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11.

12.

Al T Mo
PO T A
JARITEy R | Tk TaEeTFAIAN RIAYT L IN
N7 4N TSV — (FLEARY) TuETFLAN
Fy v TNI=T A
AT IV HT A
RISy R | ok TRETFNAL RIALY T L AL
100 HAA37/mL Xv v T =T A
AF T X TXH xS ) R = Bl P
AERESNIEHE

U LR

Z Dt

Wi & DIRA

FRBirIRNTEAT 2 5A IV 2 ERICIRS L7 A OREMZ ., 3 FO R 2HiRiA (EEAEK, 5%7 13—
W, 10%7 V3 — AR +40 mmol/L b U T L) 1A AV Y TAUL MEOE hA VAU U EFNEN 3 DD
R DPE (0.05, 0.2, 1.0 H{i7/mL) TEA LRF L7,

SR F N F N OB EANT 1,000 mL OR Y Fa L o BEgigASy SICEA L, AR Y v T AL M 18~22C,
AR AT I8 21 CTRE LTc, TORE LIZRZNZY T VAL, 24 R £ TOERF OA > 2V ViR
JExERIRIE 7 v~ N7 T 7 4 THE LB A L, —fRICA R Y CRBNTRR N v 7Rk T = — 7 DO PNEE
WCIRAESIND ZERHMBNTND !, ZEORKER, SREAICENIEEOFEEMEITIIR T DA A Y REDE < 72512080
ERL, ARV TROLROEIEIZE b VAV R0 A Y YR B TINE THRE I TV AHHE —
HLTuniz234,



V. ARICEEYT SHE

1. ZhEEX(EZhER
A4 DR VEEHIES & 1B HERE

2. MEXIHRICEET HER

5. MEEXINRICEET 53R
2ABERFRE ISRV TR, BEET 58 LMI. H 52 CORERFIHROEATH 2 gk, HERE
ETOAT-72) A CHEMZEET 52 &,

(FERL)
2 BUBERIREBA IRV T, RERIE, EEFENRROEARTH Y | FERGAFILBOEERFHE L CORERERE L
TV,

3. RERUVRE

() RERUVRAEDOHEH
Al Ak - HE
RSy RO T Ly s 2 x yFe | ARITRHRA 2 Y R & GRS A A Y T G S RET

b5,

JARTE Y R¥E 7w s 200 RE, BT, BT 1R 2~20 B A A BTN R 2, 2B,
SR . PG RIER S ORI RS UGl i B 2 28, Bpsefl (o = U L )
ST Yy RYE A/ Ly b OEE GBS - MR B ITEE 1 A 4~100 AL Ch 5,

AFNIEFHTLA A ) AR L GRS D BHEGRA R D T AT
B 5,

HE, BT, #IIE 1 [E] 2~20 L2 ERERIC, EHOA VAU U
AfmE FHWTHE FERT 5, 2B, &5 2R EORHRAERT RIS U CGlEE
BT 208, il A R Y VRIFIO®R S5 E A SO MERERITEY 1 B 4~
100 L Th 5,

JIRTE Y RO N7 g %

WEL. AT, FIEIE 1 Bl 2~20 BAr &2 BREANICE FTHENT 523, Fifk
BlA A CRIRNEGHT A RS D, 2B, BESRITERE CRAES R
JARTE Y R 100 HA7/mL W U Tl BT 228, Hefla o2 ) VRIRI oG &2 8D - R
EWE 1 H 4~100 BB Th 5,

BENTE URIRN TS . FRBERIRNIEA U ANER 21T 9,

Q) BERUVRAEDHRERE - 1B

AEIOBERTR GBI 2 HIMER V22T 572, Basal-Bolus 15T, IDDM B ICAK 2 BB EATICER S
L, BgWEe hA oY CRIBIORE 30 Rl E & O ERBEIEZ I AT REH LB (ANA/DCD/054) %
Fhi L7z, HbAic Z EEFHMBEE & L TAKI OB A & b oA v 2 D ST B IHIENFEA S v, AAIO R 90 43 ik
B, E e AR A L THBIER T Uiz, £, RILEE GER) ZoRWERORET 27 4 —/Lic>0N T,
AEIEHN e h AR & ORI D ZBITRD HhenoTz,
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DFERITENNE hA 2 ) B L FREE LT,
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(VAHRSEYRSE LY IREIYF, JARSEYERSE JLY YRR JRSEYRSE 41/ Ly b
JRSEYRSE RUD 4 /RS Ew F%E 100 Bifir/mL)

1.1 AFNE, EHE Mo R Y CBREI LD AEAIBBERNEN -, RERCEEG T2 2L,

1.2 A H T2 > TIARFOERRER, ImL H720 DA 2V v TAVL NGB E BEOFRRKICEHEL, £
DORANFFFRICE T 2B ET 52 &,

1.3 foA 2 Y UBEIN DL KBIA~DEFICLY, ARV HEOEENLIEICRDAREERND D, HEOH
B2k, WIEOBSSEEMH 503y AMMBEICRE ZERNb 5,
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1.4 BARNTES . R IRNIEASOIF ARSI, EMEOER T TITS 2 &,
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7.1 AR G% O R PR ERREERERIOEDT E b XY CEEGHOK 12 THY | ER MR TERARRD 5
A, EORMBERE TEITEDME M 2 CHEE L TRENZ EAVRENT (TVIL EYBEBICET 2HE 1. M
TIREOHER (2)FFKHER THERE S hz PR EDHEZ 2,

73 A A) CRFNTIE, REE, BRFEBIRERCRHEREH, AR ORRDNASNARFHO L ORH Y . BFIOLEH
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7.4 FARNICEET 5 LR TIERANEBICEND (1413 BEREOENBIR), FERFT7 87 ¥ F—Y 2RO
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R TORMLN LB L 72 5,
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(85— I : ANA-1260) BERRRAT b SOTRE, (R
N HEHE A AU &R RE LI ATRER A
I AR 1 O R Y v T A b OABE R R A0 H
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12 57 A
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—
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NN-X14: /AR Ty R9E, HIEZM e R A > R Y > NIDDM: A > A YU U IERIEAIE R . IDDM: A > R U SARAFAbE bR o5
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(2) BRPRFE A ER
% 1AREAE] - RIERSBR (ANA/DCD/029, ANA/DCD/034) °6
A S T2, HEREGRE (24 #) ROKEREGHE Q6 £3E L, HERERBRTIX, /AJEy
R®7E 0.025 Hifiz/kg XI1E 0.05 Hifii/kg & B2 FH5 U7k 5, 0.025 HAL/kg BE5-HE T 2 BIICEE OTES R 3588 S L7z 23 AL
BICTRIBBIEZICEE Lz, 2o, ST ZFFRIEIRO ko, KERLGRRTIE, /A7y R®
FEAREAEANC 1A 3EL, WEEICEY 6 A (1 BA/EL 2 BO/E, 4 BA/E %2 B B T#G LR, 146
CERAE 23583 BN SNEEALE IS TROBBIZSZICHIE Lz, Zofth, Bt & AEMRIIRD bnRiroT,

Q) AERIGIERAER
RIS T /35  (ANA/DCD/048)
A A Y ARTFRIRE R BE RO A ) IR TFRINE R B 25 &t RIc, W Rle M A R U CBAINS R
TEY ROEADEID X ZEBL, /ATy REOREELZHRFT Lz, /ATy ROEIXANERHAOE T e K
ARV D T5%ENOEEZBIGE L, TO% 4 HEOWIEMMAZ3T, R—AR T 512 4 HEO&RS &k L1,
TOFRER, AEEM OB E b A R Y CRFNCK T HEEGETEEO /A7 8y ROEESREOIITTFEE 1.07 TH -
72. HbAlcS |12 5-BAAARE 7.93%, 58 T HF 8.04% & #5811 CRIBEDIEZ /R Uiz, 22 8 R I B 8 13 4% 5 B ph
187.7mg/dL, 5 THF 190.1mg/dL & & G-l CRMBEDMEZ R LTz, ATk 2 FEFIMEE X 5-BA4AFF 181.1mg/dL, %
HRT R 149.3mg/dL SR T L TWR, #EHPRRAEETIRD b o T,
§ : IDS {55 NGSP fE~DHaFfE 1 21
f

(4) BRETAYEAER
1) ARG ER
1-1) EIWERKREER (ANA/DCD/054)°
Basal-Bolus J#&VEFENi 1 DA o A U ARFFRIE RGBS 205 Bl 2 5tge & LT leiG B (V) AT By ROERE @ 143 1), 3%
Ble A AU URE 62 ) I2BWTC, JARTE Y RYED 24 MO BERTR G2 X0 HbAlc 133 5-BIAARE 7.91%.
P GHTHE 7.76% LR TFARO BN, FHORE b v 2 U VEETIEENE 7.97%K Y 8.00% & 1FIEFEEEOE % 7R
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[EREDOHERS &7~ LTz, HbAle X UVET. 90 43 MUBEE OHERS 21X 1~2 12T,
AR VEREROEME (BERTRE-ANEEY) 3. /AI7 Yy RYEHTEMZ /R LA, £5EEOBINZL VK
MR OFBBIANEMT 5 Z &7e <, EE A VR Y U CHRLNIME D > b e — L3RSz, BUlEAIC S
WTIE, FFRLTREEEIERO o T,
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8.0 — () :n#

_ T : XERECHEDIDSEH S DIREI(E

HbA1c! 7.8 —
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L7z bkl (/AT By ROEEEE 1,303 #) 2B\ T, /AT By REORGIZLY HbAle DBENRD Hil,
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FOBYURMITEAD L, BE5RMA%E 12 0 IXTERMECE L. PUEo EFEmpE= s e — RO VR Y b
B E RITT Z LR T,
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DRI L
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B L

(6) ;AFEMIER
DEARERE (—RERARERE. FEFERARERE. ERABELERT). EERFTET—I~A—IHE. #E
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FERRGRERAILENE L TR0, 30/ AT vy ROEORERM A RGETA & 2 BLOFERE B 2 xR 1 ol
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Z OO ERE A A R, RER L7,
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LR R GUEF OVERNTE IR 47.3% (114/241 1) . & 52.7% (127/241 f) LIZEREE. FHHENT 9.5 7% C.
AEHH AT 5 mioR 23 B, 5 %A b 10 s 82 A, 10 kLA b 15 s 135 il 15 %KLL B 1 Bl Tod -7, BMI D
PME R 2T 18.1£3.6kg/m?2 Th o7, Fwllid, 18228 ], 28 6 i, ZDfh - KRB 7 BT -7, HERIFERA
WIRNTOEE) 2.9 EC, AR L LTA AU VRIFIZEHA L CORERNE 81.3% (196241 ) TH Y| 17.8% (43/241
) (BERIFERAERE X 0 AFI 2 LTz,
AFEIZBOTHRE SAVFAWER T 88 #il (36.5%) 380 {380 AL, ERFENWEMIXKMIER R ES (KM bEE, K
PERAE, RMPESOS, RIEE R E RESEE) Ccho7z, EELRBWEMRZ 13 61 19 fhcdh v, EICKilhE o B
TLHERTHol, TOWNRIE, MERMAEMERS) 7 ., MRMAESE) 4 4, MRDEESOS) 4 4, HRIMEEHE] 3 £,
KO TEfbE) 1 Thotz, f,ﬁzs FNTRHEIETH Y . KA 513k S v T,
MEE M )™ OFBRICOWTIE, LRI SUER] 241 0 5 HAKIE 5RNIRANC X DHERFIRIE1T > T
W WERT, BIEHIMA AR LTV DRERISEZ IR 141 flaxtg L U, REPEARTR K OBEMME T 3 v AM
TEIT D EIEAR MBS TS BUE G O LS bl ST, AR AR 3.6% (5/141 61]) (ZEIEARIBE ASFEBL L TV 7228,
A3 VAMTIEZ29% (4141 6) IZFES Hiv, AFPEARIR CIERREORBUEFIR ThH o7, Fio. RAREA
#% 9~12 B H#ICBW TS BRI O RFUEGI 1T 22% (3/141 ) T, AAEARF 3 7 A & e URFRE ORH,
JEFIRCTH -1z,
MMM RIESNCRBIT D [ o-GLOFRER 1X38ITHY ., WThOEFICE W THLAR AT 2 Z & THE
SN TOWIRIFFIREO 6T, £/, ZOMORER RO bR h o7z,
) MEEOER : FERoWThae % L EMiE T 20 5 Sk & L,

O HEEFHITLALE, @ IAhIArHBHNNET N a—2OENRNES

e B R 2 (BEARILIE OB I DR H)

H B | e FERDIBEITIEDN B AF 2 W T G T IEICUIE 2 1256 O ZEMER A NIEICBE T 5
Mo, wead

o EJE(RMABFER LR BT OAMRDL, AH & I T TR~ DU 2 112 0 EAE AR M 8 Bl =R
g U, BRSSO EBU B A2 KT BE R OER OB

o a-ZNnavZ—VHEAN LLF. Ta-Gl] &\9,) &ARKDHAVERNZ 1T 2 AR5

BRI O Bt
WA | hlosshR | AN | 2002424 A~2005 453 A | LM | 14
st G| A LAY BRENEIS & 7 D BRI B UL T ISR L

o [A—HERR T 3 » HEL EIBRENMThIL TV W EE
o« JARTEy FEDCHMRBRNS D BE

7R A T IE 51 %% | 1,000 51 fET RIS | Ak 1,463

=] I | 1,470 15 JEGIE | AhE: - 864 f3l]

RENERRAT R RIEGI OVERNE B M 53.0% (777/1,463 Bil) . Zot: 47.0% (686/1,463 f5l) & IATITFIEL T, R AR = A i
W72 56.6£14.9 % T - 7=, BMI O FHME B (R #21% 23.3+3.9 kg/m? Th-o7=, HAIT, 18350 5, 2 7% 1,081
B, ZOM - R 32 B TH Tz, FERFEESHIEITEY 122 6T, BiEEE LTA A VRIFIZEH LTV E
B 76.7% (1,122/1,463 fil) TH Y, A > AU REREITTE 6.6 FFCTh o7,

AFREIZB O THRE SNZFAIER X 388 # (26.5%) 1,235 15RO v, ERFIEMIMRMAER B FES (IRMHEE, (K
MBERE A, AR SOG, ARMBE R ss, KBS Thotz, HEEARREMRIT8F S IHTHY, TDHH 601
TR IKE BT 2 FR Th o7, RMFERELAN O BB ARIER L, iy, ), BEE) ®&% 14T
0., 3BT ) OFERE B CHRIR IR U EIE TH o 72,

TEYE(CMRE | 13X 52 61l 76 hfES S iz, 209 6 65 tHZRRBEROTE SN - mEHEKIE CH 72, b
76 1 ORRIF LA K QRPN 73 £, JETS28 2 ., BIIEN 1 Th o7z, LRI SRIER O 5 5, B
330 HEL & o IEFINC BV TAHE AR 0 BEE K I BUEG O RN it S iz, AFEARNITIE 1.3%
(11/861 #) \CESERMAESTEIL LT 7edd, HA%K 3 AR TIL 1.2% (10/861 ) TH V. AFIE AR CILFR
EORBIEGIRCTH oz, REIEAE 9~12 7 HHE TIL0.9% (8/861 #]) (TFHILL . AFIE AR & FIFLE D3 EEH]
RKThHoT=,



¥, AN K D EIER MBS BUE G EITRD b Rno i,
LM BIERNC BT D [ a-GLOFRER) 13 12.0% (176/1,463 ) TH V. o-GI JHHIEGI O BIVERREBUEFI=R
1% 25.6% (45/176 fil) ThH o7, -Gl ZFFH L TR WESIOBIVEHZBUERI =X 26.7% (343/1,287) THY |, «-
GI DFH DA -IZ X 0 FIVERRBUEFIHRIGE VTR Dgnolz,

HETE R 3 (PLIRI 3 2 A7)

A i) | BT 0 AR B G LI BEICBT 54 2 AU UHUAMTOMR & &SR, b=
h L ORI, A EFROREBRIRE & OBRIZ OV TR LT,

MOE 5 k| hesEorA | AR | 2002454 H~2006 453 | BN | 24

st G| A 2R CPREDEIS & 72 B BRI B TULF IS LR B
o JRTEy FEOHERRRY b S BH

A AT E E 1 # | 240 Bl R Ge | et 204

[ I | 208 £ TEBIEL | A - 125 B

LRVERRAT R GEB OVERNT B PE 51.0% (104204 1) . 2t 49.0% (100/204 #1) EIZIFREL T, M A HER 2
1% 55.0£16.0 5% CTdh o> 72, BMI OFHE CHEHER 21T 23.1 4.0 kg/m? TH o7z, HEIL, 1857 F, 2 %139 51, %
O+ KB 8 BT o7z, WERFEREFHEITIFE 129 F T, AR E LTA AT CBAEFER L TOERNIT
792% (141/171 #) THY ., A > AU S EBEEIIEE 9.0 ETH -7,
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PER AR, RIS, KM E e (RInAESIE) Chotz, HEEARBEAIZ 1L F 20 Th o, FiKiimpE iz B
TLERTH o, KMPEREH A OEERFNER & LCix, BRI, b7 v K=y 2 ) 34, THAMRE) 2 1,
TRCGMERGZE ), THIE) . TEifubE) . T Lo R ) EFREARS), T2 SRR, BT A& 1 Tholz,
TEFE] KON 3B JEFIOERIRNTE Th - 7 LI T e SR EE Lz,
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b BN Tz, TAsp-HI O EDOHER IZBAAERF8.3£153% (193 61) . 24 H A1 12.6+18.5% (44f1) T 7278,
A B AEITRD b o Tz,

T I 5 14 i PR AR
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7 7 A NVORFHEONZ HbAle, FIA&FTIFHEL OFHI &% 90 s mEE e L Li-a#te
P bae—L) okt
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() | EEE ) | REFIEE (%) | R ()
TKGRERFE COHRG 178 78 43.8 573
BER TR A DR F 2030 616 30.3 3039
BIfEF MedDRA/J (Ver.13.1) KGRI E TR E 3 R o 4 T D B 2 (D)
SOC PT % (%) 1% BilE (%) %
. . JE 2% 1 (0.05)
RIS S OHER [t [ (0.05)
SHER % 1 (0.05)
Bk, BEPER X ORE
IR O3
BINOEES e KIEE
&)
f%ﬁgk OV LR g 1 (0.05) |
RIERIEE N BOE 1 (0.05) 1
BAGHOE 2 (0.1) 2
PERIFIE S BT v R— A 1 (0.05) 3
& I 3 (0.15) 3
b b s | LR 61 (34.3) 417 578 (28.5) 2950
Rt L OREREE T T— 6 (027) .
BRI 2 (1.1) 40
b= A 1 (0.6) 1
RE iR 1 (0.05) 1
fibdee H i 1 (0.05) 1
A 1 (0.05) 1
FEED 3 (1.7) 7 1 (0.05) 1
SR BHRR 1 (0.05) 1
AR A 5 R 1 (0.6) 1 23 (1.13) 28
S BT 1 (0.05) 1
R R 1 (0.05) 1
Bk 1 (0.6) 2
Jeqh 1 (0.05) 2
T DR 1 (0.6) 3
PRk 4 (22) 17
T K48 1 (0.6) 2
e e 1 (0.6)
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ok TS KO g I (06) |
T b b




10.

BIfEH  MedDRA/J (Ver.13.1) TR E T HE] ISR 75 T O B 20D
SOC PT B (%) 45 B (%) 45
Ji9R 2 (L1.1) 2
T 1 (0.05) 1
B IR HEAR B 1 (0.6) 1
AL TR 1 (0.05) 1
L 1 (0.6) 1
JHRHE SRR JFHERE B 1 (0.05) 1
=B 1 (0.05) 1
. g2~ 1 (0.05) 1
i%ﬁ%ég %ﬁﬁ 7 (3.9) 27
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TSR B 1 (0.6) 1
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14.1.1 & 58
(VHRFEYRE JLYIREYF. JRIEY FE TLYIARSRU/RSEY RE 4/ Ly kY

(1) AKX JIST3226-2 ICHEHL U 7= A BBV EREH 2 HWCEHA T2 2 &, RANT A BFEHERNE & o
AR E N =— RV TIT> TV 5,

(VRS EY FSE RUT41L%

(1) AFNTHEROA 2 Y RV AZE, F72 IS T 3226-2 [ZHEHL L 72 A RS IS 814 VTR
5T L&, AANE A FEHESE & OB EEOMERE X =— KL TTo TN 5,

(VRSEYRSE JLYORAYTF, JARFEYESE JLyIRRL, JARSEYRSE 41/ Ly R

RU/ARSEY E5E RUT 4%

(2) A& A RIS & OEERFICHIFNED R BANRD HILEHEEITIE, H LWIENEHIERY
R DEOUE T EE BB ET L&,

Q) 1 KOKFEEEROEEIMHER LN &,

(/RS Ew F*E 100 Bfz/mLy
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L, IBEBREDIE FTEHT L L, 2o, SMA T LI ESNZEEETLZ &,
(2) AHZ LA, 5% 7 R 7WERKE 7213 10% 7 R o7 EREICHEE A U 7 2 40mmol/L % AN 2 7- 1%
HRIZIRA L. 0.05 HZ/mL 726 1.0 Hfz/mL OFFHOREICTHB L, RV =F L o RoKEGH ThHlE
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JIS A B HIEST 8 E OMABEDETHEMAT L &0 /AT E Y RO XU T4 ANIh— Y v VRFITH S,
HADOA LV AY A BIEAZE (VRAA®L )RRy a0 )RR, RN a—%F T R) [TE
DT CERT2Z L, /AR, RNy ma—=0 )RR, SRR a—CTZ 2%, JIS A R
HEH gL OMBE DT THEAT L Z L,

(3) EHBFICH— Y v PR EBWHT D ENDH D, BYD Y R B3H D20, 1 KOBHK 280 BHE
THALRNZ &,

(/ARZEY F5E 100 BEHL/mL)
(2) AH ZFHeHIRNIEAT 256 OMRGIETH D, —MRISA w2 Y A RFNTEE S 7Rl T = — 7 O NEES
WAESND ZERMONTNDTD ! V| FEERIRNIEARH I 2 B4 LR HAT 5 2 L,
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(VRSEYFE JLYIRZAYF, JARSEYERESE JLYIARL, JRSEYRE 1/Ly R
BU/RSEY F5E RUT 4L
FEIRINICE G L2 &, 72780, BT L& &, SRUCHENEEAIENICA Y | HESEBE ST
MERH LD ENHDIOTERT DL L,
(V/RFEw K% 100 Efiz/mL)
AEIOE 5% % FHEFICTT O BE . FHUCERSSMEMNICAY . EFHEBIELFER S Hbnbd
ENHDLIOTERET DL,

()

(VIRSEYRSE JLyIRFyF, JRTEYESE JLYIRARYY JARFEYESE 41/ Ly FRY
JRSEYRE RUT 4%

JAHRTEY R®E JLy 7 RAFTFO JERTEY ROE Ty 7 AXVE JARTEY R 4/ Ly KRR
Ty ROE X7 4 ACRETHEREATH D, FIRNICEET 2 & MBEETIERNEBIZS b bR 2k 2
TEBENDE® D,

FARAN U APNICE 53285813/ A7 By ROE 100 Bz/mL 2 H325 2 &,
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14.1.3 %50z L,
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NA TIVDIERCBEIEM R A L0 | IWHIZEOER B AN 2 e B3H D, Fio, HHAFIZHEN
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()
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16,1 BRERFEFARICE D < 153R
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156.1.2 4270 2y LB LIEGE, BERZCHESN TV S, T 5610, FEEOLAREOK
BE B LR bRET5Z L,
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W7k C M S 417 Prospective Pioglitazone Clinical Trial in Macrovascular Events Study {23\ Clk, A > A Y o BlEE
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X. JEERPREAERICEIT HIRE

1. ZEMAER
(1) AR

VI, 333 2HE ] OESIR

() REMEEHERC

. N 1 A 58
18 2 W - I TE - N e
HH R TEE - ITEEE EiLY| s (Bifir/kg) AER
P , F 58 ) B 00 S E A T 7% 100
MER IS KL O | Trwin 3Rk A RPN | 1,10, 100 Wi kg BECRD B LT
B s ) & TR R E RS Z v bk AR | 1,10,100 | E2ESA L
o [EILEZSES ~ A R | 1,10,100 | L
o . W IR B ] 0D FE 2 45 10, 100 B
NFE YN S VAR =
XV VB X LEERIER | ~ T R AR | 1,10, 100 fit/kg BECRRD BALT-.
" JRERER 45 B C AR R RS oD ZE e
i TF ) — VB EIR ~ A FRN 1,10,100 |MEOFTEERDO EHRNED 5
El niz,
;fﬂx: /\0\ N =N =
* |gorer o7 VTR TAERL <o irs | 10,000 | gL
sEesE  F1 gé%v‘/%hﬁy@’vﬁﬁ% U A | BIRN | 1,10,100 | AL
BEIF E A WilE o A ¥ 71k <A AR | 1,10,100 | B8 L
iR E R ~ A AR | 1,10,100 | S8 L
H A LAY T AL S E % a0
H* i FTRFALAYL, EAK I o 3.6,36,360
g el b hm MY e | Y EY R i L) | e L
EA X B Ui
Lg% [NE NAl)
%g\ggg\L@H\ﬁﬁ Su k| BRA | 1,10,100 | B L
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B MR, ik T A, R N w0
- g | REOIRRAER O Ay k| T | IR 04 10,40 [RREL
- F U B GICRT DI
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H
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xRy s TF =k
. i Nat. Kt Cl- MBI 2S 10 K& OY 100 HAL
N N N N v + — ik W B geh
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R bT-,

Q) £ DD FEEEAER

AR L




2. AR
() BExEEMHHR 7

HEws DO E S B (BAL/kg)

!‘X %
Tl Be ek m e
~ 7 A (NMRI %) ay >4000 1000
Z v bk (SD %) e >4000 >4000
A4AX (B—=2) KT >64 >64
Q) REHREEEHERS®
MmEVEE (BT /ke/
BT BEME | BEEK | B5R CHAvkeg/R) i;” B O gié
Z > k (SD %) 4 5[5 BT 10, 50, 200 50 200
A4 X (BE—Z 1) 4 35 BT 0.5,1.0,2.0 2.0 2.0
Z v ;b (Wister &) 13 AR ey 12.5, 50, 200 <12.5 12.5
A4 X (BE—Z ) 13 A s 1.0,4.0 4.0 1.0
v~ (SD %) 52 M T 10, 50, 200 <10 <10
A4 X (BE—Z ) 52 A s 0.5,1.0,2.0 1.0 2.0

J v b 2 AR ERSEERBR TIE, RTOBREHETA A Y 72290 FOEBIEMIC L 2RISR E o 5 14
DRO LT, FOMITHRERENE, Bl JOKEOHEM, Iy Z—LrFal—raritkdmfrra—2ok
. REZOEN, BHEOZINBIEINTN, WTNLXEEE (B hA 2RV V) THROLNALE/LTHD, FKH
ERACHIRMFEIERT 2 D LEEX bz, £, mAEOMHICHMIELIEAERO DT IR D b,
STEREE (B bA RV V) LWL THRIFHICEERZTIRD b oo, LREEIC S W TIEERBREMTH S
SD %7 v MIBWTHRBAETLZZ ERAMONTRY, A2 AV T A9 MNMEGISEK T 2 5 RO 72 5 DR AT

W bR DT,

A4 X 2 WRKERGEFEERBECIX. A2 > 72290 hOEIER IR T A R MEEE R AN R T X 3T

IO behoTlz,

Q) EfzEEatER°°

B A2 W BIRZERAE RARER, ~ v 2 U vVl (L5178Y) & AWl s F28R A Bk, v MU o SEkEsaR il
AW REAEREERR, v~ U 22O/ MERBR L OREH DNA &R RITRETH - 72,

4) AR ER
MR L
(5) EIEHESHRERCC
= 5 5 & MR (Hifr/ke/H)
ABRIE ¥ . e
A ERE hip i e 530 Kp | (fike/ 1) e i
e i — ek
- HE o AZECET 4 E R, AR HAR
=2 1L R - .
;Egivh é5£> HLOMEEMESETET | ZF | 10,50,200 Eﬁ%m'w <10
W AHdET 2 W ~R 15 A W - 200
AUES . —fEErE 3
& - BRI AE (New Zealand White) IR 6~18 H KT 1,3, 10 MR - 3 10
HVERR O A —EEE 10
2/ f N = ~IN 244 13 .
ﬁ;ﬁ;é@% (SD %) FEIR 6yt 21 B BF | 10, 50,200 ZEFHAE : 200 200




(6) FRT RIS MEEKER
THREFENCA LAY v T AL b 20 BAL200ul/site DR CHEIRZ FHS L, 52 A%, 5 AZREKO 21 AkICE
I AR L, MRFIMEEIT o7, ZORR, BEIALICHIZENRD b2, BMF Lzt bR
VEBE - BEIFFRCTh T,

(7) Z DI DK T E
B ERE L



X BEENERICEAYSERE

1. HHERS
;o Al B
VAyoE A8 Sk
H) FE-EMSEONFEICLVERNTLZ L
Hhsy - BISR

2. H%HHAM
24 % A

3. A RETOITE
RS 28T, 2~8CITIRIET D,

4. WRWNEDOFE

20. BRIk LEDEE

(VRFEYFE FJLYIREYFRUE/AKRTEY R5E TLy I RRUY)

BERAFIEEIRICS Y v 7FICL D ER L THRE L, 4 EMAUNICERT 52 L, BRERE 2~8C) bAlkE
THDHN, BREERT D &, oA IIFEIETH Z &,
(VARSEYFZE A/ LYy MRE/RTEY RE XRUT4L%

FERAFIIAEREIZANT, ¥v v 7FICL0HEE L TEIRIRE L, 4 BRLNCEHRTLZ &, Eolthh
ITREET L L,

(/RS Ey F3E 100 Bfi/mL)

57 AR A R IS AU, e U CRIBICERE L, 4N AT 2 &, oS aidiET o2 &,

(fiH)

A% OREICE L T, RIS — R v DB O TN, A () RAL5E) 23S B0 R
HACEMAE AL, BEREOH LANIZ L DRE8R &0, MEOJRK LR AERENRH D720, BIRRE Z AT &
LCWe, Z0%, REBTIZAF v IEMTHREND T Ly 7 2AZ v FEDT LT 4 )b RT L AREFE I T
2, BARBSE CORILERT D70, TXTORBITR—DOBREFIEEZHERL 0D, LR, JRT7Ey R®
T Iy 7 AFTFORNRIARTEy ROE 7Ly 7 ZARUOCHONTIE, EHBG% ORENT — & L 0 HBLA
HBOWBEAE IRV B3R I T D (V. "ANCET 25HE 6. WAIOSHESEMETICBIT 2 REMN] ©
HBHR) 720, MBEEE L AEETH D,

—FH, JEATEY R®E 4 Ly MRV ATEy R®E 100 HA/mL IZ25W ik, Btz 3L <Bb9, *
oo A= RV o DAHID ) RT Y RO LU 7 4 ACTIIRREOH LANIC L DFE8BR E0, MEDFK & 7
BB STV WO T, BIRRGFEHIET 25,

5. BEMITEM
cBERERLTAR A
LKFThoOLEBY : HY



10.

11.

12.

© Z OO BEEITE R

- BEMEESCE (RSEEACFRE, XL H% 2. €OMORMEEE) DOESMR)

. F—R5 - FBE

@ T AUTRATNE T AKX FO [EE N7 A% [FVE 100 HAZL/mL
® (L RYLUTA/NLEBSEEYBAZ—NR [H /7 1], FiEI—FNR [/ 70 FE 100 BAZ/mL NR [/

7 4]

. EfSEEERAR

1999 4£9 H 7 H

. BERZTAZFABRUVRZES., RMELWEFAR. REMAEFAR

W7e 4 BOEIRGEAGREH A RRE S FAMEAEDGRAEA A | RGERAAEH A

;i;t/ R 7 by 2013422 H 15 A | 22500AMX00848000 | 2013426 H 21 A | 2013429 A 4 A

ijf B FHE 7Ly 72 2008 459 H 25 A | 22000AMX02124000 | 2008 4=12 A 19 A | 200244 A 1 A

JARTE Y R¥E A /Ly h® | 200942 H 13 H | 22100AMX00429000 | 2009 49 H 18 H 2009 4F9 A 24 H
KT By R®E N7 g u® | 2 2 22000AMX0212

j j:; tj i@i 100 %{;/;L 2832 i z E 22 E 22388AMX8212§?)22 WBF12F 19 R 120015123 7 H

JARTEy R®E 100 BAL/mL
e G R 3R

BEEHER. BERRAREAARUVEORE

JARFEy RNE Ty 7 AN JRITEy F¥E A/ Ly R JRTE Y RO X7 0 1%,

JARTEy R®E 100 BAL/mL

HEAMRWEH  20104E 12 A 24 A

O OA M R EFEE M 2H (

BEEHME

JRTEy ROE Ty 7 AR JRTEy RE A Ly M JRTE Y ROE X7 4 L8]

JART ¥y R 100 HA7/mL

2001 4510 H 2 H~2009 410 A 1 A

REEHARFIRICEA T 2154k
HIRR I 720

(84F) (#T)

. PEXEBHREM. RERUVAEZEEENFOEABRUEZOARE

FPIRNTES . FRBcirIRNTEA, FHPINTEES : 201246 A 22 H

GRIEGEM) B3 ZANONETONTIIHRZY LRV,




13. &£#&Ea—F

TP RS ey e = —
e ’fgﬁgﬁﬁﬁf ‘Eﬁ(ﬂf%i o Fl hoto ) &5 iﬁ;;;i‘&f%
JIRTEY R¥FE 7L w7 AR F® 2492415G6025 2492415G6025 122527301 622252701
JARTEY R®E 7Ly 7 AL ® 2492415G1031 2492415G1031 114566301 620008893
JRTE Y R®E A4 /7 Ly K® 2492415G3026 2492415G3026 119269801 621926901
JIRTEy RoF X7 4 L® 2492415A2035 2492415A2035 114564901 620008894
JARTEy R®E 100 HEAL/mL 2492415A3031 2492415A3031 114565601 620008895

14. RERHEFLEDEE

(VRFEYRSE FJLY YRR JRSEY R5E RUT74)0°, /RFEw K°F 100 Bif/mL)

EER 13 4 12 A 7 BAHREFSE 290 BIEA 5781748 (RS EEGR RaE

O REANT, A 2D CRFTHY , ARFEEE LZGE1E TEERBEOBEIC L 2FEBICET 2EHOHEOHE
FEHIE] CER 6 4F 3 AIEAEETE 54 5) BIRE—H 2 BH 2 5% 2 fiXs 1CL101) OTEEH QIR HEEE Pk
FHEETZDLDHLOTHDHI L,

Tz, REHNT, EAFBHREDOED S NREROEBSE] CER 12F3 ARAAEREDBH) O=0 [
U UBA IS TALDOTHDH I L,

@ ARKZFET DR, RBREFEESUIRBRIEFICB W TR 2 ROV T, T Rl Sk
CFk 6 45 3 ABEARERE 54 B) O—SIEICEE S e OB EFIEICOWT) CEAL 1243 A 17 HIRBRES 28
B) X VA CERNREE IR O EARIMNR IS EREERM I E LTRETE2 D THD L,

L, JRTE Y RE300 7Ly 7 Ay (BEO ) RTE Y RVE 7Ly 7 AU ®) (2o TIRE AR — AR
DXy b THDIOT, EEHCHENEEFHEZBET 2HA. EABRBMNEXIIMEHIIEETERNLDOTHD
b, T, EHEHOBMIL, MEEOFIZEENTWDEI LD THD Z &,

(REBIZHOWTIE, FRE 19 4 12 H 14 BAREFE 12140001 S2BWT, RO XL IO SN TS, @/ KT
By REE300 7Ly 7 ARNCONWTEEASR AREIOX y FTHHOT, EEACEMFEEHE2ETET 55
A EABINEIIREETCE 2V LDOTHDH I L)

(VRSEYESE 4/ Ly b

AL 21 4E 9 H 18 BAHEER 0918 25 5 =I5 A4 J7 8 P A& s A

O ARBFNIA AV BHITHY . AWK E L LGE T, [OOSR E L] (FRL 20 FEATEE SRE 59
B BIEE 2 T 2 EE 2 i 1 KX [C101) OEE A DRSS 2 EETX3L0THE I L,

@ AANIEAR A EOF vy N THDHOT, FEHCEMEEEH 2R ET 56, EARNEIREE TE 20
HLDOTHDHZ L,

(VRSEYESE JLYIREZYFY)

R 25 45 6 A 21 BAHRIESE 0621 55 1SR4 S BE R IR B E R E @

O ARFNZA 2D CHFTHY . ARF O HOERE1T-> TV S BE IS L THEEE AT - 728580, TR
DREEHFE] CERL 20 FIEAEFME L 59 5) BIRE —ERBZREM S EE CUF, TERREE] Lvw)H,) K
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Injection: 100 units/mL (U-100) of insulin aspart available as:.
+ 10 mL multiple-dose vial
. " + 3 mL single-patient-use PenFill® cartridges for the 3 mL PenFill® cartrid,
R4, NOVOLOG® A mL single-patient-use PenFill® cartridges for the 3 mL PenFill® cartridge

device
+ 3 mL single-patient-use FlexPen® prefilled pen

+ 3 mL single-patient-use FlexTouch® prefilled pen

NOVOLOG?" is indicated to improve glycemic control in adults and pediatric patients with diabetes mellitus.

Mk - &

2.2 Preparation and Administration Instructions for the Approved Route of Administration
Subcutaneous Injection
+ Inject NOVOLOG® subcutaneously within 5-10 minutes before a meal into the abdominal area, thigh, buttocks or
upper arm.
+ Rotate injection sites within the same region from one injection to the next to reduce the risk of lipodystrophy
and localized cutaneou amyloidosis. Do not inject into areas of lipodystrophy or localized cutaneous amyloidosis
[see Warnings and Precautions (5.2) and Adverse Reactions (6.1, 6.3)].

+ Dial the NOVOLOG® FlexPen® and FlexTouch® in 1-unit increments.
+ Generally use NOVOLOG® (administered by subcutaneous injection) in regimens with an intermediate- or
long-acting insulin.
+ May dilute NOVOLOG® with Insulin Diluting Medium for NOVOLOG® for subcutaneous injection. Diluting
one part NOVOLOG® to:
+ Nine parts diluent will yield a concentration one-tenth that of NOVOLOG® (equivalent to U-10).
+ One part diluent will yield a concentration one-half that of NOVOLOG® (equivalent to U-50).

Continuous Subcutaneous Infusion (Insulin Pump)
+ Can use this NOVOLOG® product with the continuous subcutaneous insulin infusion pumps labeled for use with
NOVOLOG® (insulin aspart). Refer to the insulin pump user manual to see if NOVOLOG® can be used. Use
NOVOLOG® in accordance with the insulin pump system’s instructions for use.

+ Train patients using continuous subcutaneous insulin fusion pump therapy to administer insulin by injection and
have alternate insulin therapy available in case of pump failure.

+ Administer NOVOLOG® by continuous subcutaneous infusion in a region recommended in the instructions from
the pump manufacturer.
Rotate infusion sites within the same region to reduce the risk of lipodystrophy or localized cutaneous
amyloidosis [see Warnings and Precautions (5.2) and Adverse Reactions (6.1, 6.3)].

« Instruct patients to follow healthcare provider recommendations when setting basal and meal time infusion rate.

+ Change the NOVOLOG?® in the reservoir at least every 7 days or according to the pump user manual, whichever is
shorter. Follow the NOVOLOG®-specific information for in-use time because NOVOLOG®- specific information
may differ from general pump manual instructions.

+ Change the infusion set and the infusion set insertion site according to the manufacturer’s user manual.

+ Do net dilute or mix NOVOLOG® when administering by continuous subcutaneous infusion.

+ Do not expose NOVOLOG® in the pump reservoir to temperatures greater than 98.6°F (37°C).




Ak - A&
(mo%)

Intravenous Administration

+ Administer NOVOLOG® intravenously only under medical supervision with close monitoring of blood glucose
and potassium levels to avoid hypoglycemia and hypokalemia /[see Warnings and Precautions (5.3, 5.6) and How
Supplied/Storage and Handling (16.2)].

+ Dilute NOVOLOG® to concentrations from 0.05 unit/mL to 1 unit/mL insulin aspart in infusion systems using
polypropylene infusion bags.

NOVOLOG®" is stable in infusion fluids such as 0.9% sodium chloride Injection, USP.

2.3 Dosage Recommendations

+ Individualize the dosage of NOVOLOG® based on route of administration, the patient's metabolic needs, blood
glucose monitoring results and glycemic control goal.

+ Dosage adjustments may be needed with changes in physical activity, changes in meal patterns (i.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)].

+ When switching from another insulin to NOVOLOG®, a different dosage of NOVOLOG® may be needed [see
Warnings and Precautions (5.2)].

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

2.4 Dosage Modifications for Drug Interactions
+ Dosage modification may be needed when NOVOLOG® is used concomitantly with certain drugs [see Drug
Interactions (7)].

FRIN D A3 E ; SPC (2023 £ 3 A)
St4 | NovoNordisk A/S | 584 | 1999 4F
100 units/ml solution for injection in vial, 10 mL (1,000 units)
Penfill 100 units/ml solution for injection in cartridge, 3 mL (300 units)
FlexPen 100 units/ml solution for injection i -filled 3 mL (300 unit
W4, NovoRapid A exPen units/ml solution for injection in pre-filled pen, 3 mL (300 units)

InnoLet 100 units/ml solution for injection in pre-filled pen, 3 mL (300 units)
FlexTouch 100 units/ml solution for injection in pre-filled pen, 3 mL (300 units)
PumpCart 100 units/ml solution for injection in cartridge, 1.6 mL (160 units)

NovoRapid is indicated for treatment of diabetes mellitus in adults, adolescents and children aged 1year and above.

& - A&

Posology

The potency of insulin analogues, including insulin aspart, is expressed in units, whereas the potency of human insulin
is expressed in international units.

NovoRapid dosing is individual and determined in accordance with the needs of the patient. It should normally be
used in combination with intermediate-acting or long-acting insulin.

Moreover NovoRapid vial and NovoRapid PumpCart can be used for continuous subcutaneous insulin infusion (CSII)
in pump systems.

NovoRapid vial can also be used if intravenous administration of insulin aspart, by physicians or other healthcare
staff, is applicable.

Blood glucose monitoring and insulin dose adjustments are recommended to achieve optimal glycaemic control.
The individual insulin requirement in adults and children is usually between 0.5 and 1.0 unit/kg/day.

In a basal-bolus treatment regimen 50—70% of this requirement may be provided by NovoRapid and the remainder
by intermediate-acting or long-acting insulin.

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)

NovoRapid can be used in elderly patients.

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

Paediatric population

NovoRapid can be used in children and adolescents aged 1 year and above in preference to soluble human insulin
when a rapid onset of action might be beneficial, for example, in the timing of the injections in relation to meals (see
sections 5.1 and 5.2).

The safety and efficacy of NovoRapid in children below 1 year of age have not been established.

No data are available.

Transfer from other insulin medicinal products

When transferring from other insulin medicinal products, adjustment of the NovoRapid dose and the dose of the basal
insulin may be necessary. NovoRapid has a faster onset and a shorter duration of action than soluble human insulin.
When injected subcutaneously into the abdominal wall, the onset of action will occur within 10-20 minutes of
injection. The maximum effect is exerted between 1 and 3 hours after the injection. The duration of action is 3 to 5
hours.

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

Method of administration

NovoRapid is a rapid-acting insulin analogue.

NovoRapid is administered subcutaneously by injection in the abdominal wall, the thigh, the upper arm, the deltoid region
or the gluteal 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). Subcutaneous injection in the abdominal wall ensures
a faster absorption than other injection sites. Compared to soluble human insulin the faster onset of action of NovoRapid is
maintained regardless of the injection site. The duration of action will vary according to the dose, injection site, blood flow,
temperature and level of physical activity.

Due to the faster onset of action, NovoRapid should generally be given immediately before a meal. When necessary
NovoRapid can be given soon after a meal.

NovoRapid vial/NovoRapid PumpCart
Continuous Subcutaneous Insulin Infusion (CSII)

NovoRapid may be used for CSII in pump systems suitable for insulin infusion. CSII should be administered in the
abdominal wall. Infusion sites should be rotated.

When used with an insulin infusion pump, NovoRapid should not be mixed with any other insulin medicinal products.
Patients using CSII should be comprehensively instructed in the use of the pump system and use the correct reservoir
and tubing for the pump (see section 6.6). The infusion set (tubing and cannula) should be changed in accordance
with the instructions in the product information supplied with the infusion set.

Patients administering NovoRapid by CSII must have an alternative insulin delivery method available in case of pump
system failure.

NovoRapid vial
Intravenous use

If necessary, NovoRapid can be administered intravenously which should be carried out by physicians or other
healthcare staff.

For intravenous use, infusion systems with NovoRapid 100 units/ml at concentrations from 0.05 unit/ml to 1.0 unit/ml
insulin aspart in the infusion fluids 0.9% sodium chloride, 5% dextrose or 10% dextrose including 40 mmol/l
potassium chloride using polypropylene infusion bags, are stable at room temperature for 24 hours.

Although stable over time, a certain amount of insulin will be initially adsorbed to the material of the infusion bag.
Monitoring of blood glucose is necessary during insulin infusion.

Mixing two types of insulins

NovoRapid can only be mixed with NPH (Neutral Protamine Hagedorn) insulin in a syringe for subcutaneous use.
When NovoRapid is mixed with NPH insulin, NovoRapid should be drawn into the syringe first, and the mixture
should be injected immediately after mixing. Insulin mixtures should not be administered intravenously or used with
a subcutaneous insulin infusion pump.

Administration with a syringe
NovoRapid vials are for use with insulin syringes with the corresponding unit scale. See also section 6.2.
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NovoRapid Penfill
Administration with an insulin delivery system

NovoRapid Penfill is designed to be used with Novo Nordisk insulin delivery systems and NovoFine or NovoTwist
needles. NovoRapid 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. If administration by infusion pump is necessary,
a vial or NovoRapid PumpCart should be used.

NovoRapid FlexPen
Administration with FlexPen

NovoRapid FlexPen is a pre-filled pen (colour-coded) 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. NovoRapid FlexPen is only
suitable for subcutaneous injections. If administration by syringe or intravenous injection is necessary, a vial should
be used. If administration by infusion pump is necessary, a vial or NovoRapid PumpCart should be used.

NovoRapid InnoLet
Administration with InnoLet

NovoRapid 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. NovoRapid InnoLet is only suitable for
subcutaneous injections. If administration by syringe or intravenous injection is necessary, a vial should be used. If
administration by infusion pump is necessary, a vial or NovoRapid PumpCart should be used.

NovoRapid FlexTouch
Administration with FlexTouch

NovoRapid FlexTouch is a pre-filled pen (colour-coded) designed to be used with NovoFine or NovoTwist disposable
needles up to a length of 8 mm. FlexTouch delivers 1-80 units in increments of 1 unit. NovoRapid FlexTouch is only
suitable for subcutaneous injections. If administration by syringe or intravenous injection is necessary, a vial should
be used. If administration by infusion pump is necessary, a vial or NovoRapid PumpCart should be used.

NovoRapid PumpCart
Administration via Continuous Subcutaneous Insulin Infusion (CSII)

NovoRapid PumpCart is only for use with an insulin infusion pump system designed to be used with this cartridge,
such as the Accu-Chek Insight and YpsoPump insulin pumps.

CSII should be administered in the abdominal wall. Infusion sites should be rotated. NovoRapid PumpCart is only
suitable for CSII in pump systems suitable for insulin infusion. If administration by syringe or intravenous injection
is necessary, a vial should be used.

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

Risk Summary

Available information from published randomized controlled trials with insulin aspart use during the second
trimester of pregnancy have not reported an association with insulin aspart and major birth defects 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].

In animal reproduction studies, administration of subcutaneous insulin aspart to pregnant rats and rabbits
during the period of organogenesis did not cause adverse developmental effects at exposures 8-times and
equal to the human subcutaneous dose of 1 unit/kg/day, respectively. Pre- and post-implantation losses and
visceral/skeletal abnormalities were seen at higher exposures, which are considered secondary to maternal
hypoglycemia. These effects were similar to those observed in rats administered regular human insulin /see
Data].

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

Clinical Considerations

Disease-Associated Maternal and/or Embryo-Fetal Risk

Poorly controlled diabetes in pregnancy increases the maternal risk for diabetic ketoacidosis, preeclampsia,
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

Published data from 5 randomized controlled trials of 441 pregnant women with diabetes mellitus treated
with insulin aspart during the late 2" trimester of pregnancy did not identify an association of insulin aspart
with major birth defects or adverse maternal or fetal outcomes. However, these studies cannot definitely
establish the absence of any risk because of methodological limitations, including a variable duration of
treatment and small size of the majority of the trials.

Animal Data

Fertility, embryo-fetal and pre- and postnatal development studies have been performed with insulin aspart
and regular human insulin in rats and rabbits. In a combined fertility and embryo-fetal development study in
rats, insulin aspart was administered before mating, during mating, and throughout pregnancy. Further, in a
pre- and postnatal development study insulin aspart was given throughout pregnancy and during lactation to
rats. In an embryo-fetal development study insulin aspart was given to female rabbits during organogenesis.
The effects of insulin aspart did not differ from those observed with subcutaneous regular human insulin.
Insulin aspart, like human insulin, caused pre- and post-implantation losses and visceral/skeletal
abnormalities in rats at a dose of 200 units/kg/day (approximately 32 times the human subcutaneous dose of
1 unit’kg/day, based on human exposure equivalents) and in rabbits at a dose of 10 units’kg/day
(approximately three times the human subcutaneous dose of 1 unit’kg/day, based on human exposure
equivalents). No significant effects were observed in rats at a dose of 50 units/kg/day and in rabbits at a dose
of 3 units/kg/day. These doses are approximately § times the human subcutaneous dose of 1 unit/kg/day for
rats and equal to the human subcutaneous dose of 1 unit/kg/day for rabbits, based on human exposure
equivalents. The effects are considered secondary to maternal hypoglycemia.

8.2 Lactation

Risk Summary

There are no data on the presence of NOVOLOG® in human milk, the effects on the breastfed infant, or the
effect on milk production. One small published study reported that exogenous insulin, including insulin
aspart, was present in human milk. However, there is insufficient information to determine the effects of
insulin aspart on the breastfed infant. The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for NOVOLOG®, and any potential adverse effects on the
breastfed infant from NOVOLOG®, or from the underlying maternal condition.
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4.6 Fertility, Pregnancy and lactation

Pregnancy

NovoRapid (insulin aspart) can be used in pregnancy. Data from two randomised controlled clinical trials
(322 and 27 exposed pregnancies) do not indicate any adverse effect of insulin aspart on pregnancy or on the
health of the foetus/newborn when compared to human insulin (see section 5.1).

Intensified blood glucose control and monitoring of pregnant women with diabetes (type 1 diabetes, type 2
diabetes or gestational 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
trimester. After delivery, insulin requirements normally return rapidly to pre-pregnancy values.
Breast-feeding

There are no restrictions on treatment with NovoRapid during breast-feeding. Insulin treatment of the nursing
mother presents no risk to the baby. However, the NovoRapid dose may need to be adjusted.

Fertility

Animal reproduction studies have not revealed any differences between insulin aspart and human insulin
regarding fertility.

5.1 Pharmacodynamic properties

Pregnancy

A clinical trial comparing safety and efficacy of insulin aspart vs. human insulin in the treatment of pregnant
women with type 1 diabetes (322 exposed pregnancies (insulin aspart: 157; human insulin: 165)) did not
indicate any adverse effect of insulin aspart on pregnancy or on the health of the foetus/newborn.

In addition the data from a clinical trial including 27 women with gestational diabetes randomised to treatment
with insulin aspart vs. human insulin (insulin aspart: 14; human insulin: 13) showed similar safety profiles
between treatments.
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8.4 Pediatric Use

The safety and effectiveness of NOVOLOG® to improve glycemic control have been established in pediatric
patients with diabetes mellitus. Use of NOVOLOG® for this indication is supported by evidence from an
adequate and well-controlled study in 283 pediatric patients with type 1 diabetes mellitus aged 6 to 18 years
and from studies in adults with diabetes mellitus /see Adverse Reactions (6.1), Clinical Pharmacology (12.3),
and Clinical Studies (14)].
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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.




5.1 Pharmacodynamic properties

Paediatric population

A clinical trial comparing preprandial soluble human insulin with postprandial insulin aspart was performed
in small children (20 patients aged 2 to less than 6 years, studied for 12 weeks, among those four were younger
than 4 years old) and a single dose PK/PD trial was performed in children (6-12 years) and adolescents (13-
17 years). The pharmacodynamic profile of insulin aspart in children was similar to that seen in adults.

The efficacy and safety of NovoRapid given as bolus insulin in combination with either insulin detemir or
insulin degludec as basal insulin has been studied for up to 12 months, in two randomised controlled clinical
trials in adolescents and children aged 1 to less than 18 years (n=712). The trials included 167 children aged
1-5 years, 260 aged 6-11 and 285 aged 12-17. The observed improvements in HbAlc and the safety profiles
were comparable between all age groups.

5.2 Pharmacokinetic properties

Paediatric population

The pharmacokinetic and pharmacodynamic properties of NovoRapid were investigated in children (6-12
years) and adolescents (13-17 years) with type 1 diabetes. Insulin aspart was rapidly absorbed in both age
groups, with similar tmax as in adults. However, Cmax differed between the age groups, stressing the importance
of the individual titration of NovoRapid.
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