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(mg/dL) -28.8439.0 -25.47440.2 [-8.64;2.24]
R M bE D B B2 DR BIEEL (1) A - 4E) e (ZEE A — EE)
K QMK I bE A R B L= BB DEIE (%) [95%15 45 X [#]]
" o o 1.33
15K 1 4.25(50.7%) 3.27(47.6%) [0.95:1.86]
. " o o 1.25
7 R i 0.69(16.2%) 0.51(14.4%) [0.71;2.20]

HbAlc & O FPG:Mean=®SD

@-2 1 BURERRIF K OF 2 BUBEPRIFA BB (10 238k (55 AN ER PR ERBR ; NN1250-3770, NN1250-3668) 7 1

1 PRI F8 A (Basal-Bolus HRI%) M OF 2 RUBE RIS B [ FOBEIR P SE (AL ZVR=A DL T 3 7D =REEY
FEF TV ) EORRFIENIARZ 1 A 1 Y BRI G SOTEN R 20 B IV ER L TR G- L7z (54
ff:26 WMD) TR EZEE L6 Tid, AKER BICEEH (AR 516 8~12 Kifiltk) . AR LRSS 5



(RiTER G235 36~40 FEfEI#£) . B B I2I134 77 (ARG S 24 FEE#) (& 5L,

ANERENE

9 ' 1
|/ A |

o IEZ e MEZZH " IEZH

[
Wi

oD

R DG J ARANOVER FEL 2 AR L5128 0T, HbAle ZIELLIZE pEa he— /middES - OR
F& 1 B 1 RS RS U ISR U CIRENE) , F, N2 28 B L= 3 1238V T . & R M8 (0:01 2>
5 5:59 [ZRBL 7K M) DOFIUTH S B TFED BT,

IR R 9P B
AFN DR RFR) 225 5 (n=164) KAl 1 B 1 EYERHE S (n=165)
BSRAERE | RGHTR BR[| eI
HbAlc ZAv & ZE{b
(%) 7.69%1.0 | 7.2940.9 7.70+0.9 | 7.29+0.9
~0.40+0.6 -0.41+0.7
- [ A I L
82.38(93.9%) 6.23(67.7%) 88.25(99.4%) 9.61(73.3%)

RO A 7= DA FIFEF AL (/N - 4F) K MR MAEZ S BLL 72 BB OFIE (%)

AWK 4R R Sl 104.28(92.1%)
(IR 5235 8~12 IREfT%) 1 W i 5.46 (45.7%)
KRR RHE . T A Ml 65.63(88.4%)
(R 5225 36~40 (I H2) R 7.77(55.5%)




AFN O F L %22 F (n=229) KAz 1 B 1 [EY B 5 (n=228)
BBt | BGHTR BBt | G TR
HbAlc X (A= ZEA
(%) 8.50+1.0 | 7.22+0.9 8.38+0.9 | 7.31+1.0
~1.28+1.0 ~1.07+1.0
I AR A AR MR R i g T [HIAEK Ut
3.64(50.9%) 0.63(13.5%) 3.63(43.8%) 0.56 (10.6%)

K IE D FEA BT DAL (/N - 4F) K MR MAEZ S BLL 72 A OFIE (%)

F IR K- 40 F i 4.82(41.3%)
(Rl 50705 8~12 I fH] ) 2R GG 0.64( 7.4%)
KIE - RIgE -+ F (K b 2.76(30.4%)
(BTEI 520 36~40 FEE#%) 7 e i 0.68( 8.3%)

HbAlc:Mean=£SD
K MBED BE BT OFERFE B (/N ) K ORI R BLL 72 BE OFIE (%)

@/ 1 AR R B (2381 D3R : Basal-Bolus F& 1% ([EBRIL[FEER ; NN1250-3561) 1V

AR (1~ 18 FAig) 1 B fRyp A8 350 1l [ASHIRE : 174 B (R AR N 23 4) . A2 AU T 7 IVEE 176 651 (H AN 132 #i)) ]
ExtREL, 26 PG RERE LT, AIRREDOA L R ARENLA LAY T AUV (Bolus A2 AV V) EARFI T A
2V T30 % = Basal-Bolus #8412, Basal A2 AU & Bolus A2 A DA 30:70 735 50:50 DN/ BXH12H])
DR Z T, AFNX 1 B 1 El—ZBORLNZ, A2 AV TTIUVIAGESN TS AL HRICEST L B 1 [E30E 2 [#5
Uiz, AV AV FTOVEETIE L B 1 RG2S 1 A 2 B ~OEFEAEL, 1AV TAOVNIE BB RN
Uz, RBRFEM T AR R OA RV FTILo#5 81X, 3 A B o & ETEHE (ks 5 2 3E) OfdREic kS0
THERERIZ IR LT,

e 5.1% 26 D HbAlc ZARIEL LIz ha—/LZ DWW T, AFIDOA A F TR T DIES PESRFES iz (G
Lt~ —000.4%)  BEEOHEEEIX 0.15% Th o7, 26 HOF 5 HIM - ooZ2 iR MFEE (FPG) 1, AFIRETIHETL,
AL AV FFEIVBETIT EF U, AR MBEE D K O U IS (23:00 255 7:00 (23R LI IRILEE) D BEHI-0 DOER 5
BUAEE LB CRER CdhoTz, BRI [[EES/ N - BRI R 74 (ISPAD) 2009 DEFRICLD D BE HIZD D%
BEEIL. B0 4 BTIEAL AV T T UVERE L TARBIFE TS MER S BTz, 77 h—3 A (1.5mmol/L #) Z 145
B (250mg/dL #8) XA R T T IVEEL IS L CARAIRE T/ 7 | BEHT-VOERIFE B O I (RE /A AV
TTUL)IE 0.36 (95% 15 HEIXH[0.17;0.76]) Thote, HEFG K OZOMO L AMFME B 22O\ T, AR TL A
P EORBEIIZED DT, PURRBLUZ O TN AREINT, BRI B 72Tz,



AH (n=174) AL AV FTUL (n=176) s Gl o) 77
i L % - % (KK — A A FTFUL
2608 | RGEAE | RHSRTE | BSHMRE | BRSHTE AR oo
ZAb i Ziv &
HbAle 82+11 | 80%Ll BOXLL | T.7£L0 0.15
(%) -0.20%0.95 -0.31+0.89 [-0.03;0.32]
FPG 162.1+94.4 \ 150.3+85.6 151.0+87.7 ] 159.8+125.4 ~7.59
(mg/dL) -12.1£108.0 9.0+150.8 [-29.74;14.56]
K fpE D 38 B 7- 0 ORI R BLIE S (/A - 4F) e GRFN /A2y FFUV)
K OMK I b2 R IR LT BE DOEIE (%) HEEAE 95 %15 HEIX ]
gt 1) 0 0 1.13
{55 i 58.1(97.1%) 55.8(92.0%) [0.90:1.41]
. y o o 0.96
& B i pE 6.0(63.8%) 7.1(61.7%) [0.70:1.34]

HbAlc X FPG:Mean=®SD
E 1) MMEEA 56me/dL A T AR MbE & OVEE K7{KIMAE (ISPAD DEFRIZED ;/NEICEF 7R IENR A LI

THHIZRDENTR AR Cho72 356 U eI IBD 2\ 3 SRR B S O A 1 B 59 B IR
ETHY, EHICEDNEZ LELTD5E) LEFR LT,

FREABRAEHIZ 26 HREIER L T, BRHIZEMERETL T, IERBHIMIZI W THAARED HbAle DI T IdMER ST,
H#% 52 ® HbAle DI T EIZEAE CRIELTHY ., BEZEDOHEEEIL-0.01% (95%E X [ [-0.20;0.19]) Tho7z, IEE
IR ARF 5 IC T U022t EoRBITERD BT,

AFIEEOFERBAAA AT OCRBRHI R F OA AV AR BRI F O LB TH T,

RS IlE=o7 45 Beh5.1% 26 @ B 54% 52 8
Basal 2 AU % 51 (FAL/kg)
n 171 173 174 174
Mean+SD 0.40+0.20 0.3740.17 0.3740.16 0.380.14
Min ; Max 0.02;1.13 0.02;1.04 0.08;1.01 0.08;0.92
5% #3;95% AL 0.12;0.75 0.12;0.65 0.15;0.66 0.18;0.65
1 BifaA R $ 5 (B /kg)
n 174 174 174 174
Mean+SD 0.88+0.38 0.87+0.30 0.92+0.32 0.93+0.30
Min ; Max 0.04;2.54 0.14;1.73 0.24;2.11 0.24;2.06
5% 33 95% A 0.33;1.49 0.45;1.45 0.50;1.55 0.55;1.53

)RR
(V. JGEICBET2HE 5. BERAREE (4) REERRER OEES RO L,

(5) B - FRAER SR
L ERRL

(6) JAFRAIfE A

DEERAMERE (—REARERE. S EERARERE. EARELERAD) . RERFTRT —IN—RRE. BERTRER
RABDOAE

M — M A B DR B 4 T B R AR (NN 1250-4061) (6 1)
TRIRRE M R A E ST,



H 1 AL AN AFIEEZEL B 2R T CORKO BB G OREMAFHOT 5, £z, HEZHET
TR G SN ZBH TR ITDARAIO MR TR Z & O I-a oM a1 5,
TRk Hr etk gk 7
RIRBE KA G- ST BE R B
JEBI%L PR 2 (A E 1% 6,054 1
(B EESEBI%K 6,000 151 (4,000 fili% 3 4RI OBZLHIR. 2,000 $11X 6 » H OB L))
A I 2 2013 4E 11 H ~ 2019 4F 4 A BIZRWIR  AAI OB G5BI4E B 25 6 » H RSUE 3 4/
FARFME A <ZTARMRHFEE >
EERFFESNZYAY ARMNE, EERT L VX —i, AL G
BEERIETEI RS 2 59878 (Basal A AU HHIE Bolus ARV RFIEDTVER) | HiA
VARV HUREEA DR
WER AR RIS A, 5 UL N OB | S RE RS T B e B2 7248
F. mfmE ., DIEROEBRET T HEE DR ERFOR M
<EZVECRIT HRREEE >
EHE icsir 2B 201
ERER
<ZAE>

HERRFESNIZY AT S OB B AERI) A LSRR O R BUR L E FRITRT,

IR 8 FH RS |2 3 B RIE A 56 BLIR I
e TE 1 R A Bl e » M BRI 3 £/
BT R RAEBHL 6,006 4,063
TR FEEUE B (FBLHIE%) FEBUE BIE (FEBLEIE%)
EH5E JFEE iy FEHE
EER R ESNY A — — — —
16 o ! 36 (0.6) 174 (2.9) 58 (1.4) 182 (4.5)
HERTLNAX — [ 0 (0) 0 (0) 0 (0) 0 (0)
TEHHERAL S 0 (0) 3 (0.05) 0 (0) 5 (0.1)
HERBTERY A — — — —
e 5 FR (Basal A2 AY
HUHKI L Bolus > A LA 0 (0) 0 (0) 0 (0) 0 (0)
LDOHE 2 )
PiAV R HUREEA D - o - -
2 (FURREEFIR L)
MedDRA/] version 22.1 22.1

TRAAVAZ DEFEICET, MedDRA ZH ML, BNLRE% HLT, JEAGES PT, MedDRA EHERMR R Z0A SMQ, MLIZ /3 FEHE 2V NE NEC &I

B

1 SMQ MK LpE (egg) J IS4 T 5 F 5

R2:SMQI 7 F 74T — i (338) 1. SMQI 7 F 7 4T% 2 — /T F 7 4T7% L —kkay 7 RHE (3:3%) | . SMQT L& 73 (523%) 1. SMQ

DEBUE (5%28) |, SMQIEERJERIEM (R2) | 0OV it 4555

X3 HLT M H3BAL IS NEC ), HLT [ A 36 L ONE N & G-35B0L G ) . HLT HEAEBALG ) . HLT HEREBAL S ) . HLT VAR Y AR e

TA—IDOWVT IR S T LS

4 SMQIBekititt (38) | I FNL R TOFRREMHL, Ok, EFIREBZIARICHAL, B LI FR
KE:PT OHALRUATUR, FiA L AU AFURENN, A AV GURBEE, Ui, Pkma s, Fidmastt. B Comit, Ao




IRIR AL, S Rr SRR SR s SPEFURIYE H0RI PR, sPRnsuIR, AU, SOIFEPFIFURHEDO VT HNTEE T 5F R,
B PA AV ABURRITESEBIOO S | BFMIEFIOEI G LEFR LI, BRI LD HA AV HUEDORE DS UL W S T EF T2 o T,

AREICBT DI MPEORBIE S 1T, AR ECOBRKHRBREER N RERD720  BHELEIIREE L0, KRB ETO
FERE EREIDHOTIIARL, £, BEUHE XK OV EEE] Lob\f%&%fiim%%ﬁ\&&é%@ W3 ehote, ek, FOMOEE
FEESNIZYAZIZOWTIE, EEREFIF/e<, EERBIEWIAZIZOWTIL, BBUEFIER0 o7z, LLEXY, EEARE
STV RS R VBB EE VAT IZOWTHiT el a7 BB O I AR L HIBT L=,

728 I (B 3 FRDICE W T, 15 A ORI ORIVEARBEIEIL 7.4%(4/54 #1) THY., 15 kLl EOFEFID
RIMERZEBLEIE 7.9%(317/4,005 fi) & R E 72 721372< 15 A D B IIT IV TEEUE SN S BLL 72 RIE AR MbE (3 41)
DI THoT,

<AFhE>
e R A O BLER ] 3 AF RN T DA ZIVEMRAT R SAER] (3,959 B1) 3 TNT 1T RUBEIRIF K O 2 BBEIRIFTIZ 0 HHL
TS SO BERMIN 3 RSB 5 HbALe R U DL BOHERE FROLBIRT,

HbAlc M OO EOHER (AWM 3 4[H)

At XEGE Bl A ! 1 R PRI 1 2 FUBE RS (]

50 EGR | BEET | R | EGE | AERTY | R | EGE | e | B eE
BH AR 3,822 | 8.71%+1.84 990 8.53%1.75 - 2,794 | 8.76%1.84 -

1 n A% 2,817 | 8.37%1.48 |-0.34%0.95 725 8.31+1.44 [-0.200.84| 2,068 | 8.381.48 |-0.3840.97
3 A% 3,354 | 7.98%1.35 | -0.68+1.56 894 8.081.35 |-0.42%1.41| 2,427 | 7.93%£1.33 [-0.76%1.58
6 » A% 3,238 | 7.94%1.36 |-0.69+1.66 853 8.11%+1.41 [-0.44%157| 2,357 | 7.881.34 |-0.78:1.67
12 % A # 3,008 | 7.951.29 |-0.64%1.60 814 8.17+1.30 [-0.32£1.41| 2,169 | 7.86%1.27 |-0.75+1.64
18 % 1 # 2,611 | 7.88+1.28 |-0.68+1.63 737 8.15+1.34 [-0.351.52| 1,850 | 7.76=1.23 |-0.81%1.63
24 n A% | 2,503 | 7.94+1.28 [-0.60=1.57 709 8.22+1.31 [-0.26£1.33| 1,772 | 7.832£1.26 |-0.74%1.62
30 A% | 2209 | 7.90+1.26 | -0.62=1.60 645 8.09+1.25 |-0.351.42 | 1,544 | 7.81%£1.25 [-0.72%1.64
36 mH% | 2,168 | 7.96£1.25 |-0.55=1.61 660 8.17+1.28 [-0.26£1.43 | 1,488 | 7.86=1.22 | -0.67%1.65

X1 1 BUBEIRIF K OF 2 FUFE PRI /3 FES VRN ORUBE RIS OO 1] G R o C 20 $12235 38 BOFEFHN) 25T,
M2 FEIYME HARERE (0) TRT, Rk, BALRIIBRRN LD L BE R T,

BRI 6 % H OIER] CHRh AT 5 1,853 1)) ZF&L7= 5,812 BlickiTs, &5 6 » H £TO HbAlc fE M NZF D24 L,
BOHRITTEOLBYTHY, LRHD 6 5 A FTOHBLIZIZREETH-T-,

HbAlc i fp "= DZE v B OHER (2R 6 # )

At XFGE Bl A A 1 A PRI E 2 RUBE BRI (]

I 10] TG | BEREY | AR | EGIE | BERE | 2B | EBER | BDEE | A b
BH A 5631 | 8.73+1.83 1,427 | 8.51£1.70 - 4,154 | 8.80%1.85 -

L n A% 4,198 | 8.38+1.48 [-0.35+0.95| 1,050 | 8.281.43 |-0.190.81 | 3,113 | 8.411.49 |-0.39+0.98
3 H % 4,951 | 7.99+1.36 |-0.70£1.59 | 1,281 | 8.10+1.36 |-0.39=1.33 | 3,628 | 7.941.36 |-0.80=1.64
6 H 1% 4,796 | 7.94+1.36 |-0.72£1.69 | 1,240 | 8.11+1.38 |-0.40£1.47| 3,521 | 7.88%+1.35 |-0.83=£1.73

M1 1 UBEPRI K O 2 BUBE PRI /3 BHS VR NZ OHUBE RIS OE B GEATRF 1 &> C 35 il 50 FIDFIFHN) 25
K2 VEME IR ZE (%) TR, ks, ZBLRIFBARE DO L EEZ IR T,

AR 3 FRNCI T BFERID HbAlc fEK NEDELEOHERIZI FTROLEBY THoT,



g RO HbAlc Kk O DAL B OHER (B 3 £4£f)

BAhRE 6 % At 12 5 A% 24 n A% 36w A%
SiE Bl 2,261 1,887 1,764 1,471 1,307
65 AT | BEfE% 8.95+1.94 8.07+1.46 8.10+1.38 8.12+1.36 8.11+1.32
oAb B0 — —0.77+1.82 | —0.70£1.74 | —0.63%£1.68 | —0.57%+1.70
SiE Bl 1,057 922 863 735 621
65 ik oA b - -
. S———- YE'JM&%%Z 8.38+1.62 7.74+1.17 7.74%+1.10 7.71+1.13 7.73+1.08
) oAb B0 — —0.61+1.40 | —0.59+1.38 | —0.57*£1.39 | —0.56+1.46
i i 51 501 426 378 294 237
# 75 LA b T 7 o™ 8.33+1.58 7.79+1.21 7.76+£1.17 7.66+1.09 7.75+1.12
AV - —0.51+1.41 | —0.47+1.41 | —0.57+1.42 | —0.44%1.50
SiE Bl 3,767 3,194 2,968 2,467 2,136
153 BL X | e E% ™ 8.71+1.84 7.94+1.36 7.95+1.29 7.94+1.29 7.96+1.25
ZEAb B0 - —0.69£1.65 | —0.64+1.60 | —0.60%=1.57 | —0.55=1.60
SiE Bl 45 35 32 29 25
6 Ll b - -
|5 it T 7 o™ 8.96+1.74 7.85+0.99 8.15+1.22 8.30+1.02 7.8240.71
/I Al B%™ - —0.98£2.03 | —0.77+2.17 | —0.44%+1.69 | —0.98*1.86
R’ SiE Bl 7 6 5 4 4
6 kA HE %™ 9.67+2.45 8.180.78 7.94+0.87 8.70+1.24 8.85+1.38
A %™ — —1.254+2.95 | —0.74+1.75 | —1.98+3.38 | —1.83+3.53
X1 B U NED e S L= 4E-
X2 PHYE HAEHER ZE (%) TR T, 223, B L EIIBRAERE OO L AR T,

75 WLl Lo E A T, HbAle fED
o—/L BEElZ oW TR,

BACBDSNEDTD,
LR N BABE RIS

& RAEEE N AR ARBEE RS

ZOEM O = hr— b HAE (5 ln a8 IR O =
)DTRIRAS 75w O BH L2 D

T2 EFE 2T, o /N TI, 6 BRI DESEIT Db DD, 6 7 LLLE 15 BRI & O 15 L _EoERIE[FIERIC HbAlc
BT TFL Wz, BLEDOZEnD, Eild L OVNEEE O T, RAIOGIEICFBE ORIV EE 2 T2,

* http://www.jds.or.jp/modules/important/index.php?content_id=66 (—#%#ME A B A IRIF T & — iR HE A B A
BEEFENPHELZERERESR)

DEDBEHELTERFEDARXIIERLI-FAE -HABROME
ML

(M) =0t
DEMFECRET EA97F )R

AASN 2 ALHERIF BB NS U7 U7 LRGSR Z & e 7 7Bk (26~52 @M% 538088) 2R E U7, FRNCFIB LAY T
FUAZBWT, 1 AR O 2 BRI IR B Tl SR ORIl 21 T o 72, AFEHTIZIXE 4320 51 (REE ﬂ;ﬁF'EJ 3142.1
N BNEEN AR MBEDFBUZ SV TRANRE L AR T IF B CHIERIRTILIZ,

TORER, AFNOF G LV IRMAED FBY 27 BN &< 7252872, FPG OIK F 37D LT,

HMEFFIIRT (B 5% 16 LIRS 123\ T, ZOREFIZIARIZ/Z2D, AF O 1 B 1 EEGIE, ARV TI0F 001 H 1[H
BeEZ i U R IE OB A7 13 VIR 72 BT EXRIBE Tz,


http://www.jds.or.jp/modules/important/index.php?content_id=66

BE DIV OEFFBUEE O (KRB A A) s TINF D) OHEEM R i B R [ tf e
1 B R OF 2 BOpE R o B (BFEY) 0.91* 0.74*
MERF IR = 0.84* 0.68*
b (65 LA L) 0.82 0.65*
1 TSR PR E 1.10 0.83
HERFHARD ™™ 1.02 0.75*
2 LpE R B 0.83* 0.68*
HERFH 0.75* 0.62*
AV AN AGFRIEDIRNBE &Rk G LT Basal A2 AU HMPRE 0.83* 0.64*

* 95 % FHHX IS SMFTHIAEAEDYD  * k5% 16 8 LUK FE

1 BERARE A HELIIEIRICE (55 ER GBS ERIKEAER  EXPECT FHER) ¥

| BUBEIR I & DR A kI R e LT, RFNEA AV T7 UV GRAR TR R) OF M 2P JOUER 5 #his ) O 4
1FoT7, WEPRTOEIE 8 F+0 B 5 13 W[+6 H DE/ITIEIRD T EDHS 1 BB R BE 225 4|2 6t S MAE 4 B T %
ATV AFIL B 1 EDEEEARY T B L EERE D B 2 E)SA R TAVS GRIG M) B RS-
ZOFH 3% Basal-Bolus #IEEIT o7, MAELALRHIATIRP O BEF 0% 28 A TCTREENE L SN, BIEA(LRRC
IR CORWEF IR E 52 BECHRBEEA R 53, ZIEHIM PR 72554130 % 28 A ECTREBEN#ELGan

72

ZORER, EERHBE B THD HbAle ZFRLLIZ M2 Fa— W ONT, RAIDA A T T ISR DI D
RRRESIVIE E M~ — 21 0.4%AKi) o S3 IR ATOTAL T EREE HITHIESH7Z HbALe IZAAIRET 6.2%, ARV T7

ULVBET 6.3%. FDOBEMZEDOHEEMIT-0.11%(95%(E #8 X [#1[-0.31;0.08], p<0.0001) T o7~

RARMEBLOIEIR S MERIFIZ OV TE, ENENLL TORITRT,




BRI P TIRAR U 7 e PE D R 2 e

AHIEE®N=91) AL A FTIVEE(n=94) T bz
n (%) % BEHOVDO | n®%) % BEH-VO | HEEMIERR
B FERRBE | (95%CDE/ZIZOR
B/ N 4R B/ A4 | (95%CD*
T RCOKIMBE 89 (98%) | 5,431 118.5 91 (97%) | 5,982 134.0 RR0.97 (0.74;1.27)
A& R g 71(78%) | 712 15.5 69 (73%) | 759 17.0 RR0.90 (0.60;1.33)
FYEAR M 5 (5%) 10 0.2 2 (2%) 3 0.1 RR1.49 (0.23;9.80)
) S A7 EEE A b 6 (7%) 8 - 3 (3%) 4 - -
HEFRG: 78 (86%) | 429 9.4 76 (81%) | 328 7.3 RR1.17 (0.89;1.54)
WENGESRS 38 (42%) | 57 1.2 32 (34%) | 42 0.9 RR1.22 (0.76;1.95)
TeE R v o P T 12 (14%) 12 0.3 7 (8%) 8 0.2 OR1.86 (0.63;5.48)
K T 270 MBE | 2 (2%) - - 2 (2%) - - -
53 Wekk =
TiE T EYUIB 42 (46%) | - - 45 (48%) | - - -
TES DT EYIBH ¢ 23 (25%) | - - 15 (6% | - - -
B SRFRE S I 113012% | - - 18 (19%) | - - -
PRI R 50 i 8 (9%) - - 9 (10%) - - -
A 7 (8%) - - 7 (7%) - - -
REZEAL ke 12 (5) - 11 (5) - - -

SR MRAT BRI TP AT IR L7 N C OO VR A (S T B O fie RARAT % G245
THEHR20IE LA E D BRFCRAIREN=86, A2 AU T 7V En=85)"C & i = (AE I £ 140mmHg LA b3 K0V FE2 I3 EIR M E90mmHg LA B)Z& 7= (T HAEL | />
D FAPRCAREHIR 8 F300mglL L, JRFE R/ 2L T F =2 1300mg/gbl b JRE A1+ LA BB | 1. HELLPAEGEREQR ML - TR b5 - i/ s 24
) FETTZ OO EE DlifashiE F 2135 5H 0

THEEAHIEOR 1.59 (95%CT 0.73; 3.44)

SRR —ATA L DOIRRIK TET

§ Mean(SD)  ABRIIR] -PICIRIR L 729~ N CO MR A (LS 3 O e RIRAT % 4E [

F AT OARMLRE: FEEAC MRS | SE AR b, MR AR B | i AR S o RTREM: | AMER IS Z & o RII M IR BLL I T R TR U= e — R, JiE
AR 1 b & ST B AR MBS L B AR 7383. Immol /L (56mg/dL) LA F D354 A MUK MAE:00:01~05: 59T Z > 7= AR M bE By i 25 =38 |2 LD ML OF
B TN RGBT BERIE % 21 HE OO & IEALE) DS 2K B (ADA 201350 581285) HIE SV EAEMK MBS N L 7oA U N E R B S
IZEDHEFNCE RSN FLIESLER ISV CHES NI HGE R EGTIR2008 K O 5 & X BE NT UM DHMICTEA LD T2 E niA U b
FEULIZEBEH RRUBEHT-VOFEMIBIM IO ORA VXL

TRy Wi e
| AAIEE (0 ) [ 1o20r F7ULEE G W)

H—DE/HLIRETIRL Qb i
T PEGEAR2038 AT 5 (5%) 7 (7%)
R BT OHDIR /LI 8 (9%) 8 (8%)
R 86 (93%) 85 (89%)
ENER 1 (1%) 4 (4%)
TEHR2038 LL_F o> &P
FLIROPERI(& R) 42 (49%) 32 (38%)
FLRE (IR 3 730 i) 29 (34%) 19 (22%)
1% 11 5L PE AR 3438 25 3738 Kii) 27 (31%) 14 (17%)
LA BLRE (IR 30388 7534388 R 5ii) 2 (2%) 5 (6%)
TEMG AR 238 KR (LGALR) 55 (64%) 43 (51%)
TERG AR 258/ N (SGA L) 1 (1%) 3 (4%)
A AR 20 (23%) 19 (22%)
(A= 1% 24 LA I IMAEAE 1. 7mmol /L [31mg/dLILA
T O bE A S H
A VAR i 4 (5%) 5 (6%)
(HE 7% 241 (7S48 (o> R Z I #2. 5mmol / L
[45mg/dL]LLF OI& M b4 56 E1)
HILOH FEFRRO %) 54 (63%) 57 (67%)

RBH ] P AT IR L7 T R CO MR A b ST B O Fi KRR G 4R

*ARHFIFEN=92), 1AV T T ULHE(n=96)

THIFER IZHL IR O B MG AR FE Lieh o o8 6L BE SRR E 1L L | 20 EERERR I L eh o o5 5 F BB 0 7 U M 2RISR L2 o
Jataey

IARKIRED=86), A2 AV T TIVEE(n=85)

#IRHRE M O LB DO 7-912, Fe G- Ml S L OV RN 7% B 7DV B EN R E LTen P AT 4o Z[ElRET )V VT, SR 21772,

HEEMTEOR(95%CD): FL#, OR 1.54 (0.75; 3.15) LGAJZ, OR 1.65 (0.87;3.15)  “E#%24RF LA O A4 LR MLFE, RR 1.02 (0.53; 1.97)  FLIEROFHEEZLRGy
1:1%). RR 1.02 (0.70;1.48)

LGA : large for gestational age infant SGA :small for gestational age infant OR:74 > Xth RR:FEHEIG DL



VI. ENEEICEHTSHEHE

1. REZNICEEHDILEMR T EME
ENZINZ il

EE: BEEOHEEMDOREUTNRFL, B ORMN LELSMS 2L,

2. XBE(EH
(1) 45 PR - E RS
Step 1

(2) ExhEE 1T HEERRIE
1) FEACHHER
< TR T RER >

A AN FINT 2R, AT 2 oONF v — bR L EL-
APRMES A~ Y~ — LU TIFEIEL TN,

R TF#5%, MEMOESZELIES A TF AT~ —% L, —
HINCTESHH O THlfkIcEEED,

CINTFAF Y —NDE S PR & fREET D720 Do FE
BEHNCIR BRI PSRBT 2, ZDAN=ANEVA RV FONT Y
DOVERNTEHG 5,

BRI ClE, 7T IV EREA L, B~ AT, 20T LT
U EDRERLELRELL TTR/NENL 00 fEAOFHEICE 5L
T,

FERERE TIX, B/~ — I T VT I NOIREEL . A2 R SRR L
“T 5.

ZHhUZED, 7 a—2AORiAR R ERET DR ELT-5 T,

TEDEF T Na—20F7 TR TAL R FUVF 7O F#5 (324nmol/pig) 12XV, ARV FZ VT 7OIER T
07 7 AN [T —ZEANEE (GIR) NI EH TR0 THY ., A AV T I IFT 70 Basal A2 A EUTORE T

R,



— A - 324nmolipig
{mgegimin}
24

22
204
181
16 4

BE-N—-UEY

o 6 12 18 24 (FmL)
B

TADEETINA—RISUTIZEFBAVR)Y THOILTIRADOR FREIZEBERATOTI74/IL(GIR)

<TuhrT T B>

TEEZ >R (IEF SD # 7y h& O Zucker BN 7 8) DAL AV AR —IER 7 Va—27 5 7RI T, Mg 7 1a—
ZPLEE (PG) B O N —AE AR (GIR) 24548 L LCALV R FONAF IO I ETMi LTz, ARV FIAFIOE
BTN OB I, IEE TR TIRER AV D 65%., Zucker JEIi 7 N TIXERAL ZU L D 47% Th o7z,



EZESDRSYh Zucker B@®>vh

(mM) (mM)
10 10 -
8-
m
th m
5 1
i A
- |
| T 4
& Z
= =
2 B 2
0- 0-
(mg/kg/min) (mg/kg/min)
30 30
25 - 25 -
i i
20 20
1 1
A 151 A 15-
pr 3 pr 3
é 10 - % 10
B B
54 54
0 - r T T T T T T T T T T 1 o - T T T T T T T T T T T 1
-30 0 30 60 90 120150180210240270300 (43) —30 0 30 60 90 120150 180210240270300 (43"
B B3
m—— A AU FI)VTD 3hinfusion as prime+30pmol/kg/min === A >~ F*J)UF2 : 3hinfusion as prime+180pmol/kg/min
—— AVAUY FI)LFZ :3hinfusion as prime+15pmol/kg/min - —— AU~ F*)LF2 - 3hinfusion as prime+90pmol/kg/min
= A2 1 30pmol/kg/min = A2 X1/ 30pmol/kg/min
—— EbAVAUZ  15pmol/kg/min —— EbAAUZ : 15pmol/kg/min
Mean
(n=4~5)

AR VAR —EEY INI—RISOTHRITOEE SD ZIVERY
Zucker BBES YR ZH TS PG R GIR DEFREIHS

2) EbA VA Z WAREFONE (in vitro) 1©
A e A AV B2 KA (hIR-A KOV hIR-B) AW TARFI DA L AV Z JRAEM RS UG R, (R T AT
TP AV Z BAREFMEL, ARV D 13% K TN 15% Tdh o7,



AT FIIFY
B e~ Ry

=1 o 7 33 b
BE#(hIR-A)

CIE {5 97 3) bl
Z28#(hIR-B)

0 20 40 60 80 100 (%)
FARBRIME(ERA R % 100%ELT=15E D)

<HE>

3) BN IGF-1 Z BB (in vitro) '©
ARPEER IGF-1 Z A ARE W TAHIOER IGF-T Z A RBIE G LI R, RV T VT 70k IGF-1 22484k
BFIPEIL, BN RV D 2% Th o7z,

AVAUY FONFY
B e Ry

A IGF-1 28

0 20 40 60 80 160(%)
B (ER VR % 100% ELT-5E DERFME)



<HBE>

4) AR HEFE R S RE (in vitro) '™
ARV R O IGF-1 2B IRE 3B ARSI & OFEIES I E AW TA R T 70T 7 ORI S &R
FlLiz, ARV FI AT OMIEFEF FEREOFIFH T, (HHEEOHIFA LI HITIERIL Tz, ARV T 7T IO
He B A S B/ ARBTBE LLITE A AU LR THY , A AV F 7T 7 ONRHBHER SMBRETER O /R T ATE M
AN LD EIRFRIL TND I E DRI NI,

AR TUOLTIDORERER VIR EFE S HAE

Fod A FEAH B A AT KT BRI DG (%)
e

L6-hIR #Hj’=V 0.1%9 TVa—F AR 12

MCF-7 a2 0 I)a— A

AR HE AR e

L6-hIR fja™ v 0 DNA &%

MCF-T7 fija 2 0 DNA A&

COLO-205 lfia™® 0 DNA &% o

HMEC #ifa ™ 0 DNA & p%

1) L6-hIR MilE GRS THLB X IZ LV ERA AV U Z HRAR R RIR BLSE 72T L6 fh3EMIaE) : 7o IGF-1 Z &K
FEHLL ~UHRL, ERA RV ORI REVE IS0 L TR RV 2 FARE I LTS5,

£ 2) MCF-7 #ilia (e hELIRARAS AAIIEERR) B hA s 2Y > OB VR 2k L CaW e 27~ d,

1E3) COLO-205 i (BN BGMRASAAIIEER) : IEFMIIEL S~V DDA A 2 B R R Y IGF-1 BFREFHBLL TE
0, A AVATZOMNBOEEFE S E AR HET 5,

#4) HMEC ffa (BENFLIR ERZHIRR) ( IEFHIBEL ~L DR AV Z BARE LR O L~V DN IGF-1 25 IRE
HL TV,

£ 5) L6-hIR MR OCHREIX 0.1%EILIE T V7 IUAFE(E F CORMBRENT,

(3) 1% FA R TR B ] - s e el
VIL SEMEREIZBI 2 A 1. (2) BRIR AR CHEERS Iz i FE | DIHE S RO Z L,



VL. EYEEICEET5IER

1. M REO#S
(1) s LA b A
UL

(2) ERERH R THRERSN - RE
1) BHAN 1 BB IRIF B R0 D3R BI BE L O ) )7 a7 7L (NN1250-1996) ¥
1 BOBE PRI BB 22 BIITAA] 0.4 A2 /kg 2 6 A 1 A 1 B TG L7z (26 Rl 7 va—2050 7)o RANTE FIREEIC
BOWTEHTRELZ a7 7 A V&R L, AFIO-JRE 18 Kl Th -7,
1 [E O 5-ERR (24 FER) COARFI O &1L, ¥ 5B iAtk ~ 12 B L 5% 12 B LI TR CTh 72 (AUC 10m,ss
& AUC, ss DI 0.53), M HREE IR 5% 2~3 H CEFIRIBIZELTZ,

BHAA0.4811/kg(n=21)
(pmol/L) Mean£SE

16000
14000
L |
b 12000
7
A 10000
)

.J.. 8000

0 4 8 12 16 20 24 ()
RSN

BAAN 1 BERBEEODEFREICES TS 24 BRETFHAMPAOR)Y THOLNTIRE#REITOI7(IL

B2A0.4 8 /kg (n=22)
(pmol/L) Mean+SE
16000 -
14000 -
12000
10000
8000
6000

4000

ARG YIS QN VCENVARE

2000

0 - - - - ™ ™ ™ T T T T T - d
0 4 8 12 16 20 24 (8%)
5N

BARADEZE®RD 24 BEAMFPAVRYY TUANTIREHR

EFRIE(L B 18] 6 HEEG%) IZBITHARHKD 24 R EH) 7 Na—RFEARE (FVva—277 07128155 GIR) ##
TaZrANoG, AFIOMPERE TERIZ—ETHY, FHTLEEL TWAIEDN RSN,

1 [EOELEE (24 B CORFO MR TERICOWTH, BEBMAE~12 A OEE% 12 RRILECREET
o712 (AUCqro-1nss & AUCGr, - ss DEEIE 0.48)

AR OVERA R IEEL BMFLIE T X CTOBH I T 26 B2 2 T,



BAA0.4811/kg(n=21)
(mg/kg/min)
6

> HN—-LUTQ

0 4 8 12 16 20 24 (8)
SR
BAAN BERBEEOERREICSITS 24 BRETHYI ILa—FAREHBZ TOTO7M)L

gLy 04 B A (a2
240 — bR
HEESTE
i
200

140

120

BEN—-UZGEE
g

0 2 4 & B 10 12 14 6 18 0 22 24 26 (3

BAAN 1 BERFEECHITIMFTILI—RRETAT7AIL



2) 1 FRURE G B 2331 D VR P Rt e ) (MBS B PR 38R ; NIN 1 250-1993) 1¥)
1 BUBEIR IR B 66 BIICASH] 0.4, 0.6 J2 (1 0.8 Hifr/kg(1 R 22 )& 1 B 1[0 8 H M FH#5E-L, ARHFIOIEH Rz
FREILTZ (42 B v a—2050 ),
TEFARBEIZISUN T, 0.4 BfT/kg 235 LT- 3 FlakrE, 42 KO 7 Vv a—27 50 T E i FIcA 2 A OBINEAN LI
R MAED EFIIHHINT | ARFNOIERFRHGIRERIL RS, 42 FERZ 8 2 T,

0.6 #{ii/kg(n=21)
(mg/dL) — \ean
240 BEBLOE

220 -
200 -+
180
160
140 -
120 -

AEN—-US QB

100
80

0 6 12 18 2 30 36 42 @
AHBOZBISAA

O—hL 7o 1 BERBEEEICHITAMAS L a—EBETOT74)L (0.6 Eii/ke)

3) 1 AURE PRI AR 38U 2 USRS T 1 A 18 AN 28 Bh (M SRR 3R s NN1250-1991) 1)
1 TR PR AP R L IARHAN (26 B1) T A AU 7 T0F 0 (27 $1) 0.4 B /kg 2 1 B 1 18] 12 AB&EEL, EHIREICHBITS
BT PR O B B O 8 AP 28 804 R CEmait Uiz, MR FEMAIE, 3854 6 H. 9 H RO 12 HIZFHEL-,
TE ORI I T AR O pERE FYER O B BOMERNEEIRE(CV) IZA AV TINX0D 4 550 1 Th-olz, 1 BlD
B GRS H T D MR T EA (AUCGR, - s5) @ CV%I, BFIZ ARV TILFTENEN 20% &N 82% Th-o
oo Eio, Fe btk 2~24 ReIZ BT DIMBERE TVEA (AUCoR 2-2mm.55; 7 7> 7 BRAGIRED FEMRINIEAA LAY > OREEAZ 1T 720N)
D CV%IT. KB R OAL R TINF L TENEI, 22% KN 92% Th-o7=,

(3) s
%A ERRL

) BR-HtREOEE

LR

2. EIEERI S5 A—4
(1) B4 7535
B E L

(2) AR S 4
LRl

Q) HLEEEHR
MY ERRL



OPDr 2
UL

(5) HTRIE
%Y E Rl

(6) 204t
UL

3. BERGREaL—Lav) i
M7OT7 A2 BERFE N RELI-HER (ERR L RIAER; NN1250-3586) 20
1) g 7 ik
690 MO MFEHAIEIEEOREME AT, -2 S—h A NET AV ERERET VL, IERIBIREDIRET L (V7T =
7 :NONMEM?7.1.2) 12%% PPK M A FEMi ST, fENTer s 259 61 (BE 119 B, Lotk 140 5 BA 84 5, &k 16 fi,
WE 81 i, L —7 39 fil, ZA 21 i, B 20 $1) THY, SEEEET 65.3kg (Fe/ME~ e Kl : 37.4~99.8kg, LU A
KE) | SEHIEEENT 58.9 7% (20~83.1 %) . BMI 1 24.8kg/m2 (15.5~34.9kg/m?) T 7=,

2) /T A—HIEE K]
CL/F 33 2B RO BORFNAT v T IAXEEZ R NT T, 7UT HINO 705 REEM O CL/F O lOHEEE
FOMEHEXE 2R 72012, BT T /TR R LU TRE L OE A TN,
ZOREF. BARN 2 TUERFIBF IS T27 U7 A 2 BIFERIGEE O CL/F KOG & THIELT AUC D% Db
OHEMITILL FTOLBY T, BRI DR ORIBEGE &I T V7 Hlk o 2722 BRF CRIE CH LI LRI,

CL/F BEETHIELR AUC
B/ HAR 0.994[0.916, 1.078] 1.006[0.927, 1.091]
WEE/ B A 1.005[0.948, 1.066] 0.995[0.938, 1.055]
<=y 7/ HAR 0.968[0.903, 1.039] 1.033[0.963, 1.108]
HA/AA 1.009[0.928, 1.097] 0.991[0.912, 1.077]
EERCYRERN 1.052[0.942, 1.176] 0.950[0.850, 1.062]

AT DL OHEEEEE D 90 WfS HEX

()1 HBERFEE HRDREUVBVEDOEHY V) ERHRELI-ERFR LR AR (NN1250-3561 5HER) RUSMELA 1 BUHERR
REENR, BVERURADERHY IL—) EtRELI-EEIZ S EHER (NN1250-1995 54E&) 2V
1) fiftf ik
894 .0 MY PAIKIE FEZ N T, BB = AV M | ATy 7 A T 1 IR E LD 1-20 A= b AT L
ERETNVEL, FRVIRANRTT MEIZLD PPK TS FEMiZ 7z (V7 =7 :NONMEM (version 7.1.2)), PPK fi#
Bt RAEFNT, 205 B CBME 112 B, 2ot 93 ) THY ., B 5K+ CEAME (e ME~ i R fE) ) 13 4R 23 11.2 (1.5~57.0)
i REEZS 42.0(11.2~102.0) kg, BMI 28 19.3(12.9~34.5)kg/m?, BMI  Z A2 773 0.55(-2.97~3.51) Th-7=,

2) NITA—ZIEEER
20T T A(CL/FNTHR 2B BEL TR, Fifins L—7 (SR (1~5 %) . /NE(6~11 %) . HE (12~17 i7%) . A
(18~657%)) . BMI D Z 227 PRI, AT, S0 A AR (V/F) ISx 9 2L B LU TR E S HETah i, I ERDORI) —=
YT DFER ZVT T AT U THRE L AR, DM ARG L TR ENA BREEL 520, Zho0H JR 2%
HELTEAET IVITHAANTZT VET MTEBID B2 B L CRET SRR, 207 70 AR O B FEICH LT



BB E 5 2 I REPRKET MDA TN, BT T MBI DI7VT T AR O BRI T DR E O %
[ZOWT, FEHBIHE R OHEEEE 95%EHE X I 0.98[0.82, 1.14] K T} 1.01[0.49, 1.52] THY ., BN T DI LR
BT, 2B, Bl NV —T1E, VT VAR LT BRI E B LI ESN T AR EEH -V TR ETHEAITIE,
R (1~5 %) . /DR (6~11 7%) , A (12~17 5%) KO A (18~65 k) DIMBNHEIZ K E/TE D RN EDRIBE L
72

4. IR
(IR 5 ERAL BB BE (4 E AT —%4 ; NN1250-1992) 22
TEREREBRFT 20 BIIZASK 0.4 HAL/kg 2 KBRS, A0, ERETIZHEIE THGL, 24 R L a—2770 7 FIZBWT, Y
e a7 7 AV R OMBERE FER ARG, oA R AR 5% CH A LN I, ARAIDFRIETE R (AUCo 120n,s0) 13
BB~ T 5 WAL IS B~ DR TR T 6~T% KX Aot M ERi e KRR C AR DI
EOEWIIMEE FEHOZEZLTZLTHOTIH o7z,

QOREHS (SYh, IR, 9HF, 4X)2
<BE>
ARV FINT IO T EFTNANODORIUL R LT, Ty b AXROT ZFTOEYFHIFIARIL 60% 5272, AR
v TINT I OEYEREI I BB THY | R L R OMEZE TR b o 7=, MR P ~OREITEL 1 B 1
B D FeH LT AR O BT CAHLITAERA 1 DO FRREFRRRE Thote, 7y M AW iE K Mo B E (= VA, ¥
T, AX) TORBTIT, L CRIETRO DN eh 0Tz, B, EhORFERITN 2 FLREHINTEY, EMTALILD LT
TV e (25 W) LB G0 (24 Bef)) & — T 2H D Th o7z,
EWFEZ B THEIZH T2 AUC KO Cood ZH EHFIRIIZIE KL EEIZKH T2 CL/F ITBIL TRA72FERRO BT,
HAEMELZRENT VX TIIENSTZR, ARV TOATIOMBEEAE (TLT7 V) EEFRNZOFMETIEE VL
WCEDEDEE 2 BND, BINT DB BREITLIRI/NEL ARV FONNTF 7N Em R TP 2R L WD ZE ARSI,
BEIVTTUAIBLT VM, AR, TE RPN CRILE CHoTz, ZOZEIE, AV AV TUNAT 7O MR AR/ &R N
ZeE—HT D,

5. &7
(1) 3% — AR BE P9 @@
M ERIRL

(2) fnitk — AR AR RAPTE B 12
<pE>
ARV FUNT 7 (125nmol/kg/ B) % dEHRIMET o NI AZHEL% 6 H BD 20 H HETHEEL, Bkt 544 3 KOV R H I
I B e M OVIR V225 M AR B U 72, IR V2 0D L 775 HH s 3 B A AR M D 1 7% PR R B D 247 450 | (e 544 3 BRI B ) O 124
SO 19K B) THY, ARV FUNT 7 OB ORLE D TIERWZ LRSSz K1%) .

Q) A~ DT 20

<HBE>

CHIAV RV T 7VF 7 25nmol/kg ZARILINT Y M HAIR NG LIzEZ A, ILi RIS RED R S v 23, L Hist
REIR B Vi A KRS Ft/ AR FE LRI 0.07 (B 5-1% 1 R B) 265 0.67 (& 5:% 8 I B ) OFiPH CTh o7z, ARV 7
Z VT 7 O iR TR B (AUCo-g) 1XFLIF FIREE B OK) 3 (R0 o7, HPLC T OFE R, #5514 1~8 B ECToIAFIz,
AR FUNT ORI, 2 ORI, KON F LK CH,0) BkD 4 FROFTHER /Y 2 ST, MR B
(AUCq-sn) TlE, NIF 7 LK ASELIH I EER RS (46%) THY, IRWTAL RV TINAT IREANE (26%) & 2 FEONRH
(FENEN 26% KT 2%) DIETH-T=,



(4) BERA~ DT
% E Rl

(5) Z D fth D FRBA~ DFSFTIEY
<Hp#E>
CHIA RV F70F 7 25nmol/kg Ty MIH AR TG L1224, Mk O fEO R EEITE 5% 2~5 Bi#IC
BHIT, B ORF GRS/ MR EE > 1) L RO T, BB & OV e B VO R RE DS H S AL 7, oD AR D K53 Tl
/IR E 30,2 L&D o7, LLEDD, RIRENZA AV T 7T 7 ORIy DS AR A L CTRY, U\ T
HRICED FERBE THLE R VIFICZEREN L TRVIATNDEE 2D, [P AV T 7 VT2 6nmol/kg %
FyMZHEBFRIRNBE G L& RO RO BT,

(6) MPEOEEE>
AL AN FUNTFZFIMEE AR S R 99%LL FEEL TA T IR ELAEEEAE Cholz, AV AV FILTF D
Mg 7 V7R EOFREEEH (Kd) 1, 0.46~0.56 TH-o7z,

6. {t
(1) FCBHER AL B MR BB R 2520
<HE>
FERRRTABR DFERDDIT, AV AV T NT IEeMA A OREHRIBIZRIC CTHEHEE 2 BN, AV AV T INT 73k
R AV LRRRIC EE L TR B RE N LTI N B A 04 (CHIIA N T iRS LD ZE D RIB ST,

(2) RBIEI5 T BB (CYPH) DA FH. H5E
AL

@) VEEAESHEDHEERVZDEE
M ERIRL

() REDOFEORRRUEEL, FELE
AL

7. Hei
(Bt ER L R R B82S
<HE>
Ty MIBITHELRPEMRR IR ITIR T Th o7z,

(2)HEitt 5 2%
<HBE>
PHIA RV TUNT 7%TyMIHEBIE TR G LiclE, & 5% 168 R ETORFHEISRIL 37.4% ., #EFHEMER1T 22.3%
ThH-o7,

(R
UL



8. bV AK—5—I<BT B
UL

9. B ZEICKBIBRER
HMEERL

10. BEDEREHTHES
BHEEEZTRFICHT5EWENE (BB AT—4;NN1250-1990) 27
B REREIE B DOFLE D RRDBE (VLT F =0 20T 50 Z (ml/min) (T HES< 4048, BRI (50 LU 80 BATF) ., 4 (30 LA L 50
i) . EEE (30 R . KM (ST &2 LEEET BB | A8 6 FIICARA 0.4 BAT/kg ZHEIHE G- L, K ENREZ Lk L7,
B M RE R 5 R LR OARK DI BN RE T 17 7 A M TE TR O DR -T2,

AUCq-190n, sp FE[90% 15 #E X [#]]
B/ IEH 1.12[0.77;1.63]
HE /R 1.12[0.78;1.60]
/IR 1.20[0.83;1.74]
K/ EFT 1.02[0.74;1.40]

) KEIBIRBEA THEREICOVTL, #5% 68 R ECTORTICHESZHEH L AUC) w5
IEH n=6, B2 n=6, F4% n=6, HE n=6, KH n=6

(OFFHREIEE BEICH T DEMENE (SHE AT —4:NN1250-1989) %
IS RE RS 2= O FR BT 0 F 732 A B34 [ Child—Pugh scores (ZH- <5 ¥H, #%% : Grade A (5~6 IR Ab) . 1% BE : Grade B (7T~9 iRA
1) . B :Grade C(10~15 A1 b) NTAHAN 0.4 BLAL/kg A BLEIFE G- U, AFIDOIY By ReA L U7, FFHERERE 5 B SRR
NDORFN DI EHRE T 17 7 A WTEWITFRD B2 o7,

AUC 120050 H[90% 15 4 X [ ]
R/ B 0.95[0.77;1.16]
W/ IEE 1.00[0.82;1.22]
o/ IEH 0.92[0.74;1.14]

EH n=6, B n=6, FEE n=6, HE n=6

BYMNRIZEITZEWEEE (S E A T—4;NN1250-1995) 2%
ANV (8~11 5 IR 10.3 5%) . AR (12~17 5 SEEIFMD 14.3 5%) KO (18~57 5 EHIFHR 25.6 5%) D 1 HUBEIR
B ITARA] 0.4 HAT/kg ZHIAE G- Uiz, AFIOEYERE T 07 7 A /L ORI/ NE R OFEHOBFITB O THRRDLR
7oo MAIRTR BTN BE J0/ N R OF R BRE IR O TRED T,

AUC07(>O SD J:l: Cmax SD tl:
Rl E — -
" [95% (2T 1] [95% 2T 1]
ANV IN 1.48[0.98;2.24] 1.20[0.90;1.60]
BE/ N 1.33[1.08;1.64] 1.23[1.00;1.51]

/R n=12, HHF n=13, KA n=12



OBBHEIH T DEMBIRE SV E A T—4:NN1250-1994) 3
HAE (19~34 ik PRI 27.1 75%) & OVEilin (65~78 Jsk : 4R In 67.8 1) O 1 BUPEFRI B (CAH] 0.4 Hifr/kg 2 1 H 1 =]
6 HRE#HEL, EHFIRIEICB T IR OEY T REA ML 72, AFNOVHTLELTZIEMBIRET 17 7 /W E I IZB) T
RDOI, FAFEH K R E OIRYBIE T 07 7 A RO e h o7z,

AUC ,SS J:I: Cmax,SS tl:
[95%15 HE X ] [95% 15 HE X ]
RN/ A 1.04[0.73;1.47] 1.02[0.74;1.39]

RIlEE n=13, H4FEH n=13

1. Dtk
AL



I =4 (ERALDOEEF) ICEISEE

1. BEENRETDER

B ESFUTU20

2. RRRBLEDER

2EZ(ROBHICIFHRELLZNIE)

2.1 (RIMFERE RL WS EE[11.1.1 B3]
(fiFs)

(BRI E BTG BE T AFZ R 5 L5 A (RIRO EEL £ B IE N R X 5 B2 NN HE 0T, IS MERE
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E4 W5e44 FeAEA
AFYA Tresiba® U100 FlexTouch®, Tresiba® U200 FlexTouch®, Tresiba® U100 Penfill® 201341 A

W Tresiba® FlexTouch® 100 units/mL, Tresiba® FlexTouch® 200 units/mL,,

KHE Tresiba® 100 units/mL 10 mL Vial 2016 1 1
Vol Tresiba® FlexTouch® 100 U, Tresiba® FlexTouch® 200 U 2017 42 10 A
TR Tresiba® FlexTouch® 200 U/ML-Tresiba® Penfill 100 U/ML 2018 4£ 5 A

KA Tresiba® FlexTouch® 200 U/ML+ Tresiba Penfill® 100U/ML 2018 4F 12 H

MAKEDOFRAXE(2022F7 A)

=444 Novo Nordisk A/S FEFEAF 2016

- 100 units/mL (U-100): 3 mL single—patient—use FlexTouch®
prefilled pen.

R4 Tresiba® K | - 100 units/mL (U-100): 10 mL multiple—dose vial.

- 200 units/mL (U-200): 3 mL single—patient—use FlexTouch®
prefilled pen.

TRESIBA® is indicated to improve glycemic control in patients 1 year of age and older with diabetes mellitus.
Zhee-Zh % | Limitations of Use
- Not recommended for the treatment of diabetic ketoacidosis.
2 DOSAGE AND ADMINISTRATION
2.2 General Dosing Instructions
- TRESIBA"is available in 2 concentrations (U-100 and U-200):
o TRESIBA® U-100 is available, as a single—patient use FlexTouchR pen and multiple-dose vial.
- The FlexTouch® pen delivers doses in 1 unit increments and can deliver up to 80 units in a single injection.
o TRESIBA® U-200 is available as a single—patient—use FlexTouchR pen.
- The FlexTouch® pen delivers doses in 2 unit increments and can deliver up to 160 units in a single injectio
- DO NOT perform dose conversion when using the TRESIBA® U-100 or U-200 FlexTouchR
pens. The dose window shows the number of insulin units to be delivered and no conversion is needed.

- In adults, inject TRESIBA® subcutaneously once—daily at any time of day.

- In pediatric patients inject TRESIBA® subcutaneously once—daily at the same time every day.

Fiy%- Ji& |- Individualize and titrate the dose of TRESIBA® based on the patient’s metabolic needs, blood glucose
monitoring results, and glycemic control goal.

- The recommended days between dose increases are 3 to 4 days.

- Dose 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 to minimize .the
risk of hypoglycemia or hyperglycemia [see Warnings and Precautions (5.3)].

- For adult patients, instruct patients who miss a dose of TRESIBA® to inject their daily dose during waking
hours upon discovering the missed dose. Instruct patients to ensure that at least 8 hours have elapsed between
consecutive TRESIBA® injections.

- For pediatric patients, instruct patients who miss a dose of TRESIBA® to contact their healthcare provider for
guidance and to monitor blood glucose levels more frequently until the next scheduled TRESIBA® dose.

- In patients with type 1 diabetes, TRESIBA® must be used concomitantly with short—acting insulin.

2.3 Starting Dose in Insulin Naive Patients

Recommended Starting Dosage in Patients with Type 1 Diabetes Mellitus:

The recommended starting dose of TRESIBA® in insulin naive patients with type 1 diabetes is approximately

one—third to one—half of the total daily insulin dose. The remainder of the total daily insulin dose should be

administered as a short—acting insulin and divided between each daily meal. As a general rule, 0.2 to 0.4 units
of insulin per kilogram of body weight can be used to calculate the initial total daily insulin dose in insulin naive

patients with type 1 diabetes.

Recommended Starting Dosage in Patients with Type 2 Diabetes Mellitus:

The recommended starting dose of TRESIBA® in insulin naive patients with type 2 diabetes mellitus is 10 units
once daily.




2.4 Switching to TRESIBA® from Other Insulin Therapies

Dosage adjustments are recommended to lower the risk of hypoglycemia when switching patients to Insulin
Degludec from another insulin therapy /see Warnings and Precautions (5.3)].

Adults with Type 1 or Type 2 Diabetes Mellitus:

Start TRESIBA® at the same unit dose as the total daily long or intermediate—acting insulin unit dose.
Pediatric Patients 1 Year of Age and Older with Type 1 or Type 2 Diabetes Mellitus:

Start TRESIBA® at 80% of the total daily long or intermediate—acting insulin unit dose to minimize the risk of
hypoglycemia /see Warnings and Precautions (5.2)].

(2)FR M D F5 41 X ZE ; Summary of Product Characteristics (SPC)(2022 &£ 2 B)

a2 Novo Nordisk A/S FEFBAE | 2013
One pre—filled pen contains 300 units of
Tresiba 100 units/mL solution for injection in pre—filled pen insulin degludec in 3 mL ,SOIHUOH' .
R5E44 Tresiba 200 units/mL solution for injection in pre—filled pen | FIFEE#% _One -pre—ﬁlled pe_n contains 690 units of
Tresiba 100 units/mL solution for injection in cartridge insulin degludec " 34 ml- SOIUU?H. o
One cartridge contains 300 units of insulin
degludec in 3 mL solution.
4. CLINICAL PARTICULARS
ZhRE- %W | 4.1 Therapeutic indications
Treatment of diabetes mellitus in adults, adolescents and children from the age of 1 year.
4.2 Posology and method of administration
Posology
This medicinal product is a basal insulin for once—daily subcutaneous administration at any time of the
day, preferably at the same time every day.
The potency of insulin analogues, including insulin degludec, is expressed in units. One (1) unit of
insulin degludec corresponds to 1 international unit of human insulin, 1 unit of insulin glargine
(100 units/mL), or 1 unit of insulin detemir.
In patients with type 2 diabetes mellitus, this medicinal product can be administered alone or in any
combination with oral antidiabetic medicinal products, GLP-1 receptor agonists and bolus insulin (see
section 5.1).
In type 1 diabetes mellitus, Tresiba must be combined with short—/rapid—acting insulin to cover
mealtime insulin requirements.
Tresiba is to be dosed in accordance with the individual patient’s needs. It is recommended to optimise
glycaemic control via dose adjustment based on fasting plasma glucose.
Adjustment of dose may be necessary if patients undertake increased physical activity, change their
usual diet or during concomitant illness.
Tresiba 100 units/mL and Tresiba 200 units/mL solution for injection in a pre—filled pen
. _ | Tresiba is available in two strengths. For both, the needed dose is dialled in units. The dose steps, however,
s A differ between the two strengths of the medicinal product.
e With Tresiba 100 units/mL a dose of 1-80 units per injection, in steps of 1 unit, can be administered.
e With Tresiba 200 units/mL a dose of 2-160 units per injection, in steps of 2 units, can be administered.
The dose is provided in half the volume of 100 units/mL basal insulin products.
The dose counter shows the number of units regardless of strength and no dose conversion should be done
when transferring a patient to a new strength.
Flexibility in dosing time
On occasions when administration at the same time of the day is not possible, Tresiba allows for
flexibility in the timing of insulin administration (see section 5.1). A minimum of 8 hours between
injections should always be ensured. There is no clinical experience with flexibility in dosing time of
Tresiba in children and adolescents.
Patients who forget a dose are advised to take it upon discovery and then resume their usual once—daily
dosing schedule.
Initiation
Patients with type 2 diabetes mellitus
The recommended daily starting dose is 10 units followed by individual dosage adjustments.
Patients with type 1 diabetes mellitus
Tresiba is to be used once daily with mealtime insulin and requires subsequent individual dosage
adjustments.
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Transfer from other insulin medicinal products

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

For patients with type 2 diabetes taking once—daily basal, basal-bolus, premix or self-mixed insulin
therapy, changing the basal insulin to Tresiba can be done unit—to—unit based on the previous basal
insulin dose followed by individual dosage adjustments.

A dose reduction of 20% based on the previous basal insulin dose followed by individual dosage
adjustments should be considered when

- transferring to Tresiba from twice—daily basal insulin

— transferring to Tresiba from insulin glargine (300 units/mL)

Patients with type 1 diabetes mellitus

For patients with type 1 diabetes a dose reduction of 20% based on the previous basal insulin dose or
basal component of a continuous subcutaneous insulin infusion regimen should be considered with subsequent
individual dosage adjustments based on the glycaemic response.

Use of Tresiba in combination with GLP—1 receptor agonists in patients with type 2 diabetes mellitus

When adding Tresiba to GLP—1 receptor agonists, the recommended daily starting dose is 10 units
followed by individual dosage adjustments.

When adding GLP-1 receptor agonists to Tresiba, it is recommended to reduce the dose of Tresiba by
20% to minimise the risk of hypoglycaemia. Subsequently, dosage should be adjusted individually.
Special populations

Elderly 65 years old)

Tresiba can be used in elderly. Glucose monitoring is to be intensified and the insulin dose adjusted on

an individual basis (see section 5.2).

Renal and hepatic impairment

Tresiba 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

1 year. This medicinal product can be used in adolescents and children from the age of 1 year (see
section 5.1). When changing basal insulin to Tresiba, dose reduction of basal and bolus insulin needs
to be considered on an individual basis in order to minimise the risk of hypoglycaemia (see section
4.4).

Method of administration

Subcutaneous use only.

Tresiba 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.

Tresiba must not be drawn from the cartridge of the pre—filled pen into a syringe (see section 4.4).
Tresiba is administered subcutaneously by injection in the thigh, the upper arm or the abdominal wall.
Injection sites should always be rotated within the same region in order to reduce the risk of
lipodystrophy and cutaneous amyloidosis (see 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).

Tresiba 100 units/mL and Tresiba 200 units/mL solution for injection in a pre—filled pen

Tresiba comes in a pre—filled pen (FlexTouch) designed to be used with NovoFine or NovoTwist injection needles.
- The 100 units/mL pre—filled pen delivers 1-80 units in steps of 1 unit.
- The 200 units/mL pre—filled pen delivers 2—-160 units in steps of 2 units.

Tresiba 100 units/mL solution for injection in a cartridge

Tresiba 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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8.1 Pregnancy

Risk Summary

Available data from one unpublished trial and the published literature with TRESIBA® use

during pregnancy have not identified a drug—associated risk of major birth defects, miscarriage,

or other adverse maternal or fetal outcomes. In a randomized, parallel-group, open—label

actively controlled clinical trial that included 91 pregnant women with type 1 diabetes who were
administered TRESIBA® once daily and insulin aspart, beginning in gestational weeks 8 to 13 or
prior to conception, no clear evidence of maternal or fetal risk associated with TRESIBA® use was
observed (see Data). There are risks to the mother and fetus associated with poorly controlled
diabetes in pregnancy (see Clinical Considerations).

Rats and rabbits were exposed to insulin degludec in animal reproduction studies during organogenesis.
Pre—and post-implantation losses and visceral/skeletal abnormalities were observed in rats at doses
5 times (rat) and at 10 times (rabbit) the human exposure at a dose of 0.75 U/kg/day. These effects
were similar to those observed in rats administered human insulin (NPH) (see Data).

In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

The estimated background risk of major birth defects is 6 to 10% in women with pre—gestational
diabetes with a peri—conceptional HbAlc >7 and has been reported to be as high as 20 to 25% in
women with a peri—conceptional HbAlc >10. The estimated background risk of miscarriage for the
indicated population is unknown.

Clinical Considerations

Disease—Associated Maternal and/or Embryo/fetal Risk

Hypoglycemia and hyperglycemia occur more frequently during pregnancy in patients with
pre—gestational diabetes. Poorly controlled diabetes in pregnancy increases the maternal risk

for diabetic ketoacidosis, pre—eclampsia, spontaneous abortions, preterm delivery, and delivery
complications. Poorly controlled diabetes increases the fetal risk for major birth defects, still

birth, and macrosomia related morbidity.




KEOWHTHE | Data

(2022 %27 ) Human Data
In an open-—label clinical trial, 185 pregnant females with type 1 diabetes were treated with either
TRESIBA® (once daily) or insulin detemir (once or twice daily); both groups received insulin
aspart 2 to 4 times daily with meals. There were no significant drug—associated differences in
pregnancy outcomes or the health of the fetus and newborn between the two groups. In this
study, the proportion of subjects with severe hypoglycemia and hypoglycemia was similar
between the two treatment arms; for the definitions of severe hypoglycemia and hypoglycemia
[see Adverse Reactions (6.1)]. Poor glucose control during pregnancy in both groups and small
sample size were limitations of the study.
In about two thirds of infants, insulin degludec was detected in the infant cord blood at levels
above the lower level of quantification of the assay.
Animal Data
Insulin degludec was investigated in studies covering fertility, embryo—fetal development and
pre— and post—natal development in rats and during the period of embryo—fetal development
in rabbits. Human insulin (NPH insulin) was included as comparator. In these studies, insulin
degludec caused pre— and post—-implantation losses and visceral/skeletal abnormalities when
given subcutaneously at up to 21 U/kg/day in rats and 3.3 U/kg/day in rabbits, resulting in 5
times (rat) and 10 times (rabbit) the human exposure (AUC) at a human subcutaneous dose of
0.75 U/kg/day. Overall, the effects of insulin degludec were similar to those observed with human
insulin, which were probably secondary to maternal hypoglycemia.

8.2 Lactation

Risk Summary

There are no data on the presence of insulin degludec in human milk, the effects on the breastfed
infant, or the effects on milk production. Insulin degludec is present in rat milk (see Data).

The developmental and health benefits of breastfeeding should be considered along with the
mother’s clinical need for TRESIBA® and any potential adverse effects on the breastfed infant
from TRESIBA® or from the underlying maternal condition.

Data

In lactating rats, insulin degludec was present in milk at a concentration lower than that in plasma.

BRINDEAFCE: | 4.6 Fertility, pregnancy and lactation
(SPC) Pregnancy

(2022 =2 H) The use of Tresiba in pregnant women with diabetes has been investigated in an interventional trial
(see section 5.1). A moderate amount of clinical trial and post—marketing data in pregnant women
(more than 400 pregnancy outcomes) indicate no malformative or feto/neonatal toxicity. Animal
reproduction studies have not revealed any difference between insulin degludec and human insulin
regarding embryotoxicity and teratogenicity.
The treatment with Tresiba may be considered during pregnancy, if clinically needed.
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. Careful monitoring of
glucose control is recommended and the insulin dose adjusted on an individual basis.
Breast—feeding
There is no clinical experience with Tresiba 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 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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1 Indications and Usage

TRESIBA® is indicated to improve glycemic control in patients 1 year of age and older with diabetes
mellitus.

2.2 General Dosing Instructions

In pediatric patients inject TRESIBA® subcutaneously once—daily at the same time every day.
2.4 Switching to TRESIBA® from Other Insulin Therapies

Dosage adjustments are recommended to lower the risk of hypoglycemia when switching
patients to Insulin Degludec from another insulin therapy [see Warnings and Precautions (5.3)].
Adults with Type 1 or Type 2 Diabetes Mellitus:

Start TRESIBA® at the same unit dose as the total daily long or intermediate—acting insulin unit
dose.

Pediatric Patients 1 Year of Age and Older with Type 1 or Type 2 Diabetes Mellitus:

Start TRESIBA® at 80% of the total daily long or intermediate—acting insulin unit dose to minimize
the risk of hypoglycemia [see Warnings and Precautions (5.2)].

8.4 Pediatric Use

The safety and effectiveness of TRESIBA® to improve glycemic control in pediatric patients

1 year of age and older with diabetes mellitus have been established. The use of TRESIBA®

for this indication is supported by evidence from an adequate and well-controlled trial and a
pharmacokinetic study (trials included pediatric patients 1 year of age and older with type 1
diabetes mellitus) [see Clinical Pharmacology (12.3) and Clinical Studies (14.2)]. The use of
TRESIBA® in pediatric patients 1 year of age and older with type 2 diabetes mellitus is also
supported by evidence from adequate and well-controlled trials in adults with type 2 diabetes
mellitus [see Clinical Studies (14.3)].

In pediatric patients 1 year of age and older already on insulin therapy, start TRESIBA® at a
reduced dose to minimize the risk of hypoglycemia [see Dosage and Administration (2.4)].

The safety and effectiveness of TRESIBA® have not been established in pediatric patients less
than 1-year—old.
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4.1 Therapeutic indications

Treatment of diabetes mellitus in adults, adolescents and children from the age of 1
year.

4.2 Posology and method of administration

Posology

Special populations

Paediatric population

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

1 year. This medicinal product can be used in adolescents and children from the age of 1 year (see
section 5.1). When changing basal insulin to Tresiba, dose reduction of basal and bolus insulin needs
to be considered on an individual basis in order to minimise the risk of hypoglycaemia (see section
4.4).

4.8 Undesirable effects

Paediatric population

Tresiba 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 long
term trial in children aged 1 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 (see section 5.1).

5.1 Pharmacodynamic properties

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of trials with Tresiba
in:
Neonates and infants from birth to less than 12 months of age with type 1 diabetes mellitus and
children from birth to less than 10 years of age with type 2 diabetes mellitus on the grounds that
the disease or condition for which the specific medicinal product is intended does not occur in
the specified paediatric subset (see section 4.2 for information on paediatric use).
The efficacy and safety of Tresiba have been studied in a 1:1 randomised controlled clinical trial in
children and adolescents with type 1 diabetes mellitus for a period of 26 weeks (n=350), followed by a
26-week extension period (n=280). Patients in the Tresiba arm included 43 children aged 1-5 years,
70 children aged 6-11 years and 61 adolescents aged 12—17 years. Tresiba dosed once daily showed
similar reduction in HbAlc at week 52 and greater reduction in FPG from baseline versus the
comparator insulin detemir dosed once or twice daily. This was achieved with 30% lower daily doses
of Tresiba compared to insulin detemir. The rates (events per patient—year of exposure) of severe
hypoglycaemia (ISPAD definition; 0.51 vs 0.33), confirmed hypoglycaemia (57.71 vs 54.05) and
nocturnal confirmed hypoglycaemia (6.03 vs 7.60) were comparable with Tresiba versus insulin
detemir. In both treatment arms, children aged 6—-11 years had a numerically higher rate of confirmed
hypoglycaemia than in the other age groups. A numerically higher rate of severe hypoglycaemia in
children aged 6-11 years in the Tresiba arm was observed. The rate of hyperglycaemic episodes with
ketosis was significantly lower for Tresiba versus insulin detemir, 0.68 and 1.09, respectively. No
safety issues were identified with Tresiba with respect to adverse events and standard safety
parameters. Antibody development was sparse and had no clinical impact. Efficacy and safety data for
adolescent patients with type 2 diabetes mellitus have been extrapolated from data for adolescent and
adult patients with type 1 diabetes mellitus and adult patients with type 2 diabetes mellitus. Results
support the use of Tresiba in adolescent patients with type 2 diabetes mellitus.
5.2 Pharmacokinetic properties
Paediatric population
Pharmacokinetic properties of insulin degludec in children (1-11 years) and adolescents (12-18 years)
were at steady state comparable to those observed in adults with type 1 diabetes mellitus. Total

exposure after a single dose was, however, higher in children and adolescents than in adults with type
1 diabetes mellitus.
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