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BSREE. UExit+F FiL Delta 14 BCENBFET/ A AZEALTRTER SN,

A DR TNY DUAE, BEUET SoloSTAR ® BEEHEET/ M REFER L TE TSI,
BELIAL

JEEFFF

JEtdF FE, 0ueg ® 05280 0L, RUOT 204 g 0D O#SFE CAERROKHY

FCHEE LT, BIERIEE 0 g AFEShEDN 2188, VXS tF+F FREIX 0ug IcBbEh3

SEATE, VBT F FEERIIXIEYBRICHREL. 2LT 26 RAONEHMZEZELTRL L

VAUDEFICL -,

ARG 1 ATE EHETSALIAL)

BiGRARIE 3~0U TH otz RNTA VRTINSO OREE. (BEMMEERTHEAL, FiHME (Y

ERISIS ShI-15S) IR ER] GREEHTES S f-15&) SWPG {iE >100 mg/dL (5.6 mmol/L) o

=140 mg/dL (7.8 mmol/L) #/ADLSICARRE Lz, 1R VTN DL D ZHRBINIESY BE]

IZEE5L. LT 26B00EHMIch=>TRIL LY A VOEEIZ L=,

AAYLTL) 1 AIE BREF—SALTAL)

HREIIOVTOMBARIE I~ UTH 2T RVT. A VRV TIWISoOREE. (ElEE R

s CROBRN (REFTXISS BRI XISHER (& Bill“iThh 12070 o SHPG fiE>>100

mg/dL (5.6 mmol/L) MD2=140 mg/dL (7.8 mmol/L) Zi8A-OIHREEL,

eI

12;AB RITTHRIEIT HoATe AR 85% K Um < . M OB GEEEEA VAU T ILEV R/ RIE

A DAY T CoOBENERKFEESONER L. TLTLBRICRYIRS iz HbAle H18.5%

FUBWEETHDIHE. X2 19 TAHESNDFHE (> b U — kA 2 FEZSORETHE) RULBE

FRERESNTHhh. FLTEEL IP RUREERIELT,

IEEBBRERER (N2 T 5w Kk

A DAY TS ILEY (Lantus ®)

o A VAN LTSIE L, Lantus ® SoloSTAR ® & LTS, FLT V2R Sh (BEISa
VAR) TSN EZRT TGN =BHICTDOLT) . ELET SoloSTAR ® B ENBT/( A%
5/ L TR TEs s h -,
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o XA RiRILEL
BENA MRV VERRPOBE. TAER )2 00mbE 63 7AM. LiadeD
15¢HDRERARRIIBATARCTH o1z ChIIHROMEEHETRE SN,
ANBZIVRE, DPP-4 [BBAIRUST Y= RiZEA (run-in) OBIEEF (K2 2 [2htkEht-,

A VR T INFE BEBREEEROBRRICHE > THENIZY BRI B1ERTER L.
R OMBRE LR iz dhiz,

AR TINFURRE, RERBIMBESNINEEFEA LR 4 BOMERNT. BRUIE
B EmEL UImERHR [80~100 mg/dL (4. 4~5. 6 mmol /L) DIEED LS SWPE] ZERT 5 &
JICHEREL. AREEEXNIERZEDR OV TRV OTHREDSEDICENTE,
VI-158) O HoAle AZThTCHIN S8 WTHIBE. 1 VAU LT ILX AR WP (x5
FRXUEA VR TN D0) ZRBET B & FCEMMERT S-SR Ehi-,

E AR 2658

B BAKIREIFH 0 BTH 1=,
FRimaERE:

FTEADHESEHE

FEHMERMIE,. 2 OWETETEER (co-primary endpoints) [CESL LD TH-T=:

e R—RTA M5 26 BFETDOHAIC DEL(EA LAY TN LT AUNHTR) 15 F
F)o

¢ A=A DG 6 BETCORBEOELL (A AV TLY DL TIDIZHT RV E+FR),

BIRRSE R IESEEAE (-

o R—R T4 5 26 BETOREOEIL(A RV DIZHTDYXFIEFFR) -

o R—25 4 whi 26 BETORREEFNES )L a—R (FPE) DE1L

» R—R T4 U5 26 BETHDA R TS EFURROEL

» 6 BEHDA L RY TN CURRRUESA YR U BE

EEANTW,

REMIFEAE

« AEER, EESRER. M2 Y1,

o SBEFRINT= (PG <60me/d) SEMFIEEMEE, EHREME (DT EE 120 Y~ FERT S5
DIS— o7, BEEH-YOESH,
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ogogoano

etk

— R

—REEFIESEEHIEEICE O LD TH 1!

1 AR—RF4hi 26 BFECOHAIC ELIZET 24 vRYLTLYSo DITHT R+ F
FDIERHE.,

2a R—R T4 hv5 26 BETO HbAle FILITBET DA DAY LTI DY TIDITHT ) 35
F FDIEHE.

20 A=A 25 26 BETCORETRICEHTHI ORI TLI DL TIDIZHT B F1FF
F OB,

1RU2AMAES (B EH2aRED SED 10) FHl- SN EBSICHRITRET« TEiEEEh

1=

LFEMPIT, FEHEIAEEASTEHEEBICOULT a=0.025 (FA) T o7 | RU2EFmAL L (0

RIE2b OLFhA) ¢ =0.025 (FED CEHEL. T LT R 22 OmA% 0. 4% HbAle (2 DLVTDFE

ST —U U TEHE L,

HETETFEEB 1 122U T, JebtdE. W1 95%Cl oL REMRA L TEHAE L 7=, 95% Cl O EFA0. 4%

KETH2BE, A VAUV ITRIDY DIZHT B X FF FOESHENER SN,

HMEEEHERE 2(2a RV 2b) [TDLAT, Hochberg FIf%E., $—IBBREHHETHIchb2D

D= DT ¢=0.025 (KFA) TEMALT=: HbAle IZBT 51 R VALY Dy TID (ZwE 3 Y

F o F FOIESERREIZET 54 VX ) 5L D2 TIDISHT B v +F RSt

WA Ed a=0.025 (FR) THE-ShHES, FFERAE 21X @=0.026 (FA) CHfzshiz. Th

LM 1 2DHAHE-EhBIRS. #f-Ehi= 128 a=0.0125 (58] CHRINDIZTHB, HbAlc

(R8T 23EEHE%, @l 95% C1 (it 97.5% CHMEREMER L TFEMAL =, 95% CI (I 97.5% CI)

D HbAlc ITRET A ERM 0. MRBTHAIBE, A1 AU TLYSL TD ST BUF4FF FD

HbAlc IZB89 BIESHEILHE] =0.025 (or o=0.0125) CiEl-&ht-, HEIZEET HBEMEE, piE

R 0 =0.025 (XiZ o=0.0125) L LT 5 LIZk UsFAEhi=,

TEMEE Z. £ORANCOVA ETILOREFERAL T, BE$IEE LTREC) F22F-FF. 4
DAY T DERUA DAY T D TID), HbAle VT 1B BB (<8%, =8%), A
FRIL S ASFROEESCRRE (B, 8 EUEZRANC. TLTEAERE LTHET E3A—Z5 1 {E
FERALTEN Uiz UXIEFFREAMCRYLTLY DY D EOROERRUREEY SMmAl 95%
EEEMZERME o1z, FHRIC. VX BFFREAM DRV TLY D TID LOMOERRURSE
4 Sl OHEHEEM (RiE2a FH L <& 2b OLVThhbE-ahiih - -15&(L 97 SHEERM) 2
HbAte BUMAEIZDWWTRRE o 7=,
BIRAGETEIE S DR
LTCOEG L -BIRMEIMEEHEEE (f DAY TNLNY SR VR EBREZERO) Z.TE
SHEER ICoWTERE S M- O LFE L ANCOVA EFILEZ R L TEITL -, AERMOEREER
ERZREE ofz. 1 VRNTL) DRUA VA ARBRBREDMERC LITE LD,
ETONMLI=EMERT A—52—%F, HAlc DV] 1 BB (<8%. =8%). BRUA bRILE L
FOEEALRER (B, 8) (& URERE{L 47 Cochran-Mante | -Haensze| (CMH) %A L TEHTLT -,
FEHHEE O RUFHEHEE R 22 H TG HEFMEEEEA LOCF ZEERL TRRS L.
T2tERET:

2 6 AEERLERMIC OV TOREMENE. REMERAIZESWWTHEET 5,
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=

ogogoao

=3
B.

EER: B389 ADEEE, 3OONEHD S EOM 1 DITEFRISRAR (FhFh 298 ADE
) UFREFFE, AVRYLTRLIDY WEUAZ)DGNISL TID, 41 R T
)y TID BIEEAIDRITN-—ADBEL IW IZRESh Y. £ L T80 ADEEA nITT &M
IZ&FEhtz. A1 VAYTNIDY TID 7—AIZEFREISREN- 4 N\OEEL. 1R VTL
YowE1B 1 EEMON0%EY B TEFLOTRENEROA LAY LTI D O 7—L4
ICEENT A VAV LT DY D P—LICEFEAISEIN 1 ADOBEIE, 1 AU T
Lo 1 BIZ3EEMEO 50%&k Y & TE L =D TREMEADA AU LT LY Sy TIDIZE
Fhiz (@& 1) o ADBEHET—2 RUA—R 51 LAHMIE, BERITHR>THLTRETH 1=,
FERPREL 60 RTHoT-. IREBXEICAAG2.6% THY., TUTEHD 54 THhixLEBET
Hof=(F2),

BERR:

— I

R—ZRFAnd 26 BFETOHAlc DEAE: ARV TLIYDY DIZHTHIFIEFFE
HbAle MFHEILIT) Fit2FF FEIZDLT-0.63%ThHY . TLTA R TPy RIS
DLT-0.58%TH»T=(ER = -0.05%, 95% CI: -0.170%~0.064%) , 4 X)Wy D &
L)% vFF FOESML, LEEZROMA 5% Cl D LRASFEOESEY—T 0 0.4%
FETH--OT, FEEhiz(F6).

R—R T4 b 6 BETOHAIc OFEL: AR THYDY TIDIZHTHY X E2FFF
HbAlc MEHZEIE, U Ft+F FEIZOLT-0.63%. LTS VRYLT LYY TIDB#IZD
LWT-0. 844 TH -1 (R = 0.21%. 95%C1: 0. 095%~0.328%) o € 2R Lo TID L HeEE

L= itzFF FOIELE L, NEEROWA 95%Cl O LRHAIFTECESMT— 0 0. 4FKET
Ho1-DT. RiEShi=(F«6),

AR T4 000 20 BETOREEL: AU TIDIZHT BYXEFFR
FEOFHEERIZ, VXS tFF FBIZONT0.63 kg, FLTAARY LSSy TIDEIZD

WT1.3Tkg THo-(ER = -1.99ke., plE<0.0001), BEIZETBA AR T2 TID
EHBLEUX b7 FOBEMEL, o=0 025 FAICEESh-(FETD,

BLREAZEFEIERE |

BEDAR—RSA i 26 BETOFHELE, VxS EFF FBICONT-0.63kg, ELTA
AV TN D DEZDONT .03 kg TH>T-(ZE = -1.66 kg, 95%CI: -2. 257~-1. 062 kg)
&,
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FPGOTHIZALIL, U F St F FEIZHSLT-0. 28mol /L. ZL) <2 DEIZELVT-0. 21 mol /L,
ZFLTHINY D2 TIDBIZHENT-0.06mmol /L THo1= (ER: FLUDy WIZHLTYFEF
FF = -0.01 mol/L, 95% CI: [-0.319~0.298]; 4L TIDITRHLTYFEFFR =
-0.17 mmol/L, 95% CI: [-0.475~0.143]) (&8,

AR TSI UBROFELE, JEEFF FEZHNTO.70 U, L) Py D ETHN
T0.06 U, ZLTHALN D TDRIZBWT3.13 U TH21=(F,

6 BEDA R TN)CUERBEARE, A VAV DY DBIZEBNTIT U, FL
TAVRNGRIDY TIDEZEWT 2. 24U TH- (R D, 26 BED1 R LAREEIZ.
ARGy WEIZEVWTR.6IU. FLTA R TS TIDBHIHNT 81,05
UTH-o1=(E5.

REMER

LFhdhD TEAE 28 HBFD/ \—oT7—D1k UK+ F R 14.2%, 4 AT
UL @ 73. 8BV RSP TID 80. 3% Téhof-. 2 D2DBHFEEDS (N TEAE
(& MEm#E cHY, ShFUF I+ REIZHEITS 107 ADBEGS. . 1AV Y
WUD D EBTHEITS 140 ADBEEE6.5%) ., FLTA VR TL) DY TID BETS
154 ADBE (2. 4% THESH. TLT MpFILa—RFd) (EmBEOBREIRAER 244
HEWERR) (L, V3 tFF ERICHIT2 60 A\OBEQ 1% ., 1RV TLYDY (D#
IZB1F5 67 ADBEQ2.30 . FLTA2AVGLIDL TID BIZHITS 82 ADEE
(27. 9% THESI =, BDIFYXIEFF FRICHITD 15 ADBEHR.2% . A VR WY
WDy DEICHETHADEEN T, TLTAURYLTNL) DS TIDRIZHEITHI A
OBE.00 THRESNE(E 1D,

BE TEAE (&, 2TOEICEOTRIREBOBE I L YBESh- ()X ++F K 11/298
3. 7%]. U QD: 11/301 [3. TR BV L) 2o TID: 14/294 [4.8%]) (& 12). 3 A
DOEAE TEAE (SRR L THROMICIEE L, —AEUF 7 E8MD, FLT 2 AldA
AN TIDEMSTHT-:

o UFXibFF R EBMEEEE. 67 BBEREL. I ORS00 5 BIEIERBHIERE
EL -, COBBIEAMIC) X +F FéEdit Uiz, 5455HEE, FRC
Bl 58 OEE. BIER o/ SR, BREE. RUBRKE &£12. EROMRRUEE
B2 U BEROEERS (corpus part) O TANH [CHESHAEBER LT-, BEER
EEERT, TLTHERZ HEIZHLE L =, COERIE. NP ZBE L AW EEES BT
EME PSAC ICk YHIE STz,

o JILYTL TID: REEFEHD, 75 SBEREE. 1 VR VT DU OBRNOERD
155 B ICEEEENSOEETBMICEREYT SEMIZE YT L .

o TNYTLTID: BHLFE, 59 EBHEE. X 145 BEICEBRTRER Shiz, ST
. TLTREZEMSLTEOEESRE Sh-
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ETidENS IWP ICEEET B EAhEhiihoTz,

1 AT 5E58HEE, SHAEEMRBOE/LICER L TEA R ORMIZIET L - (LERT
AE) ,

ADRYLGI) SUBEEE LT, UFLEFF FRIZELTLYZL0BEN, Fhth
4 AOBEQ W CHVWTELRVIEL S BEEZCFICER L= () 3+ F FEIC
BFB3TH ® FAUTL D & TID BHH20) EAMABHIEITES L Ed 1
DM TEAE #8BER L= (U t+F K: 15/298 [5.0%]. &) QD: 2/301 [0. TR BRUYT
L2 TID: 3/294 [1.0%]) (&R 13), _

AR EMBEDRRERSIEE TER SN D TEAE(MIFES ILa—R <60 mg/dl [3.3 mmol/L]
S5 M RIEMmIES N2 —A LA A ATRETHA VSR A FRODELEEICEET 25D
ThizE, UFIFFRBREEELTS VAN DT SUBIZELNTEY ELOBEN
BERLALGXRIEFHF R 08/298 [32.9%]: Uy @ 117/301 [38.9%]: Py
TID: 132/294 [44.9%1) . RIRIC. 100 BEFHT Y OERMERMMBED S Y %S {0 TEAE A5, 1)
b TFRFER.6) FVEA VA TLIDY O BRUAVRYTLYDY TID B
(FNTN 2664 RUA0. DICHNTREL-(FER 1D 2 ADEE@EELEARY T ILY
T DA D) IF. ARERAERCL Y BERERETENFEL ER SIS TEAE #2871,
A DAY TIL) T D BIZHTD 13 ADEBRUA LAY T DL TID #oBIT5
20 AOEEIL, SERMENISEERED INP OERMLEERSEFRE LIS LT Fi+
+F FETITREE G o1,

3 ADYFAFF FREEE (1.0 RUIT L) DL TID BBTE 1 A0 3 DEEIL,
ARAC 12 & U 7 LILAF—RIG EFIE iz TEAE #F L TUL =AY, INP (ZEBET BaThEiEN D 5
EHE S -BEVEM T2 (R 15),

DXt F FRICETS 1 ADBE Q.30 (3. PSACIc L Y BECRMIER LHMEShI-1D
D TEAE ZH LTLV=(&16):

o STEZMEBARE. BHO X F PRS0 80 BERICPEEORL DN S TEAE 248
LT, FRBED 4 BHIC. BERERBREY/—E3.37 x UN F#R LI, RREEE
BlE. TOERNEEDLRFHRE. BLORUTHNGES EHEL, 90 BRICTHh -
ERUS ILASEAMERT R 2R L, ChuL, STLUNTEAE SRS ah-, B —8T HEdmms
otz 90 BRICHERBIh U/ —FEXEREERTH 7=, INPIX9 BELI—8
gicrikEh, £LT102 AEICEM SN, HERKIE 92 BEICHREL(EZNSEEL
fzeHEsh, AREHEER > TUX Lt F FCOMRABERT L. E545F
EEN-PABRERERER, EXEEAOEBERZ L - ABRKIEME. COBEREY
FotrtF FICREET &AM LT=,

DXt FF FEICBEITS 2 ADEERUA VRPN S TIDEIZHEITE | AOBEIEL, §F
ED AE HEFTHEShEEMLUAEANLY b= (220 pg/nl) O TEAE ZHLTULV=(E 1),
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ogogoano

FaEsR:

ARV TINFY £ A RIS OTEYICEBIAGNION #E5S 589 ADBBICEITS
COMREZTOEEENF#E- L. HhAlc LAILOHERIZBT D10 LAY TNLY Sy @ 512
ARV Ty TID T B) F2thF FOFESEFFTIEL. £ L THREELRIZEITSH
DAY DY TIDICSHT B U X E+F FOBRHEFEIT L=,

HBEE, 302 TONBRCEVNTEEICLYFHITHBEREERL. A VRYLTLYSY 10
BITHT2E Y S OBEN, EMEOAREEA R TER SN EERERE L, YD
TFF FEICBF5XYEDOBEN, KEaILEIE TEAE ITREE L THREBHichit L=,
%St F RBIZHENT, | DOBRITPACITE Y INP & SERAED M AR A4y & %
TEh. £UT 1 DOERIPSAC (2 U EEOEMES LM SN -,
Ooo0oo0ogad 20
O0d0oOodgao
O03.100 00040
03.1.100 00000
O00oao
#F1 — e
LAY AvAly
D¥eEFFE FAyorQD  FAUTTID &
Bl (SR T A 298 (100%) 298 (100%) 298 (100%) 894 (100%)
30
A
BELERSK (mITT) 297 (99.7%) 298 (100%) 295 (99.0%) 890 (99.6%)
g oy A 298 301 294 893

RSB OBZT., EECTIREE (BEShEbL D) - THEIShS,
MOBMEIZOWTH, BERIEELALS BRI~ a8 shs,

oooooao
03.1.2000000
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Ooo0ooOoao
*£2 — BERE - BERAEEH
A A AR
D¥FFF FAusQD F U2 TID
(N=298) (N=298) (N=298)
Y A O A 0 0 1 (0.3%)
MAE AL UL E 298 (100%%) 298 (100%) 297 (99.7%)
B E M % e T L 268 (89.9%) 281 (94.3%) 285 (95.6%)
MM ER AT Uit oi- 30 (10.1%) 17 (5.7%) 12 (4.0%)
$LE o IE DIE B OEE 18 (6.0%) 11 (3.7%) 3 (2.7%)
Mgt kO e

HEHG 14 (@4.7%) 2 (0.7%) 5 (1.7%)

HEhEoxane 6 (2.0%) 4  (1.3%) 0
B ERHEEOF ol 0 3 (L.0%) 2 (0.7%)

Y STE TR A R SR 0 0 0
O A 9 (3.0%) 8 (2.7%) 5 (1.7%)

a HIERENEOEOICEE R, f$Hh D128 B X AR EICHbALEDS. 5% L b H B4,
EOEN R EETRRERL. 2048 E0M0E LHbALeHS. 5% L EWEE THLES. DilEiHE

Shi-,

TR aRE LB SR BT E R R LCHE SR,

ooocooao

g3.1.3oooooobbooooooan

gooooao

10

20



goooano

(29)

JP 2018-509419 A 2018.4.5

F3 — APV —=v I XER—R 54 TOAORHETREORKNK - EEA(LEM

YFbd ADRYDGTL AAYTN

FE yToo 1y TID 2T
(N=298) (N=298) (N=298) (N=894)
Fi (%)
" 298 298 298 894
15 (SD) 59.8 (8.6) 60.2 (8.6) 59.4 (9.5) 53.8 (8.9)
SR il 60.0 60.0 60.0 60.0
B 0 BK /BT K 32 : 87 32 : 87
FEE ) h W]
- 208 298 298 894
< 50 39 (13.1% 33 (11.1%) 48 (16.1%) 120(13. 4%)
2 50~<65 170 (57.0% 172 (57.7%) 154 (51.7%) 496 (55. 5%)
2 65~ <75 76 (25. 5%) 76 (25.5%) 85 (28.5%) 237(26. %)
= 75 13 (4. 4%) 17 (5.7%) 11 Q. 7% 41 (4.6%
##2 [n (0]
i 298 298 298 894
B 138 (46.3%) 135 (45.3% 132 (44. 3%) 405 (45. 3%)
=8 160 (53.7%) 163 (54.7%) 166 (55. 7%) 489 (54. Th)
A [In W] :
¥ 298 208 298 894
AEAE/AA 276 (92.6% 280 (94.0%) 272 (91. 3% 828(92. 6%)
BRA 13 (4.4%) 11 (3. 7% 12 (4.0% 36 (4.0%)
FOT/ERFAF 9 (3.0% 7 @2.3% 13 (4. 4%) 29 (3.2%)
£ DAt 0 0 1 (0.3%) 1 (0.1%
V1 (-1438) HbAlc (%)
. 297 298 298 893
5 (SD) 8.51(0.72) 8.49(0.72) 8.51(0.78) 8.50(0.74)
FRAE 8.50 8.40 8.50 8.50
- AN - ¥ N 7.1 :10.0 7.0 : 10.0 7.0 :10.0 7.0 : 10.0
V7 (-138) HbAlc (%)
- 298 297 298 893
Fety (SD) 1.87(0.53) 1.82(0.52) 7.89(0. 54) 7.86(0.53)
HR{E 7.80 1.80 7.90 7.80
-7 S - ZN 7.0 : 9.0 7.0 :89 7.0 - 9.0 7.0 9.0
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Ooo0ooOoao
Yxtd A2RYVTI ARy TN
FE v 1y TID 2T
(N=298) (N=298) (N=298) (N=894)
HbAlc 17T —DEE AL
BE B I W3
# 298 298 298 894
<8% 172 67.7% 171 (57.4%) 172 (57.7%) 515(57. 6%)
= 8% 126 (42.3% 127 (42.6%) 126 (42.3%) 379(42. 4%)
A RHRAE UEROEFAL
ER & [n (o]
¥ 298 298 298 894
'Y 257 (86.2%) 258 (86.6%) 257 (86.2%) 772(86. 4%)
=L 41 (13.8%) 40 (13.4%) 41 (13.8% 122(13.6%)
V2 (-1258) FPG (mmol/L)
# 296 293 297 886
iy (SD) 9. 16(2. 94) 9.28(2. 88) 9.51(2. 96) 9.32(2.93)
AR (E 9.05 9.10 9.30 9.10
-~ N N 3.6 : 20.5 2.9 :20.2 3.4 1226 29:226
V7 (-138) FPG (mmol/L)
5 289 291 289 869
Ty (SD) 6.91(2.07) 6.75(1. 80) 6.65(1. 86) 6.77(1.91)
il 6. 60 6.50 6. 40 6.50
2N B 2.8:13.6 2.9 :13.6 3.0 :14.1 2.8 1 14.1
V2 (~12:8) (AE (kg)
%Sz 298 298 298 894
89. 75 89. 11
i (SD) (17.37) 87.93 (15.84) 89.66 (17.28) (16. 85)
hR{E 88. 20 87.55 87.75 88. 00
46.4 :
& BX 54.1 : 155.8 51.0 : 132.8  46.4 : 152.0 155.8
NP S DT HRE"
# 298 298
B 90 (30.2%) 88 (29.5%)
B 207 (69.5% 208 (69.8%)
TEf 1 {0.3% 2 (0.7%)

BMI = RF A4 + R L F & A,

2 AWRA b SMPG IZ XV REENSD IMP BEHC ST ORE,

Iy DTSN TOLTEENS,
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#a4 — A7 V== IXIEAN—AT A VREORBHER - BEACER

27UV
D370 oy TLyoy ALRYTL
F K a )T TID &T
(N=298) (N=208) (N=298) (N=894)
B PR D HARE ()
# 298 298 298 894
EHy (SD) 11.8% (6.43) 12.33 (6.75) 12.41 (6.80)  12.21 (6.66)
i 11.03 11.44 11.45 11. 34
B 0 BX 1.3 : 379 1.1 : 50.2 1.0 : 37.1 1.0 : 50.2
BRAVR) B TO
LB R ()
= 298 298 298 894
Fig (D) 3.07 (2.64)  3.26 (3.46) 3.19 (3.13) 3.17 (3.09)
PRiE 2.32 2.28 2.01 2.15
B Bk 0.1:16.9 0.2 : 35.8 0.3 :20.1 0.1 :358
AR Y—=UTB0OES
CEDEBAR} LD
BRARW
TLEY
® 199 203 191 593
41.70
14 (SD) (23.23) 41.36 (23.35)  40.23 (22.73)  41.11 (23.08)
AR fE 35.00 34. 00 33.00 34.00
= BX 12.0 : 140.0 16.0 : 160.0 12.0 : 160.0  12.0 : 160.0
TFTFIN
> 25 32 30 87
41.00
SE4(SD) (29. 69) 39.59 (25.27)  39.43 (21.59)  39.94 (25.18)
PRE 32.00 30.00 35.00 32.00
- NS - ¥ N 20.0 : 160.0 18.0 : 120.0  20.0 : 1250  18.0 : 160.0
NPH
o 74 63 77 214
40. 61
15 (SD) (20. 43) 38.97 (18.20)  40.92 (20.26)  40.24 (19. 66)
PR {E 33.00 36.00 36. 00 34,50
= BX 20.0 : 116.0 16.0 : 100.0 16.0 : 116.0  16.0 : 116.0
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Ooo0ooOoao
AVAY Y
JyFitr gnyow AR LTI
F R ) 1y TID 2T
(N=298) (N=298) (N=298) (N=894)
V2 (F12:B) CODA R
YOINEOBRE
(1)]
- 298 298 298 894 10
40.92
14 (SD) (21.78) 39.83 (22.04)  39.46 (21.00)  40.07 (21.60)
R fif 34. 00 34.00 34.50 34.00
., J N N 16.0 : 134.0 16.0 : 160.0  12.0 : 160.0  12.0 : 160.0
V8 0B TOARYY
gSsLELoRRAZE W)
¥ 292 295 296 883
45 (SD) 67.88(31.90)  64.72(32.12) 65.14(26.90)  65.91(30.39) 20
il 62. 00 58. 00 60. 83 . 60. 00
B BK 13.0 : 192.0 14.0 : 205.3  18.0 : 2040  13.0 : 205.3
ROY—=—U5EBDA
HILELER [n W]
# 298 298 208 894
262 781
Y (87. 9%) 260 (87.2%) 259 (86.9%) (87. 4%)
36 113
=1 (12. 1% 38 (12.8%) 39 (13.1%  (12.6%) 30
AN—RFAVTDF
I 2 2 (mg)
¥ 262 260 258 780
2069. 37 2089. 13 2114.15 2090. 77
g (SD) {486. 66) (477.03) (446. 74) (470. 31)
i el 2000.-00 2000. 00 2000. 00 2000. 00
500.0 : 500.0 :
B BX 3000. 0 750.0 : 3400.0 850.0 : 3000.0 3400. 0 40

GLP-1 = B I AFRTF F-1,

goooogao
03,140 0000000000000000
ooocooao
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°001% CEHONTIAL Y REFO 2 ACIBEEE Bo T JN OFHEQ NG IMBEHH) = (%) =08 - U

WIEHBEL (NI

0 0 I sk
(%L'1) S (%E0) 1 (%c0) 1 BEC 5% %001<
(%6°26) £LT (%4£'86) 96T (%0°66) ¥6T B S 6B % %0015 ~ %08<
(%iv) T (%E0) 1 (%%L0) T BE Q5B 2 %08~ %092
(%'t} v (%0°1) € 0 BB S b-BF %09
¥6T 10€ L6T %

[(%%) u]l LEHT
862070 S R L'T01:T89 Y3
00001 007001 00001 03¢ ch
(LesyerLe (00'9) 24736 (69°7) v£66 (as) Bk
$67 10€ L6T ¥

(%) s=d8i

(F6T=N) (1og=N) (867=N)
AL <~ g 0E ) 1 (0 R (e el (I el dLLasen

goooano

EHHETE - v L)L BT — G¥

03.2.10000000000
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ooooao
F6 — N—RFA 5 26 EAETO HoAle DEHLEL (%)
AR LRy Y
gy TRYOY
JEIEFFE ) TID
HbAlc (%) (N=297) (N=298) (N=295)
R—ZS54 >
] 292 292 295
3 (SD) 1.76 (0.56) 1.72 (0.58) 1.79 (0.60)
i 7.70 7.70 7.70
B &K 6.4:9.8 6.5 : 9.5 6.5 : 12.1
26 ;8 (LOCF)
4 292 292 295
44 (3D) 7.17 .77 7.21 (0.79) 6.96 (0.73)
o g 7.10 7.10 7.00
B . B|K 51:9.8 52 :10.5 5.1:9.1
R—ZXTAL 5 268BFET
%1k (LOCF)
# 292 292 295
44 (SD) -0.59 (0.79) -0.51 (0. 80) -0.82 (0.78)
hR{E -0. 60 -0.50 -0.90
= &KX -3.4:20 -2.6 . 2.5 -5.6 : 1.7
LS E#H(SE) ° -0.63 (0.054) -0.58 (0. 054) -0.84 (0.053)
¥ +F RIoxt 3 LS
TR (SE) - -0.05 (0.059) 0.21 (0.059)

95% CI

{~0. 170~0. 064)

(0.095~0, 328)

LOCF = B#Bazditiis,

EEDR L LTONER (VX EFF R, ARV 70T P0 D, RS RV 5

U TID). HbAle D3R 7(-1 B)PEBL<8.0, =28.0%], A b I fEROEESLER.
EROE., WRCHERLE L TON—2AT A > HbAle % AV T2 35584547 (ANCOVA) EF 1,
PYXETF RS VAT T D DR R ETF FRA R ) Y D TID

DWD LS FIPEL,

AL, RREESOREOESH O 14 HEECIREOR-AIEE A T,
_R—RF A R 26 # (LOCF) O FDRIEEF T H2RENEENT,
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#£7 — RN—ZRF A 5260 F CoEE (kg OEHEL -mITTEH

OoOoo0ooodg

UL FFRE AATLZAT22QD AR AU TID
& &E (kg) (N=297) (N=298) (N=295)
N AG A
# 295 295 295
245 (SD) 90.10(17.39) 88.37(15.88) 90.00 (17.21)
th gLl 88.00 83.00 838.70
2N N 5421584 53.6:132.8 49.0: 1542
2638 (LOCF)
# 295 295 295
¥ (SD) 89.37(13.14) 89.31 (1627 91.29(17.27)
oh s fiE 87.30 83.40 90.50
2 Bk 542:191.1 55.0:134.8 50.3:155.0
AR T A b2 BE COEL
(LOCF)
# 293 295 295
245 (SD) -0.72 (5.16) 0.94 (2.50) 1.29(2.80)
oh il -0.50 0.90 1.20
B BX -16.4:72.5 -8.2:10.9 -9.5:124
LS T4 (SE)* -0.63 (0.276) 1.03 (0.276) 1.37 {0.271)
V¥ F Flodd s
LS Eys4 5 (SE) °® - -1.66 (0.305) -1.99 (0.305)
95% CI - (-2.257~ -1.062) (-2.593 ~ -1.396)
PIE <.0001 <.0001

LOCF = &#glaipsiis,

s LB (VX EFF R, ARV U2 @D, RS A Y220 222 TID), HbAle®

kBT(CLA)EEL<8. 0, =8.0%], A PFAICFEHOBREAERE. RUBEEDRE LToHE, BT
FER L UTO— R T A R & HV i e 08 (ANCOVA) £5 /1L,
b X FF Rt A Falsy b, XBRVFEFF R R0 70000 TIDOKO

LS R,

Y., BREELOZEOENOINEE CIELLENELEE ATV,
LA T A 2 K F26 (LOCF) O F ORIEESFT 5 BERGS IR,
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(36) JP 2018-509419 A 2018.4.5

Ooo0ooOoao
#F8 — N—RIArhL26EFE COERRME S L a2 (mmoll) o T4l
-miTTH#£H

o7 T (8 2 L 1 A UFkoEFFRE ARV ILY)SLQD A AYrF Ay P TID

(mmol/L) (N=297) (N=298) (N=295)

R RT A
# 295 295 294
¥ (SD) 6.58 (1.83) 6.85 (1.99) 6.65 (1.89)
oh g 6.40 6.50 6.40
B wmR 29:16.1 29:13.8 29:134

26 # {(LOCF)
# 295 295 204
S (SD) 6.59 (1.96) 6.66 (1.94) 6.71 (2.02)
ch g fif 6.20 6.40 6.50
o Bk 2.9:153 2.9:16.1 2.7:162

R ARG A i B2 E TR

{LOCF)

# 295 295 294
¥ (SD) 0.01 (2.15) -0.19 (2.52) 0.05 (2.47)
oh s fiF -0.15 -0.10 -0.20
B/ &K -71.0:7.9 -84:17.5 -7.5:10.7
LS 45 (SE) * -0.23 (0.143) -0.21 (0.142) -0.06 (0.140)

UEETF FIERTD

LS E#y3: 58 (SE) - -0.01(0.157) -0.17 (0.158)
95% CI - (-0.319 ~ 0.298) (-0.475 ~0.143)

LOCF = S B Egan:,

AfEFHRE LTOREH (VXS FTFF, ARV FA VT2 D, RS ATF 00 TID),
HbAle ™ RZT(-LR) BB [<8.0, =8.0%]. A FFRAIHFHOEELVERE., EOEH, HRichERe
LT A T o w22 IR 1 8E 7 /L o — 2 % U7 e 4584 T (ANCOVA) 571,

b X FF RRA AT FATD QD, XRVF T F FRA R T I TIDO/®
LSTEHyzER,

fEfrid, BREELOEEOESO 1 B FEF TCTELREIIESE S AL TVE,

AR T A 2 B UR26M (LOCF) O\ F O EE T T 5 BERSZENRE,
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(37) JP 2018-509419 A 2018.4.5

00000
#£9 — NATAUPLBBEETOL LAY T IAFHAE (U) OFHEL
-miTT £H
DHFLEFFRE ARV FAYILQD A AV ZA T2 TID
A AN 2T TR R (L) (N=297) (N=298) (N=295)
A=A TA
¥ 292 294 294
F#7 (SD) 67.45 (31.68) 64.79 (32.09) 65.05 (27.01)
oh 62.00 58.00 60.67
B BR 13.0: 192.0 14.0:205.3 18.0 : 204.0
26 3 (LOCF)
# 292 294 294
EH9 (SD) 67.22 (36.22) 63.89 (35.67) 61.16 (29.33)
oh s f 60.00 54.00 57.00
B Rk 14.0 : 224.7 9.3:254.0 14,0 : 230.0

LR T A B2 E COEL

(LOCF)

- 292 294 294
47 (SD) -0.22 (13.59) -0.91 (13.41) -3.89 (13.28)
o fH -1.00 -1,33 -4.00
B/ BK -36.0 : 60.0 72.7:76.0 -56.0:35.3
LS F# (SE) 0.70 (1.002) -0.06 (0.999) -3.13 (0.982)

P A )

LS s (SE) - 0.76 (1.104) 3.83 (1.106)
95% C1 - (-1.410~ 2.923) (1.658 ~ 6.001)

LOCF = i B85,

aEEGRE L TCOLERE(VXF T F R, ARV 00 D, BRA AV A0 TID),
HbAleDEZT (1M B[ <8.0. =8.0%]. A F&RA I fFAOEEAVEE. ROEH. FckEs
LLTHR—RAT A A VAN T T A &S A - 58558 (ANCOVA) &5 1,

b X F R AT F AU D, XV FEFF RRA AT 00 TIDOMO
LSz s,

B, RBREELOBEOEFNOB X CICH LR IELE A T,

=R TG A RU26A(LOCF) A ORIERZF T 2 EF RS TN,

oooooDaoD

oo dmTTOODOODODOOCODOOODODODODODODODOODOODOOEWWOODODA4
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JP 2018-509419 A 2018.4.5

OooooO
F10 — HERFR 07— NVOEH: BETFTCRERELEAESRESR - 742
A AN A AN
FAysy Fayy
S QD TID
(N=298) (N=301) (N=294)

WP OTEAE #6425 8% 221 (74.2%) 222 (73.8%) 236 (80.3%)
VTR OB T CRELESAE 20T 58 11 (3.7%) 11 (37%) 14 (4.8%)
I EL VTR TEAE % F1 2 5% 1 (0.3%) 0 2 (0.7%)
HARLE PIECES W F b0 TEAE # 54 5 B¥ 15 (5.0%) 2 (0.7%) 3 (1.0%)

TEAE: BT CRE LT EES, SAEHEATHE

n(%)=2L%2< b 1 2OTEAEEZ R T 5 BFOERF A7 —¥

gooo0o0O0oOoaod
goooO0oaod
#11 — FHEHSOCEUFPTZEOWTRAOLAERIZBE T PT2I% %4 L/-TEAE
AT HREOE (%)
A AT A AT
FEBEXKSEH Dxo¥FFF FAusrQD FaudrTID
FEA3E n(%) (N=298) (IN=301) (N=294)
WFRID T 5 A 221 (74.2%) 222 (73.8%) 236 (80.3%)
Bl FEE 70 (23.5%) 70 (23.3%) 81 (27.6%)
ol T 14 (4.7%) 21 (7.0%) 18 (6.1%)
EREE 8 (2.7%) 5 (1.7%) 11 (3.7%)
A 7 5 (1.7%) 8 (2.7%) 14 (4.8%)

KRB R PRERES
{5 b

PREREE
SR

HiEEE
L
Wi
TH

L3
M B 7 e — AL

143 (47.5%)
140 (46.5%)

157 (53.4%)
154 (52.4%)

111 (37.2%)
107 (35.9%)

32 (10.7%) 22 (1.3%) 29 (9.9%)
20 (6.7%) 8 (2.7%) 12 (4.1%)
105 (35.2%) 26 (8.6%) 22 (7.5%)
75 (25.2%) 5 (1.7%) 3 (1.0%)
26 (8.7%) 5 (1.7%) 6 (2.0%)
20 (6.7%) 10 (3.3%) 4 (1.4%)

92 (31.3%)
82 (27.9%)

69 (23.2%)
60 (20.1%)

76 (25.2%)
67 (22.3%)

B, PERGRES BT 14 (4.7%) 20 (6.6%) 28 (9.5%)
BRI 5 0 13 (4.3%) 20 (6.8%)

TEAE: T6% F CRE LI-AEHE. SOC: 28 BIANH

MedDRA 17.1

n(%)=D7%< &b 150 TEAER B4 5 BEOHR P Ak LT —
B U RS F FEERERHCRT 5 EBKICRE S L EF R PT ol 58 TS0C LY — b

Ehok
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03.3.200000O0o0DODO0OO0O0O0O00O0OnO

Oo0oD0Ooo
Ooo0ooao
12 — FESICRUPT ZLIRINEETCRELLSAE 27 42850% (%) —
g cuje e Al
ADRY TN ARy TN
ETEREXRIE UXoeF+FF Yy Yy TID
EEZE n(¥) (N=298) (N=301) (N=204)
LWFhhOs X 1M (3. 7% 11 3. 7% 14 (4.8%)
BRERUFE 3 (1.0% 1 (0.3%) 1 (0. 3%
LB 0 T (0.3% 1 (0.3%
A= 1 (0.3% 0 0
MR 1 {0.3%) 0 0
7 R ERE AL AR RAET ¢ 1 (0.3% 0 0
HEY BiE. BERUEESETH
(BIEEURI—TEEED) 3 (1.0%) 0 3 d.0%
EaEELERE 1 (0.3%) 0 1 (0.3%
SRR 1 (0.3%) 0 0
FEEZ 1 (0. 3%) 0 0
EEMiazE 0 0 1 {0.3%)
EEEEY ° 0 0 1 40.3%)
R UREER 1 (0.3%) 2 0.7% 0
1. i 45 0 1 (0.3% 0
BAER 1 (0.3%) 0 0
7K 1 (0. 3%) 1 (0.3% 0
HRREE 1 (0. 3%) 3 (1.0% 2 (0.7%
Hgd o i B84 1 €0.3%) 0 2 (0.7%)
{EmEEERRE 0 2 (0.7% 0
MR % 0 1 (0.3%) 0
IEE 1 (0. 3%) 3 (1.0% 5 (1.7%
HulE 1 (0.3% 0 1 (0.3%
RIELT2 0 0 1 (0. 3%
2 oMt F £ 0 0 1 (0. 3%
DA m 0 0 1 (0. 3%
FRETF XF 0 1 0.3% 0
B 0 1 0.3% 0
EEEEIOvY 0 0 1 (0. 3%
DARHEE 0 1 (0.3% 0
i EEE 0 0 1 (0.3%

SE 0 0 1 {0.3%
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JP 2018-509419 A 2018.4.5

Ooo0o0o0ogad
Ooo000ao
ARYTIN AARY LTI
FERERSE Vx4 FFF T Qb Yy TID
BAEE n(h) (N=298) (N=301) (N=294)
BIFEE 2 (0.7% 0 0
[ ¢ 1 (0.3% 0 0
LIS ER AR 1 (0.3%) 0 0
BRSHMm 1 (0.3% 0 0
FFREEMER 1 (0. 3% 0
ATiERE 1 (0. 3% 0
BREEUE TS 1 0. 3%) 0 1 (0.3%)
MRAEEKE 1 (0.3%) 0 0
BREESLm 0 0 1 (0.3%)
BEREUHRBESE 2 (0. 7% 0 0
BT 1 (0.3%) 0 0
ENETE 1 (0.3%) 0 0
BE. PERUVLBESEHE 0 4 (1.3%) 1 0. 3%)
BEARIES 0 2 €0.7%) 1 {0.3%)
ERETET 0 1 (0.3%) 0
BEANL=T 0 1 (0.3%) 0

TEAE: VRIFTCRIEALAEETR, SOC: BEXRSRA. PT: HATE

MedDRA 17.1

> TEMAEZBE LR & LTlE Sh 2 R

n(%) =47 LB 1 DOERT TRE L SAE 28T 385 0ERSA—E 55—,
) FEFF FEERERIBTEEMCRE SN EFREUPT ORI 2BETSOC Z LI

Y—hENBE,

oooooao
g3.3.3oowwmpPd0ooooonOnn
oooooDaD

10

20

30
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goooano

#z13 — FAvhrU—=FA2 rHMOBOEESIC BPT Z L OEARRBRIEICE 7=
TEAE ZB% L= BE 0K %) - LatERA

ARV T LAY

FEREASTE DI o a2l PRSI U< TID
HAFE n(%) (N=298) (N=301) (N=294)
WFhhons 3R 15 (5. 0%) 2 0. 7% 3 (1.0%

ey RiE. BERUFMETER

(BRRURY—TEEL) 2 0. 7% 0 0
REMEILERE 1 0.3%) 0 0
AT~ DERTE 1 (0. 3% 0 0
REIRA~ DT 1 (0.3% 0 0
Lipe iy 2 1 (0. 3% 0 0

MEKRVY A REE 1 (0.3% 0 0
1) s 3Hi AR 1 (0.3% 0 0

RIEFRRE 0 0 1 (0.3%
FHMET LILF— 0 0 i (0.3%

KHRUREES 2 0.7%) 0 0
{E ok 1 (0. 3% 0 0
BARREIR 1 (0. 3% 0 0
Bk 1 (0.3%) 0 0

HEREE 1 (0.3%) 1 (0.3%) 0
ELEE S 1 (0. 3% 0 0
iR 0 1 (0.3%) 0

DEE s 0 0 1 (0.3%
@oTe 0 0 1 (0.3%

MEEE 2 0.7% 0 0
DIEE 1 (0.3%) 0 0
MAEHE 1 (0.3%) 0 0

FROR3%. HDSRK Uik 2 (0.7%) 0 0
% 1 (0.3% 0 0
1)) 1 (0.3% 0 0

BRMEE 11 (3.7%) 0 0
Zh 4 (1.3% H 0
Mgt 4 (1.3% 0 0

goooogao
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Ooo000ao
ARV TN LRI N

FERBRAIH = % o s all Uy Uy TID

HEAFE n(%) (N=298) (N=301) (N=294)

T4 1 (0.3% 0 0

i Er 1 (0. 2% 0 0

SHIETFR 1 (0.2% 0 0

ik 2 (0. 7% 0 0

LR AR 1 (0.3% 0 0

BiREm 1 (0.3% 0 0
BFREAEE 1 (0. 3%) 0 0

BFRERT 1 0.3%) 0 0
EREUETHEER 1 {0.3%) 0 1 (0. 3%)

BREMKE 1 (0.3% 0 0

oA 3 Y i 0 0 1 {0.3%
EREURER 1 (0. 3%) 0 0

BTre 1 (0.3% 0 0
et § ] 0 1 (0.3%) 0

b4 a0 —R Ed 0 1 (0.3%) 0

TEAE: {BHET TRELI-AESS, S0C: B|EANE, PT: KA

MedDRA 17.1

n(%) ={EAMLBREICE A7l &Y 1 DO TEAE 25T 3 BEOEE U A—k vF—
& VX T FRCBTAEEMICRE SN ZIBFE U PT O+ 5B TS0C ki —

hEhBHHE,

oooooao
03.3.40000000O000000
oooooDoao
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(43) JP 2018-509419 A 2018.4.5
oooobDao

#® 14 -TEAE MR DM OTRR RS EE R £ M TERMEEMEOEY — LLMEM
ARV TN ARV TN

PIE SIS S ot 3 o Uy QD Yoy TID
¥ (N=298) {(N=301) (N=294)
HBEE 144. 6 148.3 146. 2

W O E G R I B
BREETIBREOE. n ) 98 (32.9%) 117 (38.9%) 132 (44. 9%)
100 BEEH-DOEEE

HT 5 HBEOH! 67.8 78.9 90, 3
TR 332 395 600
100 BEEHT- Y DFHH:? 229. 6 266. 4 410. 4

SEMRMEER MM =R R ERAEFC L 0 ER SN A EFEEELE (72— <60 mg/dL
(3.3 meol/L]1 &5 AL MEE S L a2 — X AFHEETAVEA T RE o4 2 R/ ElE
25,

Ay b= A MR =BREEGKOBVIOEHHOERERMOBRLOERDIBEE
TOHM,

D (BEREATOREL00 2 BREETREFE - SETH b D) E LTHESRS,

2 (FRE100 2 BEFETRBES 3 TH-=H D),

ooocooao
goooogoao
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(44)

goooano

S Q = =

I E|WES = dK] "SHZEMM YK —A0A L = IVEY

0 0 0 E AR AR — (1 B L LU SN B & LT 2] AT
%e0) 1 0 %L°0) ¢ ERH—FV L HE— Qe LOWOZ
0 0 % 0) 1 Gr ( (SHAIH) @k¥dds)
(VINVOLLIN) Sk

(%e0) 1 0 (%0°1) ¢ i AORUA I AR — (| B L LD A pRC

F62=N) (10e=N) (862=N) (Ld) B4R 2 — (i B £ L IHE IVIV (< T2t ovay)
a1l <& W <L dLL34sxl 2Ad —= VIR ¥BH @ © Bas it
ALAGCYAY ALHANYAY CRIYQIFEE VY
EHWNTE — BHPORTCELYZEEYURIN 2 WE A LG T2 OVIY 2 o BIAf aval - ST ¥
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goooano

#16 - TEAE HIRORMICPSACIZ L ¥ R LHFE IR WThPOEREETD
BEOHEAN) — LEHEH

ARy A
F Y Fn i
PIESVE a5 Bl N QD TID
(N=298} (N=301) (N=294)

PSACIC LW R L RFESREVW TR OFEREET S

BE OB 1 (0.3%) 0 0
=Yg o 1 (0.3%) 0 0
IR O Al 0 o 0
BERE 0 0 0
FEDPER 0 0 0

PSAC=lg e MEAS

goooooaon
oooooDooao
goooao

#£17 - HHLEE=20ng/L) AN Pl oW THEREERREZ CHE SN -TEAE
EHETLHREOR ) — ToaHEH

Ve FFF SRATFATSQD A 2AV Y2 TID

AT (N=298) (N=301) (N=294)
N 2 (0.7%) 0 1 (0.3%)
fLep s k=8 2 (0.7%) 0 1 (0.3%)

TEAE: i TCRELI-AEER

oooooo
oooo2
OO00T2oM0 000000000000 QMOOOOOO0O0O0O0O QOO TIDDO OO0
000000000000000: GetGoal-buo20 0000000
00000000 @NIONNDNONDONDONDONONONONONDNNNO00NNNoNoNoNoNoNoooo0nao
200 g QD (LIXDOOOOOOOODODOO QD (GLU-1)0 0 O GLU TID (GLU-3)0 000 O
00000000000 00BIODO (D06mo+ 1-30AD)T2OMI 000 DO OOOOO

000000OADD 0D DO01200 160000000 0 0 O HbALeO >70 9%0 0 0 O
00000000000 (I6) + 0000000 D0D0O0O00200000000
00 () GLU-10 00O LIXIDOODOHbALICO OO0 O 00000 (95% CIO O O 0.4%)
(@ GLU-30000LIXIDOOOOHKALCO OO OO0 D0O00@a) 00 00000
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Intsrnational application No.

INTERNATIONAL SEARCH REPORT PCT/EP2016/055267

Box No. | Nucleotide and/or amino acld sequence(s) (Continuation of Rem 1.c of the first sheet)

1. With regard to any nuclectide and/er amine acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. forming part of the international applicaticn as filed:
in the form of an Annex G/ST.25 text file.

D on paper or in the form of an image file.

b. furnished together with the international application under PCT Rule 13#er.1{a) for the purposes of international search
ohly in the form of an Annex G/ST.25 text file.

c. D furnished subsequent te the internatienal filing date for the purposes of international search enly:

D in the form of an Annex G/ST.25 texd file (Rule 13ber.1{a}).

D an papar or in the form of an imaga fils (Rule 13#+.1{b) and Administretive Instructions, Section 713).

2 D In addition, in the case that more than one version or copy of a sequence listing has been filed or fumished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 {continuation of first shast (1)) (January 2015)
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INTERNATIONAL SEARCH REPORT

JP 2018-509419 A 2018.4.5

International application No

PCT/EP2016/055267

A CLASSIFICATION OF SUBJECT MATTER
INV. A61K38/28 ABLK31/155
ADD.

A61P3/10

Aocvarding to Intermational Patent Classifioation {(IPC) or to both national olassification and IPC

B. FIELDS SEARCHED

AGLK A61P

Minimum cocumsntation searched (classification aystam followed by classification saymbaole)

Documentation searched cther than minimum documentation to the extent that such documents are included in the fiskds searched

Electronic data base

Ited during the intematicnal searsh {name of data base and, where prasticable, search terms used)

EPO-Internal, WPI Data, BIOSIS, EMBASE, CHEM ABS Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™

Gitation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

page 7, Tines 28-33; claims
1,8,9,15,19,24,25,27
page 10, line 21 - line 24

page 8, line 16 - line 20
page 36, lines 6-8

X WO 2013/060850 Al (SANOFI AVENTIS
DEUTSCHLAND [DE]) 2 May 2013 (2013-85-02)

page 12, line 1 - Tine 4; tables 19,11

1-15

-/--

Further documents are listed in the oontinuation of Box G.

See patent family annex.

* Special categories of cited documents :

"A" decument defining the general state of the art which is not considered
to be of particular relevancs

"E" eatlier application or patent but publishad on or after the intarnational
filing date

"L* doaument whioh may throw doubts on priority olaimi(s) or which is
cited to blish the publication date of anather citation ar other

special reason [as ap‘eci‘lied)
"O" gooument referring to an oral disclosure, use, exhibition or other

'T* later dooument published after the intemationalfiling date ar prionty
date and not in confliot with the applioation but cited to understand
the prinoiple or theory underlying the invention

"X" document of particular relevance; the claimed invention cannot ba
oonzidered novel or cannct be considered to involve an inventive
step when the document is taken akine

Y* dosument of particu lar relevance; the claimed imvention cannot be
considarad to invelve an inventive atep when the decument ia
oombined with one or more cther such doouments, suoh oombination

Eurcpean Patent Offioe, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040,

Fax: (+31-70) 340-3016

Means baing obvious to a parsan skillad in the art
"P* document published prior to the intemational filing date but later than
the priority date claimed '&" dooument member of the same patent family
Date of the actual completicn of the int tional search Date of mailing of the intemational search repart
10 May 2016 07/06/2016
Name and mailing addreas of the [SA/ Autharized officer

Allnutt, Sarah

Form PCTASA210 (second eheet] {(April 2005)

page 1 of 2
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International application No
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C{Continualion). DOCUMENTS CONSIDERED TO BE RELEVANT

Category® | Gitation of dooument, with indication, where appropriate, of the rel it p g Relevant {o claim No.

X MATTHEW C RIDDLE ET AL: "Adding 1-15
once-daily lixisenatide for type 2
diabetes inadeguately controlled with
newly initiated and continuously titrated
basal insulin glargine: a 24-week,
randomized, placebo-controlled study
(GetGoal-Duo 1)°",

DIABETES CARE, AMERICAN DIABETES
ASSOCIATION, INC, US

vol. 36, no, 9

1 September 2013 (2013-09-01), pages
2497-2503, XP002729330,

ISSN: 1935-5548, DOI: 10.2337/DC12-2462
Retrieved from the Internet:
URL:http://care.diabetesjournals.org/conte
nt/36/9/2497.full.pdf+html

[retrieved on 2013-04-05]

the whole document

X "Evidence summary: new medicine Key points 1,7,10
from the evidence",

24 September 2013 (2013-09-24),
XPO55219047,

Retrieved from the Internet:
URL:https://www.nice.org.uk/advice/esnm26/
resources/type-2-diabetes-lixisenatide-150
2680866716869

[retrieved on 2015-10-07]

page 17 - page 18

Y WO 2012/156299 Al (SANOF1 AVENTIS 1-15
DEUTSCHLAND [DE]; NIEMOELLER ELISABETH
[DE]; SILVESTRE)

22 November 2012 (2012-11-22)

the whole document

Y M. C. RIDDLE ET AL: "Adding Once-Daily 1-15
Lixisenatide for Type 2 Diabetes
Inadequately Controlled by Established
Basal Insulin: A 24-week, randomized,
placebo-controlled comparison
(GetGoal-L)",

DIABETES CARE,

vol, 36, no. 9,

1 September 2013 (2013-09-01), pages
2489-2496, XP055219024,

us

ISSN: 0149-5992, DOI: 10.2337/dcl2-2454
the whole document

Form PCTASA/210 {continuation of aecond aheat) (April 2005)
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WO 2013060850 Al 02-05-2013 AU 2012328388 Al 15-05-2014
CA 2851690 Al 02-05-2013
CN 104066441 A 24-09-2014
EP 2771024 Al 03-09-2014
HK 1198577 Al 30-04-2015
JP 2015501314 A 15-01-2015
KR 20140093935 A 29-07-2014
RU 2014121386 A 10-12-2015
56 112014011758 A 26-09-2014
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WO 2013060850 Al 02-05-2013
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CA 2835265 Al 22-11-2012
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RU 2013155481 A 20-06-2015
Us 2013005649 Al 03-01-2013
WO 2012156299 Al 22-11-2012

Form PCTASA210 {patent family annex) (April 2005)



(54) JP 2018-509419 A 2018.

4.

5

gooooooaoo

(G1)Int.Cl. oo gooooboooood
oooo  3/04 (2006.01) oooo 3/04 oooo goooo

(enHooooooo  ApP(BW,GH,GM,KE,LR,LS,MW,MZ,NA,RW,SD, SL,ST,SZ,TZ,UG,ZM,ZW) ,EA(AM,AZ,BY ,KG,KZ,RU, T
J,™),EP(AL,AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,FI,FR,GB,GR,HR,HU, IE, IS, IT,LT, LU, LV,MC,MK,MT,NL,NO,PL,PT,R
0,RS,SE,SI,SK,SM,TR) ,0A(BF,BJ,CF,CG,CI,CM,GA,GN, GQ, GW, KM, ML ,MR,NE, SN, TD, TG) , AE,AG, AL ,AM,AO0,AT,AU,AZ,
BA,BB,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,CO,CR,CU,CZ,DE,DK,DM,DO,DZ, EC, EE,EG,ES,FI ,GB,GD, GE, GH,GM, GT ,H
N,HR,HU, ID, IL, IN, IR, 1S,JP,KE,KG,KN,KP,KR,KZ, LA, LC, LK, LR, LS, LU, LY ,MA,MD,ME MG, MK, MN, MW, MX , MY ,MZ ,NA NG
,NI,NO,NZ,0M,PA,PE,PG,PH,PL,PT,QA,RO,RS,RU,RW, SA,SC,SD, SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ,
UA,UG,US

(7000 0OO0O0O0O0C0O0O0O0
00000000000000000000000000000000000000000

(72000 0OO0OO0O0O00O0
00000000000000000000000000000000000000000

(72000 0OOOO0O0O
00000000000000000000000000000000000000000000
0000000000000000000000000000

0000 (0O) 4C084 AAO2 AAO3 BAOL BAOS BA19 BA23 BA44 DBO1 DB34 MAO2

0000 OO MAS5 NAO5 ZA701 ZC351 ZC521 ZC751

0000 OO 4C206 AAOL AA02 HA3L MAO3 MAO4 MALL MA72 NAO5 ZA70 ZC35

0000 OO ZC52  ZC75



	biblio-graphic-data
	abstract
	claims
	description
	drawings
	reference-file-article
	search-report
	overflow

