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<IWLDTTEIVARY LD TFIYA R HD>
h—kUyo SR
TS5 v— . \BTFILT L
TLR: RV TLOTLRUNBTFILT L
FovT TILE= D L
FEABES ARYA—RR—b AR, 72URZR)IL-TEUDOT-XFLU (ABS) . RYIRTIL,
7tE2—IL  RYFFSTILADIFL Y (PTFE) , AT LA

<IWLDxTFEh—b>

A—bIIT HSR

TS5 v— AT FIILT L

LR RIAVTLUTLRUNOTFILT L
Frvd FIEZIL

<JVLDTTE 100 BfL/mL>
INTIL:ASR
SLE:N\BTFILT L
Xy TILEZOL

1. AZRHEhLIEME
FZEEMGL

12. Tk
ZALAL
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V. ARICEEY SRR

1. ThEEXETZhE
AV R U BRED IS &1L D HER R

2. DEEREHRICEET HER

5.

PREXIIHRICEETHEE
2 BBERKBICBVTEIRZETDHEALINE., Hoh LORBRFARDEARTHLIEERE, EFRELT
DDA TEREERETHE,

3. AiERUVHAE

12

(M

2

RERUVHAEDE

WALDTTFIVARY WL TFIVARY HD VLD T FH—t

BECRATIE 1B 2~20 Bfi2EREMABICE T 0. REGISAIXREMBROKRELT
BIEHTED, LEITHRESEHFEOLIY HRBEA VR VERIEHALIYTHIEMH5,

BE5EF BEVERRUBEMRICELTCERERNT 0. HREA VRV EFDREELEHT-#
BELLTIELEE 1 B 4~100 B THD,

LD T F 100 BfT/mL

BE.HATIE 1B 2~20 BUZERBFRRRICK T IHTLIN., REGESIRERBROBRELET
BHTELTED, LTI EREBFEOLEZY ., HREA VR VHALHRALIZYTHIEDH S,

BREEF. BEOERRUBREMRICELTERERT 0. HRE/ VR VAN EEXEHT-H#
BELLTITEE 1 H 4~100 B THD,

DEIZIECHERE TEARTERANTER ST 5,

FERUVAZEDFRTERE B

AEORZRVAERF . BREEZROEMHERVENZORH., LUICE 1 HFHERITRM
(PRONTO-T1D)&XE& 1), ITRN(PRONTO-T2D) 5XE& 2) R U ITSI(PRONTO-Pump) FER 3 1D B MER VR
EHOBRICEIEREL.

Ri%: BERGFR (BERREIO 2 3 UR) HE5(SONT

FEREIBHAR T, AFDAU Ry YRTOAE1—<OS ELLEL TEOMIRINESH, BRICAV R Y
ERZERBEL. TOERREIFEVEVFHEA RSN, CORF D ERAREFIERVERD IS5
SEERBETICHONIER (R T ESFRICEMRTEOHFN0ITHILEDOMHER. EHEDREL,
SDRE. HOMYNL)EEEL T, AFDOEEHBEEOREEZIREBHIBIO 2 PLUIRNIEHEL 1
DR DERESHEEANTLS 1| HBERFEREERY 2 BRERRBRBEEERREL-ERARSE 0 83
EX(ITRM(PRONTO-T1D) 5%E& 1) &1\ ITRN(PRONTO-T2D) iXEk D]D#EEMN D, AFI DB ERAE (BE



FIIARETOD 2 B UR) RS DEMMER VR EENHER SN,
BE.BEI(IVTERITREEMIORE L. BAZROEERDE ARV HEIOREICERENTSY,
Ea—<OJTIEBRER 15 SUADKREELTERRETERLTNDEEZALOND, ZDT=H. KEIN
FROTRER 15 RHNREINDIEEEE T H1-0I, BEFKBHIO 2 SURADEER/IVTELT
IBEFBFRIORBEZA-,

% : BEERE (BEHEEND 20 FLUIA)ES(CDOLVT

1 BERB B EE N REL-EELRE 1 FB5XERITRM (PRONTO-T1D) iRER DIDFEREMN S, KFINDEE
FIR R EOAEMMERURLENERINT, BB (BEHERTO 2 2LN) 5 RUEEME
% (BERBNS 20 S LIA) IHZR5HICAEETH S A, ITRM(PRONTO-TID) K8k D DB Z MAEEDFERH,
. BB EEELTHRELL.

TV5.(4)1) DERER < ERS RS W ABKERITRM (PRONTO-TID) B V1> (SMEARUBARAN) 1D
IBESHR

REIZDWLT

AFIDAORY YRTOE, Ea—<ASERLC 100 BEfi/mL DEETHS, BREERBICHEVT. A
Fleea—~OJZRCEATHRELEERICRI IILA—RIAENREBETH 1=, KElLE2—7
AJIZEBITEAVR)Y YRTOADAV R ERIEEBETHI LN TSN, RFIOFAEFE2—<0O)
LRILCELTz, 8. 55 MAAEBRITRM (PRONTO-T1D) 5%E& 1) & U ITRN (PRONTO-T2D) #B& 2]I2H LT,
BB BENR AR 7 FOFEEINSELa— O ERTAFICRBE MR TERLERICE
ERRRHIICRIREL G HERIERHoNGA ST,

BHERE T EARTIZDONT
BFRETAVRAYFEABEEITOTLNDS 1| HERFEBEEZRRELIZEINE I FHEAERITSI(PRONTO-
Pump) 3RE& DBV TR EMMNEZSIN-CEh L. RFIDFHHER T EARTOBZEESDT=,
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1. BERUVAEICEET EE

71 KEIE, Ea—TATFEENTHERKREN RO, BERBR (BREMBEO 2 2N IHRETS
CEF. BERBEROBREDEEIE. BERENDS 20 DLIANICKET 5L, 4. BEFBRO®
BI2o0 T, Mg ra— Lo EMBEDO FHIR IR SERRARBEZBFER-5AT. BEOKIRIC
ISCTHIBIG A28, [IWADTTFIUARY  WALDITFIUARY HDOWLD T FEH—R:161.1,
16.8.1,17.1.1-17.1.3 SHRI[LLDTTF 100 Bff/mL:16.1.1,16.1.2,16.8.1,17.1.1,17.1.2, 17.1.4 S&]

72 thDEMAV RV HBDNSREINNYEZ LGS AUARTHEALTOV-RAILRCEMHEZBETEL
THESEMIEL. AR~ DOUBZARRUZTOZOFER EmEIVFO—ILOE=R) T E+57121T52
&

<AZERUVAEICEEY HIBORTEER>

71 [ VIQRZERUVAZEDHREREZ - BUDIESE,
12 IZARFI D ED T —2 —kr[Company Core Data Sheet(CCDS) JIZEDZE  BIEFEDAV R EKESE
IZEQEL/T:O
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HR

<EWYEHRE>
TVIL 1. ()RR CHRZEIN-MFEE DESEE

<EHZE>
b —7OJERRTERABREERTEIIILOA—RETHERANFEONZREL
(Tonset U\ Early 50% tRmax) . YE A #GEERIAEMRLI-A. Y ILa—XFA

£ (Gtot) [IFFILE2A—<OY TR TH 1=,
8 —

| —— o707
FiafE

FNa—ZE A E (mg/kg/min)
S

B5RA (h)
1 BERREEICARI FEa—<0OY 15 BBEE R TIRE5ED
HILa—REAE

1 BERIRBEICAFIR (FEa—<0Y 15 BUHERIR TH5HOD
RNOFER/INGA—4

AF Ea—<n04

N 31 30

= — E(XF-£a—<0%)

Bh =T [95%{E 4 ]
R 102.86 122.59 ~19.73
(min) [-33.94, -5.52]
Tonset 16.83 23.20 -6.37
(min) [-9.71, -3.03]
Early 50% tR.. 29.85 40.45 ~10.60
(min) [-13.98, -7.21]
Duration of action 302.77 3711.21 -68.44
(min) [-97.88, -39.01]

U e s

Rimax 6.85 5.97 1.15
(mg/kg/min) [1.02, 1.29]
Giot(0-30min) 42.77 i) 19.76 B 2.16
(mg/kg) [1.68, 2.86]
Giot(0-1h) 191.84 122.12 1.57
(mg/kg) [1.34, 1.83]
Geot 1186.84 1275.54 0.93
(mg/kg) [0.79, 1.09]

3 RINZRTEHE
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<=LH>

SB1EIR 100G 25 EDEETERNROON. TOEEE (L. BE 224, pEE
3HTH-T=,

BEEZROXRIAIL. KEIRSEET 31 Fich 74 (22.6%) . Ea—< AT R 58
T 30 ffilch 8 5 (26.7%) THotz. 2 HILLIZEHON-HEBRIE. REIR 56
TIXBERERCBDOAE 3 6, BA 2 ], Ea—<OJ B ERTIEEERD 4 6.
Bt RUOEEELIE 2 flTHT-. BRELORRBENBEETCETLHVEES
RIE. FEE SR F CEFEAEIIH) BHont-,

R EEGAEERRUVHEBRPLICESFEERITUA o1,

QEMEFEHER <BHE 1R (TRU EHER) > (RN
B :NEAN 2 ERFREICAFIRFE2—YOJTZHE R THRELI-EZOEDHE, BHERY

DRMEETET D,
HEBRTH Y | BEAL. FRERVFHEESR. 2 # 2 MUOXA—/\— 10 KHEEZMES

S THER

P F# 18~70 Bk RP—= 7 B D HoAlc A 9.0%KRFEDSE A 2 BUERKR S
2 38 15 (B 1% 35 41, &4 3 1)

HERAE AFIN(Fea—<0O5% 15 BEBERBIR TG L=, 1 #1& 2 SAOMOARELRM &
3 HELLEEL, EEMBEISUTERH. BEMREEI#FINDLIIC GR &
AL,

R <EMERE>

TVIL1. Q)RR CTHERIN-MPREE IDIESE

<EhFE>

AFERELEE Ea—IOS LR THEIENIZHEEICBLAV R ER
(Tonset) (RIN_FFEHE) NFKBEL. TOEE 127 5 THo1=,

AF|ERELIEE Ea—TATELERTRS 30 HHRFTOYILI—RETE
FA (Go1(0-30min)) (F/NZFF1E) (& 4.3 fEIZHEMLT=,

" EaA—TAJEERT, XKEIRE 4 BEUBORBOV IILI—XETIER
(Got(4h-End)) (F/NZFFI9ME) A 19%B A LT=,
AFRERORT L I—RFEARZ (G [FE2—7OT TR TH T HIZEHL -
A RFRVEL—YRY OmMADT =N EON KR E CRITLIZIBE.
METENICHELGELRDONGEI ST,
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- -7
A

4 4 FiafE

4 a—2ZF AZFE (mg/kg/min)

2 BB R EIIARINIEEA—<O4 15 BEHEIRE FIREZD
TNa—FAERBEAT—S)

<ReH>

38 filp 11 lIC 14 HOBEBEZRNROON. TOEEEIL. BE 7 4. PEE
6. EE14HTHor=.

EEZZROHEBRI G, AFIR ST 38 fid 6 51(15.8%) . Ea—<OJ R 5
T 38 f5leh 6 451 (15.8%) THo1=. 2 HILALIZEROONF-BAERTRIE. KFIER 5
TIXEREUVOEFRFEAIELNE 2 FITHY. Ea—<OT B ERFTILEESR 2
BlITH>T=, BRELORARBEFRNEETCELVEESRIT. XX 1
CEFTEALAIR) BRHonT=,

-EELGETERELTEIIRIEES 1| HHRESALD, KR EORRBRETE
EINnt-=,

SR RUABRFPLUEICESEHEEBREIRBOON G o1,

QHME 5 HER <iB/E 1R (TR iER) > (S EAN)E)
B9 S EA 1 AERFBRHICAFIRIE2—TOSFEER TRELIZEZDOEDBIE. BHE (B
EITHTEIREL(IVTDENERICICRIZTHE) RUBEHETHET 5.

HBRTYIY | EBEAL. HRERVFTHEESE. 2 % 4 Y04 —/—ER

P S FH# 18~T0 5% RV—=2F B HbAlc AN 9.0%LU T RUU—=2F w23 n A M
t—ERAENBEHAUR)RUERAVRYDERAV R EBELT 1.5 Bl
/kg/day LT 5 LTWAHEAN 1 BUIFEFRREEE 36 51 (514 27 4, %14 9 6i)
HERAE HERRAR D DKED 2 BREFNICAV RV EFIEAVRY TILFURUEL
—YAJICERLIz, MMTT IR HERE TR G T HXRF R UPEL—<AT DEY)
HABERET S0, 1 MO ARFICASHRETHEEIT o7z, HEBHMPEE
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BAVR)ODEREELOAVIE—FELIZ. MMTT T T, AFIX(FEa—7OJ %8R
HIZHLTEEZ2M32T (BERBF. BBRIA 20 2%3) CTHREIKTHRSL
= AEYREIZ 4 AT BERBLAREL MMTT & MMTT OREIZDELKES 21 B
&L=,

3) Ea—<OJDEBSNE-RER. BE. BREAMCK TSI S, THD.

R

<EMEHEE>

Ea—vAJERBLT, AFITIEAVR)Y YRTOQORIARHICITRL., #
HOBEENFED. Duration (AU R YRTODBREFGHHEM ABRERS
MSEEBIZEVWTAVRYY YJRTORENEETRIEICIETIH5ETOR
M) DIEMBHIRO LN ARy YRTODKRBEE(EAFILEL—<O)
TREBETH fz. MBFERAVRA)Y YJATORENRVICKREAIELLSET
DB (onset of appearance, FH{E) [FAHF] 093 53, Ea—<AYJ 44 5 TH-
f=o

AR YRATAD Cray BV AUC)-co DHHERE N L EL ., AF|EEL—TOY
TRIEETHoT-.

<EhE>

"AEFRVE2—7OJE2BERBRICKRELIEE, KEITREA—7AT &R
T, MMTT B¥®D BG A AUC(0-30min) (B EBIARFMD 30 73R FTOMAEE) . BG
A AUC(0-1h), BG A AUC(0-2h), BG A AUC(0-3h) BT} BG A AUC(0-4h) (Fx/N =5
FHE) IEHEFNIZEREIZE A L. BGAAUC(O-4h) (/N ZFFH1{E) (X, Ea
—OJELART, AT 35%(65.83 mgh/dL) B4 L1=, F1=. BG A AUC(0-5h)
(R/IDZFEFHE) IE. E2a—<OT ELLARTAHAEIT 32%(67.51 mgh/dL) L1z
M. METENGEEEEROo NG o1,

AEIRVEA—YOJEBERBRICIRSLI-LE, BEHBENS 1 BHERY
2 BREBOA—RSAUTHIELzY ILa—R{E(ABGIh RUABG2h) (BR/NZ
FEEHB) [, Ea—7OT EERT, FKFITENEN 27.3 mg/dL BT 21.9 mg/dL
WAL, HETFMICEELGENRDONT,

-AFIRVEL—TOTEBE/ME 20 &S LI-£ZF, BGAAUC(0-5h) (F/I
ZHREHIE) [ Ea—<0Y LR TEREIT 18%(44.63 mgh/dL) A L=,
-REIDBERE 20 HEBES5LE1—<OT DEERREIRE TIX.BGAAUC
(0-5h) [EAFILEa—< O TR TH 1=,




250 — — 13.88

_— Ea—-TOY
i —.— AR 0
FIHELIFENE — 11.79
- ;
1 u
2 >
.'% 0713 X
& =
. -
q ~
2 =
— 7.631
100 T T T " T " T " T "1 5.55
-1 0 1 2 3 4 5 6
BfE (h)

1 BERREEICAFIR FE1—< O 2B ERREIC
HE(EHAE 12 BEDRTHRELLEEDT L I—IREEB GEAT—5)

250 — — 13.88
— a—70Y7
- —e— %3 i
FHELEERE  |-1179
3 ;'
2 S
S 5
= 9713 3
i )
= L7631 =
100 LU N B I S B I B L 5.55
-1 0 1 2 3 4 S 6
B (h)

1 BERREBE AR ZEERME 20 2R RXIIEL—7OT ERERIARIC
HEFEYAE 2 B8R TRELEELEZDTILI—IREEBOWNEAT—S)

<REeH>

-36 HIDSH. 17 flIZ 27 FDBEFBRMEBDHONT=, D55 12 ] 18 #1EL MMTT
RS CEA/FATH. FAERE XITARELRE) [SHRESN-BEERTHY. 9419
HIE MMTT FOARFIR FE2—T AT B EICROON-EEERTH-.

2 FILLETROONT-AEERIL. VAMIILAM ESGERRE. A, FH LR
RUSMETHT -,

-EEEROEEEE. BEN 16 4. DHEEN 11 B THoT=,
CRRELORRBENEETETHEVEETERIT 6 il 6 HROHLN . ESELIKR
W45 4. S IEE 2 4l 2 ETHoT=
"RERVEELGEEZRIEIROONT . 1 fIOBBEELS MMTT HIOEL—<AY
BEFICROON-FEER (GBI [CKYRHBETFIELT,

25
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@EEIHR 5 R <@/ E 1HEEER ITRW HER) > (BHEAN) D
B :HEAN 2 BERBEEICAFIRFE2—YOJ2HER THREL-EZOEYEBE. XEHZE (B
BIIHTBEEIMIVT DRENZRIGICRIFTEE) RUBREETET 5,

HETH A

BEALE, HRERVEHHEESR. 2l 4 OO F—N\—HER

PSS

FH 18~T0 8% AU —=2 B HbAlc AN 9.0%LL T RO —=U 58Tz 3B L
Lt—FHENBEBA AV RUVEBAOR)VERAVR) 2L T 1.2 BfiL
/kg/day LATIREL TS5 E A 2 BUEEFRFEE 36 5 (Bt 31 4, &5 41)

HERAE

AERFIR DO DLKED 2 BRERNZAV RV BEIEZAOR)Y TILFURUEL—
TOJIZERE Lz, MMTT FICREERE(CIRE T HAFIRVEL—70T OEY%
REZRET D=1 B0 AR RS E T HE T o7, SEREARM (TR«
DR)UDBELUAVIE—FELIZ MMTT T TAAFIX FEA—<OJEBEIIH
LTELDR/IVT (BRI, BERMA 20 2% TRHER TG, A&
HIR(E 4 B2 T 6 BRLIAEL. MMTT & MMTT OREIZ DK ES 21 BERfELT =,

F) Ea—XOJQEZBEN:-REZ BE. BREFMICKTISHT 5. THD.

HR

<EYEhEE>

‘Ea—vOJEHBRLT, AFITIEAVR)Y YRATOORINNREIZI TR, &
HDREE D . Duration DIEMEMNFRDHONI=M, AR YRTOD KR
BEFAFLEL—7OJ TREETHOT=

AR YATAD Crax BV AUC)-co DHHERENZLEL ., AFKIEEL—<OY
TRIEETHoT-.




<EHE>

AFBRVEA—YOJEBERBRICIRSLIZEE, AFITIEEA—7AT (THE
L T.BGAAUC(0-5h)A" 26%(33.64 mg'h/dL) B/ LT=AS, METFMLBEEEEILR
Honiamot=,

‘ARE|TIE RA—RSAVTHIELZY LO—AD R KE(ABGmax) [, Ea—<0
IR THETZEMIZHEIZ 1253 mg/dL ETFLT=,

-BERMA 20 DEICHEFIZIRSLIzLE, KFITD BGAAUCO-5hHE2L—
A5 EHEART 24%(34.88 mgh/dL) FALI-A . #iEHFHBFEREEILRHONE
Motz

s AFITIE,. Ea—<BJITEEAR T, BGAAUCO-3h AN EETERIICHEIZ 21%
(2817 mgh/dL) B LTz, £z, AFITIX. Ea—<AOJ IR T, ABGmax A
HEHFRIICEEIZ 10.6 mg/dLE L. ABG2h [% 18.0 mg/dL {ETFL71=,
KEDBEERA 20 HEBELEL—~YOTDEEMAREKRETIX.BGA
AUC(0-5h)I&. Ea—T AT ICLLARAFIT 15%F LA MEZHNEEEEE
RHoNIEM T,

220 — _— — 12.21
1 —e— =m B
20 umsmsns — 10.88

FIa-ZRE (mg/dL)
(/10w FHgy —cAr &

0T T T T T T T T T 5%

AR (h)
2 BBERFEEICAFIRFE2—< O B EMBRICHRIR TRELIZEED
TIWA—RREHEBZGEAT—H)
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=0 Ea—07 R B M
T - AEIRBREME -
200— FiIGEIRERE

- ZRE (mg/dL)

(1/10wWw) gy —carg

\—6.882

E§fE ()
2 BIERIREEICAFIEZBERRIB 20 7% X(Fea—<OJ 2B EMIBEIC
BHBERTHEELEEZEOS I O—IEEHENBEAT—S)

<=&H>

36 BIDSIH. 176221 EDFEEFBRIBDHONT=. 2D 12461 14 X MMTT
BN (EA/BITH. AEREX FRELHFE) [CHRESN-FEELRTHY. 7
Bl 7 #E1E MMTT FOARFIR FE2—<OS B EREICRBOON-AEELRTH
T=o

2 BILETROONE-AEBRIE EHFBLRIG, EEE. VML ESER
ZRUVERBETHY. FHEEIRME MMTT 812 2 UL EDRBEHAEDH SN,
HEEROBEET. BEN 144, hEEN 74 THo1=,
CARELORRBRENBETETLRVEATERIEL8HI8 HRHLN., 26U EIZFR
HENF-BRITEFEMLRIE TH o=,

R EELGEESERRURBRDLICES-FESRIIBEHNGEM T,




GH %5 RER <#E/FE 1 HERERATSC HER) > (BLEAN)S
By SAEAN 1 BERFEEICAVR) VRV T FEHFGEETAVAYEANECSD)EZANT, R—3 R
BEE—FTARFIRIZEA—7OTZHRELEEEZDEYEE. BHF. REURUVERKEEE

9%,

HEBRT A

BRI BRERVFHEES R, 4 BIVORF —/N\—58R

HR

FE 18~T0 5. RI—= 4 B HbAlc A 9.0%KiE. 1 B/ XV E 1.5 Bl
/kg L FTAV R R TEFEL - CSH ik DN E A 1 BUERBEERE 24 4
(B4 18 45, %% 6 451)

HERAE

BAHM . Ea—~v045 % 7 BEKRS. ba—<O LS OEDEA R LEERE
LTWV=#EEFEa—~SIZyYEZ 1=,

BREHAR (Gt 4 #) : BHIZAV R VR THERLM= CSI [2&Y, AFIXR [FE1—<
n5% 3 BMKR5 (ZRY0 1 BERU 3 BEHERICMMTT, 2 BEHEBRIZIES
TRV AU TYVIRAREBEER) . FHOMICHKRE 7 BREOAREDREER
HzEHE, KREHB(XREO MMTT RIBDY AFET) [FEa—<RI &R 5 LT,
AFRIFE2—OTRDAVR)Y YVATODEREEFE. BEDORKIEMEE
[CEOEWERB S EICRTEL. MMTT th—E (TH#EIFL 1=,

R

<EMBHEE >
TVIL 1. (2)FRRRREBRCHEIN-IMPEE DIESHE

<EhFE>

FABEED MMTT [CEBWT BES VI z—T TR—3RFELIzEE 75 1
BERUY 3 BET.Ea—vOJ LERTHREIT.MMTT REHHOBRZRY ILO—
AREFETL.MMTT 240 5 FRITRERIVIILO—RARELRIFIET I HE
mARHLNT=,

<%zLMH>

- ARFIE 585 24 B 19 5 (79.2%) (2 65 HDAEEENROLN ., EDEEEIL.
BRE 58 . PEE 7 B ThHoT-. Ea—~<OS B 5 24 5ich 18 {51 (75.0%) [ 66
HOBESEZELIBOON. TOEEEIL. BE 61 4. PHFE 5 - THo1-.

2B EICROON-AEEBRIE. AFIR S CIXEER 104l ZFLEEDHI6
il 9855 4 . ZF4E 3 1l Z2RE. EERMEOFEL, BIRKAE 2 fiTHY. E2—
YO REETIEER 9 Hl. BEEFEDOLRS 7 6. BEREHEL 4 . Z5F4E 3
Bl IRER. R . FRARAE MR 2 HITH-T=,
CARELORRBENAEETETHVETERIE. 24 Fip, KFIFREEF 17 I
56 . Ea—<OJREH 17 I 59 #RHoN. EERTERIIEHNELVAE
ELEORRBRIEETERVETERIL, 58 (KHF1:8 #l 19 4. Ea—<0O
J:8 412 ##) ThHot=,

R, EETEEERRVEHEBD I CE-EEZRIEZEHONEMN T,
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(3)

4

30

3) QT/QTciiMmER
ZLERLL

AR R RS
BH AL

REEAIEAER
1) ANMEIRGEEAER

DL ER < EMR £ F 5 1 #EKER[ITRM (PRONTO-T1D) iXE&]1> (MEARUBAAA)D
B 1 BEREEEICERAURVHRATCAFIREEL—<OS 2B ERMERIESLEEEDM
O RO—)LIZEL T, AFIDOEa—~<OY 9 2IEL MERRIET 5,

HEETH A

HIAE, BEAL. —ETHR/FER. BRXR SRR, 3 R5H#H. REMRE. It
ITREREISAER

2

$A[EF Hi% (MDI) [Z& 5 Basal-Bolus EEEZZEHBPD 18 Ll LD 1 BUFERFE
#1222 B (KRB BERAREEEE 451 HI(OBAAKRA 62 ) . AFIBEFRZRE 329
BlI(SBEEAAN 46 §l) . Ea—<OJ BEFAIRFFEE 442 5l (SHHEAA 59 61))

FABIREHE

(WARDY—==UF D 1 FLLERTIC 1 BERBEZHSN 1 ELLEAVR) U EHE
HLTHEALTLS. RV —=UVBIZ 18 U LD B X,

(2)90 BRAEICH-YBERHBEA VR T7FET (AR 1)ZRTA 100 BEiL/mL,
AR TRINVN AVR) Y TIVDU)EEL MDLAEREZIT TS EE,

B)RY)—=UF 130 AU EICHEYRUTOWT A DABEEZITTLSESE,
aA)AVAR)Y JZ)LXL 100 Bfin/mL X (& 300 Bifiz/mL
b) AR TTZ)L 100 BfT/mL
ARy THILTH 100 Bfii/mL X (& 200 EA1/mL(ERFREER)
dNPH(FREEER 2 R)Y)

(8) RH)—=2 B DIRIEIEER (BMD) A1 35.0 ke/m2 LIFTDEFE,

FRRRNEE

(1) ABRELEMCEEEH RS HIRIN-EE,

()RD)—=UTR16 hALURICEREEMLFES 2 LI ERDHONT-EBE,

Q) M¥EIVFA—ILAR (BMEX TERBET T OR—2 X)) DF=HICR ) —
ZUJR 6 ARALINICHENEZEZXITARN 2 BI EHS-EE,

(4 FHRENBOHONT-, EBREOBELNHDH . RIFBEEBENMEZTTLDEE,

(5)ERFRMIICEIREL G HIDMERE . HILERENEOONT-EE,

(6)RV)—=J 8D 1 BMAVR)UEMN 1.5 Bfii/kg ZBZ 5. BEDAVX!)
VERMETHIEE.

HAERTT A

52 B (51 26 B+ #+rH 26 B) HERER L=, B8, REHDHIC 1 B
DAY= T HRRVERA VR DS EEAEH TS 8 BRDEALRE
HAZREL =, T REHIRTH DRI 4 BREIDRETEHRERE L=,




8 ERDEALMDE. HERE LAFIBERHBRE. E1—<0J BEHRERE,
AKX BEFBREN 4:4:3 DETLLTREABIGFEINT,
RONV—ZDTBITAVR) Y FRINWERBFAVRY Y TLIDDWNVThing
FERALTWLAHEREICOVTIE, EALMMREICREALTEA—TAT ~ENY
BAT. EAHMPBIC2ERENEa—<OJEFEAL,
BEBAVRYUVERIFAU R H—RE (insulin to carbohydrate ratio: ICR) & TF
AR U sHR{E (correction factor: CF) ZE AEARHRICEREL TIF GG EE
LA Z2M0ER(BNEX EHEZELEME 1"NHLH5E RIFERIR) Y
DERBEILZRBHISGE EIHINELT=,

—& .
IR HERET

RO ERE | RSECACERNE | RSECAL RN &= |
818 & A HirE S=ERET | F 30 SEERES = ﬁ :

: 3
h;T7 AHIRREMNE —ERST B g:
12 zu'ﬁ;';w- : L 45 I
> /2:37 - Eai—~O/ESMEES _SEmfer % EQ [
122 FINFT i % :
1 ﬁ |
! T T T T >

8—I7'—|6-:l—|2-101|é flléé1012 i8 22 26 3|23TQ4|6 52 56
! Y
|

eavoy  EESTETTIY N T
1"/1‘_13};5%4"/

[]

|}

i

X 1
2R FINTD !
1

T

I

&=
RO —=7kE| © TTRmoR5—7hm
N o o e e e e it e,

4B 1% B AR
ALY AR iR

I T LI T T T T T T T T
#9876-42-1012 4681012 18 22 2630
BAANIBWTIE, AFIERMREES 52 BR5 &L,
<&EFE>

BRTTAEIL LLEEa—705 % 1 B 3 BIBERMKBE (BERBD 0~2 5581 X
FIEERTTEAIZ 1 B 3ERBMAER (BEMBER 20 MICRTEREL. BEEE
(FEBHHLIIFER O B S N EEXIEh—RAD UM E IO THRAML . £
fz BV ELTAURIYY TFILF2 (100 BEfii/mL)ZE 1 B 1 EBHLLE 2
B X(EAVRYY THIILTH00 Bfi/mL) % 1 B 1 BE F&RELz, fF2L. &
FIREBRMEEICEYHTON-EBREDSS. BAALUNDOEBRE L. B5H
(26 B FTLSN T,

EEAEMEORNO 12 BRI (AR EETFARLM) ICELT. BEZMmE
BEERT5-OICBHEICGLTREB/RARVEFAR L,

E) AR TIIFUDERBIN-AiEEL. EF.1 B 1 IERT®REST, F5
BZlIXER—ELT S, THD,
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AV R FEEDFHBD =6 D B R MAEE

B 42 0 HE B 581 7 B e 4% B 2 381F (SMBG) B Z1iE (55E)
TEEEXIIFARAE. BRAT. | B2{E: 100 mg/dL
5 BHiI EE 180 A5 110 mg/dL ki
BT iBH : 90 H 5 130 mg/dL
Bi% 1~2 B BZ{E : 140 mg/dL K&
FHMEEE <BEHHE>

FEFHEHEIEE

EBAVR) AT TARIRIEEA—VY ORI B EMARFICIREL-LEZDE

5 26 BEFIZE TS HbAlc DAR—RSAY (BEALER) MDD ELEICEALT. K

FlIR BRI SOEA—vYO ) BEMBHREICH T HIELHERITT S (FE

LHEI—20 04%),

BIRMETHHIEE (2 EHEAEST LEIREM) :

-ARFIE BB 20 DRITHELIZEEDOHRE 26 BRFIZHITS HbATc DA—X
SAVNLDELBIZEALT. Ea—~ O/ B LB 5T HELHER
TS (FELMHET—2 0.4%),

A EBBRBEFICRELIZEZDRE 26 BFICHITSE%E 1 BRHEMEED £
SIEOIFO—)LICELT, Ea—7 07 BRMABERE I T HEBEERET
¥ 5,

A EBBRBEFICRELIEZDRE 26 BFICHITSR% 2 BRHEMEED £
FIFOILFO—/LIZELT. Ea—<0Y BERBRFIR 5 ICxT BB EERET
ERCE

-KRFNEBERMBEFICIRELI-EEDRE 26 BEFIZHEITSH HbAlc DR—RF(>
MoDELEICEALT. Ea—YO/ BRERBRESICHT2EBBEEZRIT
%,

Z DD EIREEFHTEIE B :

-AREIX(FE2—7O T EBEFRBRICR S LI-EE DR G 52 BFFIZH 15 HbATe
DR—=RSAUNLDELBICEALTAFIRERIRRIRGLEa—YRT BREMHM
IR S E BT S,

10 R4V g R 28I (SMBG) 7774 )L

<=Z&H>

FEER . EELVEETER, BN EEEODE. RERES

fRHTETE FEBTE. BEABIRHIZE TSRS 26 BRFETICIESNICRBREDRS

FUERETDIATOT—2ICHLTHRYRLAEEICETIEEHRETIL




(MMRM) Z AL =BT E1TLN. HbAlc DR—RSAU M55 26 BEDZEIEEIC
DVWTAHFlEE2A—7AT B L, BEMNRZREH. BRREF. XE. RV
BEBLEROREERLEL. HEEER—XTM1UD HbAlc LT, KERERNE
BEET)T T H=HICIEBEIE SN2 5 B E (unstructured covariance) &
A=, AEMHORE I TN _RFHRY type MREICEDNTEMRLT -,
fRIZIEELAVRY . CAEMRICET TR TOREIL. MAIBEEKE 5%TEE
L. TRTOBESHEDOEDERERME (CD (Ll 95% THEE L=,
AFIBEFEBFREOEL—YOJ BBMBRRGISITHIELEAREINTE
FIE g HEEL, 5 26 BEFD HbAlc DR—RSAUNLDELEIZE TS5
IN_FEFHEOHMZE (RFBEBRERE-t1—<O0J BEHMGEE) OMmA
95%Cl D LRRA+0.4% KRB THDIHEE LT,

HbAlc DAV FO—ILIZEITHAFKBERIRRIZSOEL—Y0J BERIARIE
Bloxtd 2EMMEE, BHERSKCEIYLTONIZT4HL-TTO—FDE
BKEXYDL p ELINSWEEELT,
SEULBDEOHDTST4hIL-7TO—FE2ANT, TEBNRVUSERER
BLEEIRBMISHT HABRNRERTET H-ODOLAKMNGE 1 FEOIER (FE
BHEKEE 5%) OFHIEERELT=,

HR

<FBRHTIR>

BN DOREITICITEAEABTSN Tz 1222 B (KFI B BFAAREEE 451 HI(3BEAR
A 62 4) . Ea—<O7 BERIRRE 442 5l (5B BEAA 59 i) . AFKIBERAE
B 3295l (5BEARA 46 1)) # B ATMTERERALLTHL,

REMDREFTIZIE, AREFDLIED 1 ERESNTz 1222 flzREMEBTNR
SHELTHAV:,
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<ABHHE>

FEFHEIESR

#5 26 BEFICEHE TS HbAlc DR—RSAU Mo DEILE (KREIBERIRRFEESE

1—YAJ BERBREDIESLHEDRE)

155 26 BEFIZHITSH HbAlc DR—RFAUNLDEILEDR/N_FEFED
= (XRFNEERBRF-ta—<0J BEMEEE) Ol 95%Cl O LRAE
LT —TU 04%E TESF-IEM L, KR BEMBFHEDEL—YAJ BER
IREFEEICN T DI S EMIRENT =,

#B5 26 BEIZHITS HbAlc DA—RSAUMNLDEILE (1 BIERFEE)

ARH Ea—<na4y
HoATe (%) SEMLE | AEENS
EEBET SN HERER 451 442
R—R5(> 7.344+0.65 7.33+0.67
26 B FF 7.22+0.73 7.30+0.79
EEEED -0.13+0.03 -0.05+0.03
ELEDE (KK —Ea—<AY)
[95%{EFBR ) 1 ~0.08 [-0.16, 0.00]

EHELIEZEERE. EEEXRND ZEFEYELIZERE . TLEOEERNDZEFEY
fE[95%S 38 X ]
FE1) BRUBEEICETZEAMRETIVCRERERIERTICIREL-EAMEICE D)

9.0 : 175.0
8.8 weges E2—7OS/REBEE [72.8
: —a— AR R B
8.6 : —om AT Fh 70.6
8.4 . 1684
: BT RS
+66.2
+64.0
+61.8
F59.6
—357.4
4552
F53.0
F50.8
T I T T T T -486
-9 0 4 8 12 26
N=A71> HEME (GA)
*p<0.05 AFIBERREZEEL—<OY BERIRRKO LLE (MMRM)

HbA1c(%)
HbA1c{mmol/mol)

BABBRUARN—RSAUNLEE 26 BRETIZEITS
HbAlc EDHERE (1 BUFERFEE)




BIRMEHHIEE (L EMZRAEST HEIRE ) :

#5 26 BEFICEHE TS HbAlc DR—RSAU Mo DEILE (REIB BRI EELE

1—YAJ BERBREDIESLEDKE)

%5 26 BEIZHEITSH HbAlc DR—RFAUNoDELEDTR/NMN_FFHED
Z(RFESMBEME —t1—<0J BERHARE) OMAl 95%Cl O ERMES
HI—20 04%E TRISF-CEML, KRB SEMBEBOEL—7OJ BEHE
FrEF I 9 BB RENT,

%5 26 BIEIZHITS HbAlc DA—RSAUMNLDEILE (1 BIERFBEE)

ARH Ea—<n04y

HoATe (%) EEENE | AEENE
EEBET SN HERER 329 442
R—R5(> 7.36+0.64 7.33+0.67
26 B FF 7.45+0.84 7.30+0.79
ZFEEED 0.08+0.04 -0.05+0.03
ZFIEEDE (KRFl—E2—7RY) 0.13
[95%{SRERX ] = 1) [0.04, 0.22]

EHELIEZEERE. EEEXRND ZEFEYELIZERE . TLEOEERNDZEFEY
fE[95%E 38 X ]
FE1) BRUBEEICETZEAMRETIVCRERERIERTICIREL-EAMEICE D)

&5 26 BFICHTE MMTT BOBEZMBEED ERIEBOR—IS/UH5DEL

ERHEERBEELE—YNS BRI OBHEDRET)
-AFKIBEFEREDT. B2 1 BERUER 2 REOEED LFIEOI A
—IUIZDWT, Ea—< A7 BEFRREICN L TMEED ERIEOELEHL T
SHERMICHEICNEShoIEND, Ea—v O BEREEEICNT HBHME
RSNz,

5 26 BEFIZEITE MMTT OB ZMEED L FIFED
R—RSAUMNLDEILE (1 BIBERFEE)

AHE| Ea—<0O4y

BEHIE BERIE
BEABITIN-KEREE 451 442
B#% 1 BEILEED LFIE(BEERHR) (mg/dL)
R—25(> 77.3+59.90 71.5+63.21
26 3B BF 48.3+58.03 73.7%58.11
FEEED -28.6+3.33 -0.7+3.34
FLEDOE (KRFl—Ea—<AY)
(9506 (=8B ] 3 2) -27.9 [-35.3, —20.6]
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B 2 FEMEED L FIE(BEEAHER) (mg/dL)

R—R5/4> 112.7486.80 101.6+88.14
26 BB 77.1+78.15 103.2+86.82
TlEEE2 -34.7+450 -35+451

EEEDE(KRF—E1—70Y)
[95%{SRE X ] = 2)
EHEIEERE. EEEXRNDN - EFENELIZERE . ELEOETR/IN-FFY
fE[95%E REX ]
E2) ANEOHT CARERS D IERTICUNEL-FAEIZE D)

-31.2 [-41.1,-21.2]

K= #E526:88F
150 |-8:325 [ [P -8.325
~ T — AR AR >
B 120 | 6660 & T 1204 =o= FFIRBMME L 6.660 &
@ == B @ ae=0y, B
E e @ E e ~. =
L By | L =
g 90 4995 3 g 90 4995
§ 601 A eo-ta-vnsrEmMes 33308 § 604 L2330 &
® Y ——— A RO 3 5 3
= —— EE R AT : 3
* 304 D wsesg @ 30 t} L 1.665 &
L 1 Cc o« - =
BN BRTHEEERE . BN _STHELiEENRE
Dﬁi T 7T T T T Ik{)O{)0 Oi\ T T T T T Ii‘)‘)()O
01530 60 120 180 240 01530 60 120 180 240
B (9) B ()

*p<0.05: AFI BB EEa—<0Y BERFRBO LLE
1p<0.05: KFIBERR B LEA—<OT BERBRO L
(H BRI
R—ASAVFRRUEE 26 BEFIZHTD
MMTT BFDBEZMEED L FIROHB( LHERARERSE)

&5 26 BEFICHTS HbAlc DA—RFSAVHEDELE (RFI B BRIRRFELE

21— 0J B ERREE QBB DRE)

-3 RA—IL (B E 26 BEFIZEITSH HbAlc DR—RFAUNLDELE) I
DNT, AKIBEERERE e —~ O/ BERRBFICH T 2BHMEE RS
Hhot=,

Z DD EIREEFHEIE B -

#5 52 BEIZE TS HbAlc DR—RSAV Mo DEILE (AFIBERIRRF R EE

A—< A BERRREO L)

-52 JBBFIZETDH HbAlc DR—RSAUDLDEILEICDLNT, REIBERHIARF
Blea—vNY BEEFARBH THAZMICERLZERO NG, o1,




%5 52 BFFIZEITS HbAlc DR—RSAUhLDEILE (1 BUMERIFEE)

AF Ea—<04y

BEMRE BERRE
AR BB TSN HERE 451 442
R—RS5/(Y 7.34+0.03 7.33+0.03
52 JEBF 7.47+0.04 7.54+0.04
ETlEEED 0.13+0.04 0.20+0.04
EEEDE(KRF—E1—70Y)
(9506 (=8B ] 3 1) -0.06 [-0.16, 0.03]

EHELIZERE. EELEXR/N ZREFHELIZERE . ELEDEFIR/N_FEFY
fE[95% (5 8 X ]
E) BRUAIEMEICRETSEADRET IV CRERZEDIFATICINEL-BAEICE D

10 ARA > i B 2 AIFE (SMBG) 7O J7 4L

1% 5 26 BRFIZH TS 10 /RA >~ SMBG THLONI-MHEE (R/MN_FFHE) £,
AEIRBMABKFCREL—YOJ EEMEBRELLRLT. BB 1 KRERD
HE®Z 2 FEITHAZEMICERICEN >F[ERE 1 B 1669 mg/dL R
180.6 mg/dL (p<0.001) , BAE 1% 2 B : 152.9 mg/dL K UF 164.5 mg/dL (p=0.005) 1,

-AHBEERBEBECREL—YO/ BREFABKFLLRLT. BRRER 1| BERY
SEE% 1 BETHZNIZERIZEN-[BEH®R 1 FME:181.1 mg/dL RV
171.1 mg/dL(p=0.033) , ¥ B 1 85 :187.7 mg/dL B U 171.5 mg/dL (p<0.001) 1,

N—= T4
220 F122
= ~0- Ea-TRIRBMIN —e— FARBMMN —o— zAIKBMIE [ B
2 180 L10.0 B
@ 160 “leo 3
£ 1404 L78 2
1an] RN RTOWEREER [
SAECH )= ) =547 B B8R FECH SR - Fret 301
185 28%M)iE 1B #2850 % 1B 28308 1%
52680
o $291 —O- Ea—TOUREIEN  —e— AFRBMMER  —o— ATABMIEE | - B
3 200- ' 111 =
& 180+ ___aftoo®
E 1604 0 - % 89 g
£ 1404 178 2
€ 100] * B - WESULRERE [ S
WANM MR MR BAWM RBR BA SAW SR SR HEM

183E#% 28R 1B 28308 1k 1EE#E 20360

*p<0.05: AFIBERIAFEEA—Y 0T BRERMEFDLLE
1p<0.05: AFIBEMIRREE1—~OJ BBAREFO LLE

R—RSAVBERUEE 26 BrFZHITS 10 R4k SMBG FO774 )L
(1 BBEPRTR R E)
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<=LH>

BEER

-EAEARTEANSIRS 26 BRFETICRBELE-AEERE. A5 BERMIRRE
451 HlD5H 264 51(585%) . Ea—<OS BEHRIREEE 442 HlDS5H 251
(56.8%) . AKIBBRIREREE 329 FlD>5 181 4 (55.0%) TH 1=

-BAEBBGEANSERE 26 BRFFETORMERRRIE L. AFI B BB
8.0%(36/451 ) . AFI BB EE 5.8%(19/329 ffl) . Ea—< RS BEFARRE
B 6.1%(27/442 f5]) TdH 1=,

-EAEIERIE. SESTERL RS A A B EBIRRFEE 1.6%(7/451 ) | AFIBERH
SRR 1.2%(4/329 i) . Ea—< O BEEIAKRFEE 0%(0/442 ) . RUNTIESTED
SEBBNAFI B BB 1.1%(5/451 ) . KBEIBERKAH%E 09%(3/329
Bl) . Ea—<0J BEFIRFE 0%(0/442 ) THoT=,

5 52 ERFEFT(RBERHEET) ICRBELLETERIL. K BERMARE
451 IS5 306 51(67.8%) . Ea—< 05 BERIBFE 442 HlDS5H 298
(67.4%) TH>T1=,

HBE5 52 BARFET(RBERNZET) DRIERRREIE L. AFI B BB
9.5%(43/451 f5l) . Ea—<0J REFAAEEE 8.6%(38/442 f§l) THoT=,

-EREIERIE., SRS A RKI R EFIARFEE 1.6%(7/451 §) . Ea—<0J
BERBEEE 0%(0/442 ) . AEEMMO A B BFBETE 09%(4/451 fi) . E
1—<OJ BEFEBEE 0.7%(3/442 ) ESTEAEBIAF R BB
1.1%(5/451 ) . Ea—< 05 BREFIAREE 0%(0/442 ) TH 1=,

BELHEBRIE. A BBRABEEE 120%(54 B1) . Ea—< 0 BERAARE
15.4%(68 ) . AFI B BRAIRELEE 7.3%(24 ) ICHKB LI, AR TRLELR LN
FEELAEERIEM#ETH-T-.

CRABERSHIUICESAERRIE. RKREBFBEEET 7 Hl GERATOBA
DIEEH 2 fl. B, EEE. REERELE. SEENMERUVERESENE 1
Bl) . Ea—<0OJ BBHREEET 5 Hl GTIRATDOBADERED 2 HI. KENREE
Z. BERERUBEREHE 1 6]) . AFIEERBEEET 5 6l GTIRFT O BA
DIREN 3, BERE MR UV EAEEMBENE 1 ) IFKBRL -,

-EBAEABIMERNSERBRHAMETICAFTIESBHABEEED 1 61(0.2%) RUPE2—

<O BEEBEED 1 51(02%) MNETELE-GRE 26 BEETIZRDE) ., LWFh
ARELORRBEREIEESINT




1K I #E 0D & &

EmMBEILUTOERZRAL =,

@ MAEEMN RSN EMHET S5 —b (70 mg/dL AT :

- IAEBEAFER SN IEREEMEE  EMEORBMGERSRBOONEIER,

- IFEEOFERS N - IR MR A R M AED BEREIRIFROONENER,

- MAEEAERINFHTAOEME  EmMEDERICET HFHMNEHESN
TLWEWER,

O MAEENFER SN =FRRAYICEE K M #E (54 mg/dL KifE) :

- FEME D HER SN = FE IR R M AE R M HE D BB B IRDZBDHONEER,

- BB FERS N - BIEIR MR A KM AED BERHEIRIFROONENER,

- IFEEN RSN -FRETBAOEMYE EMMEDEKICET HFERALHESN
TULWVEWER,

@ M HEEH R TELVERMEE M ME EMBEDERMNZDHONDH, MAEEA
BESNTOVENER,

O EEEMAE: TEY—FHIZ, #HEBREDFMIKEALILLTELSDABREERET
oty BHBARIEBEREGSY, EEBREEOFE AN DOLT
BELEYL. BEMLERKIEYOTILVATUODRELGEDERBELREICE=ED
NTEINLEITEDIER, EMENRBEL TLOSHREICMAEBED RIEATHITLY
BWMERICENTYH, MBEDERELIH>THREEHLZERENROON-HEE
(. EDERAMEMHE (MAEED 70 meg/dL LATF) IZKYERShI=EHIMTL =,

@ T D ith DX M1

-EEHEMYE: RERASERFOMICREEREL-I N TOMBENERSNIE
Mg (EEEMEEZSO) .

MBI COHTI—IE, TAATOEMNE (MAEBEAFERSNIEMAE. MAE
EAHERTERVERMEME) ZEA SOt -, BREIEMER U EEEME
(F, MAEN RSN AR MAE X (LMAEEA R CELRVERMEEMBECEE
Nnd, EMmHELS LEITTRLTOAVT WA DEMREITERETIFIEE ., B3
FREHEMBEELT BIEFEELE,
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EEEMmE

-EEABBIMRENALIRE 26 BRETRY 52 BRFEFTOEFERMBEOFRRERN

RBREBSELUTORYTHOI=,

26 BRFETOEEBEMBEDFEIRE (100 A-FEH1-YIZHE) RUKREIE

(1 BUMERRER)

®kE# 1¢/1§)I%\$j$ %Tﬁf)“é
t;—vgﬁi%%ﬁ#ﬁﬁ% 18.34 25 (5.66)
mﬁu}(ﬁfﬁ)&éﬁ% 16.50 25 (5.54)
zgﬁu(%j:af)uéfﬁ 13.70 15 (4.56)

52 BRFFETOEMEEMAEDFEITE (100 A-FEHT=YIZFHE) RURKREIE

(1 BERAERE)

N REE ZRES
BSH /100 A-4E n (%)
Ea—v0J AERABE
(Nead2) 15.96 38 (8.60)
AEIBEFBE
(Net51) 12.28 33 (7.32)

16K 1fn #E

-EBAEAITERNSEE 26 BRFETRY 52 BRFETOT R TOMBEAFER
N E MK (MAEE 70 mg/dL LLUTF) DRBERUVHERISIILTOEY TH-
T=o
26 BERFFETOEMAE (MAFEE 70 mg/dL LLTF) DRBEN N-EHT-YIZFHE)

RURBREE (1 BERFESE)

RRE RREE
B’E5H
i DY n (%)
[R— j; =
Ea—<0Y B RRARES 99.4 440 (99.6)
(N=442)
5y
ESE Lt 91.9 449 (99.6)
(N=451)
"
AEIBERIRE 99.9 325 (98.8)
(N=329)




52 ERFFETOEMYE (MFEE 70 mg/dL L T) DHRIRE( A-EHT=YIZFHE)
RURIREE (1 BIERKBESE)

FEE EEEE

w5

GYAWNE:2 n (%)
Ex—vBY BEFMmE

84.9 440 (99.6)

(N=442)

AHI B BB

782 449 (99.6)

(N=451)

REABINENSIRE 52 BRET(RFIRERBRIEDH 26 HFFET) DM
MEEA RSN ERME B RIE MY (MYEIE 70 me/dL LUT) DRBFRRUVFER
FSELUTDEYTHT =,

MAEEAFERSNEREBREMEORIRE( N-FH-YIZFRE)
RURKREE (1 BRERFESE)

- \ FBE RWEE
A N3 n(%)
B 05 BRALA
Ea—<nJ BEFRE 442 4.20 (0.64) 180 (40.72)
AEIRBEHIE R 451 4.46 (0.66) 189 (41.91)
AHBEERFIREX 329 742 (1.24) 110 (33.43)
Bk 1 FELUN
Ea—<0J BEHKRE 442 5.91 (0.70) 255 (57.69)
AHBEEFIER 451 6.74 (0.77) 273 (60.53)
AHEBEERFIREX 329 9.37 (1.31) 163 (49.54)
Bi% 2 BRELAN
Ea—<nJ BEFKRE 442 12.92 (1.00) 353 (79.86)
AEIBEEHFIRR 451 14.98 (1.11) 374 (82.93)
AEIBERFREX 329 17.62 (1.50) 259 (78.72)
Bk 4 RRELIA
Ea—<nJ BEFKRE 442 27.70 (1.57) 396 (89.59)
AEIREHIER 451 29.98 (1.65) 410 (90.91)
AEBEEFIREX 329 37.93 (2.25) 285 (86.63)
B 1 RN 2 BFREIA
Ea—<nJ BEHKRE 442 7.01 (0.63) 300 (67.87)
AHBEEFIER 451 8.23 (0.71) 316 (70.07)
AHEBEERFIREX 329 8.25 (0.72) 208 (63.22)
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B% 2 BREND 4 BEELA
Ea—vnJ BEFKRE 442 14.76 (0.98) 349 (78.96)
AEIBEEHFIRR 451 14.99 (0.97) 350 (77.61)
AEIBERRBEX 329 20.30 (1.52) 235 (71.43)
B% 4 BFELIE
Ea—<0J BEFKRE 442 22,02 (1.72) 341 (77.15)
AHI B EFIAR 451 16.75 (1.17) 341 (75.61)
AHBERFIREX 329 22.11 (1.73) 234 (71.12)
HREIR/N_FRTHYE(GZEBRE) TR,
%26 BEFET
£ 5 IBBYE RIG

CERELORRERABTETELEVESMEBBERISICEEYT 2FERE 1 #LU
ERBULBERE L 2 6 (RFIRBRBEE STHEMES 1 flRUVEL—TO
T RERMIGKE BUKKS 1 6) THor

<BARAEHIZBTHEMME>
-BARAEETIE 167 FINEEAICEIT N (RFIEEFMIAFEEE 62 fl. E1—
YO7 BEFBEE 59 B, XFIBERMIAEKREE 46 51),

FRHAEEE :

25 26 BRFIZEH TS HbAlc DR—RSAUMLDELE (RBIBEEARRELE

1—YOJ B EMBFEOLLR)

125 26 BEFIZHEITSH HbAle DR—RZAUDLDEILEDR/N_FFEHED
= (XRHEEMBRE —t1—<0) BEFIREE) OMAI 95% Cl O _LRIEIE
LHET—T0 04%% T E-oT=,

%5 26 sBEFIZEI1TS HbAlc DR—RSAUNLDELE
(1 BERFEE) (BAAEH)

AH Ea—<04y

BEHAE BEMHIE
BEABIFIN-HKEREE 62 59
R—25(> 7.52+0.08 7.44+0.08
26 B FF 7.39£0.07 7.35+0.08
ZiL=E -0.09+0.07 -0.13+0.08
ZFIEEDE (KRFl—E2—7RY)
Y — 0.04 [-0.14, 0.22]

RNZRFHELFRERE




9.0 : - 75.0

Fve am[ms o —-70O7 8 $EMEE -72.8
—— A A
8.6 i w—C— A R 141 F 706
8.4 4 , . - 68.4
: B/ —RFioe iR
. : 662
—. 804 : L640 £
& E
g 618 £
: £
z Q
I 754 L 506 T
£
ol L 57.4
| L 55.2
il L 53.0
i L 50.8
N : L 486

9 0 4 8 12 26

N=ATTZ s GR)
*p<0.05 AF|IBEHBRARZLEL—~OY BEBEOLLE

BABBRUAR—RSAUnLEE 26 BEEETIZEITS
HbAlc [EDHEFE (1 BERKFEE) (HAANER)

BIREYEFEEIEE :

#E5 26 BRFICH TS MMTT BOBEZMBEED EFIEOR—IS/MoDEL

E(AXFIBEREHIELE L —~Y O BERREBEO L)

125 26 BEFICH(THREBMMBEED EFEOTFHEL. XFIBEHMEHHTEL
—YO5 BERREREIERLTER 30 20 0R% 4 BRETOTATORIE
B S T2 MICH RIS/ S o1z,

-EREMELEL T, X5 26 BEICHT2B% M ED LFIFE. AFIEEH
IREEE. E2—Y Y BBHEBE. AR BBHBREHOVTAICEVNTEAR
AEHATREN A B OIERIEREHTHo1=,
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#5526 BEFHCEHTE MMTT OB R MIEED L FIED
R=ZF(UhbNELE( BERFEE) (BRAKH)

AH Ea—<04
BERRIRE BERRIRE
AR AB|TINT-HERE 62 59
B 1 BRLEEDO LFEEEE /) (Img/dL)
R—R5( > 102.1+8.18 81.5+8.41
26 B FF 60.6+9.70 101.0£10.23
ks -27.2+9.70 13.3%+10.23
ZEEDE |—ea—<0O4y
ZILEOE RF—E2—7a7) ~405 [-59.5, ~21.4]
[95%1{S #8 X ]
B 2 BREMEED L REEESRFAHER)(Imeg/dL)
RN—RS5MY 165.6+13.40 144441377
26 ErE 105.7+15.43 157.4+16.16
TiLE -42.8+1543 9.0+16.16
TikEDE |—ka—<04y
LEEOEFFI—E2—707) ~51.7 [-817, -21.8]
[95% 15 %8 X [idl]
RINZFEFHYELAZERE
Sy & & ) 52605
210 210
180 180 Leta,
ST S T S50 ol
£ R £
'i}'.& 120 - "," ?g 120 A~ *
-éj go 7 ", g 90 1 T J"
5 AT BRI CBRTSEEERE 5 ; B CRTHEHEERE
a 601 / & 60
® - g
20 4 —— B 304 * —— A R H AR
== E1—7O7REMEN = Ea—TOYREMGH
—— R REMRE - AH EEREE
T T T T 0 T T T T
. 60 120 180 240 0 60 120 180 240
B3RS (9) B (9)

*p<0.05: AFIBEEBIRFKLEa—~AS BERBEDO LR
1p<0.05: RFIBEMIBKLEL—<OT BEIBRO LB

R—RASAVBERURE 26 BRFIZEITS
MMTT B BZMIEED L REOHE (1 BERFEEE) (BAAER)




Z Dt DEIREFHEIEE :

10 R4k SMBG 70774 )L

1% 5 26 BEFIZHT5 10 /RA 2k SMBG THLN - MHEE (/DT FE) 1.
AFIBEFBRETREL—YO/ BEMBRELLRL T, REH. S RAIT
HErFMICHEISE N o1,

AR BEFBEBTEIEL—YO/ BEBMRRELLELT. BRE 1 BHE&. 5
B 1 BE&R TR FEMWICHERICEN o1,

N=251
__ 220 122
B 200+ F11.1 5
£ 180+ — 2100 =
= 1603 ’ Lsg 3
= 14048 - O- b2V ARR —e— AMABEIEN —o— AMARRSE [78 =
120 i . i i ‘ i B —RFHELREEE |57
SARET AR R BRN BR BR YRE SR SR HEE
185MEE 285 1hFE® 205 % 1BFflE 28R
#526:88F
__ 2204 F12.2 5,
3 200+ SERE"
£ 180+ : F10.0 B
= 160 ; 7 " oLooeen gt jts9 3
& 1404 ~ # —om ARABME 78 =
1204, . . . . . ‘ BN RTH@LIRRIE |67 C
iEE AR HE EBam EBR Bf FEH SR SR B
1EFRER 26FRE#R 1EFfEE 203E# 1RFREER 2832

*p<0.05: AFIBERIARLEa—< O BERBARO L
1p<0.05: AFIBERIA KL E1—<TOY BEREBRO L

R—RSGAVBFERVEES 26 BRFIZHEITS
10 7R4>F SMBG Z7O774)L (1 BERKFEE) (BRAANEH)
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<BARAEHIZBITRRLHE>

FEER

EEATINENCERBRUMETICRBLL-ETERIL. ABIBBHAE 62
BlD5% 51 f41(82.3%) . Ea—< O BEFREFEE 59 D55 43 i (72.9%) . K
KIBEFIRREE 46 IS5 37 451 (80.4%) [SFIFL 1=,

CARELORREGRIBETELRVESTERIE. AR B SHMAEE 145%(9
). Ea—<04S BERMBEE 102%64]) . RUAFIBEERAEZEE 10.9%(5 )
[CHBLIz, TO53BERHO (&, EFTEBGLRIG . 5T BB & 8 R U SRR [ AF
BERREFEE 1 61 (1.6%) . Ea—< Y BERIREFEER 0 ] (0.0%) . AFIBRE
FAAREER 1 H1(2.2%) . LTEIE]. GESTER LALLM, SEFTERAIIERE . HEFR R
FEAE R OMAEIE N[ 1 451 (1.6%) . & 0 45 (0.0%) . & 0 5 (0.0%) ] TH>7=,

"BELVEEERIE. AR BB 4840 §). Ea—<0J BB
13.6% (8 f5l) . AFIBERAIREEE 13.0%(6 #) [CHRIBLI-, £ T2 FILILIZRES
N-EELAEERIEMBEDHTHo1=.

-BEELGEEERDSL. AFIR BB 2 4l. Ea—~0) B ERIRREEE 5 4
RUKRHBEHERER 1 fITEBEL-EDEIERELORRERIEESNL
Ehot=h TOMDERITEBRELORRBRNBEESINT

CRBRERSILICESBEEERRIE. AFIBESMBERET 2 HlICEEHONT 1
FlEEIRETIOBADBEDOEFTHY. £5 1 HIFRTTHRER S RUHE
ZHIELERITHY . WITNBARELORRBRIEEESINT,

E iy ki3
-BEICBTAEEATTERNALEE 52 BRFEFCTOEFEBEMBEORRERURE
REASFIUTORY THo1=.

EERMBORERR (100 A-EHYVISHE) RUERES
(1 BERHESE) (BFEAEKH)

N REE it L)
w5 /100 A -5 n(%)
f— 2 =
Ea—<0Y BEHIAE 15.31 5 (8.47)
(N=59)
AHI R EBAIREF 3.30 2 (3.23)
(N=62)
oy
FHIBERIAER 447 2 (4.35)
(N=46)




16K 1fn 4%
BRICBTHEELETENLGERE 52 BRFETOT R TOMBELAEESNT=
K I 4% (M1 #EfE 70me/dL L) DREBRRRUVEREISIXLUTDRBY THT=.

BAEAHBFRLISIRS 52 BRETOEME (MAEE 70 mg/dL LLTF) D
REEO N-FHEYISARE) RURERIE (0 RERFEESE) (BEALEH)

N FHIRE FHRIE
BE58 B/ A-4E n(%)
— N "
Exa—<0J BEFAE 86.6 59 (100.0)
(N=59)
AFIBERIAR
491 62 (100.0)
(N=62)
AFIBERRE
93.9 46 (100.0)
(N=46)

RREFRN_FTFHBETTY,

MEBEAERSNEREEREOEORREN A-FEH-YITHRE)

-BEICBITAREABTENSIRS 52 BREFE TOMMBEIHERINERMYE
BRIEMYE (MAEE 70 mg/dL LIT) DHEBRFILUTOEY TH1=.

(1 BERFEE) (BEAAEH)

n HIRE
wrE5# N Py
B 2BHEURA
Ea—<OJ BEHIRE 59 8.99 (2.26)
AFIBERHIARF 62 8.21 (1.46)
AEIEERHIRE 46 10.80 (2.88)
Bk 2 BEAD 4 BELIA
Ea—< Oy BEHRE 59 14.40 (2.48)
AEIBEERIRRF 62 12.20 (1.86)
AFIBEMIEE 46 18.90 (2.91)
Btk 4 BRI LU
Ea—<0OJ BERAR 59 38.92 (7.98)
AFIBERAIAEF 62 15.99 (3.38)
AEIBEEMHRE 46 32.16 (6.05)

REXRIR/NZRFHEGRRERE) TRY,
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®CCM YT RAT 4

PRI R

-RAEBRTIE, —EOHEREEL X RIC,. R T T CGM %1To1=. &% & 14 BE% 2
B, CGM L RTLZE[HERAL. 24 BRDY ILa—RTAT7AILERIE LT, JABRE
06KEL 1 ER5Eh, DhKED 1 B (R—RFAURIFR—RF5/0%)
CGM ZfERLT= 269 Bl (AFI B ERAAEFEE 97 #l. Ea—<0J B ERAREEE 99
Bl AFIREFAAR%KEE 73 ) Y. CGM BT RERM L o1,

Ambulatory Glucose Profile

-CGM ZRAUVTHGEMICAEL-ME R )LI—X{EIE Ambulatory Glucose
Profile (AGP) TirL 7=,

[AUC DEHIZIZLUTOHRE 26 BrFICHTIEHBER. BEBRRUYIBHRD 0~
4 B 0D AGP ((E{E) Z AL =,

12 216
g Fisl %
g 114 198 &)
E N
o 180 [
= T
n‘
" 162
=
Py 144 a?g
& B
7 126
T T T T T T T T T T T T T T T
0 1 2 3 40 1 2 3 40 1 2 3 a4
#aEh) Ba%(h) FE%(h)

F..3=1 _D_Idsﬁl — Ea—=w0Yy
REMIER BB E B EBAARS

%5 26 BRFIZEITSH CGM E=R) T (2kD AGP(1 BUHERIFEE)
(CGM 2Tt & &EMH)




%5 26 BRFIZH T3 IAUC

‘CGM HTRAT/DEHMIEAFIRERIAFFLEA—<OJ BERRFED
%5 26 BEDOFERED AUCO-2n)IZDWWTHET A ETHY .. REIBERA
BETEA—YO/ BREMAMRFHLLELTEHRRERD IAUCOO-2n L\ ETHERMIC

EITINESh ot T, AR H D IAUC(0-3h) R TF iAUC(0-4h)t,, AFIBERBIA
B TEA—YOY SRR LERL TR ZMNICERIC/NSh o=,

1% 5 26 BED T R THOEEED IAUC0-2h), IAUC(0-3h)., IAUC(0-4h)IZDLVTH,
Ea—~0J BEFBFHCILRL AR B EMBHHE THREITZNICERIZ/NS
hot=,

BB ED IAUC RUTRTOEZEED AUC IZDLWT,. WTFhDBRIERSATER
FEERRERLEL YO/ BRERABBEORTHHZNICEELZILRD
ShiEhot=,

x| Ea—~v0y AFH|

" amppesns anpmens T anmpnens
160 L 87
p=0.011 ’
140 4 —
120 {1 izmEm} p=0.017 L 6.7
i i —

100 4 i - -
— —
§ a0 - - 4.7 g
L -
< 60 4 5]
[+Ta]
% — - 2.7 E
= i | ]
= o o7 2

O sessssssssssssuas -
-20 4 . X N - -1.3
" 2RFRE LA 3aFE LAY ARFREI LI :
.40 4
60 J REEME () L 33

RN RIIGIEARAERRE

&5 26 BEIZHITHEHEBED AUC (1 ZUHERFEEE) (COM Bt R &)

o A5 g Ea—wny o AH
160 - EBRAENS  ABMEAENRS  BEMAERS L 87
140 A
4 p=0.049 - s
120 0,00 D r%os 6.7
~ 100 1 p=0.013 3
==l s o
< AE
W 60 4 p=0.013 g
£ [ = - L o7 £
o 40 4 e
2 &
< 4
< 20 Lo7 2
0
-20 8 . ’ L 13
2RFE LA 3nFFELIA ARFRE LA J
.40 4
60 4 BHIER (h) L 33

RN RTIEARERE

%5 26 BRFICHITHIITRATOEEERD AUC(1 BUERKFEE)
(CGM T xt R &)
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I a—REHN BIZEFH KN THo1=FH (TIR: Time in Range) )

"BERAURUNEEFERASNSBERIZS L a—RIENBIZEGRANTHo1=H
MM E1—v0J BEEMBRHLLELTARESMRRH#ETRL 1

-AFIBEEFBEHETEA—YO/ EBHMRMELLLEL T, WREITE S (50
mg/dL RiE R U 70 mg/dL LATF) THoT=BRHIAEL. £z, BhIZE m#Es (180
mg/dL ) THo-HEL—EL TEMMERLAALNT-,

)RR 6 BA DR 12 BfE T (B H 1080 23) MERE =3 1+ 5 5Tl

SEREAR (71-180mg/dl) ETLEM (3)

BERER (71-180mg/dl) (C®T M ()
i
1
|
i

b r——
| 4356 (4.0%); p=0.02
i

-5.1% (-0.5%)
i

= o0
+ *FREMES La-v07 FHABEKIE "aB.7 [A5%L p H
= P -48.7 (-4.5%) p=0.014 ;
5 35 1 RO (<50mg/dl) i 7-E4M () M (<S0mg/dl) =4 -8 (9)
0 i
8 = ] :
S -3.9 (-0.36%) e
- -
15 ¥ o) : TR ABMEN
B A FOBTRE 0010 it —@— ¢, _Sn7memun
5.5 (-051% : FHRERE®E
= 3 | A ) = T La-vO7AEMER
/:JE SHABEER La—~07 FMABREE | —e— FHRERLHCSAARELSN
= -t 1 P L
& 500 ; MMM¥E (>180me/dL) o4 - B3 (&) Ehk (>180mg/dL) (o& - -k ()
) . S ]
s 412 (38%) i

1219 (2.0%)
o
63.2 (5.8%); p=0.009

e -100 -50 0 50 100 150
L iar BOZETSE (05% EHEM 9 (%) p@

0
THAEEES ca-v07 THRAEMEE
AEREH

BOCRTHE - #RRE

%5 26 BRFIZEITAEG(FA6 BMLKR 12BEET) DY IILa—REN B IZEH
A, R MmEE ., S miEE THo-FM (9) RO B 1080 29 2E|4& (1 BUHE
RIAEE) (CGM BEITxI R EM)




@LrErEER < ERRH RIE 1 #BEXER[ITRN (PRONTO-T2D) B8 1> (MEIARUBEARAN)2)
B2 BERBEEICEBA ORI VHATCTARIRIIEA -/ =B EHBFRELEEDMm
FEOURO—LIZELT. AFIDEA—<OF 12T 2IEL M EHETT 5,

HETH A

HIAE, BELAE. —E5R. ERAR SR, 2 . REQR, BITHREER

PSS

MDI [Z& % Basal-Bolus FEF =R D 18 LI LM 2 BUIEFRFEE 673 Il (KHF|
BERBBE 6 HI(OBEAAN 476 Ea—<0Y BERHIREEEE 33761 (5B H
AN 46 f5))

FBRIREE

(MRY)—==U7 D 1 FLLERTICHFREWHE (WHO) M EED R EBZEELET 2
RIMEIRIR CERIRMIICEZ TSN 18 MU LD B &,
() RY)—=UF 190 AU EICHEZYRUTOWT A DABEEZITTLSES,
aA)BEBARYI[AVAR)Y FFILFE 100 Bfir/mL $LLIE 300 BHL/mL,
AVAR)Y TTEILAVARYY THILTH 100 Bfir/mL £LLIE 200 Bifi
/mL(ERRERR) . XIENPH AVR)VIRU 1 B 1EILEOBERAVR
YA Ry YRTO 100 Efiz/mL $L<IE 200 Ef/mL(ERREKER) .
AVR)Y TR AR TP RIFLFa5—ERM IR
~1nGHA
XIF
b) EBEAVR)VRUBERAVA) VERELZEERL IR EBHEDA
VAT FagRFRITERM RV EFO 1 B 2 AULEDRE
() ZEDRFNERL THE O MFEFE T ZE (oral antihyperglycemic medication :
OAM) &K 3 FEEF THEAL TLITLLY, OAM MAEIERY)—=2F RID
H13dEH 90 BREIEF—ETHIVLEN H D,
(8) A9 —=2 5 B2 HbAlc {EHY 7.0% L EMD 100% L FTHHEE,
(5) RHY—=2 T BMD BMI A 450 kg/m2 AT D EE,

FRBRIVEEE

(1) ARELEMICEEREHEMBELFISN-EE,

(2) RY)—=T%16 hAURNIZEEEILENROHONT-EE,

(3) RYV—=TH1 6 hAURIZHERFME 77— AR EEMES REE
DIREMN 1 UL ONT-EH,

(4) R9V—ZU T80 1 BEAVR)VEMN 20 Bfi/kg ZHAS. BEDAVR
JUBIMMENHLEE,

(5) MEFMOBRELHAIXIFZENLERITTDES,

(6) ERARMIICRIELGADMERRE. FEE. HILERE. BERENRDHON
. BBEOBRENHS. RITBETENEZITTLSESE,

(MDARIIV—=UJH1 90 BURIZSFFTYIDUE FILATUHRRTFR-1
(glucagon-like peptide 1:GLP-1) 2R {AR/EBNEE, X[ pramlintide (B FR &
R EFEAL-EE,

BT A

HEEHOFIC 1 BRORI)—=U TR RUVERAOR) DR S E4AEHT S
SEMNEBEAMZRTE L Iz, TR 5HORIC4BMOBRBERHERTELz &S5
HAME (X 26 BB ELT=. S ERIDEARBDE . HEBRE IAFEERIRRKREXIIE
1—YASBEREBBEOVT AN EEARIMINT,

AR TR AR GO  LFIT—EMMURYORITES
BAVRA) U LIFEREBBAVRA)OVWT AN EFEALTOSHEBREIZDONT
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(&, EALBRARKICEA—IOTALYYEZ T, EAHBPIC2HEBREIEL
—IOJ%FEAL=,

—%
E{EAik ILRFEA b

BRSO (ARE) R | AEROAL (ARE)E
55 N AR I #H R

A% ABEAS —ERBT
SEME AN !

s

438 EE %A

4
A2 AR EREE AR

@A) — =1

I
Ea—~0Y ARMERF —ERET >

[ ITARTOBEY ]
LA YATOEEH

IR

RERURRA ) -DEE

L - i
2-101 2 4 6 8 10 12 18 22 26 30

[E@
©
@
‘-‘-.J_
& —
h—
o —

<EE5HE>

BERTTAEILLIE2—<705 % 1 B 3 BIBERAE (BE/MBD 0~2 480
[CET#EEL, ZREEEFBILLIIHEN OB MBEREBRETA—FRAIUH
[CEDWCEHREIL = T ERAVRYELTAVRY DT ZILFL (100 Bl
/mL)%Z 1 B 1 EHLLIE 2 BEDRIEAV R T ILT S (100 Bfin/mL X% 200
Bfi/mLE2)E 1 B 1 BAETHESL:z, BEABFEOROO 12 B8R (AR
VESTRELYM) ICE T, BENBELERT 5-OITBEICELTEERA
VAR EBEIREL,

FED ARV TZVXUOERBEINT-REG.EE.1 B 1 ARTRET, 35
BXlEEA—ELTH. THD.

E2) AVRYDTTILTY 200 BiL/mL &, BARFETETH D,

AR EEDRBEO-HOBZMBEMEIL. TV. 5.(4)1) OLLEHER <EHREL
B 1 #B5LER[ITRM (PRONTO-TID) 3E& D] >RER S5 |DIES R




eZib]=

<BHMHE>

FEFEIEE

HBAOR) U HAT CARFIXFEA—7OS 2B EMBKICRESLI-LEDK
5 26 BEFIZHTSD HbAlc DR—RXFAUD LD ELE(CEL T, AFIRERALA
B E5DEL—vO) BRERBHREICHTHIESHERIITHGELHEY—D
> 0.4%),

B REEHEIER (ZEMERABTIEXREHN)

AFEBERIBFICIRELI-EEDHRE 26 BRFIZEITHR%E 1 BREMmIEED L
FIEOAFO—/LIZEALT, Ea—<0) BEHBEBER ST A EHMIEFRT
T%,

AFEBERIBRICIRELI-EEDHRE 26 BRFIZEITHR% 2 BREMEED L
SEOIVFO—/LIZEAL T, Ea—7 0/ BEREEIR G (I B ERET
T%,

- AREEBERIBRKICIREL-EZDERE 26 BRIZHETS HoAlc DA—RS5AY
MoDZEREICELT. Ea—v0J BERABBEREICXTIBHEMEERITT
éo

DI DEIRKEFHEEE :

10 RA> SMBG FAT71 )L

<Zz&M>

FEFR. . ERCETER. BN, SREEDE. RERE

T EHE

FEHEFE. BEABFHIZE TSRS 26 BREETICIRESNICRBREDRS
FIERTIETODTRTOT—ZIZHLT MMRM 2BV =27 £1T0), HbAlc DR—
RSAUMBIEE 26 BEDELEICODVTERFIEEA—OSELHR L, BED
RERSH. BAIEF. KR, RUBESHEXREORBEMEREL HEEEZA—R
SA2M HbAlc &Ltz HERERNEBEET VU T 5-OICEEE LSz # 5
B 48 1& (unstructured covariance) =AWV =, EEHDOREIIFZF/NZFEFH RV
type M EEIZEDNTERLS =,

fIZHEELAEWVRY ABESRICET 2T R TORE(E, MAIEEKE 5%TEMR
L. TRTOHREGHEBOED Cl XA 95%TEHLT=,

AR BEREBHREOEL—O/ BEMBKIRS(CRT IS EINRINSE
FIH g HEEE. WThDEEMFTAHETH, HbAle DR—IXFAUhLDEIE
BIIBTARNIRFEHEDE (AFBBHBEE —t1—<0J B =R
) A 95%C1 D _ERA+0.4% KB THAEEELT=,

HbAlc DAVRA—ILIZEITEAFBE BRI SOEL—YOT BERIARE
Boxtd 2B E, BEERFRCEIYLTONIST4HL-7TTO—FDE
BEKEXYDL p EINSWEEELE,
ZEHRDIZODT TN -7TO—FZ2AVT. TEENRUVLERERE
LE=BMICHT 2ABMBEERETH-HDEANLTE | BOBR(HERFEK
#£ 5%) D HIEZERIELT=,
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HR

<BRHTXTR >

B DRBRFTICITEEABTINT: 673 Bl (AFIBEFAAEEE 336 fl.ca—<
04 BERARREEE 337 A EEABIMERELTALV:,

ZEMDMBITICIL., BBEEXDLGES 1 @E5SNT- 673 flEREMEINR
£MELTAL,

<E ME>

FEEHAMEHE :

5 26 BRFIZEH TS HbAlc DR—RSAUMLDEE (KRB BRI LE

1—XO0J BEFRBRRLDESEDRED)

155 26 JEBFIZHITS HbAlc DR—RASAUNLDELEDR/N_EFHED
= (AR BEBBH-t1—<0J B EHIMEFE) OMAl 95%CI O LREAIE
LI —U 04%ETRISF-IEM D, AR BREMBHEOEL—YRJ BERH
IREFEECXI I B IES ARSI,

%5 26 BRFIZE TS HbAlc DR—RFAUHLDEILE (2 BIMERFFEE)

AFH Ea—<04
HbATe (%) EEELE | ABRILE
AT SN HERER 336 337
R—2RS5/(Y 7.28+0.68 7.31%+0.73
26 JERF 6.89+0.88 6.91+0.80
ELED -0.38+0.04 -0.43+0.04
EEEDOE(KRFl—E2—70%Y)
(9506 {= A ] ) 0.06 [-0.05, 0.16]

THELRERE. ZELERFRNDZRTHELRERE ZELEOZEIR/NZFEFY
1B[95%1= 38 X fi]
) BBRLAEMBICEATHRERETIVCAREFRATICIREL-SANEICE D

mmam - VO BB m— R e | (36
B/ R4 + s 726
8.6 i 706
L 68.6
666 —
L 64.6 £
L 626 £
L 606 =
(]
L 586
=)
L 56.6 -
L 54.6
L 52,6
L 50.6
661, , _ , _ _ ___tass
-9 0 4 8 12 16 20 24 26
D=2 ARER GR)

BAHERUR—RIIUM 015 26 BERETIZEITS
HbAlc {EDIEFFIHERS 2 BIMERABE)




BIRHETHEIEE (2 EHEHET HEIRE M)

&5 26 BREFICEITS MMTT BEOB#RIMEED LFEOR—RSAUMoDEL

B(RFIESREERiEa—<O/ EERREREOBHEDRE)

1% 5 26 BEFCHETEMMTT BDE# 1 BRI RV ER 2 B0 MAEED LRI
DOAVRA—)LIZDOWT, AR BEBFRER e —~YO) BERIBEEICRL
THHEED LFEOELENHIZMICERIC/NESMoz2EMD, Ea—TRA
JRERMBEICIHTIEMEN TSN,

%5 26 BEIZHETE MMTT BEO B MIEED L FED
R—RSAUMILDELRE (2 BIERFESE)

AH Ea—<0y
BEHAE BERHE
EEABI SN HERE 336 337
B 1 BREOEED EFREEEAFHR) (Img/dL)
R—25(> 76.6:46.04 77.1+42.82
26 B BF 58.8+48.59 70.7+43.68
ELED -13.8+3.60 -2.0+3.60

LI BOE (FF—ta—<0%)
[95%{= 4B KR )
Bi% 2 BRIMMED - SIEEE AR me/dL)

-11.8 [-18.1, -5.5]

R—RS5(Y 99.3+64.21 99.6+56.30
26 JE 77.3+62.49 94.9+58.19
EkED -19.0+4.50 -1.6+450

ZIEEDE (KRFl—E2—<AY)
[95%{SRE X ] )
THEZERE. ZEEEXRN - RTYELZLELE ZLEOEFIR/IN-FTY
1B [95% 1= %A R A
) HOBNHT CRERER S hIEATICINEL-ERIEICE D)

-17.4 [-25.3, -9.5]

N=2F{ #5 26 A8

1204 ; L6.5 1204 ; ; 65
= EETFESEES B e momeEa-YAT ——AW [ 0o

il — s ; 1.5 —ms 3 1.5
g 204 BN RTSE + R I g 204 B REHE + R i

01530 60 120 180 240 0150 60 120 180 240
R (2) B ()

*p<0.05 30 43; p<0.001 60 %3, 120 43, 180 43; p=0.001 240 7; AFIBFBRFIAKLEL—<O

5 BERIRE D LLE (ANCOVA)

R—RSAVERVIRE 26 BECHITS
MMTT B OB MEED L RIEOHE 2 BEREESE)
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%5 26 BRFIZEH TS HbAlc DR—RSAUMLDELE (RBIBERRRELE

11—V BEFRRFELOBEEDKRE)
125 26 BEFZEITS HbAlc DR—RSAUHLDEILEICDNT, AFIBEHRH
R XE—<0Y BEBREICH T BB E RSN o1,

Z DD ENREFFHEIER

10 R4~k SMBG 7EJ7A )L

1% 5 26 BRFIZH TS 10 /RA >~ SMBG THLON - MHEE (/N _FFHE) £,
BB 1 B (AFI B ERAAEEE 1684 mg/dL. Ea—< 0SB EBIIREEEE 1804
mg/dL. p<0.001) RUEAR £ 2 B (AFI R EEAIREFE 153.8 mg/dL, Ea—~< O
Y B EBIAREEE 169.3 mg/dL, p<0.001) TEA—V O/ BERBRBHLILELTA
I BRI TR ZMNICEERICEL 1=,

N=Z54 %
B 1o Ea- 7O  REHEN — AAAERES L1062
S180 &
e i — Lo6 =
E 160+ o L8 =
= 1404 BA-RToRcmeEs 1O 3
1204 —HEEEEEEE Lee S
€100, lse —
L)y 1] R Ha L=5_v:1] 28 28 Z R 7R 78 g -0}
1B5MNE R 1BERDE  2BsMRE 1B5EE RS
#5068
2004 - Ea—vO AN ——— A e .qo.eg
6 @
BICRTS@mmmE [0 g
£2120 - T 66 =
€100 i B
L1241 $E L) =3 g1l 28 =39 FEm - - L7k 4.0

165ME% 265 165ME)E  2psME 165 285MER

*p<0.001: AR FEBARFFEE 21— 0T BEFBFO LK

R—RASAVERVIEE 26 BFIZHITS 10 /R4 SMBG FOT7A()L
(2 BIEFRIREE)




<=LH>

BEER

-EEAEGRANSEBARAMECICREL-AETERIE. AFESMMBEFH
336 BlDS5H 206 f(61.3%) . Ea—~<0OYJ BEFIREEE 337 HlD>55 195 4
(57.9%) THoT=o

-BEABMBNCERBRAMECORMERRRE & (X, A B BRABEFEE 4.5%
(15/336 i) R Uea—< 0O BERAIREE 3.3%(11/337 ) THo1=, TLREIE
RILEFERIERDAFI BB RIAEFEE 1.2%(4/336 ) RUEa—~7OJ BEMH
SRR EE 0% (0/337 ) TH 1=

-EELRAEERIE. AR BHEREE 8.6%(29 ). Ea—~0OY R ERARREEE
9.5%(32 B [CRBLT-. ERTRIZ(ROON-EELGFESFRTEMETH
Y. ROThlig R NI HRAZE MR R TH o1

HABRPUEICESHAEBRGETZED) IE. AR R EFIREFEF T 31(0.9%) . E
aA—< 05 BERBEEET 2 5 (0.6%) [CRIRLT-, HBPIICES-HEEZRD
6.2 U EICEROon-ERITGEHI ST,

-EBEABIMERNSERBRAMETICAFTIEEFBEEED 2 61(0.6%) RUFE2L—
YO BERBFEO 161(03%) NETLEz, WTFhEARELORRBRIEE
EInt=,

EmEDEE
MV.5.(4)1) DHERRAER <EEHLFEE 1 FB5LERITRM (PRONTO-T1D) 5x8& 1>
<Z%e2M>INDIESHE

EE K 4
REBRICBTAEEABIGEILERE 26 BRFTOEEEMDEORRERUHE
RESFIUTORY THo =

BELBINERENLERE 26 BRFTOEAEEMBEDHET R
(100 N EH=YIZHE) RURERENE 2 BBERFESE)

N R RREE
$25'£¥ 14:/100 A.ﬂz n (%)
Ea—<0J RERMRE 419 6 (1.78)
(N=337)
AHIRERIREF 2.44 3 (0.89)
(N=336)
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1K ifn &
BRI THEEABTRNSEE 26 BRFEFTOT R TOMBEAFER SN
{E I 4% (M1 #EfE 70 mg/dL ATF) DR|MERVRFISIILUTORBY TH>1=.

RELZINENLRE 26 BRFTOEREMBOREFER( A-FHVITHE)
RURKREE 2 BERFESE)

EER EE s
- IR FIFE|
B ANE n (%)
Ea—v0y BERFRE
33.0 317 (94.1)
(N=337)
AF|BEHIAM
36.1 320 (95.2)
(N=336)

-BAEAET NGRS 26 BRFF COMBENERSINERERRIEMYE
(MI#EME 70 mg/dL ATF) DHEBRERVRBEISIIUTORBY TH>T=.

MABELNHERSNEEREEREMBORRE( N-FHYIZHE) RUER
BE QEBRREE)

i N FIE HREE
LA NE: S n(%)
B 0.5 BELA
Eai—v0OJ BERRE 337 2.02 (0.40) 68 (20.18)
AEIBEFIRE 336 3.14 (0.50) 92 (27.38)
Bk 1 BHRAUA
Eai—v0OJ BERRE 337 2.78 (0.48) 95 (28.19)
AFKIBEEHIARF 336 4.71 (0.67) 129 (38.39)
B 2 FREILA
Ea—v0OJ BEHRE 337 4.34 (0.57) 136 (40.36)
AEIBEEFIRE 336 7.90 (0.85) 183 (54.46)
B% 4BEUA
Eai—<0OJ BERRE 337 8.39 (0.81) 188 (55.79)
AFKIBEEHIARF 336 12.91 (1.16) 214 (63.69)
B% 1 FEAD 2 FELUA
Ea—v Oy BEHMRE 337 1.56 (0.24) 94 (27.89)
AEI B LR 336 3.21 (0.45) 130 (38.69)
B% 2BEND 4 BFELA
Eai—<0OJ BERRE 337 4.05 (0.51) 136 (40.36)
AFKIBEEHIARF 336 5.03 (0.56) 147 (43.75)
Bi& 4 BFE L&
Ea—vOJ BEHRE 337 4.85(0.72) 131 (38.87)
AEI BRI 336 3.31 (0.51) 115 (34.23)

REXRIR/NZRFHEGFRERES) TR,




£ 5B EUE RIS
CERELORRERABTETELVESMBBERICICEET 2FER%E 1 4L
ERBUEERE L 2 6l (AFEERBER KR 1 fIRFEL—<0T BEH
YR RE  ITIREREE 1 ) THo1=

<BAAEHIZBITAESME>
BARANEFTIE 93 BINEEAIZEI SN (RBIBERIREEE 47 . Eoa—<
O BERARFEE 46 1) ,

FTEFMEEHR

5 26 BEFICETS HhAlc DR—RSAU MO DEILE (REKIBBRIREFEHLE

A—< A BERRRE D)

%5 26 BEFIZHITSH HbAlc DR—RSAUDLDEILEDR/N_FEFHED
= (XK EEMBEE —t1—<0J BEHIREEE) OMA 95% Cl O LRILIE
LT —TY 04%% T E-o1=,

%5 26 BRFIZEITSD HbAlc DR—RSAUHLDEILE (2 BIMERIFEE)

(BXRANERH)
| —=ay
HbA1c (%) Kﬁ];_\ ca N 7
BERRE BEFRE
BEATFINT-HERE 47 46
R—RZAL> 7.50%0.10 7.60+=0.10
26 B 7.33%0.09 7.20+0.09
T2 —0.22+0.09 —0.35+0.09
ZLE |—Ea—<0s
Z{LEDE (FHI—Ea 7) 0.13 [-0.12, 0.39]
[95% 15 %8 X ]
RIN_FEEHEHIZERE
9.04 | mmmm bo— 707 BB m—AE ARG [0
8.8 - i 1726
8.6 : L70.6
8.4 H W HEFIHE £ IRRERE L 68.6
-66.6 2
-54,6?:3
-62.6 £
-60.6 2
-58.6%
PN 1l s6.6
A %'54.6
: L52.6
6.8 - -50.6
6.61, : . - - . - __ tasse
-9 0 4 8 12 16 20 24 26

N=AZ4 > LA GE)

BAHBRUR—RSMUo1kE 26 BERETIZEITS
HbAlc DH#ERS (2 HIERBEE) (BAAKH)
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#5 26 BRICE TS MMTT FOBERMBED EFIEOR—RS/UHMoDEIL

2 (XRFBERERELE—YOJ BEFIRREOLE)

155 26 BEFICHITEZMMTT BOE#® 1 B RUEB% 2 BRI O LEED £ Fig
DAVRA—)LIZDONT, ABIBERBFHLEL—~YOJ BERKRBEOBT
B% 15 ohoB%E 4 BEIETOITRTOAER A THIAZMIZEELE(XE

HonEmMot=,

-2AREHELERLT, B5 26 BRICHTIREMBED LFEL. BARAAEKH
TREMN 1A HBDER I EELRREKRTH 1=,

5 26 BEICHITAMMTT BOBZMEED LFIFD
R—RSAUMLDELE (2 BMERFEE) (BAANER)

AE ta—<0o4
BEHIAKF BEHIAE
BIEAEMTINT-HEREN 47 46
B 1 BENEED EFREESZAEHR) (Img/dL)
R—RFA 99.4+6.62 108.9+6.32
26 JE BF 84.3+9.83 94.8+9.32
ZiLE -20.1+9.83 -9.6+9.32

TILEDE (AF—ta—<0%)
[959% 1S %8 X ]

-105[-32.7, 11.7]

Bk 2 BrEMAEEO LR EESE AR (mg/dL)

R—RIM4> 140.6+9.66 140.7+9.22
26 ;B 118.2+11.26 133.1+10.42
ZTit= -225+11.26 -7.6+1042

EEEDE (KRFl—E2—70Y)
[95% 1S $E X [E]]

-14.9 [ -40.3, 10.5]

RNZETELRERE

N=251 >
y50 [FEZ-TOTRNHER = FARRNER
3 *
2120 5
g If‘ \“
b
¥ LY
= 90 - 4 "
4 v "‘.
S
# 60 1
£
& R BT + e
¥ 30
0 - : : -
0 60 120 180 240
B (9)

HENMEO EF|® (mg/dL)

%5 26 8
150 [ EZ-TETRBHER - FREBHER
5
120 I G 3
P' ‘\
I”l‘ \‘
90 J
’
"
604 & I
BOZRFIHME + REEE
30 4
0

60 120 180 240
B5fE (49

R—RSAVERVIRE 26 BBEICHITS
MMTT BFDBRIMFEED L FIEDHHE 2 BMERZFEEE) (BAAEH)




ZDMO IR EFEIEE :

10 R4k SMBG FATJ7A)L

%5 26 BEIZHT5 10 KAk SMBG THLN - MIEE (FR/NZFTF9{E) (.
AEIREMBHCRAEL—YOJ B EMRBHLLRL T, BB%E 1 RERUD
HE% 2 BETHRETENIZERIZEL o1,

%5 26 AR CIIAFIBEEHRFE. ca—<vOJ BEHBBEOLTITE,
LHREALLBELTEARAANERATHRL 1| BEOMEENS N >12H. #HBD
ERIEAARAAEHELAERLTEBOREIHKRTH T,

N—=Z59 >
;2604 amem E1— 707 RSN e EERBMEE |
< 220- . B SRTHM@ LIREIE

PN ENENEN]
(/10w i) gy

T T T T
o GO o bl ot
NNNNOANhW

]

BREA) 1554 5 BEH =51 BR& 5 & 7R 78 E
183fEliE  283fEi% 163fE11& 288178 1E5R%  283fEliR
w5268
250: macam b0 — O E B e—— SRS
o 220+ B ZRFOM N

NN
(/10unL ) ) g4

160
gmo-
120-| T T T T T T T T
WEW  HE AR BaEf BE B SRN 5B &

1esfalig  2saMiE 1050018 2pm7E 185 28fEE

*p<0.05: AFIR BRI LEL—< O BEHBFOLE

NNNNE W

% SISO IIIL

=
%4 -

R—RSA/VBERVES 26 BRFIZHEITH
10 /RA>F SMBG 7O774 )L (2 BUHERFEE) (BAAER)

<BAAEHIZBITRLEMHE>

FEER

HEERIL. AR BEBIREEEE 47 FlDS55 31 41(66.0%) . Ea—< 05 BERA
BEEE 46 HlDS5 25 {5 (54.3%) ITHIRL 1=,

CRRELORRBENEE CESHVEETSERIE. AFIEEFABEFEE 8.5% (4 51) .
Ea—<OS BEMEERE 43%0Q2 H)ICHRIBL-, FORRIT. K EERLRE
BETITESTEDAIESR 2 51(4.3%) . HRBRUIHENE 1 fI(21%) THY., Ea—
YO BERREBETIIHERRUERRRARENS 1 41(2.2%) THoT-=.
"EEGEEBRIL. AR BBRARKE 85%4 #). Ea—<O) BERIARKE
22%0 B ICHBLz. WTNOBERLAERELORRBERIIEESNT-,
BT, BRI RARERSPILICE>-AEERIE. MIREHLCEDHL
nih-ot=,

B K i 4
-2HBRHEGDIC BAANEATEERLDEIIRoNGA 1=,

61



62

1K€ ifn 4%

BRICBTHEELBTERNLGERE 26 BRFEFTOT R TOMBEAERSNT=
{E I 4% (M1 HEfE 70 me/dL ATF) DERERVRBFZSIILUTORY TH>1=.

BRERBBINENLGRS 26 BRFTORMBORER( N-FEHYIZHE)
RURREEG Q BBERAEE) (BAAEH

RRE RRES
&5
% AP n(%)
—— -
Eax—<0Y BEMMIAE 26.1 41 (89.1)
(N=46)
Ly
AFIBERIREE 34.1 45 (95.7)
(N=47)

HEEIB N RTHETTET,

EEAEIEMNSIRE 26 BRECTOMBEAERIN-EIFEEEHRELYE
(M#EE 70 mg/dL LLTF) OFRBEIZLTOEY TH-T=,

MAEBEAFERSNEREBREMEORIRE( N-FHYIZFRE)
(2 BERFEE) (BAANEH)

n FIRE
"5 N T
B 2 BFEILLA
Ea—v 0O BERME 46 0.47 (0.19)
AEIBEEHIRR 47 7.40 (2.46)
B 2 BEA D 4 FHELIA
Ea—~0OJ BEMRE 46 2.43 (0.98)
AEIREFRE 47 3.64 (0.99)
Bk 4 BERALIE
Ea—v 0O BERME 46 4.29 (1.58)
AEIBEEHIRR 47 4.69 (2.12)

RERIR/N_RTHEGRERE) TRY,

2) REMHER

Mv.5.(4) 1) OLEEER <EMFERSE I #85KER[ITRM(PRONTO-T1D) iE& V1> INIES R




(5) BE-RERHKR

1)

2)

SHERVIESH 1 RERBREICBITDYILa—RI50THEBR<BIVE 1 HHHER (TRR HER) >
(SFEAN)9

=S 1 BURERARERE 37 I (65 Ll L) RUERES 1 BUMERARBE 40 Bl (18 FLLLE 45 RLAT)ICY
IWA—RISUTHIT T CARIR EFEa—<0S 15 BRZFERBE THRELEEEDAVRYY YRTO
DEAFELERLT-,

ZTOHR. KRR EHTREL—IAY EERTHIAFZMICHEICELAVRYAERANREL . Tonset
(RINZFEFHIE) [T 11~12 DEMBLIz, SBIT. Ea—IAT LR T, KFID early 50% tRmax (Fz/)N
ZRTEHE) ILESHEEHT 30%. SHEEHT 216D LTz, RFIDFEONGAU R ERFE
[CkY, EXEMBEISOTICEDTINI—FEAETRBYICHIFMICHERICEML ., . RFKR
EDRONGAVR)ARRAFKBERPEKRIZKY . 5 THGEFME (Duration of action) (/N _FF
HIE) IXEEHBEHT 4 5. SHBFHT M NEBLIZ, LHL. V52T (2&D Got IZTDULVTIE,
AFIRUPEL—7OY OB THEFWEERZEIROONEMN ST,

UEDESIZ, RFIEH/RELIZEE BRADADRYAERANROHICHRERL. REIOAV R ERADL
ETL.AORIAMERADHRFHAEBL Iz, AFLE2—TOJ DB TOENZDEILDELIE.
HEERIZBLTRETH =,

[VIL10. HEDEREZEILEEIOESR

INR A BBERFEREEANRICLE-ERLRSE 1 F85KE 10

$AEESTEICEL D Basal-Bolus FEEZFEMERD 1 MLl L 18 MEKAED 1 BHERFEE 716 il (AFE
ERTEE 280 Hl(SBLEAERAN 3 6l) . AEFIEE/MBEEHE 138 HI(GLEARAN 2 6 Ea—<RJ RERTEH
298 5l (5L EARAN T H)) ZXRIC, 26 BREFABREEREL . 4H. HSHORNIERI RO DEE
BERHTS 4 BAROEARRVIREHORIC 2 BEORBERPEREL, BERTTERHHLUT
Ea—<05% 1 H 3 BARER(BEMBO 0~2 281 XIFFEFRTTAFZE 1 H 3 @DRBEZR(BEMHE
B 20 XLIR) ICE THREL. 52X EBMLLJIMEO B O MR EEX [EAh—RAI UM
DWVCEREILTz, Ffz. BERAVRYDELTIVRY VT ZILFL (100 Bfii/mL) AV RYTTIILE
B1mE3HLLIE 2 BED RIEAVRYDTHILTH (100 Bfii/mL) % 1 B 1 BIE THREL-, EETEE
BTHARN—RSAUHD 26 BEED HoAlc BEILEIZOVWT, AFBEMBEOEL—YO) BEATEIC
T BIELEMNTEIN(FELHET—T0:04%),
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’E 26 BERFIZEITHEM AR O HARBRBER ONE 1 RERFEE)

AFH AFH ta—<04

BIEH] BEMEE BIEAT
E|UEABI SN HERE 280 138 298
HbA1c (%)
R—RS5MY 7.78+0.85 7.77+0.85 7.81+0.92
26 SERF 7.85+1.11 7.84+1.05 7.88+1.16
EleEE 0.06+0.05 0.07+0.08 0.09+0.05
ZFIEEDE (AFl—Ea1—~<0O%Y) -0.02 -0.02
[95%{S 3B R RA1E 1) [-0.17, 0.13] [-0.20, 0.17] _
B 1 BEmMEED EFiE(EER 2BIE) (mg/dl)
R—RS54M4> 9.7+35.81 6.6+32.44 7.6+35.04
26 B RF -2.5+30.27 5.7+31.47 9.9+32.70
TLEED -11.3+1.94 -25+2.76 1.9+1.86
ZIEEDE (KEl—E21—<0Y) -13.2 -4.3 B
[95%{S ¥ R RS)ED) [-18.5, -7.9] [-10.9, 2.2]

EHYEFZERE. TEEXR/N _FEIELZERE . TLEOEFHR/N - FEFEHE[95%SEXHE]

T OBRLAEMEICETHEAMRETILCAREPIEATICIREL-ERIEIZE D)

EEAZMEASEZERYBETORERARREIS L. AFIBERIEE 10.0%(28/280 ) . AFIEE
BTS2 EE 4.3%(6/138 §I) . EA—< 4 BERTEE 3.0%(9/298 ) THo1=. EHEBIMEAIL., JESTEHIR
IGHOAFIBIERIEE 7.1%(20/280 f) . AFIBEHRZE 2.9%(4/138 ). Ea—< O BERIEE 1.7%

(5/298 f) THo1=,

HEEAEE|FRNSERS 26 BRETOITRTOMBEENERINI-IRMFE (MIEE 70meg/dL LLTF) D
FHREBNESERUKEEIL, AFIEERTEE 92.5%(259/280 F) RV 751 #/AN-F  AFBEERREEH
87.7%(121/138 ) BT 76.1 ¥/ A&, Ea—<0OYJ BERTEE 94.0%(280/298 ) 1 78.0 -/ A-&ET

Hot=,

FEDAVANUTSIXUDERBEN-FAEE. BE.1 B 1 AR TEST. EI5EREIER—FLET S, THB.




(6) JAEAIEH
1) ERARERAE (—REARERE. BEERAMERE. EARGELERAR) . RERFTRT —3~—
AIRE. BERTREBERABROAE

<BERTERT —HN—XBE. ERTFE>
B AFDUA N ERESN-EEEZRRIC. BESR T COEEEMBORBFRRELET D, %
SR ENARDREMELTET D

AETIA~ h—hF YA
AEHR Bl 2 5 (ICD-10) DRI H BT 51— E BN D OAAI

OUAHNHERINLEE (BB AFIREEE. AR BENEA
DRYUREN(AVRY Y YRTA AVR) Y TRISVA AR
TSV BEBRE)

REAE ATAHIL-T—E-ED32 (MDV) T—ER—RZHL, 8&ERE®T—
BAR—RFEEEN
SRAEIEE EfEEMAEICSZ AT BICD-100—F, EF | AFa—F, ZOMONED

—FEFEEEBRHAEDEANVNERZREFALANVD,

2) AREFBLLTEETEDRERIIRELZRE -HEROME
ZELan
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(1) Z0ith
1) LEERERER <iB4\ 5 I 85K ER(ITSI(PRONTO-Pump) 5XE&1 > (S EIA)3)

i1 BERBEEERNRIZ.AVRYRVTOFEANENR 75— LAXIEIRERFHADSmMED=HE
HRBLELGDEALVNDOFRESORBREICAL T, AFléea—~vRJE2HET 5,

HERTH1Y | fimE.EBEAL. _E5HR. BEERZKEE. 2 &l EEQRE., yJOXF—/\—

HER

R CSI %MD 18 LD 1 BUFERFEE 49

FABBREE | (1) ROU—=25 D 1 ELLLERNC | BHERKBEZSHIN 1 FLU LRV %
BELTHERALTLS RV —=VU BRI 18 mU LD B &,

(2) RHOV—=2JF1 6 nALLLEICHIZY CSI #Z(+THEY. RV—=24Fi 30
AR EIChizY. csll ZAVT. RLEBENRARYT7FAT (1VR)
Y YRFA 100 BAI/mL, /2R FTRINWERIFAVRAYY TYDY)
DBEEZITTNDESE,

(3) RYV—=UFHI12 nARIZ CGM XIET7F5v 2y )La—RBIESE% 60 BRE
LIEFERALTLSEE(CGM AEELLY),

(4) RH)—=2 B HoAlc AN 85% U T THHER,

(5) RH)—=2 B BMI A 35 kg/m2 LT DEE,

FHBARE | (1) ARBYEMESEHEMESHIRINLES,

(2) ROV—=T %16 hAURNIZEFEEIMEN 2 B ERBHONI-EHE,

(3) MEEAVFA—IILAR (SR IEHERFBETFTIRF—2X)DHIZRYY
—Z2J 16 n AURITHBNEZZ XIEARD 2 BLLEHT-BE,

(4) ROV—=UT B0 1 BRAVRYVEN 1.2 Bfii/kg #BZ 5. BEHAUR
JUEMMETHDIESE,

(5) FFEREMNEHONT-. BERIEDEENHS. NIFREFTBNMEZTTLSESE,

(6) ERIKMIICRARELGHDMERR. HILERENRDHONT-EE,

(7) ABREUEEMOFIBETICEKY. EASLIO R THEBICERKRNIZRBELL D050
IEX. BRI ERILBENEHON-EE,

(8) RVV)—=2%#1 90 HFEIZ CSII [C&DBREMEAR) T AT LS DHE
RIRAEEEINET HROFR T ERFZRESNTNDIES,




HERTTE

TEFORV)—=U 7 HER Y 2 BEIOEALAME. TOHD 2 HOI/OXA—/N
—HE RV 4 BEQOERBRHMEEE Lz, VOXF—\—D & AT 6 BREEL.
FHORICAREARIIREL G o=, BEABEOR ., BKEBEEIL 2 DOREIERF
(A:KFl—-Ea—<0O4Y B:Ea—<O5—>&KFIZ 1:1 OE|TLETEAEAEIFGS
nt=.

—K
I miEAqk R 0 6
- - h
A M RARS 2% 1 KA (BiRAS) [ s AR B 2 B8 (6IRR)
€ > € Bl
I
|}
I
-0 — |
=3 - ! '_‘n'_"
! % 88 .
- * '_ sl
NE-ER . ol
X| & 43 i L)
Sl 3| ka-voY ZBERT . = =
o b I
._._-.' — i
|
|
I
I
I
I
| | | | |
L 3 2 0 2 4 & 8 1 16
<E&EHE>

AEIRUPEL—YAJZ_EERTTHREL. BERR—JRABELLTIEZERSE
DFEE (BBRABRO 0~2 581 (TR E L1z, ERL—ME5(E 1 B 24 BERU
BEBUNOHER—SRAESIBEICIECTRE L, REHM D, HEREN
MAELTWSAVRY RV TEERAL, VF—N—RUPFEA Y MNIHABREREERE
MREL, EABBRUYVART—A—HICEVT AV RYURVTDHR—F R
BERET, BERE (15 BAL/5) ITRELIZ. RV —Z VT BITIVRY VR
UFNZKBEA—TOTREEZITTOERWNEERE IOV T, EARARBAIARFIC
Ea—<AJICYYEAT. EAHBPICEEREN A —~YATEFEAL. &
BERARORIO 4 BREIEEELREEEZERTE-OIR) VRV TDEREE
FRL. REBO 2BBIEAVRIRVTORENESTLREET HLIILT =,

AV R UEEDRARD-6H 0 BIZMmIEE

B 42 10 HE{E R 7 B e ¥ B 2381%F (SMBG) B Z1iE (553)
pasfii o) B 1E{E: 100 mg/dL
&iBH : 80 A5 110 mg/dL K
Bi% 1~2 RS B4Z{E : 180 mg/dL K
PR &iBH : 90 M5 130 mg/dL K
K M #E (M HEE 70 mg/dL LLTF) AVERLY
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eZib]=

FEEHAHEE :

6 BRIOIVAORF—N\—HICEWVTREXRELZEFALINORESD OHFEE
HIZBALTARIEEA—<OT 2T 5,

BIRAEHHIEE :

-6 BRDIARF —N—HIBVTREERELDEAZYFORESD OB

BSIBELTARILEL—Y 0T ELET S,

E) ARV RUTOEAEN 75— AR EFEERAOS M (VYUK TI2&D
WER—ZRTEH 1 BEILINICIETLALY, 250 me/dL R 2 MHEE) (2&5,

- EEEMEF

ANMEOIFRMETEIES :
“CGM NS/ oN-HERY ILA—REUT.VIILa—XE)EZAVTUTOIE
BIZEALTAFlIEEA—<OY LT 5,
-BEMBEBEOJIILI—RAETHELZH#ABRZOY LO—RE-FBRBKRT
E & (IAUC)
-JILa—REH B FZEEFE A (71~ 180 mg/dL) (& B H5RE (53)
-J)La—REA B ZEEFE R (71~140 mg/dL) 128 BB/ (7))
155 6 BEIZEHITSH HbAlc DR—RFAUMNoDELEICELTARAILE2L—T
AJELET 5. %,

<ZzEMHE>
BEER. EEGASER. MBI F A2 ThUK, RERME




anh

FTEAMNTHIRHXMELRDEAEVNDTESDRBRERDOMENIL., ARLIM
£ 1 HRVCAERARE 2 BBV TRREORSHIE (REIZE)AIICIESH
=T %2 8T MBI RERA CRBREZDLKED 1| AREEN-TRTO
WERE) ERICEREL . HEREN—FFMICA VR RO TR ERXILARER
FEARICIRESN T —2EBRUV -, FARHATRREZ R ESIN-HEBREL X
K12, Wilcoxon DFBRHEIBLRELXZAVTAFIREGRLEL—YATERERHT
teELt=,

EREEMAEL 10 FILEROONIGE . BEALCRICEEEDEE 1 HLIER
OI-HEBREDENEZ. _EHAMRUADYN) U IBERICKE—RILRBESET
IWERWTEITLz, KETIVIZE AR, BB RVIEFZEH-, HBRENRKRE
[ZIZEE AR BRE S ERITIZETIILICHW =, BRESHTIZIE. Prescott DE
EEEREZAL-,

CGM BT REMIL. AREFDVLGEL 1 @RS 1 BEUED CGM T—
ADBHITRTOWEREELT=,

IZHEELAEVRY CARMRICEAT ST RTOREL. MAIBEKE 5%TEE
L. AFREHLEL—TATESHOTXTOED Cl LA 95%THE LT, #th
[CHELGVWRY., EMEHICEAL. BYRLAEBEICEIHIEADHRETIL
(mixed—effect model repeated measures: MMRM) % FUL\-fB#T & 1To1=, HWERE AN
EEICIF RS AN HEEZETILICAV . BEERTERIR/N R TIYE
B Type M RFEZEALMV=,

FEROLEADMEOFTMER THS HoAlc IZDLVTIE, XK E5HLE1—<0Y
BEROMIFHALEEITHOT  ARIBISICREL, HoBLHR DR
HEHRRT S7-0 . AEIME 1 BIDAHD HbAT1c DIERIZ DL TEREL =,
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HR

<FEFTHER>
BAEBBTEIN-ERE 49 B (KH) 49§, ba—=< 07 48 §) 2R 1M
HREMELT=,

<AVRYURVTEE>

FEEAHEE :

EAEYFOTFEADREE

6 BREIDIVARF—N—HIZETHEA YN FEEDORBERIL, AFIx 58
T0.03 ££/30 B (4.1%, 2/49 5] 2 ), Ea—< 05 %585 T 0.05 /30 H (6.3%.
3/48 I3 4F) THY . WTNEEALVCOFREESDEHIETAVRYUROTDFE
ANEBT5—LTHoT=.

SEAEYROBRRAZHEE ., AFIIRSHFC 1,13 £45/30 B (65.3%, 32/49 ] 77 #4) . E
2A—< O RE5RIZ0.78 #/30 H (52.1%, 25/48 5l 52 #) TH 1=,

FALVEOTEEQOHBEE

6 BRDIORF—IN—HICE T EA VO TEADFKEZE T, KFI%
ERLEa— VR EBEEROBMTHRAZENICEELGEEIRON NS
(p=0.468) ,

SEAEYRDFREAE, AFIT 2 H1(4.1%)2 . Ea—<0O%5 T 3 51(6.3%)3 4
Bl EAEYFOTEEDEAVWTIETAVRYVROTOEAERT S
— L THoT=,

AFITO 2 DT ESEHS5EE 1 BRICRBEL. EA Yk 24 BRI
NTH-1=. E2a—<YAJTO I HDFEETIR M 4 BE XL 5 BB ICHR
L. EARYREHE 24 B 48 BFEILIATH 1=,

B MEDE =
MV.5.(4)1) DHERRER <EEHLEE 1 AB5LERITRM (PRONTO-T1D) 5x8& 1>
<ZEH>|DESHE




B K i 4%
AFIREREEA—OVRERO 6 BRIOVORA—N\—HZEH1THELEE M
MORBEERUVRBFISIUTOBY THo1=.

EEEMABEOFEITE (100 N-FEH-YIZHE) RUKREE (1 RERKRESE)

AR RBEANE
#/100 A-£ n (%)
Ea—<A% (N=48) 18.05 1(2.1)
A K (N=49) 17.61 1(2.0)

ANMEDIFRMFTMEIES :

BEMBEOJIIO—RETHELZBABEDY LO—XE-FREE TEE

(AUC)

6 BEDYARA—N\—HDRE 4~6 BRFIZHLT, BABE D iAUC0-1h) X [E
IAUC(0-2n)IZD VT, AR S EE1—< O/ B 5B OB THREFEMICAEER
EERHoNEMoEN, KEIBREHTELA—IOS R ERELERLT/NSUME
RITHol=,

B H|FHE  (95% (BEFEM) , mmol-h/dL

2 156 -1 05 0 05 1
BEp S RE 1BMETO - :
#% AUC :
:
BMp S RE2HMETO - '[
M4 AUC :
:
AFE | Ea—vOUEM
36 27 18 9 0 9 18

R ZHTFI5%  (95% fRREM) , mg-h/dL

BE 4~6 BRIZHITHEEEZO AUC(1 BINEFRFEEE) (CGM i REM)

7
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FBRICY ILa—REH BIZEFH N TH o= (TIR: Time in Range)

25 4~6 BEFIZHEWT, JIILa—REH BIZEEFHMA (71~180 mg/dL) THoT=
BRIOAFIRS/FLEL—YOJREROEIL. BRERY 24 BETEAZTNE
31 D RUH 39 HTH-oT=,

%5 4~6 BFIZHELVT, B, HEIRY 24 BETY La—REHNBIZEHFNT
Ho-EEIZDONT, AFIB 5L —vO S B EEOR TR ZENIZEELR
EXZEHonEM o=,

S I a—R{E% BZEE R (71-180mg/dL) IR TR (5)

He :

-
31.16
&) [E
13.46
24 p3MA L -
' 39.25
"k
RHEEBE 15 :l 5'_29‘
. *
REMEHE 2 10 1241
Ea—vOJ8aE A
40 20 0 20 40 60 80 100

W ETIHE  (95% (EHEXME)

*p<0.05
B 1 (06:00:00~23:59:59) , #& ] (00:00:00~05:59:59)
’E5 4~6 BEFIZHTEHT ILa—REH BIZEE N THo1-F5HE
(1 BUHERRAHR B E) (CGM T REM)

25 4~6 BEREOFBHR 1 BRERUVEAEBR 2 BREITIE. JILa—REANBZE
BEMR (71~180 mg/dL B 71~140 mg/dL) T#H-o1-F5RE (EH{E) (. Ea—<O
TEREEEEBLTAFIRSH T, HEEMNIZEEICRN o=,

’E5 4~6 BEICETHY IILI—RENBZEHE RN TH>1-FFHE
(1 BURERAERE)

| kgigsE | ca—wnomsE | ofE
B 4Z &6 (71~180 mg/dL)
ER% 1 B 4438 39.09 0.047
R 2 B 84.50 72.09 0.023
B 4Z&BH (71~140 mg/dL)
R 1 B 30.54 24.38 0.009
HB% 2 B 55.25 43.45 0.007

/N FEFH{E (min)

55 4~6 BEEFD 24 EREIDY )La—R{EH 71~140mg/dL DEFE TH> 1=K
(EHEHBERE) L. AFIIR 5T 6358717998 . Ea—vOS 5T
599.65+219.78 D T&H>71=,




AEAEE 1 IR UEEEARMSE 2 BAICE 75 HbAlc DRA—RSAUHMLDELLE

-ITSI(PRONTO-Pump) SER Tl TR TOBEBRENRFAMMEI ~O—)LIKEE
TREBRICHAANLNEN, MDD FO—/LITAELRE 1 HTaslchE
L. /AEHME 2 fizBL CHRSn-, WThOBRERSHFTLAENAMSE
1 HIRUE 2 HllcsTmiEar bo— LR S n =,

‘HbAlc DR—RFAUENEL—TAT B ESRELRL TRFIZ S TEMN o1
[CEM DS T (REIRER:6.97%, Ea—<OJ 5 7.17%)  ABRAARKE 1
HIZH1T5 HbAlc DAR—RFTAUMEDFHEILE (95% C) I, Ea—<OT &
B EHRLTERFIR SR TR TN REN o1z [RHF|#% 5 K5 :-0.39%(-0.55%~ -
0.22%) . Ea—< 0% % 58F:-0.25%(-0.42%~-0.09%) ] ,

7.4
72 47:170068)
------------ -0.259
7 46.97(068)  TTweeaan
§ ----- B
T 68 6.87(0.49) 6.86(0.65)
BEEE R e
T Y P \
64 Faf@ (RERE) 6.58(0.66) 6.56(0.69)T
AR ——
6.2
Ea—V0Y ag=-
6
0 6 12

E AR GE)

# RS/ LDEIE

REINE 1 IR UCAERIARME 2 #1(2H(1+5 HbAlc (FH1E) D
HR O HERRESE)

<=zLH>

BEER

-KREEHZRESINT 49 HID5HE,. BEBRIL 23 51(46.9%) . ERLGHEERIL 1
il (2.0%) IFEB LIz, Ea—<RT &/ G- 48 HlDSH. FEERIT 9 4l
(18.8%) . EELGHEBRIL 1 Hl(2.1%) ITHKB LT,

CREHRMT. RCRURBRFLEICES-EESERIEZEHNGEHI ST,

BIERDOERIBENS L. AFIR 56 265%(13/49 ) . Ea—<RJ R 5 12.5%
(6/48 ) THoT=. THEIMERIT AL REHREITRSEF 12.2%(6/49 )
EUPea—<0J %56 6.3%(3/48 ffi) . SE ABMIEFB/OARFIR 565 10.2%(5/49
fil) RUEa—< O & 58 4.2%(2/48 ) THo1=,
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1€ fn 4%

HRRF—N—FHALTHIS  EMBORERIELBICE TR ENDAR
BRORS 4 BE ~ 85 6 BEOHERALVE-, AARSHRUE 21— 05
SBOT A TOMBEASHEREN-E M (MABE 70 me/dL 5T ORBER
URBEIB LT OEY ThoT.

{E M 4% (MM AEE 70 me/dL IT) DRBER( N-FH1=YIHHE) RUEKEREE

(1 BURERRREE)
N REBRE REHAE
?X%‘E¥ {4—_/1 A.E n(%)
Ea—<0J BERRE 56.2 32 (68.1)
(N=47)
AFI BB FRE 6.3 39 (83.0)
(N=47)

AFRERRTEL—YAY R SICH TS MEEEN
I 4% (MAEE 70 mg/dL LUT) DREBRERUVEREISIILUTDRY TH-T=,

BN AR ARIE

MAEBEAFERSNEREBERBEOEORIRE( N-FHYISFRE)
RURBIE (1 HERFESR)

n FIRE HIRENEG
‘58 N e o
&% 05 FERILIA
Ea—< Oy B EHIRE 47 501 5 (10.6)
AEIBERIARF 47 6.54 5 (10.6)
B 1 BELURN
Ea—<0OJ REHIGE 47 9.47 9 (19.1)
AEIBERIREF 47 9.27 10 (21.3)
B% 2 BREUA
Ea—~OJ BB 47 15.03 14 (29.8)
AEIBERIARF 47 19.08 21 (44.7)
B% 4BREUA
Ea—<0OJ BERE 47 26.73 20 (42.6)
AKI B ERAIREF 47 34.34 25 (53.2)
BE 1 EEAD 2 BELA
Ea—<0OJ BERE 47 5.57 7(14.9)
AKI B BRIREF 47 9.81 14 (29.8)
Bk 2 BEAD 4 BBLIA
Ea—< 0Oy BEHRE 47 11.69 13 (27.7)
AFIBERHIARF 47 15.26 11(23.4)
Bk 4 BRLE
Ea—< 0Oy BEHRE 47 19.49 17 (36.2)
AFIBERHIAR 47 26.17 20 (42.6)

EREIRN-RFHBTRS,

) AFNDERBEN-RERVAZR.TV.3. AERVAZINESE,




2) FfLTARFZIILOREMEETHE
AH| 100 BEfz/mL [EFHMFIELTRLTARFZILE 1 1 g/mL(1000 ng/mL) ELT=8 . KFID—A%HY
BREE (VR YRATO 2~20 B [FFLTORFZIL 20~200 ng & F T 5H, FLTORF=
ILDOEBBEETEETR(0.01 ng/mL) RFETHY. BHTEVNLD TH 1=,
EEPR AR CEHMAL/ZFLTOXF )LD R AR E 2000 ng &, BRERAE THEESNDIEHIZH TS
FTORFZILD 10~100 fETH 1=,
ITAO EKB% 11 [ ITAQ FHER 12 R ITRK HER O T BKAZEDHEDO N TOXFIILDEETH,
LHERAZTRBTAISUEESER(FER. TH. B, 38/, LENE. £P. FERUVLEETE)
DHEBRENENERMICEBELLDILRNILETEMT 5 LE LMotz - BRRMICHEEL LS ME
BT, 88k (& ECG DFMRLBOHONT | MITWHFL TOXFILIRE-QTCF BHTHIN TARF=
IVIREE QTcF LDOREICRE ZHICHEBELARMEIREINGEA of-, VAS ZRWNES BRI OEREIC
BLTH. \LTARF IRV TSEARDOEICERMICEZDHLEFTEHONEMN =,
LUEDZEND, REIDEBRKAECRESNIAEHELZHEASN TORFIAREIIENT. B2
HDBIEBOHONGI ST,
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VI. ExhIEE(CREJ HIEH

1.

2.

76

EIRPICEEHSILEMITIEEME
ERAVR) B
AE BEOHHLEMOIERIINRFL. RFORMNXEESEITZIL,

KEMER

(1) {ERARLL- 1E AR
FEDEELGERET L A—RARBORETHD AR OFHHNTHH IRy YRTAFK, AVRY
DERBRICAV RO ZBREKITRETHILICKY . TDREMERERY . RBRICREE LAV RV,
BRHCIEHBBICIIRMEITILI—ADERAAZRIB T HEEHIC BT L I—RELEZHET
BIEIZKY, MBELEETSED AV AV IEEMA R CEANBRERE I SELLICEBERERET
%o
FET AEABFOELD 2 BEORMA(VIVEBRUNTORFZIVEEL  VIVERICKYBFT
DOMEBBEETESE. FLTORFILICEYBFROMEELRSEDIEICEY, R TR EHMBAN LD
ARy YRTODRIREROHT-HEITH D,



(2) EEEMTLHBRBE
1) AR R IGF-1 2BFAANDIEE (in vitro)
[1251]-A Y R BRO125I-IGF-1 ZAHAWVNT. ER VR AV RYY YRATARY IGF-1 D ER VR
YO R IGF-1 ZBARADFEERIMECOVTREILIFER. 1Ry YRTODOEZEARANDOHN
HIXER VRV EIFIFRE THO1=.

AVR) O ZRAE~NDORIME IGF-1 2B A~DHRMM
ErpAEE IM9 1>/ $HRE ErRREE ErZLIR £ R HRRE
IC50(nM) FAXHEME | ICs (M) | AEXHEME | IC5 (M) | AEXHEME | ICg (nM) | #EXEEME
ErVR) Y 0.41 + 0.03 1.0 0.53 + 0.03 1.0 346 + 43 1.0 288 + 0.5 1.0
AR YR7FO| 051 +0.04 0.84 0.53 + 0.07 1.14 229 + 33 157 183 = 11 1.58
IGF-I 326+24 0.016 HERET 0.42 + 0.02 697.0 HEREd

Xea—<Od (A RYY YRTO)ELTHOT—4

2) AVR)ZRIENSDEERE (in vitro)
TyrAl4 Z[125]|TEEHLI-EF VRV RUPAVRY) Y YRTOZRAWTA VR ZBEIN LD R BEED
BEIZDWLWVTRELIEER. /Ry YRTODBREBEEILIEr VR ELLRERILTHS =,

1000
o
o
= 4
1)
;:: —
2
:_;.:i\ -
(]
4o 3
S
=
22}

10
] T | 1 T T | T | 1
0 10 20 30 40 50 60 70 80 80 100

FarEfE (4)

Xea—vOd (AR YRTO)ELTHT—4

3) JILa—REY;AHER (in vitro)
EFRUSYMNERMRRZRWL T, BIAHMEA~ADY LO—REE ISR T HERICDONWTHRELIZHER. 4
DAYy YRTALERMURYDIEIFIRRZE THoT-,

E g B HEAE ZvhEREHER
L&Y
ECso (nM) % EME ECso (nM) % EME
eV R 0.11 =006 10 0.067 == 0.01 1.0
AVR)» Y270 0.044 £ 0.011 2.1 0.077 = 0.008 0.85

Xea—<Od (AR YRTO)ELTHT—4
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4) $RREIEIESRER I E T B4ER (in vitro)
ERNURYD  ADRYY YRTORY IGF-1 OERZELAR LR EE{RHEREIC DLV TRETLI-HEE,

5)

6)

AR YRATOLERM R VIFIFIERZETH 1=,

A=ty ECso (nM) HxENE
ErA R 16.0 £ 3.0 1.0
ARy YRTA 18.6 £ 4.1 0.9
IGF-1I 0.34 57.0

Xea—<vOd (AR YRFTO)ELTHT—4

YT OME SR TTELER (in vitro) 14

e E /NI E N E AR (HMVEC-d) [2HB1T54V Ry YRATOOBBMEICHTEITUBOER
Z in vitro NIV AR TIVT A A TEFEL -, MAZI/TUBTLREL, LA LEA (I FFIT 2R
—k(FITC)#ZHL =AMV R YRATAD HMVEC-d B EBIEICx T 2 EBMEEELz, TOHER. /T
CERIFAR)Y YRTODOEBEEREITTESE T,

VIVEBEOMEEBMETTEER (SYR)19

FFEX T D Sprague Dawley JYMIVIVEER TIRSL. REHMORERMOEEBEDEILE
Miles BT v AICKYFHEL -, TR, BECSBELLELT. VIVBEEHOBRELHK
SHEMARICEMLIIENDS, YTV invivo TINEBBHETESEIIEINTREINT,

3007 g
T igeisx
250 4 >k
&
200 1
&
o8 52
ik 2 150 4
a8
E
o 100 4
iz
50 1 —
0 L L]
A EERE. TJIB
pH7.35 pH7.52

* p<0.05
ZREED D HTE D Dunnett #R5E

Miles BBMET v EAIZHTHV T BOMEE BT TTEER



7) FLTORFIILOMMERILREEMIER (Svk)16)
FREY T O Sprague Dawley IYMIFLTARFZIL(0.1 ng~40 ug) ZEEBIR FHR 5L, L—F—FvTS5
—A A=V (DD EFAVT, (LT AR F UM B SO MR EICRIFTIEREFMLI. ZD
BR. BEHUESTHEE (Circle D I[ZHEWNT, BEMBR LRI THERFNGMTREE MM RO
Sh. TOERIE lug THRAMRISEL ., BEHUNSHNDITON, FLTOXFZILOERITRE
55L. XL BN T-$81E (Circle 3-Circle 2) TIZZDERIXIZIFBERL Iz, LEDERMS, FLTORF
SO MENGRER ISR SHABDICRBE TSI LM REINT,

Circle 2 —Circle 1

BElE 38 cmx39cm DMEEZEZRT .
FHBREUGESSITERIZRZ S,

Circle 1 I3 55 & &L B, Circle 2 -
Circle 1 [ZIREEHEEBRWNVE-HRFRNAESNS
#E1, Circle 3 - Circle 2 IZHEFMNR LN B5E
oI CHMEIDEE,

LDI A TEHEI L =5y b DI S AL & D B D FR

2.8
26 4
2.4 4
22
2.0
1.8 1
1.6
1.4 4
1.2
1.0 1
0.8
0.6
0.4
0.2 4
0.0 T T T T T T T T T T

0 2 4 6 8 10 12 14 16 18 20
e SOk

== Circle 1
wim  Circle 2
W= Circle 3
mimm  Circle 2 - Circle 1
== Circle 3 - Circle 2

i Mt

FiEHiRERS

el LD A CEE/E LR 5B A AMEEO MREE L CESHIBEABROA—ISAUENSDEILE)ETT . AFvr> 2
BB %O RENEESTEHEAZRL. R¥v> 4 BB RO RNIIHEEBRMEREETRT, Circle 1 (X5 EuE &L 8, Circle 2 -
Circle 1 (XX EEIERWV-RFMNR SN B8, Circle 3 - Circle 2 [IRFNROSNDEEH DT/ BIDMHEE,

HBSYMINTORFZIL(1 pe) ZREIR TR G LEBRORSBMAEDEED MR EEL
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(3) 1EFARIREFA - FriEE
AR YRATOOMEETERICHT AL TORFIILRUIIVEBOER (=T 4)17)
PEFRIE Yucatan S=TAETIEZAVT. AVAR)Y YRTODOENZHMER (MEERTER) TS
IVBRUMNTORFoILOERZHELTz, $8R& Yucatan =T 4% —Brit B L. BARIEN 20 5714IC
AEILELEEDIVIVBRUMN TARFoLLETHBREAAZE THREL, Ea—<R LB L, &
ERIXVDORA—/N\—TEEL -, ZOHER. HAREK TRHADRERHR (10 XU 15 )T, Ea—<v0JE
B L THESROMAER TERZRLT= (p<0.001, SEATET IV 2),

== a2 — 707028 /kg
== HAEREIFIO. 28 /kg

n=19
Fioff +meiRe

Fna—-ZREE{E(mg/dL)
8

250 -
_gm T T T T T T T 1 I T T T T I T
-30 0 30 60 90 120 150 180 210 240 270 300 330 360 390
1‘1 (4)
e | | seum
#N 85

FEPRIR Yucatan S=JZ(CRRBRAF| R UNEL—~YOJ B A K TR SL-ED
mEFTIILA—RBEEDLELE

a D R (ELR) ITOVT, HBATET LZAVTEAER R TRAME LKL, 2RI ETVICEYER
EEFHIE L=, WA LB O3 LLEHBEL . RMmultcomp 1737 —UE AW T p BEHELT,



VI. EMSREICRE I HIEH

1. MAPREDHR

(1

2)

AR LEAGMmIRE
FZYUEHGL

RSB CHRIN-MPREE
ErMFERAR)Y YRATORE(X, NT—rEN =B EHERIE (ELISA) ZERAWNTH ML=,

1 HERREBEETOENHE(HARA)

<HBEETHRERER (ERNE | HERREERER ITRZ 584>

BARAN 1 BHERFEE 31 FIERIC. AFK| 15 BUZHERIETHRELIZEEDAIVR)Y YRTODEY
BB/ TA—ARUVMEFFREDHBEE—<0OY 15 B LR,

AHEITIIREERED 50%2FE I B (Early 50% T,y [FE2A—<0OSIZHA 13 HEHELTz, ZOEOHE
RIRIZ LY . RFIT AUC)-15min [FEL— O (ZHEAR 4.8 512, AUC)-30min & 2.4 fEIZIEMIL ., BHAD AR
)y YRATOQBRBENHIEMITHEEICEMU z, £z RFID T (& 47 5 THOT=,

ARy YRTODORIVBEIZIZ . AFITIXE2A—<OFIZHART AUC;_1q, [E 66%B AL . BEADIE
ZENFAD LT -, SSIZAFKID IR E R (Duration) (£ 88 9 5E#ELT -, LML, AFlEEa—<Os ED
FT. MBBEETHS AUC)_ | HEET LB EE LR O ONGEA O T,
BE.AREFRVEL—7OT OF B D EAITFHE (EERE%) (. 35 75(B1%) KU 49 73(33%) TH o1,

1200 -
< 1000
Q
£
=
# 800
i
a
™
K 600
,_\\
X
K 400
Q
5
g 200
0
0 1 2 3 4 5 6
w5 (h)

1 BIERIR B EICAKIR IEEL—~0Y 15 B EEKR FR5%D
MEFEFAVRYY YRATOREHBCEYIE)
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1EIERRERECARIR(FEA—<O/ZHER TEELI-EEZD
AR YRTODEYENRE/ NS A—4

HOR/N_FEFHYE _
/N D 95% 528
135 4—4 SRR f;j o | PEBCRAICE— 13; ol ™
§ 045 D) )
Crax ta—wny 830(30) 117 [1.00, 1.37] 00478
(pmol/L) AFI 1091(31) ' T )
AUC (o Ea—<0O4y 1990(30) 0.966 [0.802. 1.16] 0.7040
(pmol=h/L) . :1] 1921(31)
AUCq-15min Ea—<RYy 21.2(30)
. 58, 6. .0001
(pmol=h/L) AFI 102(31) 480 [3.58, 6.43) <0000
AUCO—SOmin tl—7D7‘ 132(30)
24 1.92, 3.07 0.0001
(pmol=h/L) AFI 319(31) 3 [1.92,3.07] )
AUCo-1n ca—xA7 526(30) 146 [1.19, 1.80] 0.0009
(pmol+h/L) AF 770(31)
AUCq-10n Ea—<04 1987(30) 0967 (0803, 1.17] 07177
(pmol=h/L) . :1] 1922(31)
AUCq-ast Ea—<n4y 1972(30)
0.968 0.802, 1.17 0.7260
(pmol=h/L) KE| 1908(31) L ]
AUCy_10n ta—<na4y 655(30)
0.52 0.341, 0.810 0.0050
(pmol=h/L) AFI 344(31) 025 [0.341, 0810] 0
AUC3_1gn Ea—<n4 281(30)
0.336 [0.191,0.591] 0.0005
(pmol=h/L) AE 94.6(31)
wmIN_FEF wmIN_FEFHEDE =D 95%
S A— Py N i &
NI i BN | REl—ba—<ns) | (EEERE P18
Tmax Ea—<0o4 59(30) _ _ _
(i .y PN 11.9 [-23.0, -0.84] 0.0351
Early 50% Ty | E2—<BE5 23.3(29) 130 [-15.6. ~105] <0.0001
(min) AFI 10.2(31) ) o '
Late 50% T, | E2—=04 148(30) 976 (412 -141] 0.0003
(min) P :1] 120(31) ' T '
Duration Ea—<04y 461(30) _88.9 [-116, -60.0] <0.0001
(min) . :1] 373(31) ' o '

2 RBERREBEETOEYEIRE (SEAN)

< B[R R THRE5HER (GBS E | HERR S EHER . ITRU 5X8R) 9>

SEAN 2 BIBERFERE 38 HlXtRIC, RF| 15 BUZHERIRE TRELZEEDAIURYY YRTODEY
BB/ N\SA—ARUVMEBETEEDOHBEC1—<OJ 15 B LB,

FEITIE, E2—< O TR TRERED 50%F Y S8R (Early 50% Tha) (R/DZRFEHIE) (& 115
EMELT=. COEOHEIRINIZEY , RFIIRESBED AUC)15min (RN T FIYE) AEa—<OS EERT
6.38 fZ(2HEML ., REIDBREENFAFNICHEEITEML =, £, RFIZEBED AUC; (o (BR/INZFETF
H{E) [Fea—<0d ELERT26%E AL . BEDBEBEENH D LI-, AFI%R SO BEE B (Duration)
(R/PDZFEFHE) X, Ea—TOT LEERTH 51 HEMHLIz. LAL. RFlLEa—<OJ LD T, LIRS
ETHA AUC)-co B U Ty [ITHIETEHIGE R EF RO NGEA ST,



800 —— 7

~ & —— E2—v0%
_g 400
o
i
a 300
N
&
A 200
s
A
o
4+ 100
T
=

0

0 2 4 6 8 10
BEhE (h)

FifE B E
SNEAN2 BERBEEICATIRIIEL—~0OY 15 BUZEEE THRE5£D
EHMFERAOR)Y YRATOREHT

NEAN 2 BERFEEICAFIRFEL—7OS 15 BUFHEAKE TRE®ZD
AR YRTODOEYEHE/IRS A —4

AFH| 15 Bfis Ex—<0O% 15 B
N 38 38
Cnax (PMol/L) 442(35) 370(38)
Trax(h)2 2.00(0.25-3.00) 1.09(0.58-2.5)
Early 50% Tpay (min)a 15.2(7.87-43.6) 28.9(13.6-52)
AUCq15min (Pmol-h/L) 245(51)b 3.85(134)b
AUCq_30min (pmol=h/L) 86.5(60) 29.5(125)
AUC3_1gp, (pmol-h/L) 368(58) 498(41)
AUC_o (pmol-h/L) 1390(22) 1320(24)
Duration (min)a 540 (300-600) ¢ 570(420-600) d

AT 1 (BN R ER%)
a1 {E (FEE) . b:N=37. c:N=18, d:N=31

1 RERFEETOEYEBEGIEAN)
<HHMBRTAUR)EARER GBSV | HEERPREEIEAER :1TSC ER) 8>

SEA 1 BERFERE 24 FIERRIC. BEETAVRYENETAR (FHRE 11 BA)ZE£05
BT /min) RUBE(15 B/ min) FZEARET, D0V W0 —TR—SREELIEEDIORYY YRT
ANEMENEE/ S A—E RV IMETEED#BEEL—<OS LB, HE. EYERETMHK ORI
B—OEBEL—NELEE,

Ea—<AT ERTERFRER TIEARYY YRTOILEDOHIZIRINEN (Early 50% Tray) « AFIIR 5
BAEIZH T BREE (AUC) 30min) (£ E1—T O ELLARTARKIZ 5 %I MLT=,
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800 _g= 4%l 1HE
4 == E2—v0O% 1HE

600 —

400 —

200 —

g X UZ T OREE (pmol/L)

B (h
i sl

1 BEIZARRIX ZE2—<OFFEELES S LY T—T (SS)R—SRIBELI-LE2NE S 5 BEEZETD
EHMmERAOR)Y YRATOREHT

1EHERBEEEICAFIR(FEA—~0OF (EHAHE 11 BE)ZERETERELEED
AURY Y YR TODEYHEE/NSTA—2

AFl Ea—<n04y

N 24 24

— ZEHRFIEa—<a%)

B =RFHIE [90%{E 8 R]
T (M) 55 61 ~6.24 [-18.6, 6.12]
Early 50% T,y (min) 156 241 —8.58 [-11.1, —6.06]

BT BT E tt(ﬁ%g;ﬁg;?”

Crae (omol/L) 451 457 0.985 [0.778, 1.25]
AUCq-15mm (pmolh/L) 311 19.7 158 [1.25, 1.98]
AUCg-30min (omolh/L) 104 718 1.46 [1.14, 1.86]
AUCg-o (pmol-h/L) 1194 1202 0.993 [0.799, 1.23]

REHERE TORMERE SFEN)

<BEETHREHER (B E | HERREESER ITRT 58) 19>

NEARREERE 28 fIZHMRIC. KRR (FE2—YOJZHEEIRTHRSLIzEE KEITIVORYY YR
7031 SRICERMERICEZEL,

<HBEBRTHRERAERCENE | HERREESER ITSH 55) 19>
NEAREHRE 202 RIZ. AR (FEa—~<0OY 3 AEEBREL-EE. AFI3AE (7. 15 X% 30
BEDIZBWTAVRY Y YRATODBEE (Chpax XU AUC)-o) IXIZIZHEICLEFILTHEML =,



&)

4

1400 —
- -~ &7 308
< 1200 0= 7 15017
g b - A TG
= 1000 —
g A Fioltmtne
a o
S 800
~ i
=
A 600 —
Fj‘ -
Q 400 —
i .
g 200
0
I I | I I |}
0 2 4 6 8 10

B (h)

HEABRBEREICEKH] 7,15 RU 30 HUZHE R THREED

mEFRAVR)Y YRATOEE#T

NEANEREERE AR FE2—70OY 7,15 RU 30 BUZHEER TR E5ED
ADR) Y YR TODOEYENRE/ATA—4E

7 B 15 Bifif 30 BAfiL

ARE Ea—<04 P 1] [ du by AF Ea—<a4y
N 40 40 40 41 41 40

305 270 591 517 1240 1040
Cmax (pmol/L)

(33) (31) (30) (32) (32) (35)
AUC oo 657 650 1450 1400 3180 3070
(pmol=h/L) a7 (16) a7 (19) (20) a7

AT B (Z B R E%)

i
FZUEHGL
BE-ftREOZE

FZUEHGL

2. BYRERB/ T4

(1

@)

R A&
AV IN—RAVREMTICKYERLT=,

IR 0 328 FEE 5 K
ZEEHGL
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4)

(5)

(6)
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HEEEEH
FZUEHGL

PIUT IR

HEAT—H)

NEARRMHERE 27 HlIC, A& 15 Bz BEEFBIRNEE D LIEEDIVRYY YRTADYIT IV
AN FE (ZENHRE%) (X 32 L/h(22%) . FBHAD LM FIEIL 44 HTHoT= 19,

) ARFIDOERBEIN-AEFIETRUOEHRE TEARTCEDBETHS,

NTERE

(NEAT—5)

SENEREERE 27 B2, AF| 15 BAIZHEEFIRAZRS D LIEEDAUR)Y YRATODHHRED
4B (EENRE%) & 34 L(30%) TH-o1=18),

E)ARFOERBEIN-REIRTRUEFEHRR T EARSTIZELLEE5THS.

Z0ft
BH AL



3. BREGREaL—ay) @

1M

2)

R A&
0 RIFUN B U transit A/ \—F AU REHAAAT 1 RIRUND 2 DFEAE LT 3-aV /I A—FAVMETILIZE
YEHLT=.

INDA—REEER

(NEANT—H)
Y EE PR ER IR ELES 8 SER (ITRQ SR 20)  ITRT SXE& 18)  ITRL E4E& 21) _ ITSH 5E& 19)  ITRR iE& 9) . ITRV
HER O ITRUGRER D RU ITRWHER V) D& T —22AVWCEBEAEYHETT ILEEEL-,

AFEETERELIZEEDAOR)Y YRTOOEYEEEIL, 0 RFINK U transit A/ S—k A REMEH
RAATEE 1 RIRIRD 2 2FBELFz 3-aU/INA—rAVRETIVIZEY ., ZREKLERBASN Tz, CORIETILIC
KUY AFIRTEREBHICAOR)Y YJRATOREHBTROONZRIBIZHE TE10R)Y YJRTODR
HAORIREBVWE—VREZERTE - BEAERNBBRBN TR, KXFltea—~<nJT EOBD IV RY
Y YRTODOEPEFETOT7AILOEWNL, /2R YRTADORIDZWEIFISEEL TSI EN
Y g =

BEMAENBEETILOL, AFIRIFE2—TOTIThrbhoT . RER (BEHRE. | HERFEEE
RU 2 BERFEZ)BOAOR)Y YRTOOEYEETOT7AILDEBWNE NI TRLFE T 1,
BRIGEER U HBEBOEVCEEALTVWSIEN RSNz, Tz, WThOREREFTH, KFlLE2L—
IOTEDEDAVR)Y YRATADRINDENN—ELTEDONT=,

KREZ. AVR)Y VDRATODBERENBEETILICEVWTHESNEMAFZNIEELREETH
f=e TOMDBEEFORAFIEIHEZELLTHESNGI o, REIIHMHAZNITEELGHREETH -
M MDA R REIEFERRIZ. KFIORZIFEERRIGICEDVWTEA AT SN S0 AKEITED]
AEIDOREREGIFBHELZL,

<BE>

NEANEEBRE CHREL-BEAEVESEOREETILOSFBIL I Chra (X ITRZ HER YDOEAIELVIE
Mot=, ZCT.ITRZ HER YOT—2Z2ANT, BAA 1 EERFEFELNEANRRERERDEEXK
FTHEED/NSA—FZHEL. TOMD/NSA—2(E NEANBEHBREOHEEEZAN . BAA 1 &
HERBEELNEABEHREOEVNVERT/INSA—FEHTELIECA ETILIEFEAAN 1 BERFR
EOMBEHRAOR)Y YRTOREHBE IR,

NEAN BERFREOBEAEYEE/N\SA—FELRLIZEE BAA BERFBEECEIIEAER
BEERTNAFTRAZEYTADNKREL RHRAV/IA— AV DR FHBRELN DT DI Sh T2,
COEYEBENFA—FDENICEY, BRA 1 2ERFEETIE. HEA 1 ZHERFBBFITLERT Cpax
NEHREES (AUC)-oo) DEMML-CEMERBATE T,
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4. R4
NEAT—H)
B NA AT RASE) T4 18)
NEABRHERE 27 GlICY ILa—RIFU THEIT T TR 15 B Z BEEIFIRNIESE Li-LE(Cxtd HEE0.
THESEVKRBEICHEIE THRELIZEEDAVRAYY YRTODMERINAFTRASEYTo1E. BEES. £
BiEt R U KBRER CTZNZ L 65%., 65% KU 64%TH 7=,

E)AFDERBEN-AERFETRUERR TEARTI2EBE5THS,

AR A AT RATE YT 19
SEARBIRERE 27 BII27 La—ROSUTHEAT T CAR 15 BATEMEER. L BIEhR UABRERI B E & i
BLEE FNENDOREERITD Cray B AUC)_ oo DI T HMED L EF D 90%WEERE L. L Bish/BE
#4C 1.04[0.922,1.18] & U 1.03[0.992,1.07], KE&ER/HEER T 0.832[0.737,0.940] K U 1.00[0.962,1.04] TH>7=.,

5. 91
(1) ik —RXEAFM @&
UGG

(2) Mm% —ReEERIFT R4
ZEEMGL

(3) AA~OBITH
AR

(4) BEBR~DBITH
FZEEHGL

(6) ZDHmOBEEADEITHE
ZUBEHEL

(6) MIFEAFEESER
ZHLAL
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6. 1t
(1) REBPEERVRBHER
LB

(2) REIEE5THERCYPHE)DNFE.FEX
FZUEHGL

Q) VEEENROERRVZDEES
ZEEHGL

(4) KEYOELEOHERRVEMSL., FHELE
ZEEMGL

7. HEitt
L ERGL

8. NSV RIR—A—(ZBBT H1EHR
L BEHGL

9. BNEICLDlpEERE
ZUEHTL

10. REDEREFATHESE
NBEAT—2)
1) 65 Ll LD 1 HFERFEBFTOEMENRE (N EAN) [ESE | HERREEER ITRR HER]Y

=0 1 BURERRAR R 37 (65 LA L) RUEEES 1 BUERREE 40 5l (18 ML 45 MUUT)IZV L
A—RISVTHBITFTAREIN(FEA—70Y 15 BUFHERRTHRELIZEEDAVR)Y YRTODE
MBNRE/SA—AR VI FDREDHBELE LT,

AFIEEHDOIFSHREEICHTIEMBED Crax B AUC)- DEMTYED L (GHEE/FEEE
BHE)EZD 5WSHERXMIE. 1.08[0.894,1.29] BV 1.17[1.04,1.32] TH o=, BEEFICHTEAFIXILE
A—vO5BREEORENSIERAVRYY YRTORENZYIZHRETTEEEEDETORER (onset
of appearance. F{E) & 1.3 R 6.7 5. HE5RNHADEEE (AUC)-15min. ZTTFHE) (X 37.8 RU
5.41 pmolh/L T&H>o7=,
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HeiE

. 700+ P _ 7001
3 600 == FH 3 600 -
g 1 g .
m 500 2 # 500
L} 4 =N L 1 &
O 4004 A O 400 &
R R
A 800+ S 300+
N 200 [ X 2004 K
= 41 * d
& 100 £ 1004
g : g

0~ 0=

A (h) A (h)

REETES B ET 2
e (£R) RUEEH (BR) 1 BRERFEECAFRFE2L—~7OT GENZHEHEARTHRSL
FEZFDERS 10FHEEFTOMERSA VR Y YR TOREER

90

NEASHERUVIESE 1 2ERBEFICAFIR(FE2—TOY 15 BUFEEETHREEZD
ARy YRATODEYEIRE/ NS A—4
= E 3=t
K| 15 BAL Ea—<R4 15 B AF| 15 BHL Ea—vR0Y 15 B

N 37 37 40 39
6. (omol/L) 617 578 568 536

(45) (45) (39) (41)

0.92 0.92 0.83 0.92
Trax () (0.17-2.5) (0.42-2.5) (0.17-3.00) (0.17-2.5)
Early 50% T,nay 1334 26.4 136¢ 26.9 b
(min)a (6.47-41.2) (14.3-59.7) (7.07-54.7) (9.08-65.5)
AUCoq-15min 378 5.41 d 36.4 5.03 b
(pmol=h/L) (93) (158) (82) (263)
AUCo-30min 140 58.4 d 135 51.1
(pmol-h/L) (63) (73) (60) (96)
AUC3_10n 185 302 114 195
(pmol=h/L) (61) (50) (88) (79)
AUC g0 1430 1400 1210 1180
(pmol=h/L) (26) (28) (24) (30)
Duration 420 480 f 360 b 420
(min)a (240-540) (240-600) (240-480) (300-600)

AT T Y I (ZEENRER%)
a:th gL i (EEEE) . b:N=38. c:N=39. d:N=36. e:N=37. £N=33

2) BHREREEERET
ZYEMEL

)
(i

CDEYENE

[

3) FiREEEEETORYEE

LR




11. ZDith
FUTRRFZIL GRINE]) D EYEEE

ErMEERR TORFoIVBEX, N T—hENRIAIATNT ST740—320 T LB EE 5 (LC-MS/MS) ik
(3% 131535 X% 141133VRLC EI) ZHLNTHHTLT=,

AENICIE. 2B AL RST ICHRALEHERERAZ IS AEN DN TORF oI RELZEE FRRMEICHRF
THAEDLEDIN TARFILANEENTIVS, BRRFEEER (ITRG B 2R U ITRH FER 29) ITHLVT,
AEEBRZRHAORODERBREBHAETHD 20 BEEBR S 50 B (FLTAXFZIL 500 ng ZEH) D
AECTREXRSL-EFTE. RPN TOXFoLREFBESNGEN>F2, 5T FLTAXFZIILOE
IREWHKIFEONTHY, BBEEODEBRIFELLENEEZLONSD,

LIzA> T L TARF oL OENBBICEEERIFT AL H LT HREEEETEE T 5B E I B HEEE
EEETIEE~DEFDHRE ., HRIZFF R O0—L P450(Cytochrome P450: CYP) Tdh% CYP2C8 M EEH
RIFFEHR|EHALIZGETH, RFDFMFITHAN TORF LR EICHKMICRIBELDIEE TR
ALY (R

) AFIDERBIN-FAERVAZIX. TEE. RATIX 1 @ 2~20 BB R ERBKFICK T8 50, @b
BERGEIIREMBEDORELTHILLTES, LEITRERIKEEOLIY, BRI HMEILGAL
YT BIENH D

BREEE. BEOERRVREMRICELTCEERERT AN, HRE ) VEFOREEZED-HEE
ELTILEE 1 H 4~100 B THDB. ITHD.
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VI. Z2t* (EALOZEES) CEISEE

1. E

3.

4.

5.

92

EENBLEZDER
BRESNTLVEL

EII#

BHRARLZTDER

CERROBHEICIERELENIE)

21 EmMFEEKREELTOSEE[11.1.1 SE]

22 AVR)y YRTARFERFDO D L TRABEDOREREDOHLEE

(fZ55%)

21 EMBEEREZELTCVDEEBICKFZRELGES . EEGEOENEELIETNAH LD T, COLINK
BEICEAFNDZREEZRITEHE,
TVIL 8. (1) EXGEMERAEEAER. 1.1 EXLEMER 1.1 B OEORGESE

22 /DRy YRATAXEAFIDOES 3T HBBEDRENHDEFICAFZRS LGS BEERKS

HIFAAEEENTDEZOLNBDT, COESHEEICITRBIDIZEERITHL,

HEER IHRICEHES HEBETDEB
V. 2. SHEERIIZRICEIET HFRIESHRI 5,

AERUAEICEET S EREZTOERA
V. 4. BERUVHEZICEET HEE15%5B3 5L,

BEELGERNIELTOEH

WALDITFIARY  IWLDTTFIVARY HD, VLD T FEA—F

8. EELEXRNIE

8.1 AFIDBECESIHLTIX. U TORIZEET ST,
(EFIHE)
BEEICOVWTHALGHBINFEERL-DOL, BEBOHEICR S TELILEHELIZOA T, ERD

EREEDTTERT DL,

" ETOHREDREGREEFEAITOVTIRELZBRET 2L,
(h—k)
ARFIDERIZH=>TIE DTERADAORYUARVEE ABROBIRGRAZERO L5BETEHIL,
(FYARY/2 AR HD)
-ARFNDOERIZH=>TIE BT RSN TOBERRBAEEHO LS5IEETHT L,

8.2 EMMEICAET HERICOVNT. ZORUFZELEED TEBERVZTDORKICHABMESE DT L RFIIL.
ERARBRAEN D, Ea—TOT FEERTEMBEANRGEZHATREMEA H D, [9.1.2, 11.1.116.1.1,
16.8.1 SHE]

83 EMMEAHOHONIENHLIDT, GFEXE. BBEDEBEFICRBELTVDOBEICIKRETHEEFE

BEIa2& 1111 BE]




84 HHREREENHoONA LA HALID T, BEEZTHITTV. BERFOHEZTERE T HERNED
SNIB AL BEREEZTIZL, BEENROONIBEIEAV RV EREZEER T 5L EBULLE
Z1152&,

8.5 RMAMMEIL FO—)LIZEN BIRFREEDEELCEXIIIEE ROENERE. aBERMEEST (XL
LTHEBEE) AHohhEIENAHIDTEET HILE,

8.6 AF|LMDA R HKERMYEZGWEDS . BELESH T HRNAFDINIILEFEEHERTHLOIBHITT
NEETHIL,

8.7 A—EA~DRYBLEEICKY. FISBEMICRETIOMNF—SARIEYROR AT —hHohn b
ENHEDT,. EHMITERBEAMEHE I HELLIT UTOREEBICIEETHIL,

- ARFNDES BT IE, DAEKELRTIEIOES BN D 2~3 cm BT &, [14.22 BEE]
SESTERTOERECEELNROON-BEICE, ARER~DOREEZE#ITHIE,

8.8 RE7IAMF—ARIFYRSAMAT4—D Do N-ERICAFIZ RS LI5S . RFIOWRINA ;1
SN+ REMFEIFA—IILFONGEREIENH D, MBIV FO—ILOFENROHONTIGEIZIE.
S ERMOEECEEOEREZHERL. IHEFOERLLLICKREEDHABEEZITIHEDBEULLE
1528 MBIV FA—ILOFRIZHEVD., BEICIBESNZAV R ERNEELGERMIEESINT:
ZEIZKYBEmMBEICESTHINRESA TS,

(fRER)

8.1~83. 8.6

RENDEEFKET—2—F[Company Core Data Sheet(CCDS)]IZEDE BEEDAU RV EFIEZSEIZE
EEL/T:O

8.3
EYLAROA R EBEERALESE OBELRROBRIEADEEEIFRTHL, BEDETNERRD
B, EMEEISYIET T BN B,

8.4
BEOAV R HEESEIC—RGEEFEHLLTREL .
<FFtrefEE >

—RHICAO R BEPORRBEEICSTAFEZFTORRAELLTIE. A/VR)UTLILE—24 FFAD
T)A—TUNDEE OCEHFORKE FNRESN TS, BRETHITV. BEREORESE
RIETHERDRBROONIGEICIIFEERELZTVD. EENROONIGEFA R VRERNEERT
BEEDUBEITS,

FFHEEEECLDM VAR Y YATODENHE~DEZEITHTHS,

8.5

BREDAR )V HHESEIC—RTEIEFRELTREL.

< WEPR IR HAIEAE D BATE L RITIEE>
MIREDETIIEERCH THEXE TN LU LOZBTINEIEMRIREH S TIBERIREIERT S
BlibH BN, L I Ein A TERRENMEERIREIERT HHLHHEOMENHD 20, MIREDEE)
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DLEEMEHBICEIYOTIREBEL T, LEMAERICINEE., HbAlc ARELIZZE. HIZ I JAHEA
HbAlc A 10 #%. AERIRE 2 h A TOHEHNEEIEL. HbATe HNEUUL LIETLIKIGIZEETHD 26),
BT IS TEMERRSE | IETEMRISE D H D EE TIT HbAIc REENDHT6H ATV PO—/LEREEE:
4 IMAEIE 10~15 mg/dL/ B . HoAlc 0.4~0.5%/ B ) IBENR UL EAELDRE 2D H\H D,
<IBOREITEE>
MEOEEHN. BKPDRREDEBZNLTKRERIZEELY . EXREHICGAGHDEZEZRIFL.
BAOEECHTNHDIETER-T MBEHH RV ESORERFABRLZMABLIEIC. BICE>TRZ
FDEDHD 26 LIN TS,
<AREHEEE>
RYMMEIFO— AR R THoGEXTERRBEOMRELZRBIETIEHE. TROE
AEEDREBBEDERNFICHBELY ., BRAEEHREEEL T TIZHE T HBE T, SHITERD
BELYTS 28, CoZAREHEEE LTV, BACLUNOIEMNCTHRACER, I HEMmE.
TRRZEEZHSIEDH D, CORBAITHLONERENBULEEICECHEIRT. 2~31 1A (Y 1 ) TH
B BLINTLNVD 29,

8.6
BEBER(EFOIEZR) NEL-BE BEMNEHH TS MMEZSISECT AIREMEAH LI ENLRELT=,

8.7.88

Rl —DESERR~NDBRYRLIZREICKY  EFHERICRE7ION - ARBFURDRAT—AHoHN D
CENBY . BB OCEBIMLARELIGE(I, AR OREA FoN ., +AAMEIL O—ILAFONLEAE
BSAREMENH D, Ffo MEIVIA—ILOFRRICHVBEITBEL AV AV EERGE/MIEFLIZIET
EMEARRT DICESEFNBRESNIENSTEBRED-HRELT=,

IWLDTTF 100 B/ mL

8. EELERWEE

8.1 AFIDBHTESIHI->TIE. UTORICEETHIL,
BEERITODVTHALHRBINREEREL-DL, EEBOHERICIR S TEHILEHRELI-OA T, EAb

DEBIREDTTERT DL,
" ETOHREDRELEERZICOVTIEELHET H2L,

8.2 EM#EICRET HFEICOVNT, ZORALAELED TEERVZOREIZTHABESE S L, KHFIE.
ERFEBEAREN O, Ea—TOTFEERTELBENRGEZDATBEMEAH D, [9.1.2, 11.1.1,16.1.1,
16.1.2, 16.8.1 SHE]

83 EMBENHOONEIEAHLDT, SFTEE. BEBEDEGRFICHELTVDEEICRETHLEEFE
BIHIE 1111 B

84 FFHEEEENHoONEIEAHLD T, BIRETHITITV . BERFEOHESTE TR T HEKRIED
BNTIEE X HEEREZITICL, BENROONEBE XA VRYVEEEZERT 5B LLE
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%1152&,

8.5 RBLMAEILFA—ILIZHEL, BERFRABEDOBEA X SEE. ROBTEE . AREHERES (XL
LTHBMH) AHDOohNEIENHIDTERT HIL,

8.6 AFILMDALR) U HEZIYBRLENED BEIES T HRICARFIDINILELER T HLOBEIC+
THEETHIL,

8.7 A—ERA~DBRYRLIZEIZKY GESFBAICKETIOAR—2ARIEYRSZA AT — D HEHNET
ENHEDT, EHMITESERETERRTHLLLIT LTOREEEITHEETHIL,
-AFIDEFERIE, DEKELFTERIOESHERND 2~3 om BT L&, [14.21 B ]
SESEFTOREECERENROONGEEICIE, ARERAOEEEEITHIL,

88 RET7IAMF—LARIFYRSRMAT4—DHoON-EFRICKFZ RS LI-HE | RFI ORI I I
SN+ AEMEILA—ILABFONGLGEIENH D, MEIFA—ILOTENRHoNTZIHZEIZIL.
S EROEECEROAREHREL IFNEMOERLLLICR S EDRBETIREDEYLLE
1528, MEAVIO—IILOFRRIZHEND. BEICEESNA VRV EEINEELERICRS SN
ZElzkY ., EmEICE>=HIARESh TS,

89 A1VARYUEREAI(UNITS) EREDEN (ML) ZRRIT A &EITKY, oAV RV EZRE T 5 FHE
HDHD, RARIZRARRITIEESTHHEIE. TEGIELIETUNITS IO BEARREN TSI RN
AT7ILVERDEHFHBEANSIE,

L BRE TAURYVEAEE (CSI HR) ICAVWSEE L HRE T AR TORIKERASIZE
BSNE=-REZRANDIEL,
(f&E%)
8.1~84.87.88 I 5. EELERMIBLZTDEAIQE(LLDITEIVARY (WL TEIVARY
HD, L LD T FA—MIEIT 50 SR,
8.5~8.6 AHKIMD CCDS IZHIE, BRELT=,
8.9 AR (INATILEE]) OEFIFAHBFIC. ARV OBMBEDRY AR VEREHBREERYE
FICARAEHBEFERALEER. BERSICE>-SEHAERHIRESN=CENSHREL,

6. BRENEREFIHEEICHI IR

(1) AHHE-BIEEFDNHLESE

9. RENEREATVBEICHI IR

9.1 SHHE-BIEEZFDOHLEE

9.1.1 Fr. s/ME. BRREFDEE
AVRA)VFEZEDEEHHELLY,

9.1.2 EMMEERLPT VLT OEEXITKE
I T EAEETEXFRIBKETE
‘TR IEHFOBBES
HLECRRE . ARAGEEER
L PLES)
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SBEDTILO—)LIER
[8.2.11.1.1 BHE]
9.1.3 BEAEREENESE
BABHHOEBENHDIHE. BRI EICIYELEEZSIERITEZANH D, Ff-. FFLFIVD
RZICEYIEMBEDO BRERNBEETEN LD H D, [11.1.1 SH]

(f&E%)

9.1.1 FAfy 300, 4ME 30), 31 BRAF 3D EE TR DA RIETILFY—IL, hTASIUEDAURYUERKIL
EUNBMEMEL-OLERBICEEE525, INOoDEETIEIOEIVFA—LIZETHZIVR)UD
DEENEHTEIEINAHLIDTEEICRET DL,

9.1.2 N TEARBETEAHDHE L. MMELFIEROERRBIEREATIRLELORBRL. HDWLE
RZDI=OWHENHDL. AR BEZHLITET HDO T RMBELELCOT D 33, LA T,
INTEABETLOHIBETIE. AEORELTEEIITOLELNH D,
JLFY—IVITEFEZREL. T ATURMERIBT S 340, SSITTVFV—ILIFT AT UHOTRL
FIODT)A—FURBIERERET S 349, TD1=0. BITHETSRFICIEHEHRE. V)3 U0
DETHECHIELRECKY  EMBELEELDOTLD, LA T BIBREFTLOHLBETIE, A
DEELEEEITILHENH D,

912 TH. EHZEDBHEEZTDOHIEETIE. REROENR, WINESTEHICLY., BEOELECOTHES 39,
36), LIz3> T, TH. BHEDBHEZTOHLEETIE, AZDRELEEITILENHD,

9.1.2 FEHIKEE. THRAG BB EIKEOBRETE ELELZELPCTEIDT FENBETHD 3936,

912 BE EHEEERHDARYEZHEEMESED 37, 38), Tz BRI KDERHFOOLTREMEETN
[ZHESAV RV RUT L aA—ADEBADEZEEDEKIZKY EEREDEMELLICTRIHEDF
RALEMT S 3, CNITMA T, AR VABEFDOEETILESICKYR T EFBENMDA R
DRIAMBESN DD T, BMBEEELOT <GS 37, 39), LI=A> T AFITHLLFHREEZTSHE.
AVAOEBETHHE AZDRELEEIITOILENH D,

912 AVRYUEREHRDBEZETETILA—LIZLLEHENMF EOEMERICKYVBLENEEEINDIE T
BHEDT EENDBETHD 40,

9.13 HILEDBREAHREEZTDHLIEETIL. ENBHHOEEICLIYENDEILRIRDEENALONDIE

AHdH 4. 42, COLIGEETE, BEMETHIAFNOBRAINIE S ICIYIEMELZSIESEIT ST

HEIDTEENDLETHS.

BEmM#EREOBREERELT. TRLFTUCDOBBIC&KEFER, iR, BEIF R, F:T. HBIRGE OB E

FERDHOHONEA., FERFEBECEERHEEZTICI>TERIEKRIEKRTHIENHS 42).

43), COLIGBETIHEOESNFKRLTH, BREKEZELEOTICERBEE . ER. EEZEDOPIR

HRERENEERERITIEDNDHIDTIENVDETHD,
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(2) BHEEEEERE

9.2 BHREEEEE

921 EELEBHRERERE

EMHEEELOTL, [11.1.1 SE]

(f&E%)
—RRIZ. BEDEHEERESE (GFR>40 mL/min) T, BEO ARV D) TSV RIZELZROHIELA, GFR
A 15~20 mL/min A TIZIEBEA VR D)TSUADMET . AV R) o QI FHEITERTHIEH 5N
TWB M, LIz o T EELBREREZEOHIBETIE. AEDRELREIITOLENH S,
BREEEZICLDIVRYY YRATODEYEBE~DEZEITHTHD, BREEELHIZEEIVR)Y
DFEELETERT DL,

(3) FrieelEERE

9.3 AFHEEEE RS

931 EERLAHEESES

EmMEFEILADOT UL, [11.1.1 SH]

(f&E5%)
—RICEELGAEERETOHIEETE. FEERUREHEBTOI R VEREOEMOI=HIZ, 12X
UHNBEITBEELY RS, o FEENETLTDE, MERMEANEBETIEHILE. RVEMEABE
THEDNHD, LIzA > T EELGITHEEREZDHLIEETIE. AEDRELEEITILNENHD 45).46),
FFHEEREEIC LD AV R)Y YRATODENTEADEZEETHETH S,

(4) X£JEREZRTDE
RESNTLVEL
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98

(5) 1E4%

9.5 1%
FIRLIZZE . HAWIEERAFRISNSESICIEEMICHMSEHLIITIEERTHIE, Hik®. FELREIC
FAVR)CDFBEENELLPLT VO, AZICEBEL. EHNICREBZTVVREELXAET L. EF
AVRA)UFEE T EIRMAILE DL, PEARVEREITIZEMT S,
(fRE1)
AF|D CCDS [TEDE BEFDAVRY U REIEZSEICEREL -,
BAOMBEIO—LIEBEOATHES BR-FERCROIRICEHZELRIFTT 26 bEIRAT- 1T RP D
mEEIPA—JLIEERR TV, IR AR TH A LN R IN TH LIRS 52 & (GHEEIR) N KU1 TH S,
FIREFICIEZBBETOAUR) AERRILED DEERCAVR)VREDTZOIZ AR ABREELY . 1V X
DOBREENERT L0, BEEELZOKREICHHOE-AE0ATHNLETHS 47,

<BE
AFNDRMEIELTHOONATWAN TORFZILDFRADEZEIZDNTIEANIX 2. G)EEHRESHRER)
NIESHE

(6) 1=ELiFm
9.6 #RELIW
AEICEEL. THMICREZTVREEZRRITIL AVRIVDFEEENELLOT UL, KFOE
AFBBITIEFRBATH LM, ER U RY UL EFNRELIZFETT S,
(f&E5%)
AEID CCDS [THDE BIFEDAIVR) VEEIESEITREL -,
AFIOERLA BT BRARRIEIEAEE~NDEEICATET—2FH0 2RMET. SHAEMEAR) 0 DE
FELTBITARESNTOED . AFIDRILE~ADOEZEICET HBERIIF+2 T RFD LA ELEICRIZT
FEIHMON TGN, AELOAREMRUBIAREOERMZZEL CHELAETILELNH D,

<EE>
AEIQFMBNELTHRWNON TSN TARFZILOFBEIZGADEZE(ZDWNTIXINX. 2. O)ETERESEER)
NIESHE



(M MR

9.7 IMNR

EEHMICREZITOCE REERVEEMHICHRUTAVRA)VDEEENATILT S, ILLDTTEIYARY,
LS TEIYARYHD ILLD T FA—R: 1713 SBILLSTTE 100 BGL/mL:17.1.4 SE]

(f#:R)

INBHERBDABETIE. RRTIHHTHAOTEELETOYSATIHAETET . BABATEASESS
EDNETHD, -, ESICERYNRONDENHAINDTETETH W, HH., HBIEER 2~3FETIVRIUR
MILEE(X 10 Bfi/kg/ BREELLGY, SHICEEHTIEILEEN 1.5~2 Bfi/kg/ BIREICEMT HEOHE

HdH5 49,

(8) =NE

9.8 SNE

[11.1.1 SE&]

BEORBEZHELGNSEECRET S SEBEMETLTVSCEN S BEMEAEYDOT L,

(f#3R)

BEDAVR) VBB ESE(C—RIETIEREELTHEL,

=i (65 m LA L) RUIES S (65 mkil) DNEAN 1 RIERREEZEMRIC, AF| 16 BuUZHEERTIRELE
EEDAVRY Y YRATODEYFHENSA—FRPIMEFREDEREZCL—<0OT 16 B LLLELIZBIER
PREHREAER (ITRR HER) 9 TIE, RFEE2—~7O T DR THOENHEDEVN . SHRUVFEEHEBEFITENT
R THol VI 10. BREDEREZHIHEEIOESE

7. HEEHA

1) BrRZZREZOER
ZHLAL

(2 HRIEEELEDEH

102 $EREE (BFRISEETHIL)

FTIIVCUREH
DPP-4 [HEZ
GLP-1 Z2BKEHE
SGLT2 FEHFIF

ERLE ERERAEIR - FEB A& W EREF
FERRAE mEERETERAOERICKDEMEE | MR TERLI BRSNS,
EJT7FARRES ERMNBOHNZIENRDH D, HiH
AILRZILIL T REH THEEITMEBEZDOMEBEEFD
BB A2 R 25 iR A REEZ+DEBRLEASEETS
a-JILal s —EHREH C&[11.1.158]

(f&E5R)

LROBRBAELOHFAICKY. REICLIEEZEAVR)AERIZMA . TN TN O FER O MEER TERAD

EMBIIZERT %,
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RH2F

RERAEIR - B 7R

- EREF

B/ T7EUBALERMAO R EA

MAERETEAOIERIC kS {EIEE
ERNHOHONEIELH D, HtH
THEETMEEZTDOMEZD
KEZ+HBELEIERETD
Z&[11118H]

AR DR iEREL ., FEFE
#WEET 5,

(f#3R)

MAO FEEHIIFAV R D EREL. BEHEZRET TS0 0. FHEDHRAICIVIEMBERAHOH

NEEENDHLIDT, TENDLETHS %0,

THEETMBEEZOMEBEED
REEZ+DEBEBELENSERETS
Z&[11.1.1388]

RHBFE BRERIER - B A #r - EREF
ZREZEHRSOH! MAERTERDIERICKDIEMNE | #FETATHLIMN, 1R R
JIVN)TF) GRS ERDBHoONDIENHD, A | RUEZERTIGEORENH

60

(f#3)

JILN)TFYEoBLTONRSREDHA. RURFEEVERSYIFOHRAICEYEREOREIRESNT
W% 5D, FAITSIVEMTOBEMEDERLMESNTIVD 92, KFIEDHAICEVIEMEERLHSH

NEBENLHLDT, TENBETHS,

REZ+HEBELEASERETS
Z&[11.1.188]

RHLE BRERIER - B A W - fEREF
BT IVEREEER MmAERFTERDIERICKDIEMYE | S MEOREICHT HRZIEDTT
TREYY ERMNHoHONDIENHD, A | #. AR F i REICKY ik
ITUHIR YHEELMBEZDOMEEZD | RTERETY, FRHETHL

ARV HERERT %,

(f&E5R)

YU FIVELF BRI B MIRDREICH T HBRZMEDTE LAV R WD REICKIYMMER TIERERY L
Ao AFIEDHRICEVEMBERAHOONEEENAHLID T, TENDLETHS W, FIZHIFILE
FEAEZERAEMRALTVSEBICHLAKZHAT HRICIE. MEBEDRELZTVENLBEITELTIY

AV ORBERAET HLGE TENBETH D,
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ERBE SIREK-FREAE HF - ERETF
iESH MFEFETIERAOEEICKHELYE | 1V RIUDEETDINADER
2 HORRIFIRKINY IERDHLEONDZEN DD, A | #HFHIL. TDREESEELNSAOR
THGEXMBEEZTOMEED | JoEHERSEDIAREENDS,
KEZ+HBELEIERETD
Z&[11118H]

(FRER)

HORRIT7IRE AR URIERDEFBEIMNHEL, AV R)ARAEDEEE LN DAV R) VA BB S H1E
BAZATAHENTEINTLNS Y, RXFIEDHAIZEKYEMBERAHSHONIEENNHEID T, TEMND
EThb,

ERLE ERERAEIR - FEB A& WE - EREF
B EERTHI MFERETIERAOEAICKDELYE | TRLFIVICKAHEILENSDE
Jo75/0—)LigEkE IERDHLONDEZENH D, A | ERIGZEIMNGIT D, F-EMmMHEIC
7F/0—)L THGETXMBEEZTOMEED | WNTIXEMBEROMERIRE.
Erro—iL KEZ+HBERLALNSHTRETS | BIFH)EIRIL. EMFEESBIE
AR RE S SESAEEENH D,

(f#3)

EMBERZETRLFIOD B REKRRIBICIYFORHFEASYIEMMEARET 4. IBEIRMED B &
EEILZDRIEZRET LD TN 59, oI B BEETH|TE M I R BMAIRDER RE. BEF
F)ETBEAELL EMEEZBIESEDAIRRMENH D 50 FFLOFRAICIVEMBERSHoONIEEZNA
HEDT FENDLETHD,

EHBE R - E A E W BRET
EYVES 3] MmAEETEADIERICKSIEmMEE | BFIEITHATHS,
JIILIFI AL ERNBOHONBIELNH D, Gt

THHEETMBEEZOMEED
REEZ+DEBEBELENSERETS
Z&L[11.1.1388]

(f&E5R)

HBFEITHATHLIN, IRV RERIFRANARZILILTREXOETORBERET S LKy, MR
TERAMIBARINELEEZEZAONTNAIEND 1 IO RERIER LRI ILT REFZRALTNSE
BITHLAREZG AT HRICE, MREDRELZITVEALBEICIECTIVRYVOREZRET 54E ., T
BEARBETHS.
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RH2F

RERAEIR - B 7R

- EREF

y05L7x=3—)L
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B{7/mL

B—R7 :

7. EfERAESERAA
1995 4 B 4H

 HERTRRBEABRUEKEES . EMELNHFA B, REMEEAE

SEMRTTRRERR RRES EMELNHEERAR | REFRBFAR
WLDTTFEIVARY 020%3A25H 30200AMX00442000 | 202045208 | 202046 A 17 H
WLDTTFEIYA A HD 020%3A25H 30200AMX00443000 | 202045 F 208 | 202046 A 17 H
LD TFED—b 020%3A25H 30200AMX00441000 | 202045 208 | 202046 A 17 H
LD T E 100 Bfi/mL 20053825 H 30200AMX00444000 | 202045 A 20H | 202046 A 17 H

9. BEERFHREM. RERUVRABZEEEMENEABRUVEZORE

HALEL
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BEBATIE I E2~20 Bz EREMBKICE TSI 0. RELISSEXREMBEORELETHIL
LTED, EEFITHRERHZEOLEY  FHRBEAVRYVREIEHRALIZYT HIENH D,

BEE. BEOERRUVBERRICECTERBR T 0. FHRE/VRVHADREELZEO-HFE
ELTIFEE 1 B 4~100 B TH,

VLD T FE 100 Bfi/mL

BEBRATIE I E2~20 Bz ERBMBKICE TSI RELISSXREMBEORELETHIL
LTED, EEFITHRERHBZEOLEY  FREAVRYVREIEHRALIZYT HIEN H D,

BEEL. BEOERRUVBREMRICECTERBR T 0. FHRE/VRVHADREELEO-HFE
ELTIEEE 1 B 4~100 BB THD,

DEIZIELERE T EARTEANTERET S,

NEIZHHHEFEIKR (2022 F 11 A)

E4 XE
RS54 LYUMJEV KWIKPEN- insulin lispro—aabc injection, solution

LYUMJEV JUNIOR KWIKPEN - insulin lispro—aabc injection, solution

LYUMJEV TEMPO PEN - insulin lispro—aabc injection, solution

LYUMJEV- insulin lispro—aabc injection, solution (3 mL single—patient—-use cartridges)
LYUMJEV- insulin lispro—aabc injection, solution (10 mL multiple-dose vial)

=4 Eli Lilly and Company

HFEE 20204

FI# EFR

Hk-g= LYUMJEV KWIKPEN- insulin lispro—aabc injection, solution

LYUMJEV JUNIOR KWIKPEN - insulin lispro—aabc injection, solution

LYUMJEV TEMPO PEN - insulin lispro—aabc injection, solution
ARFADRYDYRTOGEEFHEIBRZ)I0EMEED,

LYUMJEV- insulin lispro—aabc injection, solution (3 mL single—patient—-use cartridges)

AA—R)y DAV R VYR TAGEETFHEERZ )00 EET

LYUMJEV- insulin lispro—aabc injection, solution (10 mL multiple—dose vial)
ANATILHRAV R V) AT AGEEFHEBZ)1000EME S,

MEEX TR FEIEL RARTDMRICETSAHERREDBRICERAINS.

RERUVHE AFIE. BERABRFEIIEBHBE200 LIRS, B, XEEE. L. EBIRTRET S,
AFIDEHEEE. BEEORBOKECOENEHER., I O—LBZICESVTHET S,
— R RFNE PR AR D EFOFRR AR EHB LGt RIS, BIRAE 5D REL
HEIEL. LYUMJEV U-100DE A ETEETH Y . LYUMJIEV U-2001FE8ARAIR S LR &, BR AR
EEIL ERREEOEE T TITLAGTNITGESAEL,
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BR5E 4 Lyumjev 100 units/mL KwikPen solution for injection in pre—filled pen
Lyumjev 100 units/mL Junior KwikPen solution for injection in pre—filled pen
Lyumjev 100 units/mL solution for injection in cartridge

Lyumjev 100 units/mL solution for injection in vial

Lyumjev 100 units/mL Tempo Pen solution for injection in a pre—filled pen

=4 Eli Lilly and Company
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ARBPAVRYDYRTOGERFHABRZ)I00ELEED,

Lyumjev 100 units/mL solution for injection in cartridge

AA—R) YDA RV RTOGEEFHEIRZ)00EMEED,

Lyumjev 100 units/mL solution for injection in vial
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né. XEOMNPAE L. BRAEOKE ., BEEBORE. SLUMBEEEERICAND,

AEIL, BEER. KERER. EREAT. BEICR TEST 5, —RRAIICAKFIE PR A2 R U BE| O
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BE. KERVHMNFTXEICE THEIR-RILDEHITLUTDEEYTHS

H# REAR
KEDHMXE 8.1 Pregnancy
(20224108) Risk Summary

Published studies with insulin lispro used during pregnancy have not reported an association
between insulin lispro and the induction of major birth defects, miscarriage, or adverse maternal
or fetal outcomes (see Data). There are risks to the mother and fetus associated with poorly
controlled diabetes in pregnancy (see Clinical Considerations). Pregnant rats and rabbits were
exposed to insulin lispro in animal reproduction studies during organogenesis. No adverse effects
on embryo/fetal viability or morphology were observed in offspring of rats exposed to insulin
lispro at a dose approximately 3 times the human subcutaneous dose of 1 unit insulin
lispro/kg/day. No adverse effects on embryo/fetal development were observed in offspring of
rabbits exposed to insulin lispro at doses up to approximately 0.2 times the human subcutaneous
dose of 1 unit/kg/day (see Data).

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

Clinical Considerations

Disease—associated Maternal and/or Embryo—Fetal Risk

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

Data

Human Data

Published data from retrospective studies and meta—analyses do not report an association with
insulin lispro and major birth defects, or adverse maternal or fetal outcomes when insulin lispro is
used during pregnancy. However, these studies cannot definitely establish or exclude the absence
of any risk because of methodological limitations including small sample size, selection bias,
confounding by unmeasured factors, and some lacking comparator groups.

Animal Data

Animal reproduction studies have not been performed with LYUMJEV. However, subcutaneous
reproduction and teratology studies have been conducted with insulin lispro. In a combined
fertility and embryo—fetal development study, female rats were given subcutaneous insulin lispro
injections of 1, 5, and 20 units/kg/day (0.2, 0.8, and 3 times the human subcutaneous dose of 1
unit insulin lispro/kg/day, based on units/body surface area, respectively) from 2 weeks prior to
cohabitation through Gestation Day 19. There were no adverse effects on female fertility,
implantation, or fetal viability and morphology. However, fetal growth retardation was produced at
the 20 units/kg/day—dose as indicated by decreased fetal weight and an increased incidence of
fetal runts/litter.

In an embryo—fetal development study in pregnant rabbits, insulin lispro doses of 0.1, 0.25, and
0.75 unit/kg/day (0.03, 0.08, and 0.2 times the human subcutaneous dose of 1 unit insulin
lispro/kg/day, based on units/body surface area, respectively) were injected subcutaneously on
Gestation Days 7 through 19. There were no adverse effects on fetal viability, weight, and
morphology at any dose.

8.2 Lactation

Risk Summary

Available data from published literature suggests that exogenous human insulin products,
including insulin lispro, are transferred into human milk. There are no adverse reactions reported
in breastfed infants in the literature. There are no data on the effects of exogenous human insulin
products, including insulin lispro, on milk production. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for insulin, any potential
adverse effects on the breastfed child from LYUMJEV or from the underlying maternal condition.
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BRI O A4 XE
(20214 7R)

4.6 Fertility, pregnancy and lactation

Pregnancy

A large amount of data on pregnant women (more than 1000 pregnancy outcomes) indicate no
malformative nor feto/neonatal toxicity of insulin lispro. Lyumjev can be used during pregnancy if
clinically needed.

It is essential to maintain good control of an insulin—treated (insulin—dependent or gestational)
diabetes patient throughout pregnancy. Insulin requirements usually fall during the first trimester
and increase during the second and third trimesters. After delivery, insulin requirements normally
return rapidly to pre—preghancy values. Patients with diabetes should be advised to inform their
doctor if they are pregnant or are contemplating pregnancy. Careful monitoring of glucose control
is essential in pregnant patients with diabetes.

Breast—feeding

Lyumjev can be used during breast—feeding. Patients with diabetes who are breast—feeding may
require adjustments in insulin dose, diet or both.

Fertility

Insulin lispro did not induce fertility impairment in animal studies.

KEDRMAXE(2022/11/7 7HO€R)
BN O R4 3CE (2022/11/7 7H€R)
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9. BENEREZAITHEEICEHTLHER

9.7 INR

EHMICREZITICE RERRLEEBMEIZSICTIV AV DEFEEENEILT S, ILLDTTEIVARY L
LOTTFIYARYHD VLD T EA—R:1713 SEBILLD T 100 Bifii/mL:17.1.4 S&]

REERUVMMARXEICETSZNEADEEDREBITLUTOESYTHY . RN TIEREAICE T HHERED
BRELLTEZSN TS,

i REAE
KEDORTXE 8.4 Pediatric Use
(2022%108) The safety and effectiveness of LYUMJEV to improve glycemic control in pediatric patients with

diabetes mellitus have been established. Use of LYUMJEV for this indication is supported by
evidence from an adequate and well-controlled study in 716 pediatric patients with type 1
diabetes mellitus aged 1 year and older, and from studies in adult and pediatric patients with
diabetes mellitus.

LYUMJEV-treated pediatric patients reported a higher incidence of subcutaneous injection site—
related reactions compared to LYUMJEV-treated adults. It is expected that LYUMJEV—treated
pediatric patients who receive continuous subcutaneous insulin infusion (CSII) are more likely to
have infusion site—related adverse reactions than those who receive subcutaneous injections.
Monitor injection and infusion sites closely when initiating therapy with LYUMJEYV in pediatric
patients. If persistent injection or infusion site reactions occur, discontinue LYUMJEV and initiate
therapy with an alternative insulin.

BRI D iRt X E 4.2 Posology and method of administration

(2021F78) Paediatric population
The safety and efficacy of Lyumjev in children and adolescents below 18 years of age have not
yet been established. Currently available data are described in section 5.2, but no

recommendation on a posology can be made.

KEDRMAXE(2022/11/7 7HOER)
BN O R4 3CE (2022/11/7 7€ R)
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