH72»>T
FEhi LI R, A2V 1 B GR, HbALe(F 5), (RIMAFE R R B K O 2 1gG BRI MR Ic 2
IR BRI, Fi2, A—ANE APURMIZE BRI AR J V& BE I W T, AR E M VAU ARIREEN T
BICEMETHo72, ML HNAENIRS OIS, SRR DO LB R0 MR T2 e -T2 (K 3),
FRMTRHAER] 179 B UL EIZ ARV e GRAS TR ) BET 38 #1(42.7%)., A HRER AU EET 36
$1(40.0%), o2 ALL LI T2 59 $11(66.3%). 53 $11(58.9%) T, MFERICA B EITRO LT,

%5 HbAlcSDHER

® Al HERBA LA 12 ¥ 2438

EhAL R 9.2+0.2 9.0+0.2 8.8+0.2

GBI5 1AL 2) n=88 n=88 n=76
9.4+0.2 9.1+0.2 8.9+0.2

NN N 1>

FEMRER A n=89 n=86 n=81

§ : SCERERER D DS fEA S D HUE

(ODHfL) —— HMige)
& ===0-= = HM(ss}
é (F#£8E)
o
M0 e L}i-—__________k
s ]
q hid
x o2
|
‘T
4
0 2 248)
B M
A 12 24 i
ERAAY 0.000%0.010 -0.011£0.008
(B 7HEHLR) n=75 n=69
— + _ +
AR R 0.012=£0.006 0.013=£0.007
n=71 n=67

3 AA—ANE BRI OHER

@ —rEEARRERS
AL AV AR E BT AHIERP B 97 Flaxt BRI, BITEITIRFTE A H IEL TOBAES ERENPEA L RY YRR
40 HAL/mL A CHBE /24— RO 40 HAE LIS BT U T 40 BAL/mL WAITHD RV R 1 40 Z0FH
LT 24 BIZHOI-o TR G LIZFER, /A 1 B 5813 16 #, 20 3, 24 BTHBEIZHEMNLZ0, 202X
DIMHTHY, EERHME A, HbAlc, [gG HUIRME R O —ANE B HUAMIC, ZNE A BB #iI b7
Moty FEi= RN RIER] 87 BIDA FHE O RAKFHIIC W TIE, AL LIE 57 $51(65.5%). o0f HLL LT
76 151(87.4%) T 7=,

(5) HREFAIERER
1) BEALLTRE R
MY ERRL

2) tEEHER
MU BERRL
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VI. ENEE (BT SEH

1. ZEZHCEEHHEEMRITLEYE
A2 AY B
EEBEOHLEEWOMBEUTNRIT, BRTORMNLELSZRI DL,

2. EEER
(1) YERERGL-ERERF

A AV AIEBIFRER DAL AV LT Z—ITHEG L, IRO LR FE 4 OIEREH LT, TN OOR S, R ~1EA
NHHHND,
1. f5A - BEHERR 381 D RE D BOA it
2. FFlgiC B 8 A o Il
3. g i IC BT A7 Va—7 v Aotk
4. IS8T 2 hE R 1R
5. NRHARRIC I DR & Al

(2) EDERMTTHHBRBE
1) MR T/ER”
Za— V=T RRIAMET Y2 HOTRBR T, ARV eb GBIR TR Z) 1ZEE RN A LIFIE R 50O
MgERE R (1) 2R LT,

100 -
W
% 7
- N7
3 4
N\ @ 717,
g ///j X
a //_,/«" LR VAY Y
¥ ,/,.// (REFHRE)
6 \ // /
‘ ///}
ol At
N4
40 Y
0 4% 1 2 3 94 5 6 7 8
(B§R)
P J3il (CBAZ/mL) a—R
YA REMM AV AT I7RIE YR Ba—<l) 40 | ====-
PARENA L ANAT 7T YR ba—v®) 40 E—
FAHARERA L ANAT 7T YR ba—vl®) 40 _————-
ALY R GEIGTHRZ) (VRULR 1) 40 |

) TR YR Ba—w%0%E JARUL R 1 40 LD LRk
1 ARFN o opERE T ER (4 B 1 %9 D)
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2) AR L ETEA—R UK SRE. FEIYAHTTEER (in vitro) ®
A2V b GEIG PR 1ITEB N L SBRICBIT DA AV L 72— 58S (X2) . &/ 7a—F L#
RIZHT 285G (K3) . K OT MV ~O R A A TCHEER (X4) 1280 T, A RER AV LT D

nignotz,
%
e 100~ -8 bR UGEETERA)
A 0—0 &kt 12l
Ky ]
N
[
ol
2K
¥
-
" 20
: 0 T T T
- 10~ 1070 10-2

AU VRE (M)
2 BEEERILRER (IM-9 #liE) TOA L AU DFES

-0 R R R
0~0 E5HEF 2

BXE&FE

1 -t
420/ RE (M)
3 AL RVHUE~DA L A DFES

- _.—l—-—-....___;'

€0 L U UGEETER R
O—0Q &Rk -0 )

QI‘\

=<l E 1.0
>3

= a 080}
e =

23

&2 0.601
oo

S —

o X 040
[ Y |

B

x o

8?—, 0.20 §-
o E

T oo

o U )

0 10~

) !
0" 10-1

1TYAYVRE (M)
4 A2 AV OWEEIS I CO 7 R HERIA T ST RE /)

(3) YERRIREFRE - Fri i

MERE FEM DR L0 H L (TVIL LI P REOHER | 22 1)

Al YE S8 B IRE[H] B KAE 7 BRE ] 1E R e e
JRYLRET Ly AL N N v
JARYR 100 HAT/mL %930 73 173 IR %9 8 I
JIRYU30R FET Ly AL 30 4 2~8 HEfH K 24 B
JRYN ET Ly 7 A 1.5 B 4~12 B[ 9 24 B
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VI. RMEEICET SEHE

1. MAREOHT

D)

2)

SRR LA MR
BRI L

PR CHRSN M PIRE

1) /7R RiE40- /7R 2 RIE1000) (R R ZE M B BE 5 B

(JARYRIEEL001L /RU L PRIET L w7 A0 L [Al—HLRK)

WA DA A e GBIGFHELZ) 8K ThD /R RIEEA0 (BILEARFE ) . ARV RIEL00& 4 A

A A VSR D40} 00T/ mLELK] (7 75y R ba—<240 K 00 : BAEIR T2 1 11) 122\ T flEEERR A

B 164 %5 BRITAFNAW D AF sk B 2 F2 i L7, 0.1 HAAT /keZe 2 FIESLIZE 24, bAoA A (IRI) 13
29I ERL, /“U/ RIFA0TIE3053 4. /AU RIFE100TIX603 I I mifEi L7257, MAIESZ DB ARRFIIZIR

TL 2403 BRI RTEICE L (K1), £, fﬁl*f‘ﬁ‘ﬁ (BG) ILREFRFINZAR F L, 600 2 I CiAR ML 22070, Z

DI T illeﬁzézIﬁbﬂv‘_o FDBITERIZ EH LTz, 3600 HIZHB W THHAARFOHE E TIZIZEIE LR

D72 ([M2) , #5-1%300453 ETHDIRIDAUC, CraxJ DT TOWTHRET LT L Z A 4THIE A F R RIS

Sy g

LT IR SR ENRE R T A—H %Rk d,

A n Cuax (2 U/mL) Thax (hr) AUC (p U-hr/mL)
JRVUER 1 40 16 30.9 0.75 79.2
JIRVULR 1 100 16 29.8 0.84 80.3

—e— /AU REO

0= 7HRSEy KE-T M

= KU RIZI0

—iA-e~ T 43Ky FEI-T I

mise
(n=r8)

—e— /KU R0
-------- 7945EyFEa=30
o= /KU YR o
et 790 3Ey KR =T I0 9
BHLSE

" (n=16) ]
Qi 2 ” £ _/_“_
A
= u 70
K 4
A He
v
g 10- %
o L . ) %0 08 CRT RSB ® ™ W w20 240 ) %05
B M B
1 Mo RV EE (IRD OHER 2 IMKEE (BG) DHER

2) EMEELEFER

(AT NVE30RIEFEIT /R U L M30RIE T Ly AP L [R]—HiLAK)

O U7 VC10REE, 20REE B OB0RIED Al g Hh i3 ER 1O
B A B 9091 % 5 G212 354 3%@5&2%&%%%;@7}%7@ K- BUKN20 BT A R BE IR RIS L . LmEM/xJ/
T B (IR]) 224 15 R £ CREIFAGICIIE L7245 3L IRUZ A 7 /L P10RTE TIE2E R 1545 %% (22.5+4.0mU/L) |
T AVE20RIETIE2MEE14545 7% (21.5+2.1mU/L) |~ 7 (/L 30R1E CIE 2 [#14545 1% (36.8 =5.0mU/L) | W,ﬂﬁ
ElpoTn, AU 7 VP I0RIEITARF T2 12620 H O —2 (21.520.43mU/L) B L0, ZOHMm A ITIKTL
THMEICE L= (K3), [FIRHCHIE L2 EHE (BG) OHERB & 4R LTz,
ARUTAVCLORIEE A T 4V P20RIFIZE W T, IRUZH B ZIFXRD IR T3, A~ 7 )V 30RTER 54 D
3~4RFRETOIRNZ, =27 AV P10RTER A0 7 ¢ VB20RIEE B L TH B E D > T2, ET2 0 7 4V *30RTE
¢ 514 8HE I £ TOIRIOAUCIL, D25 NZ L~ TH B ZENRD SN,
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R¥74MORE
RyT4M0RE
Ry74NWRE

mepA XY RE

050 2 4 6 B8 10 12 14 16 18 20 22 24 (wm)

BTFiIRE

3 A RY R EE (IRD) OHER

{mmo1 /L)
6-

5.25 F

RYT 4 MORE
RT4NWRE
RTANWRE

-0.50 2

ETixs

4 6 8 10 12

14 16 18 20 22 24 (mm)

4 IfKEE (BG) OHER

—8— ARUT4AWNRE
—— ARYT74MORE
—h—— ARV T74N0RE

60 120 180

240 300 360 TS

@ T 4V30RIE, 40RTE M ONORIED M Eh e Ll R ' Y
A EE R A B 81512 56 G2 A2 3F 3 D 22 X e ik B A F20E L7, 45 BUFAI20 B 2 IERE (2 RS L, furp A2 2y
T BE (IRI) 2-8HE ] £ CREIEIIC I B LT RS 5 | IRIE A2 7 4 L 30RIE Tl 5-9445%50%% (43.7+5.6mU/L) .~
7 A4V AORVETIZA 574 (42.2 5. 7mU/L) | 22 7 4L 50RVETIZ 1 ERI#% (54.1 £8.7mU/L) 1Tk i EE 720 #
DB VAL T LU CRMEIZE L= (1X15) . [ARFZHIE Lz FEE (BG) OHEBZIXI6IZ R LTz,
AU T AVEIORIEE AL T A VPAORIEIZIB DT, IRUCH B ZETRO B0 o703 U7 /L 50RIE S 512 DIRI
1. U7 4 VO30RTEE Helg U7 3 B3R B 1% 1R 1543 T X0 7 4 VP 40RTE S Ll L7 5 A1 335 514 1S 154
E3RFM15 TR BEICE ST,
- (mmo ) /L)
6.0
60
e N::;:n«:n:.ii 55] o—v
50 T D ivans 1
5.0
5 401 m 45
AY
i 20 ® 40
A =l
- 35
4+ 20
g
3.04
10
2.5
o 2.0-
-60 T 60 120 180 240 300 360 420 480 (%) 60 0
ETizs &Tli

5 A AU EE (IRD) OHERS

3) JARYONE40- /AR UONGE 100D AR ZE BN BES R 2

(ARVENIEL001L /AR ONVET Ly 7 AL [E—RRK)

6 IMFEE (BG) AR

HIETL DA 2V b GRS TR BAITHD /R N0 (BAEFETEH IE) | /7R *NIEL00(ZDV T, fEFRERL
NIB T 1040 %5 B 28028 D 52 X LB A =i L 7=, 0.2 807 /ke% 2 TR LIZEZ 5, ML A R 5 (IRI)
1 RY N4 TIE2BF R . /AR NIE 100 CTIt2. 5B I i B I E Lz, BAIESZ OB ML, 5 5- 148517
BB G BIERTEETIE L2 (X7) . E72, MUBHE (BG) 133 5% 3~ 4R £ TIR T L, T D% IT18FEM £ TSRS
KT L= (1K8) . #5512 24R M ETDIRIDAUC, Crax & O T W TRFT L2 L ZA | A T AW 2RO RIZEME TR

HHIT,
LU FITAR NS B I8 ST A— 25 R T,
A n Crax (12 U/mL) Thnax (hr) AUC (g U-hr/mL)
JARULON H 40 10 21.8 2.15 203.7
JARYLEN 7 100 10 19.2 2.20 206.8
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(1 U/nt)

20 {mg/dL}
100

281

26 e JRYVUNFEO e SN
241 —&— J/RYNEI00 90 —;—- j::j::;::u
224 B+ SE 291 SE

=1 Y

201 L (n=10) g0 : (n=10)

181

16
= 1l o 70
T 124 B

10 60

8

61 50

4

24

ol . o —_——

5 3 7 T & 1v0 1-2 " 1-6 = 2-0 2'274(1131111) [} 2 4 6 8 10 12 14 16 18 20 22 24(EM)
B 7 i AU PR EE (IR OHER B8 MpEE (BG) DHER
Q) hEE
U ERRL

4) BE-HRARXOZE
(VI 22 4t (EF o) ICBI 2 A 7. fE/ER ) DES R

2. EUEERI/ S A—5
(1) RBH A%
L L

(2) BAREEEH
LB L

(3) HEEE Y
LB L

@ PVFIVA
A TPRRL

(5) HHEE
K TPRRL

3. B&H (REaL—av) @i
(1) #4753
%A BRIl

(2) INSA—EFEHER
MU BRI

4. TR
B2 %

5. 5
<BE
W) TORE R RV Z AW T — &1
HEET o NPT LI B B BN VAV T RS L, &8 4 — TV T T77 4 — %~ T,
BH IR R CI 5-5000 G T) OMICB EE., B BEHEAIR, FEIRBIZES W RENRO DL, 542, 4% U8
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(1) JRYL RiE
1) KEDHRFXE (20225F118)

244 Novo Nordisk Inc. FETEH -
AR5e44 NOVOLIN® R AIEHIFE | Injection 100 units/mL (U-100) is available as:

+ 10 mL multiple—dose vial
- 3 mL single—patient—use NOVOLIN® R FlexPen® prefilled pen

Zhig-2hE | 1 INDICATIONS AND USAGE
NOVOLIN® R is indicated to improve glycemic control in adults and pediatric patients with diabetes mellitus.

A& | 2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions

Always check insulin labels before administration /see Warnings and Precautions (5.4)].

- Inspect NOVOLIN® R visually before use. It should appear clear and colorless. Do not use NOVOLIN® R if
particulate matter or coloration is seen.

- Use of NOVOLIN® R in insulin pumps is not recommended because of the risk of precipitation.

2.2 Route of Administration

Subcutaneous Administration

- Inject NOVOLIN® R subcutaneously approximately 30 minutes prior to the start of a meal into the abdominal
area, buttocks, thigh, or the upper arm.

- Rotate injection sites within the same region from one injection to the next to reduce the risk of lipodystrophy
and localized cutaneous amyloidosis. Do not inject into areas of lipodystrophy or localized cutaneous
amyloidosis /see Warnings and Precautions (5.2), Adverse Reactions (6)].

Intravenous Administration

- Administer NOVOLIN® R intravenously ONLY under medical supervision with close monitoring of blood
glucose and potassium levels to reduce the risk of hypoglycemia and hypokalemia /see Warnings and
Precautions (5.3, 5.6) and How Supplied/Storage and Handling (16.2)].

- Dilute NOVOLIN® R to concentrations from 0.05 unit/mL to 1 unit/mL insulin in infusion systems using
polypropylene infusion bags. NOVOLIN® R is stable in infusion fluids such as 0.9% sodium chloride, 5% dextrose,
or 10% dextrose with 40 mmol/L potassium chloride. Intravenous infusion bags are stable at room temperature
for 24 hours.

2.3 Dosage Information

- Individualize and adjust the dosage of NOVOLIN® R based on route of administration, the individuals
metabolic needs, blood glucose monitoring results and glycemic control goal.

- NOVOLIN® R given by subcutaneous injection should generally be used in regimens that include an
intermediate or long—acting insulin.

- During changes to a patient’ s insulin regimen, increase the frequency of blood glucose monitoring /see Warnings
and Precautions (5.2)].

- Dosage adjustments may be needed with changes in physical activity, changes in meal patterns (.e.,
macronutrient content or timing of food intake), changes in renal or hepatic function or during acute illness /see
Warnings and Precautions (5.2, 5.3) and Use in Specific Populations (8.6, 8.7)].

- Dosage adjustment may be needed when switching from another insulin to NOVOLIN® R /[see Warnings and
Precautions (5.2)].

2.4 Dosage Adjustment due to Drug Interactions
- Dosage adjustment may be needed when NOVOLIN® R is co—administered with certain drugs /see Drug
Interactions (7)].

2.5 Instructions for Mixing with Other Insulins for Subcutaneous Injection

- NOVOLIN® R can be mixed with NOVOLIN® N.

- When mixing, the NOVOLIN® R should be drawn into the syringe first and the mixture should be injected
immediately after mixing.
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2) BRI DFRFTXE(SPC) (20205108)

ey Novo Nordisk A/S FE T 2006

584 Actrapid HIFEHEFE | Actrapid vial (40 international units/ml)
1 vial contains 10 ml equivalent to 400 international units. 1 ml solution
contains 40 international units insulin human®* (equivalent to 1.4 mg).
Actrapid vial (100 international units/ml)
1 vial contains 10 ml equivalent to 1,000 international units. 1 ml solution
contains 100 international units insulin human* (equivalent to 3.5 mg).
Actrapid Penfill
1 cartridge contains 3 ml equivalent to 300 international units. 1 ml
solution contains 100 international units insulin human* (equivalent to 3.5
mg).
Actrapid InnoLet/Actrapid FlexPen
1 pre—filled pen contains 3 ml equivalent to 300 international units. 1 ml
solution contains 100 international units insulin human* (equivalent to 3.5
mg).
*Human insulin is produced in Saccharomyces cerevisiae by recombinant DNA
technology.

Zhie - Zh 5 | Actrapid is indicated for treatment of diabetes mellitus.

s & | 4.2 Posology and method of administration

Posology

The potency of human insulin is expressed in international units.

Actrapid dosing is individual and determined in accordance with the needs of the patient. It can be used alone or
in combination with intermediate—acting or long—acting insulin before a meal or a snack.

The individual insulin requirement is usually between 0.3 and 1.0 international unit/kg/day.

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

Special populations

Elderly (> 65 years old)

Actrapid can be used in elderly patients.

In elderly patients, glucose monitoring should be intensified and the insulin dose adjusted on an individual basis.

Renal and hepatic impairment

Renal or hepatic impairment may reduce the patient’s insulin requirements.

In patients with renal or hepatic impairment, glucose monitoring should be intensified and the human insulin dose
adjusted on an individual basis.

Paediatric population
Actrapid can be used in children and adolescents.

Transfer from other insulin medicinal products

When transferring from other insulin medicinal products, adjustment of the Actrapid dose and the dose of the
basal insulin may be necessary.

Close glucose monitoring is recommended during the transfer and in the initial weeks thereafter (see section 4.4).

Method of administration

Actrapid is a fast—acting human insulin and may be used in combination with intermediate or long—acting insulin
medicinal products.

Actrapid is administered subcutaneously by injection in the abdominal wall, the thigh, the gluteal region or the
deltoid region. 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). Injection into a lifted skin fold minimises the
risk of unintended intramuscular injection.

The needle should be kept under the skin for at least 6 seconds to make sure the entire dose is injected.
Subcutaneous injection into the abdominal wall ensures a faster absorption than other injection sites. The duration
of action will vary according to the dose, injection site, blood flow, temperature and level of physical activity.
An injection should be followed within 30 minutes by a meal or snack containing carbohydrates.

Due to the risk of precipitation in pump catheters, Actrapid should not be used in insulin pumps for continuous
subcutaneous insulin infusion.

Actrapid vial (40 international units/ml)/Actrapid vial (100 international units/ml)
Intravenous use

If necessary, Actrapid can be administered intravenously. This should be carried out by healthcare professionals.
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For intravenous use, infusion systems with Actrapid at concentrations from 0.05 international unit/ml to 1.0
international unit/ml human insulin in the infusion fluids 0.9% sodium chloride, 5% dextrose and 10% dextrose with
40 mmol/] potassium chloride using polypropylene infusion bags, are stable at room temperature for 24 hours.
Although stable over time, a certain amount of insulin will initially be adsorbed to the material of the infusion bag.
Monitoring of blood glucose is necessary during the insulin infusion.

For detailed user instructions, please refer to the package leaflet.

Actrapid vial (40 international units/ml)/Actrapid vial (100 international units/ml)

Administration with a syringe

Actrapid vials are for use with insulin syringes with a corresponding unit scale. When two types of insulin are
mixed always mix the insulin medicinal products in the same sequence.

Actrapid Penfill

Administration with an insulin delivery system

Actrapid Penfill is designed to be used with Novo Nordisk insulin delivery systems and NovoFine or NovoTwist
needles. Actrapid Penfill is only suitable for subcutaneous injections from a reusable pen. If administration by
syringe or intravenous injection is necessary, a vial should be used.

Actrapid InnoLet

Administration with InnolLet

Actrapid Innolet is a pre—filled pen designed to be used with NovoFine or NovoTwist disposable needles up to a
length of 8 mm. InnoLet delivers 1-50 units in increments of 1 unit. Actrapid InnoLet is only suitable for
subcutaneous injections. If administration by syringe or intravenous injection is necessary, a vial should be used.

Actrapid FlexPen

Administration with FlexPen

Actrapid FlexPen is a pre—filled pen designed to be used with NovoFine or NovoTwist disposable needles up to a
length of 8 mm. FlexPen delivers 1-60 units in increments of 1 unit. Actrapid FlexPen is only suitable for
subcutaneous injections. If administration by syringe or intravenous injection is necessary, a vial should be used.

(2) /7R>"30R;E
1) KEDORMXE (2022F111)

214 Novo Nordisk Inc. FEFRAE -
AR 5e44 NOVOLIN® 70/30 HIFEHRAES Injectable suspension, 70% insulin isophane human and 30% insulin
human, 100 units/mL (U-100), is available as:
+ 10 mL multiple-dose vial
- 3 mL single—patient—use NOVOLIN® 70/30 FlexPen® prefilled pen
Zhhe-zhH: | 1 INDICATIONS AND USAGE
NOVOLIN® 70/30 is indicated to improve glycemic control in adults and pediatric patients with diabetes
mellitus.
Limitations of Use:
In NOVOLIN® 70/30, the proportions of short—acting and intermediate—acting insulins are fixed and do not
allow for basal versus prandial dose adjustments.
Hi%k-H&E | 2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions

- Always check insulin labels before administration /see Warnings and Precautions (5.4)].

- NOVOLIN® 70/30 is a suspension that must be resuspended immediately before use. Resuspension is easier
when the insulin has reached room temperature.

- To resuspend vial, roll the vial gently in your hands in a horizontal position 10 times until the suspension
appears uniformly white and cloudy. Inject immediately.

- To resuspend FlexPen, gently move the pen up and down 20 times so the glass ball moves from one end of the
cartridge to the other until the suspension appears uniformly white and cloudy. Inject immediately.

- Inspect NOVOLIN® 70/30 visually before use. Do not use NOVOLIN® 70/30 if discoloration or particulate
matter is seen.

- Administer NOVOLIN® 70/30 by subcutaneous injection in the abdominal wall, thigh, upper arm, or buttocks.

- Rotate the injection site within the same region from one injection to the next to reduce the risk of lipodystrophy
and localized cutaneous amyloidosis. Do not inject into areas of lipodystrophy or localized cutaneous amyloidosis
[see Warnings and Precautions (5.2), Adverse Reactions (6)].

- During changes to a patient’ s insulin regimen, increase the frequency of blood glucose monitoring /see Warnings
and Precautions (5.2)].

- Do not administer NOVOLIN® 70/30 intravenously and do not use in an insulin infusion pump.
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- Do not mix NOVOLIN® 70/30 with any other insulins or diluents.

2.2 Dosage Information

- Individualize and adjust the dosage of NOVOLIN® 70/30 based on the individual’s metabolic needs, blood
glucose monitoring results and glycemic control goal.

- Inject NOVOLIN® 70/30 subcutaneously approximately 30 minutes before a meal.

- NOVOLIN® 70/30 is typically dosed twice daily (with each dose intended to cover 2 meals or a meal and a
snack).

Dosage adjustments may be needed with changes in physical activity, changes in meal patterns (.e.,
macronutrient content or timing of food intake), changes in renal or hepatic function or during acute illness /see
Warnings and Precautions (5.2, 5.3) and Use in Specific Populations (8.6, 8.7)].

- Dosage adjustment may be needed when switching from another insulin to NOVOLIN® 70/30 /see Warnings and
Precautions (5.2)].

2.3 Dosage Adjustment due to Drug Interactions
- Dosage adjustment may be needed when NOVOLIN® 70/30 is co—administered with certain drugs /see Drug
Interactions (7)].

2) BRINDFAFXE(SPC) (2024451 8)

e Novo Nordisk A/S | %&FE4E 2006

WR5e44 Mixtard 30 AIEHIFE | Mixtard 30 vial (40 international units/ml)
1 vial contains 10 ml equivalent to 400 international units. 1 ml suspension
contains 40 international units soluble insulin human®/isophane (NPH) insulin
human® in the ratio 30/70 (equivalent to 1.4 mg).
Mixtard 30 vial (100 international units/ml)
1 vial contains 10 ml equivalent to 1,000 international units. 1 ml suspension
contains 100 international units soluble insulin human®*/isophane (NPH)
insulin human* in the ratio 30/70 (equivalent to 3.5 mg).
Mixtard 30 Penfill
1 cartridge contains 3 ml equivalent to 300 international units. 1 ml
suspension contains 100 international units soluble insulin human®/isophane
(NPH) insulin human* in the ratio 30/70 (equivalent to 3.5 mg).
Mixtard 30 InnoLet/Mixtard 30 FlexPen
1 pre—filled pen contains 3 ml equivalent to 300 international units. 1 ml
suspension contains 100 international units soluble insulin human*/isophane
(NPH) insulin human* in the ratio 30/70 (equivalent to 3.5 mg).
*Human insulin is produced in Saccharomyces cerevisiae by recombinant DNA
technology.

hEE-%h 5 | Mixtard is indicated for treatment of diabetes mellitus.

Fk- & | 4.2 Posology and method of administration

Posology

The potency of human insulin is expressed in international units.

Mixtard dosing is individual and determined in accordance with the needs of the patient.

Premixed insulin medicinal products are usually given once or twice daily when a rapid initial effect together with
a more prolonged effect is desired. Blood glucose monitoring is recommended to achieve optimal glycaemic
control.

The individual insulin requirement is usually between 0.3 and 1.0 international unit/kg/day.

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

Special populations

Elderly (> 65 years old)

Mixtard can be used in elderly patients.

In elderly patients, glucose monitoring should be intensified and the insulin dose adjusted on an individual basis.

Renal and hepatic impairment

Renal or hepatic impairment may reduce the patient’s insulin requirements.

In patients with renal or hepatic impairment, glucose monitoring should be intensified and the human insulin dose
adjusted on an individual basis.

Paediatric population
Mixtard can be used in children and adolescents.
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Transfer from other insulin medicinal products

When transferring from other intermediate or long—acting insulin medicinal products, adjustment of the Mixtard
dose and timing of administration may be necessary.
Close glucose monitoring is recommended during the transfer and in the initial weeks thereafter (see section 4.4).

Method of administration

Mixtard is a dual—-acting human insulin. It is a biphasic formulation containing both fast—acting and long—acting
insulin.

Mixtard is administered subcutaneously by injection in the thigh, the abdominal wall, the gluteal region or the
deltoid region. 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). Insulin suspensions are never to be
administered intravenously. Injection into a lifted skin fold minimises the risk of unintended intramuscular
injection.

The needle should be kept under the skin for at least 6 seconds to make sure the entire dose is injected.
Subcutaneous injection into the abdominal wall ensures a faster absorption compared to the other injection sites.
The duration of action will vary according to the dose, injection site, blood flow, temperature and level of physical
activity.

An injection should be followed within 30 minutes by a meal or snack containing carbohydrates.

Insulin suspensions are not to be used in insulin infusion pumps.

For detailed user instructions, please refer to the package leaflet.

Mixtard 30 vial (40 international units/ml)/Mixtard 30 vial (100 international units/ml)
Administration with a syringe

Mixtard vials are for use with insulin syringes with a corresponding unit scale.

Mixtard 30 Penfill

Administration with an insulin delivery system

Mixtard Penfill is designed to be used with Novo Nordisk insulin delivery systems and NovoFine or NovoTwist
needles. Mixtard Penfill is only suitable for subcutaneous injections from a reusable pen. If administration by
syringe is necessary, a vial should be used.

Mixtard 30 Innol.et
Administration with InnolLet

Mixtard InnoLet is a pre—filled pen designed to be used with NovoFine or NovoTwist disposable needles up to a
length of 8 mm. Innolet delivers 1-50 units in increments of 1 unit. Mixtard InnoLet is only suitable for
subcutaneous injections. If administration by syringe is necessary, a vial should be used.

Mixtard 30 FlexPen
Administration with FlexPen

Mixtard FlexPen is a pre—filled pen designed to be used with NovoFine or NovoTwist disposable needles up to a
length of 8 mm. FlexPen delivers 1-60 units in increments of 1 unit. Mixtard FlexPen is only suitable for
subcutaneous injections. If administration by syringe is necessary, a vial should be used.

() /AU NZE
1) KEDOHRFXE (20225118)

2444 Novo Nordisk Inc. JEFEAF -
WRFe4 NOVOLIN® N A& | Injectable suspension 100 units/mL (U-100) is available as:
- 10 mL multiple-dose vial
- 3 mL single—patient-use NOVOLIN® N FlexPen® prefilled pen
ZhiE-2h % | 1 INDICATIONS AND USAGE
NOVOLIN® N is indicated to improve glycemic control in adults and pediatric patients with diabetes mellitus.
- & | 2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions

- Always check insulin labels before administration /see Warnings and Precautions (5.4)].

- NOVOLIN® N is a suspension that must be resuspended immediately before use. Resuspension is easier when
the insulin has reached room temperature.

- To resuspend vial, roll the vial gently in your hands in a horizontal position 10 times until the suspension
appears uniformly white and cloudy. Inject immediately.

- To resuspend FlexPen, gently move the pen up and down 20 times so the glass ball moves from one end of the
cartridge to the other until the suspension appears uniformly white and cloudy. Inject immediately.

- Inspect NOVOLIN® N visually before use. Do not use NOVOLIN® N if discoloration or particulate matter is
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seen.

- Administer NOVOLIN® N by subcutaneous injection in the abdominal wall, thigh, upper arm, or buttocks.

- Rotate the injection site within the same region from one injection to the next to reduce the risk of lipodystrophy
and localized cutaneous amyloidosis. Do not inject into areas of lipodystrophy or localized cutaneous amyloidosis
[see Warnings and Precautions (5.2), Adverse Reactions (6)].

- During changes to a patient’ s insulin regimen, increase the frequency of blood glucose monitoring /see Warnings
and Precautions (5.2)].

- Do not administer NOVOLIN® N intravenously and do not use in an insulin infusion pump.

2.2 Dosage Information

- Individualize and adjust the dosage of NOVOLIN® N based on the individual’ s metabolic needs, blood glucose
monitoring results and glycemic control goal.

- Administer NOVOLIN® N once or twice daily.

- In patients with type 1 diabetes, NOVOLIN® N should generally be used in regimens that include a short—acting
insulin.

Dosage adjustments may be needed with changes in physical activity, changes in meal patterns (.e.,
macronutrient content or timing of food intake), changes in renal or hepatic function or during acute illness /see
Warnings and Precautions (5.2, 5.3) and Use in Specific Populations (8.6, 8.7)].

- Dosage adjustment may be needed when switching from another insulin to NOVOLIN® N /[see Warnings and
Precautions (5.2)].

2.3 Dosage Adjustment due to Drug Interactions
- Dosage adjustment may be needed when NOVOLIN® N is co—administered with certain drugs /see Drug
Interactions (7)].

2.4 Instructions for Mixing with Other Insulins

- NOVOLIN® N can be mixed in the same syringe with NOVOLIN® R.

- When mixing, the NOVOLIN® R should be drawn into the syringe first, followed by the NOVOLIN® N. The
mixture should be injected immediately after mixing.

2) BN DFAFXE (SPC) (20205 11H)

=444 Novo Nordisk A/S | Z7c4F 2006

R7e44 Insulatard FIEHIR& | Insulatard vial (40 international units/ml)
1 vial contains 10 ml equivalent to 400 international units. 1 ml suspension
contains 40 international units isophane (NPH) insulin human®* (equivalent to
1.4 mg).
Insulatard vial (100 international units/ml)
1 vial contains 10 ml equivalent to 1,000 international units. 1 ml suspension
contains 100 international units isophane (NPH) insulin human* (equivalent to
3.5 mg).
Insulatard Penfill
1 cartridge contains 3 ml equivalent to 300 international units. 1 ml
suspension contains 100 international units isophane (NPH) insulin human®
(equivalent to 3.5 mg).
Insulatard InnoLet/Insulatard FlexPen
1 pre—filled pen contains 3 ml equivalent to 300 international units. 1 ml
suspension contains 100 international units isophane (NPH) insulin human®
(equivalent to 3.5 mg).
*Human insulin is produced in Saccharomyces cerevisiae by recombinant
DNA technology.

Zhie - Zh 5 | Insulatard is indicated for treatment of diabetes mellitus.

Fk- & | 4.2 Posology and method of administration

Posology

The potency of human insulin is expressed in international units.

Insulatard dosing is individual and determined in accordance with the needs of the patient. The physician
determines whether one or several daily injections are necessary. Insulatard may be used alone or mixed with
fast-acting insulin. In intensive insulin therapy the suspension may be used as basal insulin (evening and/or
morning injection) with fast—acting insulin given at meals. Blood glucose monitoring is recommended to achieve
optimal glycaemic control.

The individual insulin requirement is usually between 0.3 and 1.0 international unit/kg/day.
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Adjustment of dose may be necessary if patients undertake increased physical activity, change their usual diet or
during concomitant illness.

Special populations

Elderly (> 65 years old)

Insulatard can be used in elderly patients.

In elderly patients, glucose monitoring should be intensified and the insulin dose adjusted on an individual basis.

Renal and hepatic impairment

Renal or hepatic impairment may reduce the patient’s insulin requirements.

In patients with renal or hepatic impairment, glucose monitoring should be intensified and the human insulin dose
adjusted on an individual basis.

Paediatric population
Insulatard can be used in children and adolescents.

Transter from other insulin medicinal products
When transferring from other intermediate or long—acting insulin medicinal products, adjustment of the Insulatard
dose and timing of administration may be necessary.

Close glucose monitoring is recommended during the transfer and in the initial weeks thereafter (see section 4.4).

Method of administration

Insulatard is a human insulin with gradual onset and long duration of action.

Insulatard is administered subcutaneously by injection in the thigh, the abdominal wall, the gluteal region or the
deltoid region. 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). Insulin suspensions are never to be
administered intravenously. Injection into a lifted skin fold minimises the risk of unintended intramuscular
injection.

The needle should be kept under the skin for at least 6 seconds to make sure the entire dose is injected.
Subcutaneous injection into the thigh results in a slower and less variable absorption compared to the other
injection sites. The duration of action will vary according to the dose, injection site, blood flow, temperature and
level of physical activity.

Insulin suspensions are not to be used in insulin infusion pumps.

For detailed user instructions, please refer to the package leaflet.

Insulatard vial (40 international units/ml)/Insulatard vial (100 international units/ml)

Administration with a syringe
Insulatard vials are for use with insulin syringes with a corresponding unit scale.

Insulatard Penfill

Administration with an insulin delivery system

Insulatard Penfill is designed to be used with Novo Nordisk insulin delivery systems and NovoFine or NovoTwist
needles. Insulatard Penfill is only suitable for subcutaneous injections from a reusable pen. If administration by
syringe is necessary, a vial should be used.

Insulatard InnolLet

Administration with InnolLet

Insulatard InnoLet is a pre—filled pen designed to be used with NovoFine or NovoTwist disposable needles up to
a length of 8 mm. InnoLet delivers 1-50 units in increments of 1 unit. Insulatard InnoLet is only suitable for
subcutaneous injections. If administration by syringe is necessary, a vial should be used.

Insulatard FlexPen

Administration with FlexPen

Insulatard FlexPen is a pre—filled pen designed to be used with NovoFine or NovoTwist disposable needles up to
a length of 8 mm. FlexPen delivers 1-60 units in increments of 1 unit. Insulatard FlexPen is only suitable for
subcutaneous injections. If administration by syringe is necessary, a vial should be used.
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Available data from published studies over decades have not established an association with human
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NOVOLIN® 70/30
NOVOLIN® N

insulin use during pregnancy and major birth defects, miscarriage or adverse maternal or fetal outcomes
(see Data). There are risks to the mother and fetus associated with poorly controlled diabetes in
pregnancy (see Clinical Considerations). Animal reproduction studies were not performed.

The estimated background risk of major birth defects is 6—-10% in women with pre—gestational diabetes
with a HbAlc >7 and has been reported to be as high as 20-25% in women with a HbAlc >10. The
estimated background risk of miscarriage for the indicated population is unknown. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2—4% and 15-20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Poorly controlled diabetes in pregnancy increases the maternal risk for diabetic ketoacidosis, pre—
eclampsia, spontaneous abortions, preterm delivery, and delivery complications. Poorly controlled
diabetes increases the fetal risk for major birth defects, stillbirth, and macrosomia—related morbidity.

Data
Human Data

While available studies cannot definitively establish the absence of risk, published data from
retrospective studies, open—label, randomized, parallel studies and meta—analyses have not established
an association with human insulin use during pregnancy and major birth defects, miscarriage, or adverse
maternal or fetal outcomes. All available studies have methodological limitations including lack of
blinding, unclear methods of randomization, and small sample size.

8.2 Lactation

Risk Summary

Available data from published literature suggest that exogenous human insulin products, including
NOVOLIN® R, NOVOLIN® 70/30 or NOVOLIN® N are transferred into human milk. There are no
adverse reactions reported in the breastfed infants in the literature. There are no data on the effects of
exogenous human insulin products, including NOVOLIN® R, NOVOLIN® 70/30 or NOVOLIN® N on milk
production. The developmental and health benefits of breastfeeding should be considered along with the
mother’ s clinical need for NOVOLIN® R, NOVOLIN® 70/30 or NOVOLIN® N and any potential adverse
effects on the breastfed infant from NOVOLIN® R, NOVOLIN® 70/30 or NOVOLIN® N, or from the
underlying maternal condition.
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4.6 Fertility, pregnancy and lactation

Pregnancy

There are no restrictions on treatment of diabetes with insulin during pregnancy, as insulin does not
pass the placental barrier.

Both hypoglycaemia and hyperglycaemia, which can occur in inadequately controlled diabetes therapy,
increase the risk of malformations and death in utero. Intensified blood glucose control and monitoring
of pregnant women with diabetes are recommended throughout pregnancy and when contemplating
pregnancy. Insulin requirements usually fall in the first trimester and increase subsequently during the
second and third trimesters. After delivery, insulin requirements normally return rapidly to pre-—
pregnancy values.

Breast—feeding
There is no restriction on treatment with Actrapid, Mixtard or Insulatard during breast—feeding. Insulin

treatment of the nursing mother presents no risk to the baby. However, Actrapid, Mixtard or Insulatard
dose may need to be adjusted.

Fertility
Animal reproduction studies with human insulin have not revealed any adverse effects on fertility.
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4.6 Fertility, Pregnancy and Lactation
Effects on fertility
Data were not assessed as part of this medicine registration.

Use in pregnancy
Pregnancy Category: Uncategorised

[t is essential to maintain continuous good control of insulin—requiring diabetes throughout pregnancy.
There are no restrictions on the treatment of diabetes with insulin during pregnancy as insulin does not
pass the placental barrier.

Both hypoglycaemia and hyperglycaemia, which occur with inadequately controlled diabetes therapy,
increase the risk of malformations and death in utero.
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Intensified treatment and monitoring of pregnant women with diabetes is recommended throughout
pregnancy and when contemplating pregnancy. Insulin requirements usually fall in the first trimester and
increase subsequently during the second and third trimesters. After delivery, insulin requirements
normally return rapidly to pre—pregnancy levels, leading to the risk of hypoglycaemia if the patient’s
insulin dose is not adjusted. Blood glucose levels should be monitored closely during the post—partum
period and the patient’s insulin dose adjusted accordingly.

Use in lactation

There are no restrictions on treatment of diabetes with insulin during lactation. Insulin treatment of the
nursing mother should not affect the baby. However the insulin dosage, or diet, or both, may need to
be reduced.
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8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

NOVOLIN® R, NOVOLIN® 70/30 or NOVOLIN® N is indicated to improve glycemic control in pediatric
patients with diabetes mellitus.

The dosage of NOVOLIN® R, NOVOLIN® 70/30 or NOVOLIN® N must be individualized in pediatric
patients based on metabolic needs and frequent monitoring of blood glucose to reduce the risk of
hypoglycemia /see Dosage and Administration (2.3) and Warnings and Precautions (5.3)] 7.
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4.2 Posology and method of administration

Special populations

Paediatric population

Actrapid, Mixtard or Insulatard can be used in children and adolescents.

4.8 Undesirable effects
Paediatric population

Based on post—marketing sources and clinical trials, the frequency, type and severity of adverse
reactions observed in the paediatric population do not indicate any differences to the broader experience
in the general population.

5.2 Pharmacokinetic properties %

Paediatric population

The pharmacokinetic profile of Actrapid has been studied in a small number (n=18) of diabetic children
(aged 6-12 years) and adolescents (aged 13-17 years). The data are limited but suggest that the
pharmacokinetic profile in children and adolescents may be similar to that in adults. However, there

were differences between age groups in C,.y, stressing the importance of individual dose titration.

£ 1) NOVOLIN” N, NOVOLIN® 70/30 : [see Dosage and Administration (2.2) and Warnings and Precautions (5.2, 5.3)]
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