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1 BRI R 22 Bl AH) 0.4 BT /kg 2 6 HR 1 H 1 BIEZ T
B Uiz, AFNTEFIREBICBW TP TRE LT 7 74
VAR L, ARFIORENL 18 B Th o 72, [18.1 R
1 BlOF GG (24 KfE) TOARMOEE L, 55tk ~12
FEf) & e 5% 12 B LI TR CH o 7= (AUCo-12n,ss & AUC: ss
DX 0.53) , MFPHREIEL% 2~3 A CEFIRIEICE L
2)
%A%
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T 6~TURE Do 7o, FEH T BRI & KRGS T OARKF DGz 5
OFEVIIBERETIEROZEZ L Z0T L0 TR P (G
EANT—%) ,
BENDERZETLEE
1 BHEEREEEEICSITSEYERE
BHRERFEOREDO R HBE (VLT F= I VT TR
(mL/min) 1233 < 2%, B (50 LLE 80 LLTF) | &R (30
DL E 50 A FEHEE (30 RN . KW (MigEHT 2 L s
HHEF) | BEE6 B 1A 0.4 WL /kg A HIEIR G L, 2
EhRE A LEie U 7o, BRI AR & R R D AHI D K B
70 7 7 A MEWNTRD b= GHNEAT— ),

AUCo-120h, sp kb

[90%{F i X 41
R/ IR 1.12 [0.77 ; 1.63]
PR /IR 1.12 [0.78 ; 1. 60]
W/ IEH 1.20 [0.83; 1.74]
FH/IE R 1.02 [0.74 ; 1. 40]

W) KMIBREE AT 2 BHITONTE, &% 68 R E TOREICESEHM L
AUCo-<2, 5D
IES n=6, WRJE n=6, AL n=6, F/E n=6, K n=6

2 FHEEEEEE IR T 2 EYBIE

ITHSRERE 2 DFLE D B/ 5 B35 (Child-Pugh scores (23
<Hy¥E, WRFE : Grade A (5~6 KA > k) | HEEFE : Grade B

(T~9 KA F) . BHFE :Grade C (10~15KA 2 kK) ) IT
AN 0.4 BfT/ kg & B[R G U ARFI O EREZ g Lz,
P BERE S SRR A O AR O BIRE T 1 7 7 A LT
EWMIED SN oY GEAT—4)

AUCo-120h, sp £t
[90%{= #H X ]

R/ IR 0.95 [0.77 ; 1. 16]
PR /IR 1.00 [0.82; 1.22]
W/ IER 0.92 [0.74 ; 1.14]

IEH n=6, ¥ n=6, "L n=6, ¥ n=6

SONRIZE TS EYERE

MR (8~11 1% : TEXIAEHD 10,3 %) . AW (12~17 %% : F
PIAERD 14. 3 5%) RO (18~57 5% : EHIMERR 25.6 1) O 1
TR RIS EE A L OARF 0. 4 BAAZ kg 2 BRI G- L7-, A TRS
NIARRI O BENRE T 1 7 7 A N OEMEIT/NE R OFAEH O
BEIZBNTHRO O, RIBEEEIIRAEE L0 /LKL
OFEMBEFICBVTRELoLY GHEAT—%)

. AUCo-o0, 5D Ft: Cnax, sb k.
i Cosuf ] Cosuf ]
ANV N 1.48 [0.98 ; 2.24] 1.20 [0.90 ; 1.60]
HAE/ RN 1.33 [1.08; 1.64] 1.23 [1.00 ; 1.51]

/N =12, HAE n=13, A n=12

4 EWMEICEITHEYHEE
EAE (19~34 5% ERFEEY 27. 1 a%) K OVE S (65~T78 % :
PG 67. 8 75%) O 1 BUBEIR IR BB ITAHK 0. 4 B /kg 21 H 1
M| 6 HE#HE L, EHEINBICI T 5 AH O3 EIHE 4 3740 L
Too ARFNOYIMTRE LIZIEMBITE T 0 7 7 A VXS I
BOWTHRO L, FEH KO GEmEORYERE 0~ 7 A
JVSEWTRRD RN 9 BHEANT—4) |

AUC -, ss kb Cmax, s bt

[95%(5 #EX ]

[95%( < [i] ]

miinE /B

1.04 [0.73; 1.47]

1.02 [0.74 ; 1.39]

EliE n=13, #EFH n=13
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TG L, 24 M7/ Vva—2r 5 FFI2RWT, mbEET
ER %Mt Lz,

EFEREE (1 A 1186 ARMBGHL) (BT 2 AHKD 24 Ky F
BN a—2ENEE (Fva—R 7 I8 5 GIR) H#E
BTa Ty ANDD  AROMFERE FERIZT—ETH Y, T
THEELTNWD I EWNRENT,

| BOBEGEIE (24 BFE) CTOARF O MR FIEMIC2WT
b G BAATE ~12 REE K O 5% 12 R L TR Ch -
7= (AUCcrr, 0-12n,ss & AUCerr, =, ss DELIE 0. 48) o

AR OMEHFRGRFIITE <. Bt L7293 R COBFIZBWT
26 FEfE 2 2 Tz ?

B L =)

GIR (mg/kg/min)

w

1 —— T—

0 4 8 12 16 20 24
5 &ZAME (BFRE)
2685V L a—RISUTEIEEDT—4

16.8.2 1 BBERBBE (CH 1T B 1 AR

1 U PR HR B 66 15l A 0.4, 0.6 }Tr0.8 Hifir/kg (1 A
H2260) &1 0 18 A Fh L, ARAIOIEM R
PRE L @EEIZVva—2s T 0F)
EFRABIZIWN T, 0.4 B /kg 2% 5 L7z 3l & FrE ., 42 IFF
MoOTNa—R7 T FEPICA LAY OBNTEAND L
ERMBED EFIEA BT RAIOIERAFHRREFIERE <. 42
B &z Tniz® GHEAT—%) |

16.8. 3 Mm#EME T EADEKRNEE)

1 BURE PRI BB LTAH (26 1)) T A AV > T I 0F 0 (27
) 0.4 Bifit/kg 2 1 A 1 [\ 12 AM#EL L, Eaikiglcss
5 MBERE TR o B O RN ZE S) 2 BRI C Hiiga L7z,
MBERE FEM, 586 H, 9 HEWO 12 HIZFHE L7,
TEFORARIC I 1T B ARAK O bR FEA O B O RN £ 81
B (V) ARV Y TINXLDA55D 1 Tholz, 1[H
OFERIMEIZI T D bR FEM (AUCek <.s5) @ CV%IEL, A
B OA 2 I TEREN 20%K% T 82%THh -
7oo F7-. B5% 2~24 WIS 2 MbERE FYER (AUCskr, 2-
aanss 3 77 T BABIEOFEIRNIEAA AV o DR E 50T
2N D CVhIE ARFI A A v TIF o TENEN,
26K N R2%TH-7= Y WEAT—Z) .
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17.1.1

1 BRI R E 2B 1+ 55888 : Basal-Bolus &% (EREHREE
111 #854E88)
Basal-Bolus ##75 % £l o 1 BUFEIRFEE 456 B ORFIRE :
303 61 (HAN 124 61) . A > AV > FF UL 153 1] (H
AN 624 ) Axigl L, 26 MRS RBRE M L, A
FFIA AV FTIN% 1A LRSS (5 ABGEND
BEMET . A AV T A0k Bolus A AV V)
EEREANCEE Lz, BBRER T, AFIKLOA v 2) > T
T IV OEE R, CES A RTIEE (iR CE) (25D
WCHEEIIICTH/E LT, A AV Y FFIARETIE, B5%
SHELIRE, VST T H 2527 L Lz,
HbAle ZHEHE & Li-tfh = > b o — /2O T ARKF DA A
VY FTINCHT D IEBMERBEES N GESE~—
Vi 0.4%) , BEEOHETEMEIZ-0. 09% Td - 7=, Z2ME M M
(FPG) DR T &EIIAFIRECRE o7z,
s GBS 56mg/dL Al Td - 7o AR MM & OV =312
X D AUE DS LR ALEE) DOBRE HT- 0 OIEBIREIL, 26 @
Wbz > CTHBECRIEETH - 72, WHHKIEE (0:01 235 5:59
IZHER LRI OBRE B0 OFFEIL. KD 4 8
MIXMEECRIECH o722, ZNLBEOHIM TiXA v A >~
T T IVEE & U CRABIRE T 2o T, BRI 0 &
FHh12 0 OFERBBRIZA oA FFIAFEL L
TARIRET D 220 o 72,
HEFG L O OO PG B IR T & 2722
IERD bR 10

A (n=302) A7) 77 (n=153)
BB | B T | B aieans | B I | SR GRAL-
AR 77 F30)
2k AL & HEEAE [95%
(GLCSE
HbAle 7.98:1.0 | 725610 | 7.99:0.9 [ 7.35:0.9 ~0.09
%) -0.73+0. 9 0. 65+0. 9 [-0.23;0. 05]
FPG 178. 16471, 9 [ 131, 27461 2 | 170. 76272. 4 [ 160. 82474. 5 99,84
(mg/dL) -46. 80487. 8 ~11. 26480. 9 [-42.64;-17. 05]
e ORA/
IO B 7= 0 OEMBBIL (/A -4) AV 77 50)
KOV 2 5B U= R oA (%) HEE A [95%
{EHEIX ]
iU 15.83 (93, 0%) 15.60 (9L, 4%) 098
" ) ) ) Y [0.80;1.20]
o ; 0. 66
R MU 4.14 (58.5%) 5.93 (58.6%) [0. 49:0. 88]

HbAlc K OF FPG : Mean+SD

17.1.2

R A X DI 26 TR LT, EMLertamat Lz
BRCid, Mo he—uas 52 W E THER S, AR S%
TP L W22t EORMBEITRD bhknoiz W
AR VHEBREOG N 2 RERFREICES (T HHE - AFH|
D181 EESEBOBRRELOHARE (TOTHRSE
11 FBEER)

A AV ARRIED I 2 BRI B 435 i (AHKIFE : 289
Bl O(AAN 8B . A AV IR 146 5] (H
AN A4 ) ) Exigl L, 26 MMREGRBREEm L7, &
BT A AV v I AF AL, ROBERFERE (X hAL
V. ANKF= T LT 7Y = RET a-Fva v d—F
FLESR) O T T LB L EEE L, sBRET, AHF &
A AV v TIAX L OFGRIT, AR (i
B THE) ICHEES W THERERFRER L7z,

HbAlc Z45HE L L7=ifih= o b o — L oW T AR DA > A
Uy TINX AT DIELERRGE SN GESME~—Y
v 0.4%) . BEEOHEEMIL 0. 11% Tdh - 7=, FPC DIK T &iX
WRECRIER T o 7o, HERFHIR (5% 16 U L ERE : A
VAU ERENEEL, BELEMEa Y b e — L35S
N2 B2 BN DR LIRE) 1231 D ARIMEE & OV R b
(RIMAEDEFRIT 17. 1.1 L [FER) OBRFHT- 0 OERIZEBLT:
B, A AV TINXREL il L TRBIBE T 2L
A B OVE R O 5B o ke (KA A 2 Y o 7
TF ) OHEEME [95%FHEIXFE] 1%, £h £ 0.63 [0.42;
0.94] K1Y 0.52 [0.27 ; 1.00] Thotz, HEHLZLROZED
o> 22 AP E HACHERD TR B 2328V TR0 H 720>
7 12) R

A (n=289) AVA) 17 0% 7 (n=146)
BB | pras T | Beaer | e T | ek
AR DIV )
it Akt HETEA [95%
{EHEIX ]
HbALc 8.45+¢0.8 | 7.2140.7 | 8.46£0.8 | 7.10:0.8 0.11
(%) -1.2440.9 ~1.3540. 9 [-0.03;0. 24]
FPG 152. 01437, 4 [ 99. 90+29. 7 | 155. 53+34. 8 | 1018127, 9 1,57
(mg/dL) ~51.97+44. 7 -53. 45441, 1 [-7.31;4. 18]
Lo (A5
{RifbE D BFH 7= v OERFEBUEE (/A -F) AVR)7 17T )
KOV 2 5B U 7= R oA (%) HEE A [95%
{EHEX ]
. 0.82
A b 2.98 (50. 0%) 3.70 (53.4%) [0.60; 1. 1]
AR MR A 0.78 (20.4%) 1.24 (24.0%) o, soé;bﬁ 04]
HbAlc K OFPG : Mean+SD

17.1.3 EHO 2 A =2 07 05t
) A VRYVIZLBAERBEZTTVSERA 2 BBERFEBREIC

BIT5HE (BRE 11 R

O AR T IO O UZIEOFA T TR > 2 U iz &
DIRWE T T D 2 BUPEGRIF B 458 1] (ARH D VR4 R4
A SR REARRE (R ATRERY) 229 5, AHI % [ E LN T
S o R (EERZIRE) - 229 ) Zxf4E L. 26 MRS
R A I L 7m, ZEARERECIE, M HIRIER UL s
TRETHDHLN, LERBEIT, B8 UL 6 +8 I
OB CHERNAEZEF L T LW & & Lz, EERZ
FECIE, BRI 2 0m UCARAI 21 A [ CRERNCIEN 2 2
Ll

BB GREO B GIIIR U, T8 SRR & o
HFEZ OFEN 2 BRI TH > =881, ZH AR T
87. 3%, [EERFZIEET 97. 0%, 2~4 BEILIN OB 1E, ZEH Al
FERET 6. 8%, [EEHFZIRET 1. 9%, 4~8 FFLINOBHA 1T,
IR TIHERET 5. 4%, [EERZIET 1. 0% Th o 7=,

HbAle ZF5HE & Liziff= > b o — 2o T, AFIOEH
W 2 A5 B ATRE & U 7= 8 5- O ARKI O [ TEREZ] T O #5163
LIELENBRES Iz GRS ME~— 0 1 0.4%) , BEZEOHE
TEMEIE 0.08% Tdh > 7=, FPC DK T &ITMEE CREETH > 72,
B e e OV M Bl (RIS O EFR 1T 17. 1.1 L [AER) oE
NEIE 8 72 0 ORBUEEE DN Z S OFBL L 72 oF|
B, B ATRERE & B EREEIRE & ORNCH S 23 RE W TR
B T, A EREE R OE O oo 22 A VEFATIE B (S HER
TH L REWTRD bR

ARFN D VEHREZ DI R | A O [ E REZ] T D TR
(n=229) (n=229)
b DR | Bk T | B BRI | B T | s e —
&)
2 2k HEEfH [95%
fEIX ]
HbAle 7.810.6 | 7.3:0.9 7.810.6 | 7.240.8 0.08
%) 0. 54+0. 76 0. 6240. 75 [-0.0550. 22]
FPG 133. 1236 6 | 104.3:28.6 | 132.9234.4 [ 107. 5433.4 3.20
(mg/dL) -28.8+39. 0 ~025. 4+40. 2 [-8.64;2.24]
e (R TRE/
I ABE DB 7= 0 OFBIME (/N -4F) &)
R O % 2 568 L 7= RE OFIE (%) HEEAE [95%
[ ]
e ” o 1.33
B o 4.25 (50. 7%) 3.27 (47.6%) [0.95: 1. 86]
L . 1.25
AR M 0.69 (16.2%) 0.51 (14.4%) [0.71:2. 20]

HbAlc K OF FPG : Mean+SD

()1 BYERBR U 2 BERFEEICH 1+ 555 G E 111 A5

| BUER IR (Basal-Bolus JEy%) MUY 2 BUMERIFHEE (R
ORI (X RARALI v, AR AT LTI, 7 = R
XFEA TV E YY) EOPFEE) ICAKEZ 1 B 1 EYE
WG, U A AR A IC L 0 ZBH LTRE Lz (&5
WM - 26 W)  EHEF AL LGA TR, HKREREH
IR RER D 8~12 Kfil#%) . KARTIERIZIZSY F
(ATEIE G- 5 36~40 Kffil#) . HIERIZIZAY G (ilEES:
MH 24 W) 128 h- LTz,

ERER OFER, ARAOFEFFLNEZ LT L HAICB N TH,
HbAle Z4EHE & L RMImbs = > b v — v iddE vz (ORAl
Z 181 EYEECRS LG LTS £,
TSR A 25 L= 85108V T h L MR IS (Ko &
FIL 1T 11 L FER) ORBUIH D DVRE W TR S0 -
7~ 14) 15) R




L R B

AFOVER R % 8 5 (n=164) AR 1B 1Y RERHE S (n=165)
mhpars [ BehsTrs | gy | BT
HbAle 3% 3%
() 7.69t1.0 | 7.2980.9 7.7080.9 | 7.290.9
0. 4040. 6 0. 4140. 7
U (i 5 U (i 5 U
82. 38(93. 9%) 6.23(67.7%) | 88.25(99.4%) | 9.61(73.3%)
R O B & 72 » OFERFER AL (/N - 4) R OYRIFE 2 5 8L L= BF 0Fl& ()
I - JKIEE - &MEH I 104. 28 (92. 1%)
(RiTE B 5202 B 8~12 I§RIF%) AR R 5. 46 (45. %)
P A N T JE g 65. 63 (88. 4%)
(R G-70 B 36~40 BERI%) | e e 7.77(55. 5%)
2 BUREIR I R
ARFN DSR2 8 (n=229) | AFI%Z 1 B 1 EL RS (1=228)
g | Eerow | mohen | meRTR
HbALe P P
(€ 8.50:1.0 | 7.2240.9 8.3820.9 | 7.31£L0
~1.2841.0 ~1.0741.0
. I p g I p HH
3. 64(50. 9%) 0.63(13.5%) | 3.63(43.8%) 0.56(10. 6%)
WAL 8 3 7= 1) OERBIRBUERL P/ A -4 K O - 63 L 7= 8 OB (8)
R - A - A b 4.82(41. 3%)
(RIEBE 70 B 8~12 RFfHIAR) | 7 psfek e 0. 64 (7. 4%)
IR - KR - FER A L 2.76(30. 4%)
(I 570 6 36~40 WRERATE) | gy s 0. 68 (8. 3%)

A (n=174) Av2) 7 70 (n=176) 72 (A=
oo | SEDANE | B TRE | SelBRaang [ g rhg | /A7 77
Fiok ok ﬁi;ﬂrﬁ[gs%
b b (EHHIXRT]
Mbale | 8.2%11 | 80+L1 | 80+L1 | 7.7+1.0 0.15
(%) -0.200. 95 -0.310. 89 [-0.03;0. 32]
FPG 162.1+94.4] 150.3+85.6 | 151. 087, 7[159. 8+ 125. 4 ~7.59
(mg/dL) -12.1+108.0 9.0%150.8 [-29. 74;14. 56]
He A7/
{RifbE D BF 7= v OERFEBUEE (/A -F) AR TN
B OME (8 2 58 L= g o#IE (%) i [95%
XA
o 1.13
R 58.1 (97.1%) 55.8 (92. 0%) [0.9051. 41]
& AR ML 6.0 (63.8%) 7.1 (61.7%) lo. 700‘?16_ 34]

HbAlc & TVFPG : Mean=SD

TED)  MUBEE A3 56me/ dLAN T d - 72 AR MUE & OV R 2Rl (ISPADDERIZ L D 5/
VI RF R RARE R A DN CTHHIC LD MENTRARETH o 2 Ha . PR
KRG B 2 W TR ORISR O A I D S PERIERETH Y | EHIC K
DU ENLEL T HEE) LER LT,

LR A & B2 MR L C. Bt a2 mat Lz,
JER RN BT & ARFIBEOHDALc DI FIZMER S, 5
%5210 DOHbALe DK T B FE TR TH Y | FEZEOHEEEIT
-0.01% (95%{ZHEXM) [-0.20;0.19] ) TH-o7=,
FEEWIM T, AFEEZ T L ane et LoD
Y A RSN RN

AFIEE O FERPA AT S OFBRHIR O > 2 Y A G-RiT L

HbAlc : Mean+SD

1) IRMEED B & 72 ) OERFEBIE (/A -4) ROMRMEE 2 568 L 72 8 %l

a ()

17.1.4 /NR 1 BBRFBEICH T H5X8R Basal-Bolus fiE (ERR#

ToLBY THoT,

R 111 #85LER)
N (1~18 Al 1 BB PRI A 350 131 (RAIRE « 174 41
(AA:2360) . ARV > FFIRE 176 6] (HA : 32
Bl) ) Zxtgel L. 26 WEEGRBRE Tl L7z, alRf oA
VA REINSA AT v T AL K (Bolus A AU V)
EARRIFA AV v FTT I vE HU - Basal-Bolus A
2, Basal £ > AU & Bolus £ AU DA 30 : 70 7>
5 50:50 DEIZ/5 XTIV X2, AL L H 1 E—E
DEZN, A AV v FFIMIKBENTWAHE - H&E
ST H LRT 2 BEE Liz, A1 2V v 77 IVEE
TIE 1A 1EEENS 1 H2EEG~OEHEEZE LTz, A
VAV Y T AL MIBRERICES U, REBRFERTD, A
FROA A FFINOEE5E, 3 A MO
il (MFEE CHIE) OEASEIZ IS CHEGERI ISR E L 7=,
b4 26 D HbAle ZfRfE L L= b r—Licon
TOARKIDOA A v FF I NMCKT DIEL MR S Lz
GELME~—T 2 1 0.4%) o BEAOHEEEIX 0. 15% Toh > 72,
26 3 OF G-I O 22 JERFIEE (FPG) 1%, AFIBETIHK T
L. A2V Yy FFIABETIEES Lz, (S R OR
RIS (23 : 00 225 7 1 00 (ZFHL L 72 (KIp) oBEH 7=
D OLERIFE BT RE CRIEE Ch o 72, ERAKMPE (H
/N - R HIRE R4S (ISPAD) 2009 DEFEIZ L D) DR
FEH-0 ORBMERIT, RO 4 W TIFA 2V > FFIL
LB L CARABECEZWVEAIR AN, 7 h—T A
(1. 5mmol/L ) ZA¥ o b (250mg/dL #) 131 AV~
F T IVEEL i U CARKIRE T . BE DT OERZE
B ol CRAI/A AV > 7 1) 130.36 (95%EHEK
M [0.17;0.76] ) Tholz, AEFGROZE OMOLENERE
METE H 12D\ T, ARFITECL AN EoMBEITRS 5o
oo FURRIBUTI DTSR BTN, BRI R0 >
7=

[ wmtor | womxw [ ok [mh%seE
Basal £ > AU U ¥ehH (B /kg)
n 171 173 174 174
Mean=SD 0.40=%0. 20 0.37+£0.17 0.37+£0. 16 0.38+0. 14
Min;Max 0.02;1.13 0.02;1.04 0.08;1.01 0.08;0.92
5% A3 95% AL 0.12;0.75 0.12;0. 65 0. 15;0. 66 0. 1850. 65
1 AfA A ARGR (AL ke)
n 174 174 174 174
Mean=SD 0.887+0. 38 0.87+0. 30 0.92+0. 32 0.93%0. 30
Min;Max 0.04;2. 54 0.14;1.73 0.24;2.11 0.24;2.06
5%45595% 4L 0.33;1.49 0.45;1.45 0.50;1.55 0.55;1.53

18. FpEE
18.1 {ER%S

AR FTINT ZIE, BAIFR T EEO X A~ —
L LCHET M, Behtk, K TFHERICRBWTARA LT, sk
TRERYNTFAX T~ =%k L, RIS R TR
el FED, ARV TIALTIE ) v—I~v LT ~FH
=N OIRAAIREET D720 B G HRRIRIZ DR
WA HFHSRIL v, RVWERFHERE Z b7 b3, S oIz, KT
FEFHENL & QN CHRRAER IS Z N L CTT A7 I v &AL,

ERORFIcTFE T2 17

AFIO LA KHEER T, v a—2RBOME T 5, AF %5
ToA LAY HIFNT A VR ) LB T2 —ITRA L BRRA
ER%RBIT 5, A AV LEeTFZ—ICHG LA v A v
W, BRI R OB 3 T 2B DL AR Z Rt U, F720F
Mgz 31 5 7 v a—APEE R LET D 2 &1 K - ClbiE %
TEED, &I, JENHMIEIC I T D NENI5 iR K OVE H 45 k4

ME L. BEAEAREMREST D,

[16.1 /]
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	（2）1型糖尿病及び2型糖尿病患者における試験（海外第III相試験）

