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A7 1

19 = 119 9o 8o A3y 913 A9 okAehs Agosr, NaE ot Adygze] 949dL 7+
2N 713, A7) AFL 200~1000 U/mL[A7F 1&@ 200~1000 U} S2]19) ded 32718 233y, o 4
7] AFel sEE 684 U/nLe] e Set210o] ofd A9 ATy A

A7 2

A 18l QoA 200 U/mL WA 650 U/mLe] Q1ed FE27S E3ste 49 AF

7% 3

A 18l oA, 700 U/mL WA 1000 U/mLe] Sl&d ZFEta71s 23es A2 AF

AT 4

A28 9lolA], 270~330 U/mLe] ¢l&d FE=71[17 2 270~330 108} 5218 ¥t A9 AY
AT% 5

A4geol 2o, 300 U/mLe) A& FTFE[A7 Q& 300 1US S 28k 49 AY

A7 6

A1 WA A5 T o & ol ojr], ot AHGTol TITA AIAGF, T35 TFAH AYETS, V=H
Z5A AYFF, 7MeA Jde ST AdES, dud T34 AdES, 2 554 AdEGSoRYEH A
= FAe AT Ay,

AT

A1 WH A6 = o= 3 ol oA, ANEH A} HFe] AAA HolZ 859 HbAle S Z: A9
kA sHA A,

7% 8

A1 WA A7 F ol 3 ol dojA, XFE FAF XF NMAA Holm 6049 AHE e FAe oF
A Ad.

AT 9

A1 WA A8 F o= 3 o ojA, ATH A7 A5 MAA Holx 30 kg/m'e] BUIE 2zt 449
kA sHA A,
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A1 WA A9 F o= 3 ol oA, 5" FA7E A5 A 7|4 AEdE e Ao AT A A
ED
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A WA A0F F o= el glolAM, A5 @7 A5 Ao A GAR-AE dEds W 4
o] oFAIHH AY.
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AT 27
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3
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27 29

A28gel hox, Hom shte] A Gy ofo] HEXENIQ FASH AF.

7% 30
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A&EHoz 18 %2 28 dxd 3Ix 5 g Fo& A7 " AL A F 3} (American diabetes
association, workgroup on hypoglycemia: Defining and Reporting Hypoglycemia in Diabetes. Diabetes Care
28(5), 2005, 1245-1249).

A 10 7]EE dFoAE, ERAE A4 27 U300 AdoR 28 gdud IE 8o rHn ok
A Akl 91@o] Lantus U00S.E ‘1;%’5}% A3} v s}ko] WA**

o Holk 1 39 oty TF H/EE Eld

o U300 <[136/404 (33.7%) 1014 &F~ %[180/400 (45.0%)] Ht} o %%E}(E
U3009] 9542 0.759] HRYA TS BATH95% CI [0.63, 0.89])(p=0.0010).

Aol 2+, 28 9y Ao & o A48 Fudd F(E)H 23 JdEA =231 U300(HOE901-U300)
A 2 Lantus® U 1009 &5 B kS Hlashs 9 Alde 7ledd.

A 2004, BE2o] 3k U3002] H-FEAL, FFE2o thEk HbAlcol Aol H 4 AlF Ha W3l -0.01%(95%
CI [-0.139; 0.1191)& YEFYHTHIE 26). FA-A SMPGAl A HA Al HF W= U300(-0.56 mmol/L)3} &5
2 7(-0.51 mmol/L)ol A FAFSFATH(E 28).

A 20| = ol FEkE7l U300 AFoR X fg}ozm Lantus® Ul002.2 2] 23}= aﬁr umo}oq oF7t
7

o= HHFA A=A
AEGe 2k $ape) o
o] WAHJTHE 27 FZF). TFEzo| Ut USOOQ] %?*é
0.991) (p=0.0380).

0.779] l HU“:E L}E} t}(95% c1[o 61,

A 38 23 (mealtime) A&dI} 233 U300 Sled =7 AP 1 4-1 3 Foo uAHYE Fo 7H7
Al 2 Al 1o 71ed Ao 819 dTF-olth. HbAlc(3E 50) ¥
g BAAQ a¥e Holx gkt AT HA A Hr= APIFT

=

AN 6e AT BIAT HE)N EFE U300 A4W 2= APe] 1 A1 3 Fole] wgW Fol
A%, 24 bed Fol A4S mudth A 62 A 29 71%8 Amel a9l AFelth. HhAle(E
67) % A WY EEGCE 68)014 oW @ FHA TAE mel wgeh. AAP) AA WA AEE A
dgel sheae st THs F Aol FASAE 0.

2o g

S dsfE = FA

B owge ot AWYF] AW daol g A% £ kA AP P,

g e 118 Tl Asdd AREar] A s ofAS AP ds =, o7
A Ame ot A¥FT A¥S A7, 7] AF2 200~1000 U/mL[OJ s ol
| Aol s 684 U/mle] Jdad Skl ofyrh. & g2
oft AEFT AP ol AREEY] AR o] oFAlEH APl _L%E}.

2 age] AYPe, EYd 7lesE viek Zol, 9 Fx oA FoA] ot AEETe A ARE A
F ATh. "ozt A¥EFe] WA Aol faE ot A Al B4, W/nE ot A¥Y A F5=
o] t2E X, B 7IEHE AYL oft A¥ET A Amel 7haie AMEsly] HAsit

2 dge] AL, B ey e uked Zo], g A A FoA ot APGETS WA 5 Q). "of
7 AEFGT HA "= okt AEF AFAY] 34 H/EE ot 48T AMY] TSR #gAE XEst. 24
of 7l&5E AP oft APIFT WX ALg3tr] H A3},

2oty o] A2 ofzt A AR 3 Y/ ozt AEY A FFEe ol AMEsr] A4St

B oago ], AEGSFe 28 dud 47} 70 mg/dL P RH(EE 3.9 mmol/L WWH), 60 mg/dL m]RH(EE 3.3
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mmol/L W%, 54 mg/dL "]WH(EE 3.0 mmol/L ®]%F), 50 mg/dL W%k, 40 mg/dL "%}, T=+E 36 mg/dL w]wHe]
9 Ing =8 4Adsts Wt

a0 o 4=

oo, "534 AEYZF(symptomatic hypoglycemia)" i "534 AEY A (symptomatic
hypoglycemic event)" APPSO 2RE op7|HE 4 543 #d WHzZE, o7 4 2=9 %
= 70 mg/dL ﬂ]‘ﬂ'(EEv‘:— 3.9 mmol/L m%H), 60 mg/dL "¥H(EE 3.3 mmol/L W]¥H), 54 mg/dL "]YH(EE 3.0
mmol/L ®|%F), 50 mg/dL W%k, Ei= 40 mg/dL WIREE S vk, AAH AL, dF B, @, AAZH, 7
of, &, B, ¥R, T, 7, IeY A, 714, A AR, A7 o), dAH T A, A &
A%, £, A, 2 EFAEHY F Ak B dE ] oA, Edol vEhd viel Zol, 34 AdTF
o] 3t o] el ANH Tl AYE F vk, T3 A¥ITS AT @5sE Fo T & &5 A4
2 o

ol A "F5o T3 A A YIS (severe symptomatic hypoglycemia)" HE "F52 534 AEG AMA
evere symptomatic hypoglycemic event)", 2o Uehd vle} o], AIGFFoRRE op7|H= QA
FS zt= HEgE, o7]dA % 29 FEE 70 mg/dlL HWH(EE 3.9 mmol/L wjub), 54 mg/dL w]TH(E
mmol/L PI¥F) Hi= 36 mg/dL PIVH(EE 2.0 mwol/L HIWHY 5 vk, FFo T34 AdITES A¥T
H oy w4 A4 &40 BEE Q. Zo T54 AdGZAA, A= d5sE, =F
Ao g Foaly] HBH = gE 24 2E Abge] BxE daw 3 ¢ . oE
ls ATk, olelgh A
A7 3 FLS o] A}
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)
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Bodmgo A "IEF F3A AEdZ(documented symptomatic hypoglycemia)" TEE "EFH FF
A} (documented symptomatic hypoglycemic event)"2 A Al AdIFFe FAo] SAHE A ¥
< 70 mg/dL(< 3.9 mmol/L), H& 54 mg/dL ©]3H(< 3.0 mmol/L)ol FWE= Apzdelth. AE P omin=

H o|HE o mdEHe A4 T4, dE Bol, SviE @, AAFN, Frg/HF, JAAd, @5,
A8 Z7F, AAFRR, T8, FH Gell, £, #2, gAEy, EFAtE ol
2 Agox, "$FA AP T (asymptomatic hypoglycemia)" Hie "F34d AW ARd(asymptomatic

hypoglycemic event)"& AdGFZol A2
mg/dL(3.0 mmol/L) ©]&le] &A4H dH

ol ZFAFS FubEHA] &AW 70 mg/dL(3.9 mmol/L) ©]s}, TEE 54
5 FEE ZHe ARdolg,

i

Wti

B odtgol A "hsAl e T34 Ad3FS(probable symptomatic hypoglycemia)" T "7FeA e

A& Abd(probable symptomatic hypoglycemic event)"S AEWZFo] ZAato] 2 ¥y ZHS 0314
A g2k Jnj_‘:‘j % 70 mg/dL ©]FHEE 3.9 mmol/L ©]3}), EE 54 mg/dL ©]FHEE 3.0 mm
shel 93] ob71E AeRE FAHE;, Tl 8F XEF AF glo] AT E@F3ER A5y Alzdelt).

il

S
~
=
2

B, "AthA A E @ ZE=(relative hypoglycemia)" HE "AthE AEG Ald(relative hypoglycemic
event)"& Fxro] e Aol Ao HYPAHQ AYYT TS Hista, 1 FHES AYITY AREA
J =3 %7} 70 mg/dL Bt} E(EE 3.9 mmol/L Bt} &) Aldolt}.

o)

it
ol
o
X

o
A
o
st
]
ol
ke

oo, "of7t A ¥ (nocturnal hypoglycemia)" i "okt A ¥4 Al (nocturnal hypoglycemic
event)"Z W-Al7b dojub= 1o Vled APGT el el doje] APIFolrt. "ot AHEF"S ARt
(clock time) Q.2 “gold & vk, 53], otk A¥EE2 00:00 WA 23 05:59 Atole] dojut= A GF0]
. B2t o] AR wEe AAY dold 4 ). A= w0 A Fol 2 SR

Eoabgol A "2 AYd=(daytime hypoglycemia)" T+ "F7F Ad A7 (daytime hypoglycemic event)"
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Al Aol 57 Al Aol 58 Al, Aol 59 Al, Holk 60 A, Aol 65 A,

[e]

[0063]



[0064]

[0065]

[0066]

[0067]

[0068]

[0069]

[0070]

[0071]

[0072]

[0073]

[0074]

[0075]

[0076]

ZIHSdl 10-2015-0138262

m, AoJ% 35 kg/m’, A% 36 kg/m', A% 37 kg/m', ZoJ% 38 kg/m’, A% 39 kg/m' TE: ZHo|: 40
kg/me] AAF AS(body mass index, BMI)E 7} 4= drt. X8 /MAA] A% 34 kg/m EE Hoj% 36
kg/m'e] BUIE 2zt $hxp7) mpahzsjct,

welo] Z1&HE Aol o8] Any B b AGFE A9 A S QL 53 Holw 159 A4
G e AR 9x 28 BAelth,

welo] 71&HE Agel o8 AA BAE o] AEHE Aw A0 AeAS WS 5 Aok, 53, @
AL A4 AEUL, o Bol HolE 32 U/d i Aok 42 /A9 §FOE VR F Utk B WA
999 14 A% Aqu-Est meE 5 Ao 53, 714 deRe dwd 227, devl, WP, 4
. gEehdE, =2, FrhEa R olo EgEEYE 4u8 £ Q. o E¥E ¥ /K e /14 A%Y
& =T 5 Ak B Bo}, UHM 2L Fee TP SR, E= NP Y =BUL LIS ERE
of olgd & Atk wgAslE, A4 Adde A&d o2, E: 2ehE0g Tdet Eggen. B
WA, 1A Qe e A FAFHOR g b5 old Fe EgUT

welol Z1&HE Al o8 ANmW B Bl EHt Am A AF BA-AE dade W
St AF WA-AS ARUS Aad FAA, B Ho) Aad RN, Aad fix, wE s
¥ obrstEd % glnh

2eo] 71&5E Age 1Y 19138, A8

BAZ-AE QA A FAA, I E

o] AFe] o) xzd e, B #He] A& AAA AYE 9 mmol/L, HAE 10 mmol/L, AHol&
10.5 mmol/L, H¥ AHoJ% 11 mmol/Le] FAF-A A7F-RUEHPES 84 X3 (SWP6) s=E5 7H § Q. &
oA, A7-RUHHE 94 g FEA SWPG EE FA-A SWPG(E Bo], Edd 7EEE Ao
FAF 30 2 Aol HHE)YL F Art.

B odmo X8 /fAA AYE 7 mmol/L, A% 7.5 mmol/L, FE 8 mmol/L, A% 8.5

=, 2
mmol/L HEE= Hejk= 9 mol/Le] T5HA B XY $xE 7Hd 5 Sl

H| = 2 o] od 227 U 300 Adow AR & B Ao FAFoR fes H&d oy
Zg2719 o w59 AdoA FaEsit slugs, B 7isHe A dAds dud F8237 U 300 A
FJoz FYPHAt

43 5
1.006 g/mLe]T}.
aey, FEAe] FF R ole] wimell g W] 7hesitt

o] oFAIEA AFL 200~1000 U/mLe] <1&d 22 71[200~1000 U QA7F Q&I =218 ¥ 35ty , of7]o)A
S 684 U/mLo] ofar, upEkzlslA|E 250~500 U/mLe] Q& S22 31[250~500 U ¢17F Q&

I =], g5 wtEAEAE 270~-330 U/mLe] J1ed SeE11[270~-330 1U Uzt Jdedd 5], 28 €4

o vlEA s A= 300 U/nLe] 1@ 2271300 1U 17 QEdy) S2]S £3H5r).

oFA|BHA Aol AALA, dE 5o, 1 FeAL Hlo]2A AWIAAAVE HHE F duh. 5I], dF &
®

® }
SYUHE, 2208 53 22 vt €3 FEFH 9 Ak o2 2 oe|Z(Span , Tween , 53] Tween

-

® 20 @ Tween” 80, Myrj", Brij"), Cremophor= Mi= ZEAlujs} 7o okastd o wa=el AWTA} vt
dastth. ANSEYA = 2 oA 2=l 5-200 pg/ml, vhEFASHARS 5120 peg/ml B 53] vhEA A=

20~75 pg/mLeY FEE EA)3c).

o] APL F7IE HEA(AZ 5o, &, n-AdZ, p-2dZE, g, SHA3A(AE B9, WUE, 424
AIUEE, SUAD), 9% B2, 9, A 2 a7y, o L3 F7LR

5, e, HEERE EfERs
1= =
+ =

Hr
= , s al
P ET S AT olF BAL A7tel A9l AMHoR wE ERERA EAT 5 A



[0077]

[0078]

[0079]

[0080]

[0081]

[0082]

[0083]

[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

[0090]

[0091]

[0092]

[0093]

[0094]

[0095]

[0096]

[0097]

[0098]

SIE3 10-2015-0138262

AT, d2EZA {9, A2HE 9 PUELS A AAlol 100~250 mMe] FEZ, NaCl 150 mM7}A]

o TEE EAT F Ut dF Bl AAA, oMHEAY, FAME, ol2rid, FHAZEA EE TRIS(H,

24Whr%aﬂciﬁw%ﬂ&ﬂiﬂﬂ%)%%ﬂEQ%%ﬂ%%ﬁ¥%%%%=%ét52mmMHHMMM]
= 10~100 mMe] FER EAFL, Frhe] REAE, 2 FelME @ Eix ol2rdd F 9l

=& 0~1000 gg/mL, WFEASHAIE 20~400 wg/mL o}, 71 wiEA e A= 90 ug/mLel EA7F
Held = ). e, olde dstoldde] ez EA4) ik O A Fgfoldoem

e
x
30,
>
d
o,

o ofAlsHA ANPGAA lﬂlﬂli “‘/ EE T ES 100-250 mmol/Le] FE=E EAE = da/d7u NaCle vhe

Ryl Fobe) FAls Beld JlEd $EE 8 oleld kASH Ae] WS AT el BAHL}. of
AYe AL A, ARES Bl A HCI R/EE NOHE AHESe] pHE ZRUT. AR, B
o] F7be] FAL Gigel ARE AW ol A AHg vAH

B odtmo 2olw  FEILA-fA} HMEbo]=-1(GLP1) T o] fAlA] EE frx], wE IdAld-3(exendin-3)
Ei o4 EEoole] A B SEAl, Mgl QAE-4E BF Frhe m@ee 9o 148 A9 @
EELE
B ouge F7hE, JAu-49] fAA}
H-desPro -1 A1 -4-Lys,-NH, (2 A ALFER] = AVE0010),

36,37
H-des(Pro = )-Al-4-Lys,~NH, 2

36,37
H-des(Pro = )-<l Al H-4-Lys;-NH;,
Ei opsta o 891 Jbsd o] 98 el womyE AuH:, ¢ &w A9y vany
Boume 3712, od-49 AR

deSPro [Asp ]‘—’ﬂ*] d-4 (1-39),
36 28
desPro [IsoAsp |olAldl-4 (1-39),
desPro [Met(O)M, Aspzs]%“*ﬂﬁ—ﬁk (1-39),
desPro [Met(O)m, IsoAspZS]%"*i]H—ZL (1-39),

desPro” [Trp(0,)”, Asp” 11 A1€1-2 (1-39),
desPro [Trp(OZ)ZS, IsoAsp ]‘?1"/‘1 -2 (1-39),
desPro” [Met (0)' Trp(OZ Asp "] A4 (1-39) =

desPro [Met(O)MTrp(Oz)%, IsoAsp%]%"*ﬂl’d—él (1-39),
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[0099] T A H o R g2 JFe3k o]9 dS ¥l FORRE AEEE, fo Ued A AR,
[0100] Hodbge 712 FEel= -Lyse-NHy7b AAle-42] AR S ¢ Bebol] RAHE, o)d Edte r&d Ad
SR
[0101] B ouge Fohw, oE-4e] A7)
[0102] H-(Lys)e- des Pro” [Asp 19} ¥1-4(1-39)—Lysq-NHy
28 36 37
[0103] des Asp Pro , Pro , Prog Al¥1-4(1-39)-NH,,
[0104] H-(Lys)s~ des Pro , Pro , Pro [Asp ]l 41¥1-4(1-39)-NH,,
[0105] H-Asn—-(Glu)s des Pro%, Prog7, Pro38 [Asng]°—‘Mﬂ"d—4(1—39)—NHg,
[0106] des Pro’, Pro, Pro. [Asp 191 411-4(1-39)~(Lys)s~NHs,
[0107] H-(Lys)s des Pro%, Pr037, Pro [Aspzs]%"*ﬂﬂ—4(1—39)—(Lys)e—NHz,
[0108] H-Asn-(Glu)s— des Pro%, Pr037, Pro [Asng]%"*ﬂ"d—4(1—39)—(Lys)6—NH2,
[0109] H-(Lys)e des Pro [Trp(0,)”, Asp 191 41E1-4(1-39)-Lyss—NHs ,
[0110] H-des Asp. Pro, Pro ., Pro. [Trp(0,)”1¢]4151-4(1-39)-NHs,
[0111] H-(Lys)s— des Pro%, Pr037, Pro38 [Trp(Og)ZE, Asng]@]/ﬁﬂ?l—él(l—%)—NHz,
[0112] H-Asn-(Glu)s— des ProSG, Pr037, Pro [Trp(Og)ZS, Aspzs]@léﬂ“d—él(l—%)—NHz,
36 37 38 25 28
[0113] des Pro , Pro , Pro [Trp(0,) ", Asp 19A1E-4(1-39)-(Lys)sNH,,
[0114] H-(Lys)s des Pro", Pro , Pro. [Trp(02)25, Asp%]9‘1@";‘*4(1*39)*(Ly5)6*NH2,
[0115] H-Asn-(Glu)s— des Proaﬁ, Pr037, Pro [Trp(02)25, Asp%]9‘1@%—4(1—39)—(Lys)6—NH2,
[0116] H-(Lys)e des Pro [Met(0)", Asp 19 A1E1-4(1-39)Lyss-NHs,
[0117] des Met(0)" Aspz8 Pro 36, ProW, Pro" o) AlEl-4(1-39) -NHz,
[0118] H-(Lys)e des Pro, Pro  Pro. [Met(0)", Asp™ 1ol 41E1-4(1-39) -NHs,
[0119] H-Asn-(Glu)s= des Pro ", Pro , Pro. [Met(0)", Asp"]el4lEl-4(1-39) -NHs,
[0120] des Pro%, Pr037, Pro [Met(())M, Aspgg]@]/ﬂ‘ﬂ—4(1—39)—(Lys)6—NHg,
[0121] H-(Lys)e des Pro”, Pro, Pro. [Met(0)", Asp 1e1AEI-4(1-39)-Lyss-NHs,
[0122] H-Asn—(Glu)s des Pro’, Pro , Pro. [Met(0)", Asp’ 19)A1€1-4(1-39)-(Lys )s~NHs,
[0123] H-(Lys)e des Pro [Met(0)", Trp(0,)”, Asp 191 41E1-4(1-39)-Lyss—NH, ,
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=
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H

i
[=}

I ]:/]___4( 1—39)—(Lys)6—NH2 y

Ul

i)

X

ei

1-4(1-39)-(Lys)s—NH,,
ol

gt

28]

X

i
, Asp

25

A ZF=))) GLP-1 (7-37) [Elg}2FElo]=] T oFA|

1 1-4(1-39)-(Lys)s~NHy,

Asp 1 AEI-4(1-39) -NH,,

28
, Asp 19

X

25
28
il
25
)
-3l
)

25
et (0)", Asp 191 4151-4(1-39) ~NHj,
, Asng]%“
M, Trp(02)
(N

, Trp(0,
=i

et (0", Trp(0,)
25
14
[Met (0)

Met ()", Trp(0,)” 1<) A1-4(1-39) ~NH,,
38
38

, Trp(02)

[Met (0)
(N (y-2FE

38

38

, Pro

37
14

[Met (0)
38

37

26

, Pro
37
37
Pro , Pro
34
, Arg , Lys

36

H-Asn-(Glu)s— des Pro , Pro , Pro

37
, Pro
36,
Pro
36
H-Asn-(Glu)s- des Pro , Pro , Pro
38
36,

37

36

Pro
FH=

36
o
e
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SIMEd 10-2015-0138262
o epAlste A1

9. X58=" 27} 2172 MAA Holx 30 kg/m'e] BUIS zte, 43 32 F oo d&o AlgS 93
Aol kA A,

Ay B4t AR Ao A4 AL we
% A%

11, A58 B4t A8 A9 4F GAR-AE AEUS we, AET B F oo Fuo Age AV

Ao ohAste Y.

12. A5" 3A7F 259 AAA HoAE 9 mmol/Le] FA-H SMPGE 2te=, &5 10 e 119 AHE& 9% &
o) opAlst AW,

13. A5d 27 =29 MAA Aok 8 mmol/Le] F8HA Y XY TEE zte, 35 10 B 119 AR
& 98 2o opAEA A,

il

14, AFol Aol AFE Al 1 13 FolsE, A& FB F P Y] S AT 549 oA
a2 Ag

15, $47F F742 AF QAR A6UE W, 44T FE T o9 FRo| A4S 98 749 ops
4 A9,

16. QR4 FAANE L, A& T T 4o e AES AR FH9 FANY AT

17. 9JE-49] fAHIZE ARl S, dAdElel s % et fEelcg X vomyE Ads:,

U 0.1 g A 10 pg HAAIGEOI =S 236k, 35 179 AHES 9% 49 AY
U3 0.2 ug HA 1 pg HAAUEOIES 238, &5 189 AR 93 49 A9,

20, A4d FH=A U G 0.25 px A 0.7 ux GAAVE|EE THsE, I 199 4§ 9 749 A

22. 90 pg/mL o}, 2.7 mg/mL m—AHUZ= 2 20 mg/mL A
A .

23. 90 pg/mL o}, 2.7 mg/mL m-A A=, 20 pg/ml ZYLEHOE 20 2 20 mg/ml FYAE 859 E T,
g 219 AFRS QT A9 AF.

24. plI7} 3.4 WA 4.6 Afolel, AEW FE F Qolo] o) AgE AW 4o A

25. pli7k 491, $T 249 AHES 9T £ AT,

26. pli7} 4.591, T 249 AHES 91 4] A,

27. ol 119 Puel, &% 1WA 26 F A9l9 =9 A8 AT FASA AY.
T gnds

28. 118 wxo] Holx ahitel 7
x]]?sl—zq Zﬂ

oﬁ‘,

20, Holie shte] A7 FuAY ko] WET 2R, FE 289 LGS AT kAT A,

30. Hol® 1.5 g/Qe] WET=Y (w7t P A
A,
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o) epalsha Ay,

32. Aok shite] Fudg ofAl7t MlEx=wl, 5 319 ARES 913 A FASH AF
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SIS31 10-2015-0138262

E5-F 8% Y - F 679 NE-F 7I3F 9 Hol 23 Ht HbAle (%) - mITT FJH(A Al 2). BAS
= 7124, MBLOCF= 6-70€¥ FZ(LOCF). LOCF = o] &&= A& E4Y. F: 6-/1€ 7| 5 729 ZE &
Aol A, T2 A D 670 XNE-F 717 B9k AF 712 A o]F HbAle A o] HbAle THOE AFLE Aot}

E6-uE 2 3 TH - F 68 A5-T 717 Bk ¥l o H FAR-A SWPG(mmol /L) - mITT 3
(A 2). BAS = 7], N6LOCF= 6-70€ &3 (LOCF). SMPG = 27k RUEl® &% ¥ =g, LOCF = o]
A2 A BAW. F 60 V13 w9 2 BE SN, 72 A 2 6-4E AR-F VIR St HF U
24 olF W FARA SWPG H4 o] W FA-A SWPG SHoR AHgE Aol

E7-dE 2% 5% T4 -7

24 26 NE ZHNA HHE 8- WG T2 (mmol/L) - mITT HH(A A
| AW SNPG = A7 2UEE g4 x99 M6(LOCF) = 6 /¥ 34 LOCF. 6-7)
9 71 B xE BE IANA, 2 A 9 62 AE-T 77 B HF V1R olF 8- ZTaEud

[e) R
SIPG Z74o] 84 Ezel WG FHo® AH8E Aol

E8-v& 2 v 4 - F 6/ A5-F 7IkE ¢k @ael o9 Ay 19 V1A d&d FFWU) - nllT
Aek(A Ao 2). BAS = 7|24, M6LOCF= &= 6-719 X 85-5 E<F HZE ZH(LOCF). LOCF = o)A #A&Fx g &
AWM. T 6-1E 713 B FERE BE A4, 2 A 9 67 As5-F I B HE 712A o)F <

=]
9 8% Z4o] A4Y §3 THOE g Zolth,

= 9-F 8% B4 - 3/€E vx 8 77 B9k wWEe] o3k Ht HbAle (%) - mITT MR-+ A,
BASM6 = 7]Z4(6 7H¥), MILOCF= 3-71¢¥ wW]n 2 o} HZ ZH(LOCF). LOCF = o]d ##&x g 4

L
N
N
N
offt
[

E 10 - 3-8 v 8 7|3 Fok el oF Wt 19 71A(EEER) 2 AF dEd S0 - nllT A
H-AT ek, BASME = 71%4(6 AY), MILOCF= 3-7H ®la & 7|7+ F<k HF gh(LOCF). LOCF = o]
2} %

E 11 - JA A5 717 5 s At tigk e FeF(mg/dL) FAIE - CGM Het
= 12 - FA ol FAF 713F B 72 Azto] wE Hog E=F(mg/dl) FEAH - CGM Hek
= 13 - AA AY FAF 713F Fet 7o) Azgro] w3 Ao T (mg/dL) FEAH - CGM Pk

E M- F &5 ¥4 - 3U0E a8 VIRE wor el 9@ it HbAle (%) - mITT AE-A e
BASM6 = 7]1Z41(6 7I€), MILOCF= 3-7l¢ wla o® 7|7k &<t HF FH(LOCF). LOCF = o] #Zx] HE &4
W Fo3-E v 8y 7|3 5 FxE BRE F 5
HZ 7]%A4 o]F HbAle =4 o] HbAle EH o= ALgE Ho|T},

E 15 - 3-70€¥ va o 717 Fot wEe o3 Ay 1Y JA(ZEET) dEd L) - nllT HB-9

ek, BASMG = 71241(6 70€), MILOCF= 3-70€ wla &% 712k F<k AF gh(LOCF). LOCF = ojx #&x] 2
|5 2 A g AE-dT 3-8 A8-F VIR

off oo

wgEL YA Al FAE e €
AAd 10 28 e XA 6718 A FF Ve E o AF Adeds FUE AT ARY Ade
¥ 227 % Lantus®9] &% R FAALES vndE AL, 954, 79, LT-HE, BT 47

KR

AN GA: @A 3

_‘_%
13 B2 23 gan Sxelx 6 g 77ke]l AA HbA, Wske] WA, A5 1Ed F7F QWA 71A
Jdedor Fold u ek vlaLste] HOE901-U3009] & Alofol] gk ans ristr] A%

Z o3} BA: of AgwEe WA, T4 4 94 wrege] wa, 9 A 4 9% rege] wEAelAe] w
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[0216]

[0217]

[0218]

[0219]

[0220]
[0221]
[0222]

[0223]

[0224]
[0225]

[0226]

[0227]
[0228]

[0229]

[0230]

[0231]

[0232]

[0233]
[0234]
[0235]
[0236]
[0237]

[0238]

SIS31 10-2015-0138262

El
ol

3} Zwol A HOE901-U3003} &HFE2E H]
F7e) 2 BA:

@ Aojd I =g 2 T4 HbA, #e =9 SWolA HOE901-U300% HF29] Bul;

Pl A

il

® I AR WEE HEA(FH)DISAs) (KRMCl AAHA &) AHSFE ko] AR wFm Sl
HOE901-U3003% @%F-2=9] ]at;

@ HOE901-U3009] ¢t 2 &<149¢] H7}.

o

IHE: F293= 1:1(HOE901-U300 o) TE2)ol HAFA HbA, #kol wat AZ=3s9uh(<8.0%; >
8.0%). A= Z7](HOE901-U300Z 400 % &FF2A= 400)= 12 FHI2AEEH Z4H[6 /NL]17HA HbA ol A 2]

Wa)olAe] FEE FEe Aud W oohiz} A WA F 23 TACKE ABLE Wl AR 58t
w= QuEey.
A1) F0 AE: 800(AH ] Fik F 400) F2¢Isk: 807

2] 806

A R I AF LT AF: W0l e FOE 28 P B wAo) @ AW BeAe A9, B
AL 71F: A& < 18 M5 @AFlA HbA,. < 7.0% = > 10%; 28 Dwd oo WuH; 7|4 Zgxs 43 9
ad 9 g9 AZ-RYEE 1d mivh A5 A HF 4 Foll AA el S5 1Y 8 <42 U Es
Zzgko] NPH(NPHZF A & 714 <oz Aled 79,

~

a7 A=

Agg o AF: AlF FE: HOEY01-U300; th

BN
2,
il
1,
Bt
[>

A¥: HOE901-U300(N &7 =
EgA e Eit, v-dw

)
Solostar ® (712 48, = 151§ Melx] FFH= Wi, w-wABAA, T, LA goojt},
%o Az ¥a T4

Fo A Aol 1 4 1 3] FAF FAF AR FA9sE Ater nguglar A w2t FAE AT
1=
h

2
o) o]

>
>

HOE901-U300 H+ e@Fxi= Adel, F AN A A } AAe ool Azel] 1 Y 2]
o] FAF Ak A4 o] ARET] el x A Aojar &x/ AL AFow A9l uAd Aol
A Apale] A S RlEd FARE AT Aol

NPH o] #k#}: HOE901-U300 = &HFxo) 1 A S0
TEHI Fdadt.

NPH Fof #2}: HOE901-U300 *& #5229 1 o §F)e 7124 #3E
TR e 20% ST

e
N
2
rO
& I
o
oo
off
lo,

Z=okzko] >100 mg/dL WA <140 mg/dL(>5.6 WA <7.8 mmol/L) H$I2 A% + 3U

G
@ HE 3 U FEA SMPG F9gko]l >140 mg/dL(>7.8 mmol/L)Ql A% + 6U
G

A% Qa9 §3e 714 Aud §go] AsE F AF Ao A4FES =4I

FoAGRA BAEE AT Fol AN AF A&W FANE ATt MEZZY ARE Fushe B4
L, oy felE vEZEe) FU wE §% g4t Bashd 9ow, 9T 4 we a4Y §3L 9T F

_22_



[0239]

[0240]

[0241]
[0242]
[0243]

[0244]

[0245]

[0246]

[0247]

[0248]

[0249]

[0250]
[0251]

[0252]

[0253]

[0254]

[0255]

[0256]

ZIHEd 10-2015-0138262

o A &35t
A5 717k 12 NE7A

B2 712 54 FAAQFAAL A AR+ 6N &5 W A J17 + 6 P A% Y17 + 2-2)

s P ohAAS SF B4 ke 3 609 X E-F 7Ikelth. B KRMO AAE Ads o] 7IkE wekt)
37t 71€

is

12 5% FH: 712488 FH06 ML) 7R bAoA o wist,

Z o8 FA: 9 T A FHG AY) Aolol How 1 89 " EET <70 mg/dL(3.9 mol /L)% el
WEAY FFoR BEANE ok AdTe] it Bae] WA AR®); /2ATE FHG ADAA FA A

SWPGe] W3t B 7 2ANE FH (6 MDA FAF A WG] WEA ) W,

3 ARF S WAH AA(TEAES) 2 F5 F4H A(SAEs)e)

. o AuE ol KRl AAEA 2 BIH A4, 9 QA7

1 3 gkl

2-F= BECG 2 d-9&d dAE Ees

AN AEE, HAHA A}
Wy, T e ws

dolg, (AFs £3she) A% 4%,

ol ﬂ
O
rlm

AR B 1A 2% FHOIRARE TH6 MNLEIZHA HbA, W3hHE A5, HbA, FAY] AS(<8.0 & >
B2 o] FEAE A (ANCOVA) HES ARE3sle], 18]l HbA, 7124 s 34

8.0%), ¥ AYS uAFE &
B399k, HOE901-U3009} @529 2po] & 2-2 950 A% LIS ANCOVAS] T oA

ozM Mgl
43t

GAE H Al WA e] v-deAd

0

_&

5 o2 Hriehr] {8l 13 &% THC AEHAT. B
& @F2so] gk HOE901-U3009] ¥] 4354< H7istsivh. v-d54S d7et7] $13l, HOE901-U300} &~
Atole] 7| xAFE FH7HA HbAlce] H 2 5 95% CI9] ZJehS HbAlcol tish g
Hl A543 xo] 0.4%¢F Hlwstdth. mITT Feboll A HOE901-U3008F &HF2~ Atole] xjboldll thdh 2-Z 95% CIo| Ak
gro] <0.4%%1 A% H-9FAHel ¥4FE Zolvh. ©A 2% ] dFdol 45d Agelw @F2e gig HOE901-
U3009] $-F4<S Hrbatedth. nlTT ool Al HOE901-U3009F &2 Afolo] zpole] tjgh 2-2 95% (19| AFgho]
<0¢l 7%, SF o] th3k HOE901-U3009] Aol J==ATt.

FE2=o] oigk HOE901-U3009] Hl-d&Adel 1x T-olA dsd Afolrt F 22 FTHoA @F2o st
HOE901-U3002] $-74 Alde] AlTA Ald AA9 #H Uda] dojd Aolrh. hdAd 412 <A ek 7]
z3to] A&Aol .

L

A 43

28 JuHS zk= £ 807 3AE HOE901-U300(n=404) Hr SFEA(n=403)c] tiste] F2r)skstar; 806 ==
IMPoll == AT (FAA] Aeh). mlTT B (&S B2 804 9&}‘5 Egsksi).

AAR R, 7} AgZdodA] vk 7o X7 7)o AFE TR TH(HOEI01-U300: 30/404, 7.4%; SF2~
31/403, 7.7%).

Agteky 2 V) EA EAIE AE8F Alolel #d ®3 Ao, A Fde #HF AHE 60 A,
246/807(30.4%) = 265 AIQATE. 7]Z2AolA A BMIE 36.6 kg/m itk A /WA A B G 7Rk
15.8 9, 714 94d A5 A BF 7 6.6 Folda AA 19 Q&Y §Fo FRRE F AT 1.1
U/kg AZolRa, 7]xAelA H HbAleE 8.14%%

i% A3

12 F34: 712488 316 ML)7HA HbAledl A LS 3t W3k F AgtolA AR THHO0EI01-U300:
-0.83%(95% CI [-0.946;-0.7091); &5¥2=: -0.83%(95% CI [-0.944;-0.706]1). F2~o] g HOE901-U3002] H]-
54 dE2 gk HbAlcol A1 LS 3 2ol -0.00%(95% CI [-0.112; 0.1071)& oA H H-G5A =}o)
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[0257]

[0258]

[0259]

[0260]

[0261]

[0262]

[0263]

[0264]

[0265]

[0266]

[0267]

[0268]

[0269]

[0270]

ZIHEd 10-2015-0138262

0.4% Rt v Astoz QFHATE &@F2=o] tidk HOE901-U3009] -2 AT H A

A WA F 22 FH: 9 T JMAS 6 NE Alelddl Hojm 139 oft TF H/Ew ElE AEIFZFo] Ue
Bxpe] Wbl A E= HOE901-U300 [136/404 (33.7%) 1014 SHFE2A [180/400(45.0%) ] 1. ES
3 HOE901-U3002] 94412 vl ¢ ¥ = 0.75(95% CI [0.63, 0.891)(p=0.0010)Z e,

&
;2
i

_n
S
o
K
)
I

F A F 2z FH: VA5 E THG6 AN FA-A SMPGel A LS H WskE HOE901-U300(-0.90
mmol/L) ¥} #F2 7#(-0.84 mmol/L)oNA FAFSIATE. X &7 Alol9] AJole BAX R oo UATHLS H
7+ =Fo] -0.06(95% CI [-0.383, 0.255], p=0.6921).

A AR F 22 B @E20 th3 HOE01-U3009] 54 F WA 5 23 FHNA AF5HA dka, A ¥
A F 22k FANA F7F AFol AGE A hokrh(6 MLl FA- QPG WEA AT F ARTAAA fAb
SFATh.

O 23 &% FH6 AY): HAle<rvoll =eh fhxpe] wlg Bl FPGelM e Hvt sk = o A= Al
AFESITh. HOE901-U300- 2 HF2-A5 #ae] 8-3 SWPG = o] T A= 7]2d3t Hlawste]
M)A Fd xrEde] AAE Fas Bt F ARwe ZEIAAE VRA%G FA

A

HOE901-U300 wollA 71A d&ud g3 Z7le, &% 19 o 1 4 &3 94 U vluste] 6 /HLolA HF
1 ¥ &% 103 UE op7|ehdut(Z1 Aol HdE 714 Jded 32 F AE7NA 70 URthH. 1 & 25 A+
U S F7h= A 2 Foll Y FUFE A S Alole] H]=SQlth. o]F, A% dEd 7 kgHo=R

FA= A,
EEIEER

ANHoz, AIPZS BE2A FHU HOEIO1-U300 oA © we wMEgol 3xr} &Aooz BuEr),

zhol= ofzt AdEF o A A AT XE A 2 MY e AN ¢ 4 1 ATk, F 6-MY AE-F 7]
b B9 29 APPEFL HOE901-U300 X8 3219 21/404(5.2%) = @F2 & 3249 23/402(5.7%) ) A
=T}

ol TEAEs7F i ghabe] WE-E(HOE901-U300, 222/404 [55.0%]; @52~ 215/402 [53.5%]) Etr +%°
TEAEs7} 90+ $kAte] w8 (HOE901-U300, 25 [6.2%]; Lantus, 21 [5.2%]) 7 o= Alolel]l fAlelgith. frAlgh
H &9 skxl5o] & Xzl FFo A% TEAES(SOC - A% A3H)E ¥ 8% tH(HOE01-U300: n=5, 1.2%;
Lantus: n=7; 1.7%).

L

7y A gmatell A 3 Q1(0.7%)% 6 19 {27 A Foll AFESIGITE. o5 F ZF AsaelA 2 1(0.5%)% 4 19

da 36 Aol APEETE HOE1-U300 8] 3 2ol BAlA A AnE e Ade g WeHE ¥
Fagich: Aol deE A% 2L AAF, Aol % - 3w Bl - A0S et A1BA9A o
%, @Es 2o 3200 DA WA Apde] FE Qele Thed ATk WA 925 9 o 3%, @
SAE wg ARANHA IV, F4 dgdel i w A% 4], gaRd 9wy ¥ gugy A% of

4 Ane AT, BA% B 99 Byl 34 AW A= 0%

6~ X"5-F 7|3 Bk H9 v T A H oM v HEE B aEJYHHOEI01-U300: n=3, 0.7%;

T 6718 As-F 717 &< AAAFJ] FAF F9 92 T A EolA] v52e HE&S HIY(HOE901-U300:
n=9, 2.2%; ¥E2: n=6, 1.5%).

A5 oy z3sle] 714 deWS BH&slE 807 <o T2DM Fxp7F Holdk o] Ao, JNxAH EA :é}

Sk A 5ol A i‘ 3 ATk, FFE2o tid HOE901-U3002] Hl-d5A S 13 &% F4 A
58 FTAl6 MLIZEA HbAle ¥3h. 9 F AL 6 MY Aboldl ofzt AT (SMPG=70
mg/dL[3.9 mmol/L1ol o8 &elHzm/HAAY F59)0] Baud o] A F(%)E HOE901-U300 ol A &
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[0271]

[0272]

[0273]

[0274]

[0275]

[0276]

[0277]

[0278]
[0279]

[0280]

[0281]

SIS31 10-2015-0138262

2 TR o0 UA o Egoh(ZhzE 33.7% 2 45%, RR 0.75, p-%k 0.0010; R WA F 22} &% F4H). F
2, FA-A 8% g WEA, 34 HbAlcol =€ $hxte]l ) FPGe] Her W 2 8%
A ZRady) g e 2% 3 ﬂoﬂ*i“ BT Abolo] H]s=%k Axpr) Yl

F 6/ XF-F 7| S AA AYGZe A AR(Holx 139 AAS 2t xle] a)E AdIET It
Haogle} T#shA @FE2~ + Bl HOE901-U300 ol A o warkch.

o

25 A

i

HOE901-U300% ] 7 6-719 XE-F 713t B¢k & §o=glon] ofug Sol4Ql kg o=

skt

12 /19 EDITION 1 34 7o) &% 2 by Aol gof

it
o
il

- HbAlc: SHAA &7 7175 A+ TH[6 NLIFH A [12 /HL17HA) E<t HbAle: SHASHA £-4 5
Qi F A8 ST

- AT AAHoRE, F 6-ME A= 72 T AR, WA AT As5-F V)3 5o A¥IGTS @ F
2= o BT} HOE901-U300 el Al fFARSEAL O v 3z Mg =2 et

_A>:_]§>_(‘
=)

- Q@A HOE901-U300 A7 & # &dHem oudt Eo]xd b 3= #2HA &gtk A =
717 B, 499 TEAEs7E v A WMESS T oA {FASFIA(HOE901-U300 A& ol A 289/404
3] %9 TEAEs:= +AF

[71 5% = FEA XF ol A 278/402 [69.2%]), W3 EA SOCE 7]oJshA ekgir.

b ZAolA BT (HOE901-U300 X8 oAl 53 [13.1%] % @52 X85 oA 62 [15. 4%])
HOE901-U300 X & ollA 2 21(0.5%) ¢ 3z} 2 &% A& oA 4 <1(1.0%)¢] Aol AA A+ &
717 B9k Alwell o2& TEAEZF USITh.

- AF T ARTANA, AA AF XNE-F 71 9 L2 AF S/ AATHHOEI01-U3001 4 1.17 kg 2 &
E oA 1.40 kg).

1. 23
1.1 4+ &=

1.1.1 47 =¥

F 1

gz} vz - FAelEE o

HOE901-U300 ST~

(N=404) (N=403)
TAs 9 Ae 404 (100%) 402 (99.8%)
T 6-/g AR VI g5 374 (92.6%) 371 (92.1%)
F 6-09 712k Bot JTA A8 Fo [30 (7.4%) [31 (7.7%)
e Am Fo o [21 (5.29) [20 (5.0%)
T 6-M¥ 71z Bek A8 S ol
s ATl 9 (2.2%) 8 (2.0%)
i5 = 1 (0.2%) 1 (0.2%)
T2eZd Y3 F B 2 (0.5%) 5 (1.2%)
71E} ol 18 (4.5%) 17 (4.2%)
T 6-/M9Y 71ZF ot 1A A8 T sixlo] HE AT HE A
Az 27 (6.7%) 28 (6.9%)
AL 3 (0.7%) 2 (0.5%)
TooMEES BEANEY sixe] S5 Hue AL83le] A4y
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SIS51 10-2015-0138262

X2
[0282] A A
HOE901-U300 YE A A
T skE o 404 (100%) 403 (100%) 807 (100%)
i Hd
HEE A8 9% (Intent-to-Treat, mITT) 404 (100%) 400 (99.3%) 804 (99.6%)
6 ME e 374 (92.6%) 371 (92.1%) 745 (92.3%)
QPHA A | 404 1402 | 806
T kA A, BAE AAZ (NE2A) B X5 et =31t
e HoelA, $xe F298tE X5 we E3Eelt
[0283] 1.1.2 47383 2 7124 543
X3
71z 4 2 sl Mot
HOE901-U300 BEA 21|
(N=404) (N=403) (N=807)
A= (A
32 404 403 807
H+(SD) 60.1 (8.5) 59.8 (8.7) 60.0 (8.6)
iR 61.0 60.0 61.0
Hagtk o Aok 28 : 83 32 86 28 : 86
A= 7D [n(®)]
32 404 403 807
<65 277 (68.6%) 284 (70.5%) 561 (69.5%)
[65-75( 114 (28.2%) 105 (26.1%) 219 (27.1%)
>75 13 (3.2%) 14 (3.5%) 27 (3.3%)
A [n(%)]
I 404 403 807
%A 217 (53.7%) 210 (52.1%) 427 (52.9%)
s ) 187 (46.3%) 193 (47.9%) 380 (47.1%)
AF ()]
32 404 403 807
FFEAI /S 371 (91.8%) 374 (92.8%) 745 (92.3%)
=< 26 (6.4%) 21 (5.2%) 47 (5.8%)
OFAISH/ F &S] 6 (1.5%) 5 (1.2%) 11 (1.4%)
7] E} 1 (0.2%) 3 (0.7%) 4 (0.5%)
%% [n(W)]
32 404 403 807
3] 2oy 26 (6.4%) 25 (6.2%) 51 (6.3%)
H) 3] 294 378 (93.6%) 378 (93.8%) 756 (93.7%)

A [n(%)]

32 404 403 807

Fold 2] 7} 206 (51.0%) 207 (51.4%) 413 (51.2%)
A E 33 (8.2%) 33 (8.2%) 66 (8.2%)
T 147 (36.4%) 141 (35.0%) 288 (35.7%)
7] E} 18 (4.5%) 22 (5.5%) 40 (5.0%)

712 AF (kg)
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[0285]

SIS31 10-2015-0138262

A5 404 403 807

Hy (SD) 106.2 (21.5) 106.4 (20.0) 106.3 (20.8)
iR 104.3 104.1 104.1

Hagk o Aok 60 : 197 62 : 164 60 : 197
7124 BMIL (kg/m’)

A} 404 403 807

Het (SD) 36.6 (6.8) 36.6 (6.1) 36.6 (6.4)
iR 35.8 36.0 35.9

Hagk o Aok 23 : 62 24 : 62 23 : 62
71z BMI Zhelate] (kg/m) [n(%)]

A} 404 403 807

<25 5 (1.2%) 2 (0.5%) 7 (0.9%)
[25-30[ 54 (13.4%) 47 (11.7%) 101 (12.5%)
[30-40[ 241 (59.7%) 244 (60.5%) 485 (60.1%)
> 40 104 (25.7%) 110 (27.3%) 214 (26.5%)
712 %4 GFR (mL/¥-/1.73m")

% 404 403 807

He (D) 73.67 (19.32) 74.77 (21.38)  |74.22 (20.37)
iR 73.62 75.63 74.41
HAg - Aok 19.9 : 144.2 15.0 : 141.5 15.0 : 144.2
7124 74 GFR Zhe| 28] (mL/+/1.73m") [n(%)]

% 404 403 807

=90 75 (18.6%) 89 (22.1%) 164 (20.3%)
[60-90[ 235 (58.2%) 221 (54.8%) 456 (56.5%)
[30-60[ 92 (22.8%) 83 (20.6%) 175 (21.7%)
<30 2 (0.5%) 10 (2.5%) 12 (1.5%)
HbAlc(%) ZAAFS] 21913t Al [n(%h)]

% 404 403 807

<8 144 (35.6%) 144 (35.7%) 288 (35.7%)
>8 260 (64.4%) 259 (64.3%) 519 (64.3%)

BMI = AAF A
GFR = A}72] oA=&

GFR2 MDRD F2o2HE f=%

4

Z1Z2A A dY B8 9ok - F9stE "o

HOE901-U300 HE~ A A

(N=404) (N=403) (N=807)
2D 717+ ()
3 404 403 807
Bt (SD) 15.6 (7.2) 16.1 (7.8) 15.8 (7.5)
iR 15.2 15.2 15.2
Hagk - Hdigk 2 43 2 1 44 2 1 44
T2D 7]zt Fhelarg] ()
2 404 403 807
<10 90 (22.3%) 84 (20.8%) 174 (21.6%)
>10 314 (77.7%) 319 (79.2%) 633 (78.4%)
T2D Al A& (AD
A5 | 404 403 |807
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SIS51 10-2015-0138262

Het (SD) 45.0 (8.8) 44.2 (9.5) 44.6 (9.2)
=4k 44.9 44.4 44.7

Hagk o Aok 18 : 78 15 : 73 15 : 78

714 Ql&Ed AE 7

i 404 403 807

Het (SD) 6.71 (4.74) 6.48 (4.78) 6.59 (4.76)
=4k 5.50 5.20 5.40

Hagk o Aok 0.3 : 32.8 1.0 : 33.2 0.3 : 33.2

ol e 714 A& TR

a2 402 399 801

&y =7l 372 (92.5%) 365 (91.5%) 737 (92.0%)
NPH 30 (7.5%) 34 (8.5%) 64 (8.0%)
oMol 714 @ 19 FA 85 [(n(%)]

% 403 399 802

19 13 333 (82.6%) 334 (83.7%) 667 (83.2%)
19 23] 70 (17.4%) 65 (16.3%) 135 (16.8%)
19 23] Wy g8 0 0 0

oo 714 d&d 1Y

% 371 363 734

He (D) 69.93 (30.42) 70.17 (28.31) 70.05 (29.38)
=4k 60.00 60.00 60.00

QL : Q3 49.00 : 81.00 50.00 : 80.00 50.00 : 80.00
Hagk - Hdgk 42.0 @ 200.0 42.0 : 200.0 42.0 @ 200.0
oo 714 A&Ed =

% 371 363 734

He (D) 0.668 (0.264) 0.667 (0.240) 0.667 (0.252)
=4k 0.598 0.609 0.601

QL : Q3 0.487 : 0.769 0.493 : 0.770 0.490 : 0.769
Hagk - Hdgk 0.30 : 2.12 0.31 : 1.76 0.30 : 2.12
oldel A% dEd 1Y

kI 396 397 793

Hat (SD) 57.11 (36.45) 58.42 (37.89) 57.77 (37.16)
=4k 49.30 52.00 50.00

QL : Q3 32.00 : 72.80 31.70 : 75.00 32.00 : 73.70
Hagk - Hdgk 5.0 @ 350.0 3.6 1 280.0 3.6 : 350.0
oo A% d&d =

%] 396 397 793

Hat (SD) 0.537 (0.336) 0.540 (0.315) 0.538 (0.325)
=4k 0.474 0.488 0.480

QL : Q3 0.332 : 0.670 0.329 : 0.687 0.330 : 0.685
Hagk - Hdigk 0.06 : 3.08 0.03 : 2.30 0.03 : 3.08
oldel & Ql&EW 1

% 366 361 727

He (D) 126.00 (56.57) 127.78 (55.97) 126.88 (56.24)
=4k 112.00 114.00 113.00

QL : Q3 88.00 : 149.10 87.00 : 154.90 87.90 : 152.00
Hagk - Hdgk 47.0 @ 530.0 52.4 : 384.0 47.0 @ 530.0

_28_




SIS31 10-2015-0138262

olde] % ol#al 19 £ (U/kg)

SApe 366 361 727

Het (SD) 1.193 (0.484) 1.199 (0.447) 1.196 (0.465)
FRrRI 1.085 1.101 1.096

Q1 : Q3 0.875 : 1.401 0.871 : 1.388 0.871 : 1.398
Hazk - Hogk 0.50 : 4.66 0.51 : 3.13 0.50 : 4.66
FE2 o] A

a2 404 403 807

o 373 (92.3%) 369 (91.6%) 742 (91.9%)
ol L 31 (7.7%) 34 (8.4%) 65 (8.1%)
HEZZW ol ALg

32} 404 403 807

ol 227 (56.2%) 234 (58.1%) 461 (57.1%)
oty e 177 (43.8%) 169 (41.9%) 346 (42.9%)
T2D = 28 Zuy

fgate A AL 845

PRA9s A A% 7Y B NA/AF/F 19 o fxe) P

CZA A 3 Y olu A

1.2 &% %7}
1.2.1 13 &% =34
X5
T 85T B4 - LOCF WS AR 7245 6 /Y9 TH7MA HbAle(%)e] B W3t - Il Fdt (=
1)
HbAlc (%) HOE901-U300 HE~
(N=404) (N=400)

HEX]
A} 391 394
Het (SD) 8.14 (0.78) 8.14 (0.76)
FRrRI 8.10 8.10
A2k Aulgk 6.5 : 10.6 6.4 : 10.3
6 M9 4 (LOCF)
A5 391 394
Het (SD) 7.25 (0.85) 7.28 (0.92)
FRrRI 7.10 7.20
A3k Aulgk 5.3 : 10.6 5.2 : 13.8
71245 H 6 MY T/ sl (LOCF)
A5 391 394
Het (SD) -0.88 (0.81) -0.86 (0.92)
FRrRI -0.90 -0.90
H2xzk - Adzt -3.4 :1.8 -3.1: 4.6
LS W (SE) -0.83 (0.060) -0.83 (0.061)
95% CI (-0.946 WA -0.709) (-0.944 W#] -0.706)
@ol g LS it Aol (5B’ ~0-00 (0.056)
95% CI (=0.112 WA 0.107)
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[0289]

[0290]

[0291]

[0292]

[0293]

SIS51 10-2015-0138262

[}
8.00), ¥ XS uAH gz, il 7|F

LOCF = o]d ##=x A8 A% (Last observation carried forward)
[e]

FTEaE A (ANCOVA) 2Ee X5 (HOE901-

U300 % eF2-), HbAle AR F49138) AT (<8.0, =
2 HbAle & —'tﬂa‘:.o_i st

1.2.2 F 2z &4

1.2.2.1 ot AE3F

o 9 (<]
—'ﬂﬂﬁr TEoE FAE Aok 1 3¢ ozt AE
A

ANd FH Aol dojut
g

2100:00 A

g3 ¥5=9<3.9 mmol/L (70
05:59]°] = &

A Abzlo] Qi Aol S U MR

HOE901-U300 TE
(N=404) (N=400)
F5 F/EE FAH ofgt 4¥E5[00:00 YA 05:59]
n (%) 136 (33.7%) 180 (45.0%)
%_1’5_1\‘01] EHU]_ RR (95% CI) 075 (063 LHX] 089) -
p-#k (CMH) 0.0010 -
n(%) = 8% FET<3.9 mmol/L (70 mg/dL) .2 FAH /ALY FZo8 FAE Zojx 1 39 ozt 4
o] =

QM e ARES, HbAle FAMS] F2918} A% (<8.0. > 8.0 l&] AZ3le RRol 7]
1.2.2.2 FA-H €3 ZTEF -6 ¥ TF
z 7
T A F 23 2% 9 - LOCF S A3 712 45H 6 MY 874 Hd AR
SMPG(mmol/L) 2] Hyt W3l - mITT Hek (= 2)
H FA-A SUPG (mmol/L) HOE901-U300 TE
(N=404) (N=400)
S
e 365 360
Hy (SD) 10.31 (2.58) 10.44 (2.65)
FRrRde 10.02 9.98
Ak« Ay 4.4 : 20.6 5.6 1 20.8
6 /1Y =4 (LOCF)
e 365 360
Hi (SD) 9.11 (2.42) 9.28 (2.45)
FRrRde 8.77 8.69
gk - Huzt 3.8 :20.3 4.8 :19.1
71245 H 6 MY FH71A ¥l (LOCF)
a4 365 360
Hi (SD) -1.20 (2.84) -1.16 (2.70)
FRrRde -1.19 -1.24
gk - Huzt -13.2 : 8.9 -11.3 : 7.5
s AR (S " -0.90 (0.183) -0.84 (0.183)
95% CI (-1.260 WA -0.543) (-1.196 WA -0.478)
2ol e LS At Aol (5B) ~0-06 €0.162)
95% CI (-0.383 WA 0.255)
p— %k (ANCOVA) 0.6921
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[0294]

[0295]

[0296]

[0297]

[0298]
[0299]
[0300]
[0301]
[0302]
[0303]
[0304]

[0305]

[0306]

[0307]

[0308]

[0309]

ZIHEd 10-2015-0138262

& FojH WhEo| oA 7 ol ZAA At = 3 SMPGe] Ho 7 Hrbed),

ot
Tk A ANCOVA) B A (H0BI0L-US00 51 ), ibAle ziapel Alsh AS(<8.0, =
R ECRECEWERE BN T

MR, B EE B A2 THHE BAENA B ZEG LSS 9 e 5T £
= WA 9 FSehe REEOHE, dE §9, P $) 2 A4F IFE Aotk 845 A @
g EEd g8 Yo 246 PEE A L A0l A S A A DL EELR

FAEL 7h AR WA TR 9] 1S AFE APAS A SEE YA NS o, A=
TG ddel Folxl Aol mel wAgs|ojop sl Al dAM= g dHolH FaAdE s AleE Ao &
W& ARgste] ERAIE A71Hor HAbstelof dtt

VIGIAE ) AR, QA Bl @ thee] /1% 3Ee gk

@ A7 A& 2 AF A&A: HOEY0I-U300 H @F2x FAHHAL 717F F &% EE NPH F4h) 2 45/
F2 a8 FAM FARY A7 2 g8

@ SMPG: SMPGS] AZF 2 gk

1. ob (o AAL el FEA] SHPG

2. 4 E A7 A S A AE-Y] FAE A 30 2 ol SMHPG
3. 4-d ZEAY 2 §-H Z2Y SHPG

4. AFF Az BEaE SIPG

7Ek SPG(Z 9] ol §7h Foo] )

SNPG ZA42 th&3 o] Algldrt:

@ ZEA EF TET(MPG): FEA(o}HAAL ) MPGE AT 9k Wi == Aok, L 3(1 o, 7%
M) A F EOF TEA SIPG Z=A AR HEF Lol LAY A7 7|7k Solz (AL Hrls= d AleH
AT, 9 F, UAR) FAAD BN D) SO A A LG o, F g Aok
3 3] F4o] Al s ofof .

@ A7 GES FAF A 30 £ o/l F I=F(FAE MPG): FAR SWPGE 71324 o] 3 AT 5

B o)l Hojx 7 el INP(HOE901-U300 Hi= ehF2)e] FAE A 30 & o|ujel] AAld Aot} 4-3 T

8—Xq o] AAlE & FAR SWPGO] AlFte] -3 E= 8- Ryt A dd A =
= O @xpol ofs) LAl wigHEn(dE 5o, FAP PG HAFAD.

® 43 SMPG Z2 A (bAAL A, HAAAA A, AGAA A, ARAD: 7124 BHE A F
A 12 F B¢ FARELS F 9 X*oi‘: 3 Ao 4-% SMPG ZEuYS A 3e Zolt}, At %
W, 43 SWPG T2Fe] FE ARt el we frad AW, w) g d F
SMPG T2 Hde o Ho|tt, i}, <dad WY HA 2AHS Y3 AT U wA
Al&e o] Aaet.

_1

83 WP TEIA(R A 03:009 S AZ obIAM A R 2 N F; UGN A R 2 AT F;
AU A 22 A 35 AGA): SRS u) @ PR A 5 ol Holm 1 de 87 SIPG ZEsas
AWE Aotk e, 8 FAAE WF Holw 18], el ofF wl 2 Fukth 1 8 -4 SNPG E2THAS A
W Aol AR, 270 3:00 WG gho] N HHES 55| Foldof wl,

FF4 AGYF VAT F WG 8450 AFY FHS =72 wrkd, AbsshiE BA(EE,
SshE, e Albel o8 B £l SAsolok wrk. S welstel Bl Ao Z7HQ)

He
Hl o
N
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[0310]
[0311]
[0312]
[0313]
[0314]
[0315]
[0316]

[0317]

[0318]
[0319]
[0320]
[0321]
[0322]
[0323]
[0324]

[0325]

[0326]

gt PR aTHA RE F, BAES FFY AGFF| o
¥Y EEY £ES FPRED A Aotk A,

NEA R A R E L PR 812 F)7H4 A

TEA (R AAL ) SIPG; ¥

12 5 sk

FARD SMPG(Z] A e A 2 30 & o) 24 #F W A7 Y

8- T2y SMPG: ZF & Wt d 5 A o]

[ )

[ )

@ 4-7 T2 SWPG: W 8(12 F)7HA wijF 3 A9 tE ¢
[ ) 2

[ )

AdG AR AEE SWPG: 7152 wjuick

1=

T A5 gel weh Ax@ thg HeolETE e-CRFol ol Flolth: HE 3
H,

SWPG, Ad ARt dEE SWG: 715E wivie, dak W d 59 YA SIPG HlolH

o A e-CRFoll Eo12 AHolt},

°
°

® 47 Tk SWPG: 2 A R A 7 I o]
® 3-% =Y SWPG: 7t A FE A 5 Y o]
°

SERCLAREL A2

SIS51 10-2015-0138262

rle

gste Fol A

Xz 8

Al HA F 22 &% T4 - LOCF WS A188 71248 6 MY ZH7MA FA-A SHPGe] ¥ 54 ol A
o st Ws} - mlTT Het
ZA-7 SMPGE] WEA HOE901-U300 HE

(N=404) (N=400)
e
A 365 360
He (D) 25.55 (12.41) 24.97 (11.82)
4k 23.92 24.34
Hazk - Hdigk 0.0 : 82.8 1.7 : 74.3
6 MY &4 (LOCF)Z
A 365 360
H (SD) 22.23 (11.76) 21.57 (11.47)
4k 21.79 20.42
Hazk - Hdigk 0.0 : 60.3 0.9 : 64.1
7| ZXA5H 6 MY FH714 ®s (LOCF)
A 365 360
H (SD) -3.32 (14.59) -3.40 (14.54)
4k -2.88 -3.17
Hazk : Hdgk -62.5 @ 48.1 -54.7 : 41.7
1S Bt () -1.09 (1.222) -1.11 (1.222)
95% CI (-3.486 W=] 1.310) (-3.508 YA 1.292)
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[0327]

[0328]

[0329]

[0330]

[0331]

SIS31 10-2015-0138262

o] g LS H 2o (SE)

0.02 (1.087)

95% CI

(=2.114 WA 2.154)

LOCF = o] d #&x] 24 #a9
SMPG = A7 RYEHH dF x4

1.2.3 ©& 23 8% =34

1.2.3.1 6 /i€ HpAlc < 7%¢] #Ate] HES

Z9

g2 23 3% $4 - 6 /MY STHNA HbAle < 7% $AF2] 4=(%) (LOCF WS AH8) 2 F 6-71€ A
2 7|7k HE 3 )Y B9k I TET < 3 mmol/L(54 mg/dL)ol ol BRlE/HAY FEoR BA
B AEg=e Ao glE 6 /Y Ao A] HbAle < 7% 322 4 (%) (LOCF WS AHE) - mITT Heh

HOE901-U300 AR

(N=404) (N=400)
HbAle < 7%
A 391 394
n (%) 155 (39.6%) 161 (40.9%)

o) tlgk RR (95% C1)°

0.97 (0.83 WA 1.14)

HbAlc < 7% B FZFolar/o] A &% (<3.0

mmol/L;<54mg/dL) Add= ¢l

[e]

i=1

A}

393

394

n (%)

99 (25.2%)

95 (24.1%)

PE o] ulg RR (95% CI)°

1.05 (0.82 WA 1.33)

CMH W ES A&k, HbAle fAFS] 21918t Al S (<8.0.

> 8.0%)° 2|3l

AZ3tE RRAl 24

1.2.3.2 7|ZZFE 6 NEY FFHIIR] FPGAAS HEl

X 10

& 22 2% €3 - LOCF W& AMES 7245 H 6 71 F37HA FPG(mmol/L)el A1 o] 4 W3} -
mlITT <t
FPG(mmol/L) HOE901-U300 HE

(N=404) (N=400)
HEX]
2 378 385
it (SD) 8.72 (2.83) 8.90 (2.94)
=4zt 8.40 8.60
Hagk o Hdigk 2.3 :19.2 2.4 1 20.8
6 MY =4 (LOCF)
2 378 385
it (SD) 7.25 (2.56) 7.21 (2.40)
=4k 6.80 6.90
Hagk - Hdigk 2.4 1 18.2 2.7 1 17.6
71 245H 6 MY FH714] Wl (LOCF)
2 378 385
Ht (SD) -1.47 (3.10) -1.69 (3.21)
=4k -1.40 -1.70
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SIS351 10-2015-0138262

Az o HAog -13.7 @ 11.3 -12.5 : 9.0
LS AE ()’ -1.29 (0.191) -1.39 (0.191)

95% CI (-1.661 to -0.910) (-1.763 to -1.012)

= ool) Ua LS HE o] (SE) 0.10 (0.171)

95% CI (-0.234 to 0.437)

A EA(ANCOVA) RE2 X Z - (HOE901-U300 H &HE2), bAlc HALel 293 AS(<8.0, >
8.0%) ., ¥ N9S nAY avz, adx 7] xA FPG gk% SHigo R 3

[0332] 1.2.3.3 8-F SHPG ZZ3 Y
[0333] =32 712 26 Mg FAAA Fat 8-3 SWPG Z 23k (mmol /L) - mITT Hh& 7]E 9t
[0334] 1.2.3.4 7]A 2 4% ogE &%
[0335] T4 F 6-ME XNE-F A7) ek WEA 9 Hy 19 7)A ded 2 A% ey £3() - nllT S
Eain=s
[0336] 1.3 <tAA Hr}
[0337] 1.3.1 =2 A%
iz 11
[0338] T 6-ME A5-F 7|2t & HAAL AF] Ui =& - kA o
HOE901-U300 PE
(N=404) (N=402)
T 6-ME A5 dg T4 =& (A ) 194.7 193.3
T 6-E AT A8 7 ()
A} 404 401
it (SD) 176.0 (29.8) 176.0 (30.0)
=4zt 183.0 183.0
A gk - Hogk 6 : 199 5 : 216
Jhelaig]d] o3k £ 6-719 AT XE 7% [n(%)]
2 F71A] 2 (0.5%) 5 (1.2%)
>2 WA 4 F 3 (0.7%) 3 (0.7%)
>4 WA 8 F 8 (2.0%) 2 (0.5%)
>3 WA 12 F 5 (1.2%) 6 (1.5%)
>12 WA 17 F 2 (0.5%) 3 (0.7%)
>17 WA 26 F 129 (31.9%) 122 (30.4%)
>26 5 255 (63.1%) 260 (64.8%)
helaiz]ol] o8k = 6-/1% AT A5 T4 73t [n(®)]
> 19 404 (100%) 401 (100%)
>0 F 402 (99.5%) 396 (98.8%)
>4 F 399 (98.8%) 393 (98.0%)
>8 F 391 (96.8%) 391 (97.5%)
>12 F 386 (95.5%) 385 (96.0%)
>17 F 384 (95.0%) 382 (95.3%)
>26 F 255 (63.1%) 260 (64.8%)
T HAAES AR FAE ke ASaoA] uEHT
[0339] 1.3.2 A83F
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SIS31 10-2015-0138262

*x 12
[0340] T 6-ME As-F 7|3k F2F A% 1 39 I AFF Abglo] &= A (%) -QhHA FJd
BE AEEF ofZt A8
(00:00-05:59)

AdG Al 8 HOE901-U300 BT HOE901-U300 TE
n(%) (N=404) (N=402) (N=404) (N=402)
Aoje] 489 A 336 (83.2%) 356 (88.6%) 183 (45.3%) 238 (59.2%)
Z=o AT [21 (5.29) [23 (5.7%) [8 (2.0%) [10 (2.5%)
=E 34 Adgs
< 3.9 mmol/L (70 mg/dL) 282 (69.8%) 312 (77.6%) 145 (35.9%) 193 (48.0%)
< 3.0 mmol/L (54 mg/dL) 157 (38.9%) 171 (42.5%) 55 (13.6%) 73 (18.2%)
Tt AYE S
< 3.9 mmol/L (70 mg/dL) 255 (63.1%) 271 (67.4%) 84 (20.8%) 100 (24.9%)
< 3.0 mmol/L (54 mg/dL) 70 (17.3%) 73 (18.2%) 9 (2.2%) 15 (3.7%)
TbsA Q= 234 Adgz |18 (4.5%) |28 (7.0%) [6 (1.5%) [9 (2.2%)
o H ARES
> 3.9 mmol/L (70 mg/dL) [56 (13.9%) |76 (18.9%) 115 (3.7%) 133 (8.2%)
ZZ W/ g A¥gE
< 3.9 mmol/L (70 mg/dL) 329 (81.4%) 352 (87.6%) 180 (44.6%) 229 (57.0%)
< 3.0 mmol/L (54 mg/dL) 185 (45.8%) 202 (50.2%) 65 (16.1%) 84 (20.9%)
n(%) = Fojx 1 39 ALG Azlo] Y& o) 5 2 MEG
e AYYS = %8 254 AFYS wE P2y Adds

[0341] G AAAe gLy o] EFEv(American Diabetes Association Workgroup on Hypoglycemia. Defining

and Reporting Hypoglycemia in Diabetes. Diabetes Care 2005;28:1245-49):
[0342] 359 AEIFF
[0343] F3o ARTe @iEE, IR, B e 24 2AE vEHoR Y] ANt ge Ade] mpe
de 7 sk Abdelt

[0344] OF ARaE B4, 499 Ee EFRE frald SR MEEIVETY dad S A 99
;(] [e] :‘LE 3 A

[0345] 39 FFY AYYFY T 449 gl AF-ARE W] FRI FIoln, W BAE A4 ®
ErhE Algel UE £ 080 ¥ A0E AZHE RE VLSS TgUT

[0346] "EES FoRE " AL IAUF O A B Y RS e PSS st Ao FRIEAL. e
o] ot &g W FAE FHAMAA w8 AL "EES A= 3" Ao R nHH A ool gt

[0347] 59 T34 AELGTL SAE 7S WSAIZA A golnt SAERA] HEE Flejgh, BE W oJAEYW Ee T
FAE A SAEEA] Halwojof gtk

[0348] 718E F34 AEDGF

[0349] 7N2E 34 AdGEe AP AdgE F4o] < 70 mg/dL(3.9 mmol/L)e] =AY dF TEY Fo] &
kx]l= AbAo]th(American Diabetes Association Workgroup on Hypoglycemia. Defining and Reporting
Hypoglycemia in Diabetes. Diabetes Care 2005;28:1245-49).

[0350] AAdGZ oIAEZHE o]y e ZoR auHE A3 T4, dF 5o FrbE e, AN, Fr18/



[0351]

[0352]

[0353]

[0354]

[0355]

[0356]

[0357]

[0358]

[0359]

[0360]

[0361]

[0362]

[0363]

[0364]

[0365]

[0366]

[0367]

[0368]

SIS51 10-2015-0138262

NeA A ¥ AT Adgre 40 84 ¥ud SRS pied 2AW, 84 ¥Rd EE 70
ng/dL olafel ela] ofrl® Aew FAWE: FAl @% ¥ED AW glo] AT BaFEz AnHs
PRt

HRH ALGF
g ARGEL
AFZA A48
M AUFF

ot AEFT2 00:00 A 05:59 AlZE Atolell dojub= 9] shEare]e] dele] AdFTolrt. F: A ot
A 5 22 SH(Ho= 1 3|9 okt AddTol A= & Al x3FHA &S Aol

70 mg/dL(3.9 mmol/L) ©]38}2] XJol| F7}ste], <54 mg/dL(3.0 mmol/L)e] 8 EZETo] v AT dIx

== W2 A9 Aotk (Guideline on clinical investigation of medicinal products in the treatment of

diabetes mellitus. Draft. EMA, 20 January 2010).

AdGZol B/ Al (clock time) 7|Eo2 st Holu}:
S

AEFT om0 s Foke] #3(0:00-24:00) B F7hR 4 oke] AlRtel] me} @Ad Aojn:

O 38159 AlZtel we} gosl= ofzt AdEE: &x7t o] AR wio] ZAAY dojuh=A] o R Fsi
00:00 WA 27 05:59 Al Afolell dojuyp= ¢ shelaigle] 9leojo AT

O 3 AEF5: 24 06:00 U] 23:59 Apolol] dojip= 9] 7 g 9o AP I3,

)

FAe mddel A Aol SR Eey Pk AFAA UL @, BASE THY ATl A4
wrkch B4stE Fol Ao ALY WP EED £F2 SAGES ANRE Aoln, thgel ddHAAN 2
e el A4 A A% P AdHoloh el

X 13
AT 717k F 6-70Y A E-F 713 B ol 1 39 &5 AYD Aol Adv AP 42(%) - kA
At
e A¥gS Rt AYGF
(00:00-05:59)
A A £33 HOE901-U300 TE HOE901-U300 HE~
n(%) (N=404) (N=402) (N=404) (N=402)
deoje] A¥g A
A A 336 (83.2%) 356 (88.6%) 183 (45.3%) 238 (59.2%)
A5 AAE 8 F7HA 275 (68.1%) 310 (77.1%) 112 (27.7%) 153 (38.1%)
8 F ol% 6 ME7A 298 (73.8%) 304 (75.6%) 140 (34.7%) 181 (45.0%)
=59 AdGF
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[0369]

[0370]

SIME3 10-2015-0138262
A 21 (5.2%) 23 (5.7%) 8 (2.0%) 10 (2.5%)
A5 AAHEY 8 F7HA] 7 (1.7%) 12 (3.0%) 3 (0.7%) 3 (0.7%)
8 F ol% 6 ME7A 19 (4.7%) 13 (3.2%) 5 (1.2%) 7 (1.7%)

29 954 A¥IS
< 3.9 mmol/L (70 mg/dL)
A 282 (69.8%) 312 (77.6%) 145 (35.9%) 193 (48.0%)
28 AZHEH 8 F71A 210 (52.0%) 250 (62.2%) 79 (19.6%) 109 (27.1%)
8 T olF 6 /MEVA 242 (59.9%) 242 (60.2%) 108 (26.7%) 146 (36.3%)
< 3.0 mmol/L (54 mg/dL)
A 157 (38.9%) 171 (42.5%) 55 (13.6%) 73 (18.2%)
28 AZHEH 8 F71A 96 (23.8%) 113 (28.1%) 31 (7.7%) 39 (9.7%)
8 F o]F 6 META 119 (29.5%) 115 (28.6%) 40 (9.9%) 47 (11.7%)
Tt AdEE
< 3.9 mmol/L (70 mg/dL)
A 255 (63.1%) 271 (67.4%) 84 (20.8%) 100 (24.9%)
28 AZHEEH 8 F71A 187 (46.3%) 210 (52.2%) 44 (10.9%) 60 (14.9%)
8 F o]F 6 META 203 (50.2%) 206 (51.2%) 57 (14.1%) 64 (15.9%)
< 3.0 mmol/L (54 mg/dL)
A 70 (17.3%) 73 (18.2%) 9 (2.2%) 15 (3.7%)
25 AAEEH 8 F7HA 34 (8.4%) 39 (9.7%) 6 (1.5%) 10 (2.5%)
8 F o|F 6 MEMA 52 (12.9%) 46 (11.4%) 4 (1.0%) 6 (1.5%)

= - a
H/Ee IRl A¥Gs

.9 mmol/L (70 mg/dL)

329 (81.4%)

352 (87.6%) 180 (44.6%)

229 (57.0%)

A A 8 F7HA

269 (66.6%)

299 (74.4%) 107 (26.5%)

139 (34.6%)

o] 6 7| H7HA

295 (73.0%)

303 (75.4%) 135 (33.4%)

180 (44.8%)

.0 mmol/L (54 mg/dL)

S [ [N [O° Y (1A | ol
N (b |2 (92 N [k (2 |, | olN

185 (45.8%) 202 (50.2%) 65 (16.1%) 84 (20.9%)
A|ZHLE] 8 F71A] 117 (29.0%) 131 (32.6%) 38 (9.4%) 48 (11.9%)
ol% 6 LA 148 (36.6%) 146 (36.3%) 44 (10.9%) 51 (12.7%)
%) = Jox 1 39 AP Abzle] v A 4~ E WHEF
‘gow A¥YE = /=W 54 APYGE wE L3 Adgs
3.3 AB5E-&F9 BAHAF A
X 14
T 6-ME AE-F 713+ E AEF SFo] BAHH AbA - obdA Fvk
n (%) HOE901-U300 BT~
(N=404) (N=402)
319lo] TEAEZ} Y= 33} 222 (55.0%) 215 (53.5%)
deolo A8F SFo| SAE7} &= FA 25 (6.2%) 21 (5.2%)
Aol ol2 % Qlele] TEAEZ} = Al 1 (0.2%) 2 (0.5%)
A7 A5 T o2 9o TRAEZF I+ 3Rt 6 (1.5%) 7 (1.7%)
TEAE: X5%F &9 A4 AbA, SAE: 359 A4 A
n(%) = Ao]x 1 39| TEAEZ} Q& $hxle] 4 @ wixg
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[0371]

* 15

SIS31 10-2015-0138262

T 6-7/0d A5-F 7t &

= $hate] (%) - HHA

2} SOC, HLT 2 PTo| 93] ¢loje] Xz oA HLT > 2%= WAS TEAE(s) 7} 9l

12} A|2~® 717 EF(PRIMARY SYSTEM ORGAN CLASS)
HLT: 1155 89| (High Level Term)
94 goj(Preferred Term) n(%)

HOE901-U300
(N=404)

=
L e

(N=402)

=IR=1
SEEE

222 (55.0%)

215 (53.5%)

7 9 Ay Y 115 (28.5%) 121 (30.1%)
HLT: &4 2 939 744 6 (1.5%) 12 (3.0%)
e i 1 (0.2%) 0

AN 0 3 (0.7%)
A4 44 1 (0.2%) 0

A4 4 (1.0%) 9 (2.2%)
HLT: A ¢ 3 (0.7%) 9 (2.2%)
A 74 2 (0.5%) 6 (1.5%)
EIIR: 1 (0.2%) 1(0.2%)
zol4 0 2 (0.5%)
HLT: QIEFl=} vpole] X~ 744 8 (2.0%) 9 (2.2%)
A ETlA} 8 (2.0%) 9 (2.2%)
HLT: 37]1= 2 o 74 18 (4.5%) 24 (6.0%)
71 #A 4 14 (3.5%) 19 (4.7%)
71BA A H 1 (0.2%) 1 (0.2%)
7% 4 1 (0.2%) 0

¥4 2 (0.5%) 4 (1.0%)
HLT: V= 74 56 (13.9%) 51 (12.7%)
e M el R e 0 3 (0.7%)
A4 A=Y 0 1 (0.2%)
A HEAY 1 (0.2%) 0

4 0 2 (0.5%)
H 1 F<$ 19 (4.7%) 17 (4.2%)
A+4 3 (0.7%) 2 (0.5%)
H 4 1 (0.2%) 0

il B 11 (2.7%) 10 (2.5%)
7%= 79 23 (5.7%) 19 (4.7%)
HT: 82 7+ 10 (2.5%) 12 (3.0%)
] 2 (0.5%) 3 (0.7%)
A% 74 0 1 (0.2%)
A4l 0 1 (0.2%)
a4 2le-Ald 0 1 (0.2%)
L2 74y 8 (2.0%) 6 (1.5%)
HLT: wpole] 7+9d NEC 13 (3.2%) 12 (3.0%)
vpolej 2~ 71#AA 4 1 (0.2%) 0

o] e Bt I 7 (1.7%) 5 (1.2%)
Hpole 2w | 0 1 (0.2%)
vpojg 2~y 7% 3+ 1 (0.2%) 2 (0.5%)
vpolje] 2~ 7H¢ 3 (0.7%) 2 (0.5%)
Hpolej 24 vl ¢ 0 2 (0.5%)
vpolej 2~ AVE 74 3 (0.7%) 1 (0.2%)
27 A ol 42 (10.4%) 40 (10.0%)
HLT: % NEC 13 (3.2%) 11 (2.7%)
e 12 (3.0%) 10 (2.5%)
s B 1 (0.2%) 2 (0.5%)
3 ol 12 (3.0%) 13 (3.2%)
HLT: #2k4d 3139 Aol NEC 8 (2.0%) 10 (2.5%)
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w3} |8 (2.0%) [10 (2.5%)
357, & 9 FA Fof 32 (7.9%) 32 (8.0%)
HLT: &85 ol4t 10 (2.5%) 4 (1.0%)
35 = 6 (1.5%) 2 (0.5%)
$EA 5F 2T 3 (0.7%) 2 (0.5%)
I35 1 (0.2%) 0

HLT: 37|% A5 9 Z4 10 (2.5%) 7 (1.7%)
g el 1 (0.2%) 0

o] Bt 0 1 (0.2%)
TRARNTE B 5 (1.2%) 5 (1.2%)
| 2 (0.5%) 1 (0.2%)
i I s 1 (0.2%) 0

e &8 1 (0.2%) 0

A7 el 54 (13.4%) 48 (11.9%)
HLT: AP (R A<D 15 (3.7%) 15 (3.7%)
AAL 15 (3.7%) 15 (3.7%)
HLT: o4 2 7% A4 18 (4.5%) 18 (4.5%)
24 15 (3.7%) 11 (2.7%)
TE 5 (1.2%) 10 (2.5%)
<=4 9 A 24 Aol 54 (13.4%) 61 (15.2%)
HLT: 3 3¢ A5 2 SA 11 (2.7%) 16 (4.0%)
AT 8 (2.0%) 14 (3.5%)
i B oA A 0 2 (0.5%)
¥ B3 3 (0.7%) 0

HLT: =4 9 A x4 §5 9 Bzt 22 (5.4%) 27 (6.7%)
s 9 (2.2%) 14 (3.5%)
are T 1 (0.2%) 0

<=4 Ve B2 1 (0.2%) 2 (0.5%)
o= 55 5 (1.2%) 4 (1.0%)
A B 7 (1.7%) 10 (2.5%)
A ol Bl Fo] K9 W 42 (10.4%) 34 (8.5%)
HLT: 7235 s 12 (3.0%) 8 (2.0%)
TEs 1 (0.2%) 1 (0.2%)
&2 10 (2.5%) 6 (1.5%)
et 1 (0.2%) 1 (0.2%)
HLT: A §-9] wk& 9 (2.2%) 6 (1.5%)
TAL 59 =9zt 1 (0.2%) 0

TAL 59 &t 0 1 (0.2%)
TA 79 8% 4 (1.0%) 3 (0.7%)
TAL H-9 =8 0 2 (0.5%)
TA 59l AA 0 1 (0.2%)
TA 59 55 4 (1.0%) 0

TAF 59 A9zt 1 (0.2%) 0

HLT: -3 NEC 15 (3.7%) 14 (3.5%)
ZARA B 1 (0.2%) 0

Tz BF 14 (3.5%) 14 (3.5%)

TEAE: X83% $59 FAZ Ak, S0C: AJA" 7|3 B3 (System organ class), HLT: 1145 &9 (High level

term), PT:

n(%) = %

£ gof(Preferred term) MedDRA 15.
o] 1 39| TEAEZ} Sl SAte] 4 H

1
EER

FOEE SC HAHOR FoEE £o® HLT, PTe &3l o= &5
Aol shfe] el Hojk shupe] <HLT > 26><1 HLTWHo] A4

1.3.4 A%, T3¢ A2F-SF9 44 A

_39_




[0373]
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[0375]
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SIS31 10-2015-0138262

1.3.4.1 A%
% 16
AT ZRHRAT F, An-F, AT-F)7HA ARE ] F(0) - A Hd
HOE901-U300 gE2
(N=404) (N=402)
Az Ay 3 (0.7%) 3 (0.7%)
A6 Md et AF-F A 2 (0.5%) 2 (0.5%)
A EESAL 0 2 (0.5%)
AF-F A 0 0
TEAE: X =% 39 544 A, SAE: T3¢ #4474 Ak
‘A AR F AT B eEz o) B Ex ve-54d RUEYe] 244 Ak 3 BE A
S5 ool SARS] sa/MA st AejE =) A ol BE AbE 29
" As-ze F6-NY Am-F A7l
D AT B(AF adl AolH) o)F dojuhw dlolEjwlo]xd] e AlRS ¥

* 17

F 6-71Y A =-F 717 < 1z} SOC, HLGT, HLT € PTo| 9l&f A83F S92 SAEs7t = Ao 4=(%) - <t

A4 Ao

12} Al2=®) 719 5 (PRIMARY SYSTEM ORGAN CLASS)

HLGT: a4 1% 29 (High Level Group Term)

HLT: 2245 o] (High Level Term) HOE901-U300 YBE
$-4 go](Preferred Term) n(%) (N=404) (N=402)
Ao F 25 (6.2%) 21 (5.2%)
7 9 Ay A 7 (1.7%) 5 (1.2%)
HLGT: ute|elo} 7414 ol 1 (0.2%) 1 (0.2%)
HLT: uFejg]o} 7+ NEC 0 1 (0.2%)
o4 0 1 (0.2%)
HLT: ~2EAEzmFE A 719 1 (0.2%) 0

s 1 (0.2%) 0

HLGT: 7+ - E5A Pt 6 (1.5%) 5 (1.2%)
HLT: &4 2 91333t 74 0 1 (0.2%)
A 0 1 (0.2%)
HLT: wf 2 ¥4 7Y 2 (0.5%) 1 (0.2%)
=T 2 (0.5%) 1 (0.2%)
HLT: A% 74 1 (0.2%) 0

Ay e 1 (0.2%) 0

HLT: 7+$3 NEC 1 (0.2%) 0

P s el 1 (0.2%) 0

HLT: &7]% @ # 24 2 (0.5%) 2 (0.5%)
71HA & 1 (0.2%) 0

71 AA A H 1 (0.2%) 0

] 0 2 (0.5%)
HLT: o835, #8F, vpoje2=d3 9 9k 83 NEC 1 (0.2%) 1 (0.2%)
B 1 (0.2%) 1 (0.2%)
g A 1 (0.2%) 0

HT: 82 7+ 0 1 (0.2%)
g4 Al9Ad 0 1 (0.2%)
bl ot W HEM NAB(FE W 82 ¥ [3 (0.7%) [1 (0.2%)
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HLGT: ot 9 BEE574 {§wo] AAE(RT X3 1 (0.2%) 0

HLT: f9 2 59 ofd AAE 1 (0.2%) 0

SHrek 1 (0.2%) 0

HLGT: &= 0 1 (0.2%)
HLT: Wby Z44d ey 0 1 (0.2%)
T A WEy 0 1(0.2%)
HLGT: o 9 B54 dA A7) AAE 1 (0.2%) 0

HLT: obgd HgA AAE 1(0.2%) 0

A YA 1 (0.2%) 0

HLGT: otd 9 BEH 557 9 T4 AA4E 1 (0.2%) 0

HLT: 8554 o4 ¥ 7k 9 59 AAE NEC 1 (0.2%) 0

ol 713=] ¢ 1 (0.2%) 0

A 2 G Aol 1 (0.2%) 3 (0.7%)
HLGT: 3= 9 Ao 3 we 0 1 (0.2%)
HLT: 25 B3 0 1 (0.2%)
ILEES 0 1 (0.2%)
HLGT: X=% tiAl Foll(Fxr X3 1 (0.2%) 2 (0.5%)
HLT: 99 (MBEY X3 0 1 (0.2%)
A A GuH 0 1 (0.2%)
HLT: A&g He] NEC 1 (0.2%) 1 (0.2%)
RS 1 (0.2%) 1 (0.2%)
A2 A3 0 1 (0.2%)
HLGT: $-& 7] d3k 9 Zof 0 1 (0.2%)
HLT: -8 Zelf 0 1 (0.2%)
e 0 1 (0.2%)
27 A ol 3 (0.7%) 2 (0.5%)
HLGT: SFAAA 33 Zol 1 (0.2%) 0

HLT: 93 ¥d# A4 1 (0.2%) 0

dd HE g 1 (0.2%) 0

HLGT: A17 384 #o NEC 2 (0.5%) 1 (0.2%)
HLT: ©]2] %ol NEC 2 (0.5%) 1 (0.2%)
(AP oA B 2 (0.5%) 0

A2 0 1 (0.2%)
HLGT: % ANAW= 0 1(0.2%)
HLT: #4 gebd AW S 0 1 (0.2%)
A1l (Guillain-Barre) &%t 0 1 (0.2%)
A Zol 5 (1.2%) 7 (1.7%)
HLGT: Al5-A 1 (0.2%) 2 (0.5%)
HLT: A% Zol 0 1 (0.2%)
A4ES 0 1 (0.2%)
HLT: ZAlsl B3 0 1 (0.2%)
A Als 0 1 (0.2%)
HLT: Al 54 o A% vpd] 1(0.2%) 0

A2 W 1 (0.2%) 0

HLGT: 417 shut ol 0 1 (0.2%)
HLT: ci-s shah ol 0 1 (0.2%)
Lo e i e i s 0 1 (0.2%)
HLGT: #F 59 ol 4 (1.0%) 3 (0.7%)
HLT: ¥4 Fw %ol NEC 2 (0.5%) 1.(0.2%)
A T 23 2 (0.5%) 1 (0.2%)
HLT: 3d4 34k 59 ol 2 (0.5%) 2 (0.5%)
g4 e S 1 (0.2%) 0

A4 5 0 1 (0.2%)
A HY 1 (0.2%) 1 (0.2%)
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HLGT: A1 0 2 (0.5%)
HLT: A1%-# NEC 0 2 (0.5%)
Al EA 0 1 (0.2%)
W AR 0 1 (0.2%)
g ol 0 1(0.2%)
HLGT: T Asts, Hah, @iy 54 9 Fx) 0 1 (0.2%)
HLT: o™ FAF 9 iy B4 0 1 (0.2%)
s = 0 1 (0.2%)
357, & 9 FA Fof 1 (0.2%) 0
HLGT: 3.&7] Aol NEC 1 (0.2%) 0
HLT: 58 o]4 1 (0.2%) 0
A TEELH 1 (0.2%) 0
A7 el 1 (0.2%) 0
HLGT: 912 2 2 9 1 (0.2%) 0
HLT: $1% 2 2 w4 NEC 1 (0.2%) 0
%) A 1 (0.2%) 0
g el 0 1 (0.2%)
HLGT: & el 0 1 (0.2%)
HLT: ©d9 9 J9XF 0 1 (0.2%)
e e 0 1 (0.2%)
g5 g gjst x4 ol 1 (0.2%) 0
HLGT: v 9 )3} =32 Foll NEC 1 (0.2%) 0
HLT: 94 9 93 =4 AS 1 (0.2%) 0
FreEd ¥ 1 (0.2%) 0
437 2 A3 x5 Aol 2 (0.5%) 2 (0.5%)
HLGT: #3 Zof 1 (0.2%) 1 (0.2%)
HLT: ZHAZ 1 (0.2%) 0
=A< 1 (0.2%) 0
HLT: HEFE94d3 0 1 (0.2%)
23 0 1 (0.2%)
HLGT: =& o) 1 (0.2%) 0
HLT: Z4%) 1 (0.2%) 0
FEE 1 (0.2%) 0
HLGT: -7 2 A3 Z2 ol NEC 0 1 (0.2%)
HLT: 224 9 A3 x4 55 9 B947 0 1 (0.2%)
+EAY 5 B5F 0 1.(0.2%)
A 3 7] el 2 (0.5%) 3 (0.7%)
HLGT: ¥4 9 wbag AR o (A4 A9) 1 (0.2%) 0
HLT: W 2AE 1 (0.2%) 0
W &3 1 (0.2%) 0
HLGT: A= 0 1(0.2%)
HLT: A% 2 #3 #of] NEC 0 1 (0.2%)
Sy AE 0 1 (0.2%)
HLGT: A% Aolj(alF A 1 (0.2%) 2 (0.5%)
HLT: 257 2 &) 1 (0.2%) 2 (0.5%)
T4 A% 1 (0.2%) 0
T AR 0 2 (0.5%)
HLGT: S27AAM= 0 1 (0.2%)
HLT: Al AN Z 0 1 (0.2%)
AMANZ 0 1 (0.2%)
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A7) 2D FR Fo| 1(0.2%) 0
HLGT: 97 F7] B A &3 ol 1 (0.2%) 0
HLT: 97 9 2w &3 NEC 1 (0.2%) 0
Ag=d 1 (0.2%) 0
A Aol @ Eo] Hol Heg 1 (0.2%) 1(0.2%)
HLGT: 1A AJ2=8] el NEC 1 (0.2%) 1 (0.2%)
HLT: B35 2 B3z NEC 1 (0.2%) 1 (0.2%)
H-Ad 55 85 1 (0.2%) 1 (0.2%)
el T5 2 AeEs FHE 2 (0.5%) 4 (1.0%)
HLGT: w 2 b s 1 (0.2%) 0
HLT: APA] AFsl NEC(]4Al Aot ¥3}) 1 (0.2%) 0
W 1 (0.2%) 0
HLGT: x5, 31317 Aa 2 S5 0 1 (0.2%)
HLT: F5%5 9 54 0 1 (0.2%)
cheksh oFAlo] thdk SA4] 0 1 (0.2%)
HLGT: 4}s]l NEC 1 (0.2%) 2 (0.5%)
HLT: ] AFsj NEC 0 1 (0.2%)
Zatst 4% 0 1 (0.2%)
HLT: W]-F-¢] EolA] Aall NEC 1 (0.2%) 1 (0.2%)
= s 1 (0.2%) 1 (0.2%)
HLT: 5-9] Eo]Ad Aba] NEC 0 1 (0.2%)
Rl | 0 1 (0.2%)
HLGT: A5z #& Abs] 2 RS NEC 0 1 (0.2%)
HLT: v} e 0 1 (0.2%)
7= vhE] W 0 1 (0.2%)
3

SAE: 359 ¥

MedDRA 15.1

1

n(%) = FoJ= 1 39 ANEF 39 SAEZF A= Ao 4= 4 )
T ¥+ S0C FAAHoRE o o= HGLT, HLT, PTE <&

)=
i
=] o~
gl 4

A, SOC: Alz=¥l 7] EF(System organ class), HLGT: 145 2§ £°](High level
: A £oj(High level term), PT: 94 8] (Preferred term)

1.3.5 #Hael ol2& »AF Ad

% 18

F 6-/1¥ A8-5 717+ B 12} SOC, HLGT, HLT 2 Prell o&f J+4 X8 oS %238k TEAE(s)7F U=

sael (%) - HA AY

12} A28 719 27 (PRIMARY SYSTEM ORGAN CLASS)

HLGT: 1145 1% 8] (High Level Group Term)

HLT: 243 o] (High Level Term) HOE901-U300 BE~
$-A go](Preferred Term) n(%) (N=404) (N=402)
Ao &7 6 (1.5%) 7 (1.7%)
7 2 Ay " 0 2 (0.5%)
HLGT: 7+ - E5A Pt 0 2 (0.5%)
HLT: 7+ NEC 0 1 (0.2%)
FA 24 0 1 (0.2%)
HLT: A71% 7+ 0 1 (0.2%)
=74 §uAds 0 1 (0.2%)
S, A Fd EEH MNECEE E &5 I8 1 (0.2%) 1 (0.2%)
HLGT: 3= 0 1 (0.2%)
HLT: vk Z44d ey 0 1 (0.2%)
T EeA NEd 0 1 (0.2%)
HLGT: 9P 9 554 557 9 T4 AAAE 1 (0.2%) 0

HLT: 554 o AxE 7= 9 59 A4S NEC 1 (0.2%) 0
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Aol 7] 7A g |1 (0.29) lo

QA 2 G Aol 0 1 (0.2%)
HLGT: X519 diAL Foll(dxr X3) 0 1 (0.2%)
HLT: DR (MEEY X3 0 1 (0.2%)
244 Ao FdnH 0 1 (0.2%)
Al A3 1 (0.2%) 1 (0.2%)
HLGT: &<t Aol 3@ SA4 1 (0.2%) 1 (0.2%)
HLT: b SA4 1 (0.2%) 0

Eor 1 (0.2%) 0

HLT: Z~E@ A Fof 0 1 (0.2%)
9 S5 0 1 (0.2%)
AMZA ol 0 1 (0.2%)
HLGT: T2 AA "3 Zof 0 1 (0.2%)
HLT: 5414874 28 9 Hd3 2w 0 1 (0.2%)
o Y 0 1 (0.2%)
HLGT: % ANAW= 0 1 (0.2%)
HLT: vk opabgal a3 0 1 (0.2%)
Fag MAEZE 0 1 (0.2%)
A2 Aol 1 (0.2%) 2 (0.5%)
HLGT: A15-A 1 (0.2%) 0

HLT: Al 549 9 A% vpd] 1(0.2%) 0

Al dl 1 (0.2%) 0

HLGT: # 59 Zol 0 1 (0.2%)
HLT: 383 4 59 Fof 0 1 (0.2%)
A 3 0 1 (0.2%)
HLGT: A1 0 1 (0.2%)
HLT: A% NEC 0 1 (0.2%)
W AR 0 1 (0.2%)
357, & 9 FA Fof 0 1 (0.2%)
HLGT: 7 3 Aol 0 1 (0.2%)
HLT: # 84 9 AAdZ e 0 1 (0.2%)
¥ M= 0 1 (0.2%)
SzA D AT 24 Aol 1 (0.2%) 1 (0.2%)
HLGT: #3 Zof 1 (0.2%) 1 (0.2%)
HLT: F#dz 1 (0.2%) 0

Z0E 1 (0.2%) 0

HLT: HEFE94d3 0 1 (0.2%)
X4 0 1 (0.2%)
A1 9 v]7] Aol 0 1 (0.2%)
HLGT: A= 0 1 (0.2%)
HLT: A1 2 243 Zrol] NEC 0 1 (0.2%)
TR AS 0 1 (0.2%)
HLGT: A1 Aolj(alF A 0 1 (0.2%)
HLT: AR 9 &4 0 1 (0.2%)
W Al 0 1 (0.2%)
A Aol gl Fo] K9 W 0 1 (0.2%)
HLGT: ZA1A AJ2=8] el NEC 0 1 (0.2%)
HLT: 55 2 237 NEC 0 1 (0.2%)
H-Ad 55 85 0 1 (0.2%)
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[0379]

[0380]

[0381]

[0382]

[0383]

SIS31 10-2015-0138262

ZA} 2 (0.5%) 0
HLGT: thAF, 9 9 o 7]A] ZAL 1 (0.2%) 0
HLT: e-rsts Ui Ay X3 1 (0.2%) 0
a9 Azt 1 (0.2%) 0
HLGT: AAHAL 9 7| 8A] 243 A 1 (0.2%) 0
HLT: AIA HAF 9 9 7198 43 1 (0.2%) 0
A% 7t 1 (0.2%) 0
e, T5 2 AeEs FHE 0 2 (0.5%)
HLGT: x5, 31817 Aa 2 S5 0 1 (0.2%)
HT: = 2 =4 0 1 (0.2%)
TRtk kAo i3 =4 0 1 (0.2%)
HLGT: A% 3= sl 9 33 NEC 0 1 (0.2%)
HLT: w3 85 0 1 (0.2%)
71= vhE] W 0 1 (0.2%)

TEAE: X &% S+ —“%Xé

level group term), H

n(%) = J+% A= %“i}:—% =3}
oz L

T 3EE S0C HAA

A A, SO

T: 1195 89| (High level term),
Hojm 1 3)¢] TEAE7]— %‘\t o] = H ““—rgr
© & HGLT, HLT, PT= ¢udl o7 1

H> i

C: Al=E 7|3 —fTr(System organ class), HLGT: 145 1F £°](High

£ go](Preferred term)MedDRA 15.1

1.3.6 O o4 sle #3234 A
1.3.6.1 #Ey ¥k

X 19
a4 g MedDRA A 2 94 %oi(Preferred Term)ol 93] Zolx= 1 3¢ TEAES A3 329 4(%)
- T 6-/E XE-F 73 ot HwiAd wkg - ohiA Hut
Rl %Oi(Preferred Term) HOE901-U300 [ el

(N=404) (N=402)

Aol A W-g 3 (0.7%) 2 (0.5%)
TE 2 (0.5%) 2 (0.5%)
7 vy 1 (0.2%) 0
e Xl 0 1 (0.2%)
MedDRA 15.1
TEAE: A =% &w9 #4444 A

F 20

A8 75319 MedDRA AE = 94 foj(Preferred Term)oll &Ja] Hol% 1 32| TEAES A3 kAol 4(%)
- T 6-ME AE-F 7|3 Bt FAF Y vk - obd Mot
-2 go](Preferred Term) HOE901-U300 BT~

(N=404) (N=402)
e ) B e e L 9 (2.2%) 6 (1.5%)
TAL 59l "F 4 (1.0%) 3 (0.7%)
TAL 59 55 4 (1.0%) 0
TA 59 £ 1 (0.2%) 0
FAL 59 hgE 1 (0.2%) 0
TAL F-9] Zut 0 1 (0.2%)
TAL 79 E3 0 2 (0.5%)
TAL 59l AAE 0 1 (0.2%)
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[0384]

[0385]
[0386]
[0387]
[0388]

[0389]

[0390]

[0391]

[0392]

[0393]

[0394]

[0395]

[0396]
[0397]
[0398]

[0399]

[0400]
[0401]

[0402]

[0403]
[0404]

[0405]

SIS3l 10-2015-0138262

MedDRA 15.1
TBAB: A5F il ¥4 AR
n(%) = Aol 1 8lo] FAb 29 Fan §14 Abzlo] Qi Fape] & W wMp

AAd 2: 28 Bxd EAA 6-AE dWAH &FF VIReE E o BT FuEY FE(E)F 2/ At
AR ded 4= Z Lantus®9] &% R AL vase 6714, b4, 7349, LTI, HE&-

Z a7
Mea

T At
AN &A: 3
=

12 22 28 Dy 3ol 6 AL 77t ZAA HbAle W3t SHoA AT Fgudgd ke QWA 7
fog Fold w FFaoh Hlalste] HOE901-U3009] & Alofol] et axts 37

[e?

=
27 BA: ozt ARF WA, FA A 94 wEge) wWa, @ FA A 97 rege] AgdelAe
Holl Al HOE901-U3003 &F25 wlustr] 93,

o

@ Aoy % ¥xg W ¥ HbA, gholl EEstE SwollA HOE901-U3003 &H&E2~9] Bxul;

f
B
N
1o
)
il
rﬂ
I
k1
e
s
=2
R

et

g

® Iy iLEL = AEA (F3) (DTSQs) (KRMAl A A=A &5)

@ H0E901-U3009] <HdA 2 82149 H7t.
WHE: F29skE 1:1(HOE901-U300 o) @HF2)ollar ZAbelAl HbA bl wheh AlZsheblvh(<8.0%; =
8.0%). AZ =7](HOE901-U300= 400 % FEAZ 400)E 12} FHIZAREH F4[6 MLI7HA HbA o4 2

waho e FEI FHE R B ool A WMA F 23 FH(KE AT T ARS 385
& de9E .

A 800(xg ¥-& 2 400) #2913}k 811 22l 809
Hrk: &% 808 <HAAl: 809

g 2 23 71F: 23 7 A4 BEA Aoj® 1 Feh e §Hool o8] Aeojw 28 dmw b
Ao Jzrek AW FojAe] A, A A9 7lE:r AW < 18 Al FHARIA HbA < 7.0% HEE > 10%; 23 T
W oolelel B AT FudF FEF I /1A Q&Y 7 L P A-RUHE 6 AL wwk AT

=2
1%— 4 Fo] AA QdEd FEE7 19 £ < 42 U EE =529 NPHINPHZE A7 A 71#4] dgdozA

RS

AL 9ok AF: AY oFE: HOE01-U300; thz oFE: dFx

A¥: HOE901-U300(1&#d 28271 300 U/mL £§9)2 -FAL7] (7|
EA Ue] ", n-LdEdA, By, B4 goor, gE(¢]
g ]

Solostar® (78] Sd¥, & 13]§ M)A I+
Fo A2 g5t FA}
Fo A Age] 1 A 1 3] FAF. FAF A 529 Aoz 3 A AT FoF fAH AT

AN &F: 72 FE A1 913 @52 = NPH Fo] g2 HOE901-U300 %= &%~ 1 9 g3U)S
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[0406]

[0407]

[0408]
[0409]
[0410]
[0411]

[0412]

[0413]

[0414]

[0415]

[0416]

[0417]

[0418]

[0419]
[0420]

[0421]

[0422]

[0423]

[0424]

[0425]

[0426]

SIS3l 10-2015-0138262

N2 3 A AF 3 A A1 A VA ded 8% Fdgk Fdsiit.

712 - A 1 91 3] B 2o NPH §9 2k HOE901-U300 W& &% 29 1 o £3F()E 724 v
A HF 3 g A 1 U NP & S3Fo] Fdgn gk 209 W),

&9 &2 1A WYl 80 WA 100 mg/dL(4.4 WA 5.6 mmol/L)S] FEA] SMPGE @437 Y&l w5
2

@ T 3 A FTEA SMPG Fake]l >100 mg/dlL WA <140 mg/dL(>5.6 WA <7.8 mmol/L) HA 5 + 3U

@ HF 3 U FEA SMPG F4akel =140 mg/dL(=7.8 mmol/L)Q! 7F + 6U

e}
ro,
on
o
|
w
=

@ T 3 49 FHA SMPG T4Ee]l =60 mg/dL WA <80 mg/dL(=3.3 WA <4.4 mmol/L) ¥

F = o]F o] FPG 11.1 mmol/L (200 mg/dL) %2 HbAlc 8%2] x| w|wko|A FPG/HbAlc

& AT ehn BERU Aol N UL o4 BeHA itk Arel Bk weld Aol

A QlEA 9 AT Fud of jd Amol FrkE PPy Ame Ao Azt 24 R 24 ¥A B
7

T AR oA FAEL, A R A 2 MY ol B AT T S8 AExdSdelE A, A Fol
Aol A Fudg oF viAd AnE AW EFoR A& T AR A HAEE o AFCR 1
2l = Aok

A& 717 12 NE7A

#FE 71z A (2-F7AA 9] AL 7170 + 6-70E &% B bAA 71t + 60 kA 9 VIR + 47

6718 A5 717 B FE ARE s BE BAUA, Px AR A A AF RA-F &
i FHoR ABHAT. o)F B3 %
A=)
2

Nz AR A

12 35 $H: 712ARE FH6 L) 7HA HbA ol o] st

F 22 A1 9 Fo MAY A6 ML) Alold] % TEW <70 mg/dL(3.9 mmol/L)E FA= 3/ A} F
o2 FAHE Hoj 1 39 ofzt ATl = xR A Am(%); 7IZAFEH FTHG6 NE)7A %A}
A SMPGe] W3t 2 V) EARE FH6 NE)7A FAE A SWPGe] WEAle] Wl

JAE Egahe
te oy A
the ARE o] KR ANEA 2 B A4, 9% AT dolE, 4% AF, 12-%% KG L P-4
FAE TPgete 02 by An

FAA Y 123 8% THRCOIRAEY FH6 ME]ZHA A, ¥shHhE X5, HbA, HAM AF(<8.0 2 >
R she] FEAF EA(ANCOVA) TS ARgste], Z18]al HbA, 7124 e W

8.00), ¥ AN9& nHH &

o2 Abgste] EA8kth. HOE901-U3009E &+F2~9] po] W 2-3 956 A F#7HE ANCOVAS] #4 wolA 3=
ksl

A A A el v-ded R s ASH R Frkeh] fls) 1Ak & Al AREE T W
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[0427]

[0428]
[0429]

[0430]

[0431]

[0432]

[0433]

[0434]

[0435]

[0436]

[0437]

[0438]

[0439]

[0440]

SIS51 10-2015-0138262

o
ac)
4n
[>
o
€€ 2

3k HOE901-U300<] ¥] E5AES Hrlsksith. vl-geAdS Hrishr] fl&l, HOE901-U3009F #HF2=
B TA7MA HbAlcd] Ht WA 9] polo thst 2 F 95% CI9] AF3HS HbAlcell wigh oA H
vl I5A zo] 0.4%¢F vlwatd ek, mITT ol A HOE901-U3008} &%

2= Afole] ztole digh 2-2 95% CIe] A4
A% A% H-g5A0] dF5E Ao, & 2& W 540l UdTsH AL dF ioﬂ )&+ HOE901-
U3009] 9-=AS Hrlelalth. mITT Jekell A HOE901-U3009F &5 Alole] xjolo] of

T

qs 3 2-= 95% Clo] Z43ko)

<09 A9, @FE2d th3 HOE901-U3008] $-FAo] A== AT},
dE2o] gk HOE901-U3009] Hl-E5Ael 1xF FxoA 5 Aot F 22 FH-A &Fzo] oigh
HOE901-U3009] -4 Alge] ASA Alg HAo] oA deA doljd Heojrt. kA £42 <hxdd ekl 7]

zoto] MzHolnt.

8 9F:

g EAsk:

28 S z2hes & 811 &S HOE901-U300(n=404) T #@5E~(n=407)2 F2F$3}slar; 809 A= IMPel
EEFAZRT(EAA ). nlTT e (Es Jh)E 808 S5 skl

AAHow, 7 AnpolA med &
S22 38/407, 9.3%). HOE901-U300 %
Me Ag 713k gasigv(FE 2

o] % }7} 7o AT A8E FHsFTH(HOE01-U300: 36/404, 8.9%; %
E 344(85.1%) 3=} @ BT B A 349(85.7%) AL F
S Be = SEA HJdo A AQEHA.

A7SA W A2y SAsE ARy Aold 78 4 Ao, AT duel B
190/811(23.4%) = =65 MATE. 712AolA Ho BMl= 34.8 kg/m'lth. 40 kg/m'o] d+= BMIE Zte A=
1oH]
[¢]

o ~

HOE901-U300 (21.5%)°] %2 w(16.7%) Bt oFzF wokrh. A+ /A A Hit <& 717k 12.6 A, 714
e A8 A He 7)2+e 3.8 dolgdtt. tREY A AT 1E’ A A 7 e el FEENS 58
A 3(78.8% th NPH 21.2%); HOE901-U300 (74.9%) 3} W]adte] @Fx oM o 2L xr) dud FT=

V& 58 FolATHB82.8%). 1Y 714 J&d &89 T4 7154101]*1 0.614 U/kg ATl

71z A M+ HbAles F X 8tol A FAMeS THHOE901-U300: 8.28% 2 &+%2~: 8.22%; H7} 7153k 84},
= 7124 2 Holx e 7 2M-0]F HbAle 77t U At .
8% A3

12 - AN2ARYH F406 ME)7HA HbAleol A LS He WH3ls F X3TolA A THHOE01-U300:
-0.57%(95% CI [-0.756;-0.3871); #F22: -0.56%(95% CI [-0.744;-0.379]). ©-F2~of th3k HOE901-U3002] H]-
dE5Ae BFE2 ik HbAlcol Mo LS H ko] -0.01%(95% CI [-0.139; 0.119D) & AR n]-gd54 z}o]
0.4% R} vr& Adtoz J5HAG. H-A5A o] 0.3% A$-E H-A5AolAut. FFE2o] ik HOE01-
U3009] -2 Y5EA FAT.

A HA 7 22 FF009 7 A 6 MY Alelel Ao E 13]9 ozt FF B/EE IlE A¥Y
2}l Wy A Ei= HOE901-U300 +[87/403 (21.6%) 1A %2 +[113/405(27.9%) 1 BT} @oke). &
g HOE901-U3009] -+ H A% 0.77(95% CI [0.61, 0.99])(p=0.0380) = E}RLTE.

o gl

229

%m ol

= #A 7 22k FF 12ANFE FH6 NL)7A FARA SWPGAA LS it ®islE HOE901-U300(-0.56
mmol/L)Z &F2 3(-0.51 mmol/L)oNA FAFSIITE. X E- Alol9] Aol FAIHOR fojido] §IUTHLS 3
I+ ZFo] -0.04(95% CI [-0.438, 0.350], p=0.8279).

Al BA 7 23 FF @E2ol didk HOE901-U3002] -4 F WA F 2% ?Z I QA=A ekgkar, Al ¥
A 5 2xF FRNA Fr Aol AAEA FATH6 MLl FA-E WG] WEA fAaE dFES (-0.53) %
Bl ske] HOE901-U300 w-(-2.34)ell A Ao s o Zit)).

2 22F B FH6 NE): WbAle<rhol]l D fAbe] W& Ama Abelell ARl tH(HOEI01-US00¢H A]

30.6%; THE2oA 30.4%). FPGS Hi Wt ME, T 2704 FAFS A7 Btk 8-A SMPG T2y
o aYE AAE F AETAA FAES B, 712A% vuste] FH6 M)A EF x=ge A%
AArE B

6 7€l HOE901-U300 wollA Hu 1 4 <d&d 832 91 U(0.92 U/kg)olAal #FE2 Foll M= 82 U(0.84
U/kg) 1 AT}
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[0441]

[0442]

[0443]

[0444]

[0445]

[0446]

[0447]

[0448]

[0449]

[0450]
[0451]

[0452]

[0453]

[0454]

[0455]

[0456]

[0457]

[0458]

ZIHEd 10-2015-0138262

T A RZTAA FARE 29 #FAE = 6-71E AR 7IZE B9k 2 A RE WATHHOEI01-U3000 A 5.7%, THF
O~

AAHoz AYIFEe dEA FRT HOEI01-U300 oA o wo wmREgo] 3xl7l x&H oz HuE),
o] zpol= OPP AdGFo AAY g A X7 A 2 AE B X o AT, F 62 A5-5 7
b Bot T35 AYdES HOE901-U300 X5 $hxF2] 4/403(1%) 2 &5~ X8 2kx12] 6/406(1.5%) oA H.i1E]

g olo] TEAEs7} Qli= #hAbe] wE-8(HOE901-U300, 236/403 [58.6%]; @i 206/40 [50.7%1)< 54 SOC 7]
flol, €S TR HOE901-U300 At Aol A B w9ttt +59 TBAEs= F A&wolA Ak o] &)
Eo] BaHATHHO0EI01-U300, 15 [3.7%]; gHF2, 15 [3.7%]1).

HOE901-U3001 A1 2 1(0.5%)¢] &} E eF2~ A moA] 1 21(0.2%)9] 7t 6-71Y A =-F 71 B¢ A
A=

HOE901-U300 2] 2 <l9] ZhxjollA X2 Hzs 7t = )
Farmele A Abgel XFHJT. F A BF VEY FF5 A8 ¥R aFusky WA
718k B9 9% AAE 2 gl = =

A9, 6 MY AE 7|7 Fo ot AMY

F -2 A5-F 717 Bk FAwl vk T X RrolA 523 HjE 2 B JATH(HOEI01-U300: n=13, 3.2%;
TE2: p=16, 3.9%).

F 671 A5-F 717F B AAAQ] FAF F-9 WSS HOE901-U300 Rl &%~ XHEFA ¢ =& HE&
o] HuE BYTH(SEL: n=12, 3.0%; HOE901-U300: n=4, 1.0%).

O

T XA BF, ATdAde 293 d13krh fIATHHOEI01-U30021 4 0.08 kg 2 #F2=o 4 0.66 kg).

a4&:

AT g FE(E)Y 2Fste] 714 lEdS B85k 811 Q19 T2DM #A7F ek o] AqtellA, 71xA
5435 9 1983 SA3te AmaelA 738 38 AATE. 26 gk HOE901-U3009] H-dsAdS 14 &
5 FRAA BATI2AFE A6 ML]7HA HbAle W3b). 9 F MAeE 6 7N Abolol ofzt A d @ (SMPG
<70 mg/dL[3.9 mmol/L]o] 93] /ALY F2])o] By 3z}l WAl A% (%)= HOEI01-U300 ol A
FE2 FHT fo0A dA © ke 21.6% 2 27.9%, RR 0.77, p-#k 0.0380; N WA F 232 &%
). AR 8% 229, FARA g9 Lxge] WEA, ¥ HbAlcol =Y $xlo] 4= 9 FPGe] H W
3}, 8- SMPG Z=2ude] Wl W 24-A1ZF ot @ TETFe HEAY T 2a FHAAE XS Abold
H| st A7 UERRT

T 6-71Y HE-F 717 T AA AGTo Y AR(HAE 1 3o AMAE zhs #Fx9] 9= AYETY
Fbel el F@eA dE2A 7 1l HOE901-U300 oA &2 oz 1] wokrt.

HOE901-U300E A9 & 6-7/1€¥ A=5-F 7|7t & ZF &= o oust So]HQl ¢k See #HEHA
&3k
12 7§ EDITION 2 b A+e] &5 B b Avfe] gof

- HbAle: <F¥d &4 7IZH(F A+ FA6 /MEIFE Az F&[12 /L17HA) &< HbAles HASHA /414

- & AA AR 7IRE E)h, 7R A8E 88k FAke] HEEe 7 AR ARSI EHHOEI01-U300°1 A
8.2%, WEFolA 10.1%). 6-71¥ ot A 7|3 o +x XE& @F2~ TR H0E901-U300 ] &l A
o W witgo oA A= S THHOE901-U30001 A

it}

33e, A

- AR dAHeR, F 6-ME AR 7F Fob FARslaL, AA AT AR-F VI F% AR
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[0459]

[0460]

[0461]
[0462]

[0463]

[0464]

[0465]

SIS31 10-2015-0138262

dFzo| Fhelmel et FusA FFE2E T HOE901-U300 ol A o whe wiigo] 3

- oLAA: 1§ 9lon ojust Eo]zlel

o HOE901-U3002 A+ F # 8919
71ZF Fot, 499 TEAEs7F v $Ae] WMEES HOE901-U300 | ol A o =931(278/403
[69.0%] 2 244/406 [60.1%]), oWt A SOCE 7]oIstA] &Udtt. TF9 TEAEsE F A&l fAkg ¢
o] #A}(30 [7.4%17F H=ch. HOE901-U300 X|& oA 4 <1(1.0%)°] 3x 2 FdFEA A8 Fols 2 9

(0.5%)2] AP A] A=) AF+ X8-F 7IZF &t Aol o] 2% TEAEZF U,

oFA Al

REESNE

o HEEA] Sk A A5

¢

- Al T ARTANA, AA AF AE-F 7IZF 59 AL AF S/ AJATHHOEI01-U30091 4 0.41 kg L &+
F22o A 1.15 kg).

2. 43

2.1 9+ X

2.1.1 47 =

H* 21

5 WA - x93 Fe

HOE901-U300 Lantus
(N=404) (N=407)

T8 9 A 403 (99.8%) 406 (99.8%)
= 6-/E V7 g5 344 (85.1%) 349 85.7%)
_z,_ 6_7H'oé‘] 7]7} %O Oc:)]:'fLle ]E %_]‘:l_a 36 (89%) 38 (93%)
T 6-/E T FF FE DS 23 (5.7%) 20 (4.9%)
Aol Am Fu 87 [24 (5.9%) 123 (5.7%)
= 6-/1Y 73 BoF A8 T o]
A A 6 (1.5%) 4 (1.0%)
i B& 2 (0.5%) 0
TEEZ U3 FF B 4 (1.0%) 4 (1.0%)
7)€} o]% 24 (5.9%) 30 (7.4%)
T 6= 717t Bt FFA A8 FHet $ixlo] HF HF AL
&= 34 (8.4%) 35 (8.6%)
A 2 (0.5%) 1 (0.2%)
FooMESe 2A9sd e 5 BRE ALEsle] Ay
T 6-/M¥E AE 7S S8 A GFHoR AT ABE FosA Za g T eSS WX 2L 3
Z}o] T},
PR BEOA 2 Qo g U o]F B dF A3HS shHT

*x 22
24 He

HOE901-U300 TEA A A
A9 stE He 404 (100%) 407(100%) 811 (100%)
s A
HEE X8 9% (Intent-to-Treat, mITT) 403 (99.8%) 405 (99.5%) 808 (99.6%)
6 MY A5A 344 (85.1%) 349 (85.7%) 693 (85.5%)
obdd Hu 1403 | 106 | 809
T kA A, FxE AAZ (NEZA]) B2 M50 wg =xds ).
e HoolA, $xpe FA98tE X5 we} =335t
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Z 23
[0466] F 6-4d ANR-F 77k FoF FE AEE vRe Fxpo] wWBg(4) - nllT FY
HOE901-U300 TR
(N=403) (N=405)
TE AR
S 403 405
n (%) 23 (5.7%) 20 (4.9%)
RR=H]2 HI=
" HbAle 7Abe] F#9IslEl AlZol oF RR AZStol] 7(<8.0 i >8.0 %), CHM W Ab&
[0467] 2.1.2 A4 4 7|zA 543
F 24
[0468] Z]ZZIoA Qe E W gzl B - FRolslE Fo)
HOE901-U300 TE AA
(N=404) (N=407) (N=811)
A" AD
3 404 407 811
1 (SD) 57.9 (9.1) 58.5 (9.2) 58.2 (9.2)
ERORON 59.0 59.0 59.0
23k o Azt 24 : 84 27 1 80 24 : 84
A= (A [n(%)]
2 404 407 811
<65 317 (78.5%) 304 (74.7%) 621 (76.6%)
[65-75[ 80 (19.8%) 88 (21.6%) 168 (20.7%)
>75 7 (1.7%) 15 (3.7%) 22 (2.7%)
A [n (B)]
2 404 407 811
@A 187 (46.3%) 185 (45.5%) 372 (45.9%)
44 217 (53.7%) 222 (54.5%) 439 (54.1%)
1= [n ()]
3 404 407 811
7R QH/ WS 378 (93.6%) 383 (94.1%) 761 (93.8%)
el 20 (5.0%) 16 (3.9%) 36 (4.4%)
OFAQH/ T 3 (0.7%) 7 (1.7%) 10 (1.2%)
71 ek 3 (0.7%) 1 (0.2%) 4 (0.5%)
= [n (D]
3 404 407 811
3] 294 102 (25.2%) 91 (22.4%) 193 (23.8%)
vl 3]~y 302 (74.8%) 316 (77.6%) 618 (76.2%)

A4 [n (D]

% 404 407 811

Hold g7} 175 (43.3%) 194 (47.7%) 369 (45.5%)
A H 40 (9.9%) 43 (10.6%) 83 (10.2%)
=59 122 (30.2%) 103 (25.3%) 225 (27.7%)
7)€} 67 (16.6%) 67 (16.5%) 134 (16.5%)
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7124 AF (ke)

i 404 407 811

H 7 (SD) 98.7 (22.3) 98.0 (20.8) 98.3 (21.6)
iR 94.4 95.0 95.0
Hazk - Adigk 48 : 209 48 : 188 48 : 209
7124 BML (ke/m)

i 404 407 811

Het (SD) 34.8 (6.6) 34.8 (6.1) 34.8 (6.4)
iR 33.6 34.0 33.8
Hagk - HAdigk 20 : 63 21 : 59 20 : 63
71z BML Zhe]are] (kg/m') [n(%)]

i 404 407 811

<25 11 (2.7%) 5 (1.2%) 16 (2.0%)
[25-30[ 91 (22.5%) 90 (22.1%) 181 (22.3%)
[30-40[ 215 (53.2%) 244 (60.0%) 459 (56.6%)
> 40 87 (21.5%) 68 (16.7%) 155 (19.1%)
712 A GFR (mL/¥/1.73m")

% 404 407 811

He (D) 82.01 (21.73) 80.47 (20.89) 81.23 (21.31)
iR 81.11 78.69 79.84
Az - Adg 22.7 1 155.3 25.1 : 158.8 22.7 @ 158.8
7124 574 GFR Zhe| 28] (mL/+/1.73m") [n(%)]

% 404 407 811

=90 134 (33.2%) 132 (32.4%) 266 (32.8%)
[60-90[ 213 (52.7%) 218 (53.6%) 431 (53.1%)
[30-60[ 55 (13.6%) 55 (13.5%) 110 (13.6%)
<30 2 (0.5%) 2 (0.5%) 4 (0.5%)
HbAlc(%) ZAALS] 21913t AlF [n(%)]

% 404 407 811

<8 144 (35.6%) 146 (35.9%) 290 (35.8%)
>3 260 (64.4%) 261 (64.1%) 521 (64.2%)

BMI = A& A

F 25

Z]ZZA 5

HOE901-U300 TE2 A

(N=404) (N=407) (N=811)
2D 713+ (D)
3 403 407 810
H (SD) 12.7 (7.1 12.5 (7.0) 12.6 (7.0)
=4k 11.6 11.7 11.7
Ax . AU 1: 54 1: 51 1: 54
T2D 713t Frelare] ()
3 403 407 810
<10 149 (37.0%) 160 (39.3%) 309 (38.1%)
>10 254 (63.0%) 247 (60.7%) 501 (61.9%)

T2D WA A" (AD
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[0470]

[0471]

[0472]

SIS51 10-2015-0138262

S 403 407 810

Ay (D) 45.7 (9.8) 46.5 (9.7) 46.1 (9.7)
=4zt 45.7 46.2 45.9

Hazk - Adigk 13 : 69 18 : 73 13 : 73

714 & X8 7 (d)

S 404 407 811

Ay (SD) 3.78 (3.73) 3.83 (3.34) 3.80 (3.54)
=4zt 2.60 2.70 2.70

Hazk - Adigk 0.5 : 30.6 0.4 :24.5 0.4 : 30.6
ol#o] 7|4 2z EF [n(%)]

S 402 401 803

oy Fek=xl 301 (74.9%) 332 (82.8%) 633 (78.8%)
NPH 101 (25.1%) 69 (17.2%) 170 (21.2%)
olde] 71A Q#d FA 34" [n(h)]

g 402 402 804

12 13 315 (78.4%) 322 (80.1%) 637 (79.2%)
12 23] 83 (20.6%) 76 (18.9%) 159 (19.8%)
19 23] By} 2 4 (1.0%) 4 (1.0%) 8 (1.0%)
ol7el 714 d&d 19 g% (1)

3 378 382 760

H (SD) 64.08 (25.60) 65.69 (26.14) 64.89 (25.87)
FRCRAA 58.00 56.00 57.55

Q1 : Q3 47.00 : 70.00 47.10 : 77.30 47.10 : 74.00
Ak o Hdik 32.0 : 218.6 41.9 : 200.0 32.0 : 218.6
ol7e] 714 o#d 19 £ (U/ke)

g 378 382 760

He (SD) 0.660 (0.221) 0.681 (0.253) 0.671 (0.238)
FRCRAA 0.617 0.609 0.614

Q1 : Q3 0.505 : 0.767 0.504 : 0.796 0.504 : 0.777
Ak o Hdik 0.31 :1.83 0.30 : 2.02 0.30 : 2.02
@ ol AHg

i 404 407 811

o 304 (75.2%) 337 (82.8%) 641 (79.0%)
oty e 100 (24.8%) 70 (17.2%) 170 (21.0%)
T2D = 28 P

4
98k A AF 79

AP 3 N o] A

TS A AF 79 B B o7 /A AW FF L A #4 A5

B 714 19 §FoEE Dol Bt

2.2 % #7}

2.2.1 13 &% &3

* 26

El 6 7}g FF 7= HbAlc(%)2] FHa# ¥3} - nITT Y

(N=403)

HOE901-U300

i

(N=405)
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i 386 392
Het (SD) 8.28 (0.87) 8.22 (0.77)
iR 8.20 8.10
Hagk - HAdigk 6.0 : 12.6 6.7 : 10.4

6 Nd £3 (LOCF)

i 386 392
Het (SD) 7.57 (1.02) 7.56 (1.04)
iR 7.40 7.50
Hagk - HAdigk 5.4 : 14.2 5.3 :12.0

7|25 H 6 MY T/ Wl (LOCF)

i 386 392

H (SD) -0.71 (1.05) -0.66 (0.90)

iR -0.70 -0.70

Hagk - HAdigk -3.9 : 5.3 -3.4 : 3.1
-0.57 (0.094) -0.56 (0.093)

LS 3 (SE)

95% CI (-0.756 WA -0.387) (-0.744 WA -0.379)

G 2o Y3 LS FE 2o] (SE) ~0.01 (0.066)

95% CI (-0.139 to 0.119)

LOCF = o]d &&= A8 A9 (Last observation carried forward)

A A (ANCOVA) BE-2 X Z - (HOE901-U300 H &H5F22), HbAle AARY] F2H9lsl AS(<8.0, = 8.0%),
2 Nde n4dd avz, a@al 7)2A dbAle g FHFoR &

-

Bt HF 712 A o]F HbAle =

670 717 S FxE BE #xA, 2 A 9 6-1Y AE-F 7|2
e HbAlc THOZAM A

[0473] ¥ 269 Hlo]HE & 5o QoFdT),
[0474] 2.2.2 F 23 4
[0475] 2.2.2.1 oIt AEZF
X 27
[0476] H o F 23} 5 8 -9 F AFFH 6 HY FF Alo]o] doju, FEF FEE<3.9 muol/L (70 mg/dl) L=
olE]51/E ALY F5oE FAJH Fojx 1 3]9 ofzk HFFS[00:00 YR 05:59]°] $l+= BRFE] 2(%) (LOCF
WS ARS) - mlIT FeF
HOE901-U300 BEA
(N=403) (N=405)
To P/ gRle okt 4™ [00:00 WA 05:59]
n (%) 87 (21.6%) 113 (27.9%)
A= o sk RR (95% CI)° 0.77 (0.61 WA 0.99) -
p-%k (CMH) 0.0380 -
n(%) = & L5 <3.9 mmol/L (70 mg/dL)e.2 SRIHI/HAY} FZo02 FAE Holk 1 39 of7F AdY
Aol = Exle] 4 E WMEE
DM HHES ALES, HbAle HALS] FA9E AZ(<8.0, > 8.0%)°] 93] AZ351E RRol &A

[0477] 2.2.2.2 FA-A 8% ¥x3 - 6 MY T4
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[0478]

[0479]

[0480]

[0481]
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Z 28

FoHA 22 B T8 - LOCF WS A3 7] 2HPE 6 Y FH7IR Hd FA-H SUPG(mmol /L)L)
o B3E - mlIT ¥t
Hq FA-A SMPG (mmol/L) HOE901-U300 [ el

(N=403) (N=405)
UEXA
a2 353 350
Ay (SD) 11.01 (2.92) 10.84 (2.79)
=4zt 10.55 10.48
A3k Augk 5.0 : 21.8 4.8 : 18.8
6 Mg 4 (LOCF)
a2 353 350
Hi (SD) 10.23 (3.03) 10.28 (3.05)
=4zt 9.77 9.52
H2xzk - Adat 5.1 :25.1 5.1 :20.4
71245 H 6 MY FH/A] Wl (LOCF)
a2 353 350
Hi (SD) -0.78 (3.10) -0.57 (3.01)
FRr R -0.82 -0.72
Az - Adg -9.6 : 9.9 -8.8 : 10.9
LS\ (sp) " -0.56 (0.278) -0.51 (0.275)
95% CI (-1.101 YA -0.010) (-1.052 YA 0.028)
o] g Ls Wit Aol (SB) 0.04 (0201
95% CI (-0.438 WA 0.350)
p— %k (ANCOVA) 0.8279

LOCF = o]d #&A 28 &A%
SWPG = #p7h ®UE e =

aea 7z B

B Folx whgo] &AM 7 doll AA AitEl Hoj= 3 SMPG] Hu o= HrbEt,
TEAF A (ANCOVA) BEe X HF(HOE901-U300 2 &F2~), HbAle AR F2H913l A=(<8.0, = 8.0%),
; -

=~
FA-A SWPG @3S o R 3

¥ 289 dlolEH = %= 69 {oFHT}

2.2.2.3 FAA MPGe] ¥MEA - 6 AL FH

29

Al BlA F 22 Ge &% - LOCF WS ARE
o H3} - nIIT Fet

o Z|ZHFE 6 Y S FARA SIPGE] &G Ae] F

FA-7 SMPGY] W B4 HOE901-U300 PE
(N=403) (N=405)

S

3 353 350

Het (SD) 22.44 (11.73) 20.89 (10.46)

=k 21.77 20.04

Hagk - Hdw 0.0 : 86.6 0.0 : 57.0

6 MY &4 (LOCF)

2 353 350
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SIME3 10-2015-0138262
Het (SD) 19.84 (10.40) 20.37 (11.65)
FRCRA 18.95 18.89
A7k - Adg 2.3 1 58.0 1.2 : 73.5
71Z2X5H 6 Y FH7A W3t (LOCF)
I 353 350
Het (SD) -2.60 (14.00) -0.52 (13.32)
FRCRAA -1.69 -0.54
Hazk - Adigk -66.6 : 46.4 -37.8 @ 67.1
LS B (SE) ° -2.34 (1.425) -0.53 (1.408)
95% CI (-5.142 WA 0.452) (=3.297 WA 2.231)
A= oo g LS BE Aol (SB)’ -1.81 (1.029)
95% CI (-3.833 W1#] 0.210)
LOCF = o] #&x] Ag EA4H
SWPG = 7} RUEH 94 Y=
HEALS Foi W o 7 4 B¢k AP Holx 3 SMPGE AAtd WE Ao Hygoz Hrldd.
fFEAF BA(ANCOVA) RS X E(HOE901-U300 2 @HE2s) | HbAle ZAMS] 24913l A%(<8.0, = 8.0%),
2 X9s n4d a2
T 6719 71 B FERE BE @XM, 72 A 2 6-E A5-F 73 e HF 7
24 ol% FA-H SWPG Ao MEAE FA-F SMPG T Bl oRA ALRE A9
[0482] 2.2.3 92 23 5% 3
[0483] 2.2.3.1 6 71¥el HbAlc < 7% $At9 W2 &
F 30
[0484] o2 22k g5 7 - 6 N T4 HbAlc < 789 2R 72(%)(LOCF WS AF8) B 7 6-71¥ A& 7]}
o] HF 3 Y FoF I EEY < 3 mnol/L(54 mg/dL)ol] 2J&f FFolHu/H A} FFoE FAJH AHGgFo]
Felo] gliz 6 AHE FHANAN HbAlc < 7491 3R] 52(%)(LOCF WS ARE) - mITT HY
HOE901-U300 ST~
(N=403) (N=405)
HbAlc < 7%
A 386 392
n (%) 118 (30.6%) 119 (30.4%)
Ao Y RR (95% CD)° 1.02 (0.83 = 1.25) -
HbAle < 7% 2 S39 TZolAY ¥ (<3.0 mmol/L; <5dmg/dL) HHFZ A&
32 387 396
n (%) 93 (24.0%) 94 (23.7%)
S o ek RR(95% C1)° 1.02 (0.80 WA 1.31) -
HbAle < 7% B 35| FFo|7t #9191 (<3.0 mmol/L; <5dmg/dL) ©FZH[00:00 - 05:59] AHFF &
2 386 394
n (%) 107 (27.7%) 113 (28.7%)
@HE 2ol i3 RR (95% C1)' 0.98 (0.78 WA 1.22) i
LOCF = o] #&x] Ag EA4H
RR=H]3 ¢ %
COM FHEE AFEF, HbAle AR FAE AF(<8.0, = 8.0%)0l 28] AF3HE RRol A
6719 71 B FERE BE @XM, 72 A 2 6-E AE-F 77 e HF 7
24 o]F HbAlc =AHE HbAlc EHo A AFRHE A4,
— 56 —




[0485]

[0486]

[0487]
[0488]
[0489]
[0490]
[0491]

[0492]

[0493]

2.2.3.2 712ARH 6 ML Z2HA FPGolA e @3k

SIS31 10-2015-0138262

F 31
02 23} 25 FF - LOCF WS A3l 7]ZPE 6 7)Y FF 712 FPG(mol /L)) A12] Hat ¥3} - mITT 7
|
FPG (mmol/L) HOE901-U300 ST~
(N=403) (N=405)
S
e 375 379
Ay (D) 8.24 (2.97) 7.89 (2.67)
FRCRA 7.80 7.40
A7k 0 AW 2.7 :20.1 2.9 :16.6
6 ME 4 (LOCF)
e 375 379
Ay (D) 7.09 (2.47) 6.83 (2.37)
FRCRA 6.70 6.30
A7k - AW 2.9 :24.4 2.8 117.9
71z245H 6 /MY FTHENA A3t (LOCF)
e 375 379
Ay (D) -1.14 (3.42) -1.06 (3.02)
FRCRA -0.90 -0.90
A7k 0 Adg -13.1 : 11.0 -11.2 : 10.5
LS W (SE) ° -1.03 (0.242) -1.21 (0.241)
95% CI (-1.501 WA -0.551) (-1.687 WA -0.741)

ST o Y3t LS F7E 2Fo] (SE)'

0.19 (0.171)

(-0.148 WA 0.524)

K3

o
g}
[op}
I
of
dz
>,
i
o
bl
!

;ﬁl
Ab EAL(ANCOVA) 2Ee 2] 84 (HOE901-U300 ES
] #2, a3 712A FPG S swizo s 3

-

il =
2 gE
aoko

A %6 AR-F

), HbAle AR

o

et

2915k AlF(<8.0,

A
o\
N

2.2.3.3 83 SWPG Z==2HY

7124 2 6 MY FHANA Ha 8- WPG Z 23 (mmol /L) (mITT Heh) S

2.2.3.4 7|A A<€d &%
T 6-/MY A8-F A7) T WE 93 s
2.3 ¢tAA Hr}

2.3.1 =% A%

o
1o

x 32
T 6-NE AE-F 7]7F FEF FAF AFo i =F - by Hy
HOE901-U300 YBE A~
(N=403) (N=406)
T 6-E A& st T =E (3 W) 191.1 193.6
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[0494]

[0495]

SIS351 10-2015-0138262

T 6= A5 A5 7|3 (D)

% 402 406

Ht (SD) 173.7 (35.7) 174.2 (33.0)
iR 183.0 183.0
Hagk o Hdg 1: 208 4 1 298
helagle] oJgt 3 6-/1E AT XAE 73 [n(%)]

2 F7A 6 (1.5%) 2 (0.5%)
>2 YA 4 F 4 (1.0%) 6 (1.5%)
>4 YA 8 F 7 (1.7%) 6 (1.5%)
>8 WA 12 F 6 (1.5%) 7 (1.7%)
>12 YA 17 F 2 (0.5%) 5 (1.2%)
>17 WA 26 117 (29.1%) 110 (27.1%)
>26 260 (64.7%) 270 (66.5%)

Fhelaeol gk F 6-70E AT A& F4 73 [n(b

]

>14¢ 402 (100%) 406 (100%)
>2 T 396 (98.5%) 404 (99.5%)
>4 F 392 (97.5%) 398 (98.0%)
>8 F 385 (95.8%) 392 (96.6%)
>12 F 379 (94.3%) 385 (94.8%)
>17 T+ 377 (93.8%) 380 (93.6%)
>26 T 260 (64.7%) 270 (66.5%)
F R4S AR PR we Augold vejdu
2.3.2 4933
* 33

F 68 A7-5 )z FoF HolE 1 9 $7 PG Apo] e B (%) -oHdY Fu

BE AdYE R} AAGF

A Ao 8
n(%)

(00:00-05:59)

HOE901-U300
(N=403)

ERN

(N=406)

HOE901-U300
(N=403)

RN

(N=406)

slole] AFG Al

288 (71.5%)

322 (79.3%)

123 (30.5%)

169 (41.6%)

=0 AYYE [4 (1.0%) l6 (1.5%) lo l2 (0.5%)
N5d 5¥y A99E

< 3.9 mnol/L (70 mg/dL) 200 (49.6%) 233 (57.4%) 91 (22.6%) 126 (31.0%)
< 3.0 mnol/L (54 mg/dL) 83 (20.6%) 109 (26.8%) 33 (8.2%) 47 (11.6%)
w3 Adgs

< 3.9 mmol/L (70 mg/dL) 200 (49.6%) 238 (58.6%) 43 (10.7%) 77 (19.0%)
< 3.0 mnol/L (54 mg/dL) 43 (10.7%) 59 (14.5%) 10 (2.5%) 9 (2.2%)
A Y 34 AYYE [6 (1.5%) [10 (2.5%) [3 (0.7%) [3 (0.7%)
A ARG S

> 3.9 mmol/L (70 mg/dL) [23 (5.7%) [45 (11.1%) l9 (2.2%) 123 (5.7%)

282 (70.0%)

314 (77.3%)

114 (28.3%)

162 (39.9%)

110 (27.3%)

143 (35.2%)

40 (9.9%)

54 (13.3%)
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[0496]

[0497]

SIS351 10-2015-0138262

e B F Y URE
3

.9 mmol/L (70 mg/dL)(resp. < 3.0 mmol/L (54 mg/dL))ol

3 34

o1 s)zhe] 7

-8 A z-F 7]

2] S AHG Apo] Sl A (%) -

oLy e

ot 449
(00:00-05:59)

Adg AHdel £9 HOE901-U300 R HOE901-U300 SHE
n(%) (N=403) (N=406) (N=403) (N=406)
Aol A¥F A

A A 288 (71.5%) 322 (79.3%) 123 (30.5%) 169 (41.6%)
85 A FYE 8F7HA 198 (49.1%) 258 (63.5%) 58 (14.4%) 109 (26.8%)
95 A FHE 6/ML7A 241 (59.8%) 267 (65.8%) 94 (23.3%) 119 (29.3%)
=9 Ad9E

A A 4 (1.0%) 6 (1.5%) 0 2 (0.5%)
A8 A AEE 8F7HA 1 (0.2%) 2 (0.5%) 0 0

97 AZHEE 671 € 7EA] 3 (0.7%) 5 (1.2%) 0 2 (0.5%)
715 S5 AIGS

< 3.9 mmol/L (70 mg/dL)

A A 200 (49.6%) 233 (57.4%) 91 (22.6%) 126 (31.0%)
A8 A AE-E 8F7HA 119 (29.5%) 158 (38.9%) 34 (8.4%) 79 (19.5%)
95 A ZFH-E 6/ML7A 163 (40.4%) 180 (44.3%) 77 (19.1%) 90 (22.2%)
< 3.0 mmol/L (54 mg/dL)

A 83 (20.6%) 109 (26.8%) 33 (8.2%) 47 (11.6%)
A5 AAE 8F71A 35 (8.7%) 55 (13.5%) 10 (2.5%) 26 (6.4%)
9% A|ZHEE 671971 A 64 (15.9%) 81 (20.0%) 27 (6.7%) 35 (8.6%)
TS Al

< 3.9 mmol/L (70 mg/dL)

A A 200 (49.6%) 238 (58.6%) 43 (10.7%) 77 (19.0%)
A5 A ZHHH 8574 131 (32.5%) 171 (42.1%) 22 (5.5%) 46 (11.3%)
97 AAHEH 6719 7HA 163 (40.4%) 195 (48.0%) 25 (6.2%) 50 (12.3%)
< 3.0 mmol/L (54 mg/dL)

A A 43 (10.7%) 59 (14.5%) 10 (2.5%) 9 (2.2%)
A5 AFHHEH 8714 22 (5.5%) 30 (7.4%) 7 (1.7%) 5 (1.2%)
97 AIEHEH 67197HA 26 (6.5%) 40 (9.9%) 4 (1.0%) 5 (1.2%)

% 9/xE gy Aggs

< 3.9 mmol/L (70 mg/dL)

A A 282 (70.0%) 314 (77.3%) 114 (28.3%) 162 (39.9%)
A8 A AE-E 8F7HA 190 (47.1%) 244 (60.1%) 53 (13.2%) 100 (24.6%)
95 A ZH-E 6/ML71A 239 (59.3%) 264 (65.0%) 89 (22.1%) 117 (28.8%)
< 3.0 mmol/L (54 mg/dL)

A 110 (27.3%) 143 (35.2%) 40 (9.9%) 54 (13.3%)
A5 AARE 8F7A 52 (12.9%) 79 (19.5%) 16 (4.0%) 29 (7.1%)
97 AEHEH 6719 7HA 82 (20.3%) 107 (26.4%) 29 (7.2%) 39 (9.6%)

n(%) = A= 1 39 4dF A
‘2z w/xE gy AYYE
o8] sl /S ALY F29)

°]

= 8gx g <

e B4 & 4

o

7‘:‘3—][1_?‘—5

3.9 mmol/L (70 mg/dL)(resp. < 3.0 mmol/L (54 mg/dL))el

2.3.3 ABRF-$FY ¥AFF A

59 -




[0498]

[0499]

SIS31 10-2015-0138262

Xz 35
T 67 AE-F 7|7F 9 A EF S FHH AR - bHY He
n (%) HOE901-U300 HEA

(N=403) (N=406)
9lolo] TEAEZ} & 3x) 236 (58.6%) 206 (50.7%)
doje] A8F S SAE7F = 3} 15 (3.7%) 15 (3.7%)
Aol ol2& 199 TEAEZF SlE xh 2 (0.5%) 1 (0.2%)
ATF A8 Fd o2 9149 TEAE7]- Ae 6 (1.5%) 4 (1.0%)
TEAE: X =% 39 54 A, SAE: T59 #4474 A4
TEAE7} Q& 3kApe] &= 9 wag

n(%) = Aoz 1 3]9]

* 36

7 679 Az-F 77k FoL |
= 49 (%) - HHy He

<

2} SOC, HLT B PTej 98 9)2]e] X E oAl HLT >

242 BFASH TEAE(s)7F

12} Al2=" 713 25 (PRIMARY SYSTEM ORGAN CLASS) HOE901-U300 BT~
HLT: 1155 89| (High Level Term) (N=403) (N=406)
22 goj(Preferred Term) n(%)
Ao 7 236 (58.6%) 206 (50.7%)
7 2 Ay " 133 (33.0%) 129 (31.8%)
HLT: Q1ZFlA ujole] s 2 11 (2.7%) 11 (2.7%)
A ETlA} 11 (2.7%) 11 (2.7%)
HLT: 3l7]= 2 7 74 20 (5.0%) 18 (4.4%)
7184 S 19 (4.7%) 14 (3.4%)
sh71 % 74 0 1 (0.2%)
#H 5 1 (0.2%) 3 (0.7%)
HLT: 7%= 74 72 (17.9%) 72 (17.7%)
w4 FHAS 2 (0.5%) 2 (0.5%)
34 A=A 1 (0.2%) 0
ki Ml B 1 (0.2%) 0
i 1 (0.2%) 0
v F4 39 (9.7%) 27 (6.7%)
AFS 4 (1.0%) 10 (2.5%)
ANTAESN 0 2 (0.5%)
sl B 7 (1.7%) 9 (2.2%)
Axd 2 (0.5%) 0
71344 1 (0.2%) 0
7%= 79 17 (4.2%) 28 (6.9%)
HT: 22 74 13 (3.2%) 11 (2.7%)
g4 A9Ad 1 (0.2%) 0
whd A19AlA 0 1 (0.2%)
L= 74 12 (3.0%) 10 (2.5%)
HLT: wlo]ld]2 7+ NEC 13 (3.2%) 10 (2.5%)
upole =4 Aured 1 (0.2%) 0
vholej 2~ 9134 5 (1.2%) 3 (0.7%)
A7 ol 2~ 74 0 1 (0.2%)
SF7|E dpole] X 74 0 3 (0.7%)
vpole 2~ 3¢ 1 (0.2%) 0
Hlolg 24 QFA 1 (0.2%) 0
vpolg =4 A7) % 74 5 (1.2%) 3 (0.7%)
Al el 47 (11.7%) 38 (9.4%)
HLT: % NEC 20 (5.0%) 16 (3.9%)
5 19 (4.7%) 16 (3.9%)
e A s 1 (0.2%) 0
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[0500]

[0501]

SIS3l 10-2015-0138262

4 FE [1 (0.29) lo

3t ol 14 (3.5%) 15 (3.7%)
HLT: =g 313 9hd Aol NEC 11 (2.7%) 6 (1.5%)
a3yt 11 (2.7%) 6 (1.5%)
S8 Aol 44 (10.9%) 34 (8.4%)
HLT: AN A9 15 (3.7%) 9 (2.2%)
AAL 15 (3.7%) 9 (2.2%)
HLT: 04 2 & ZAF 14 (3.5%) 9 (2.2%)
24 9 (2.2%) 4 (1.0%)
TE 5 (1.2%) 5 (1.2%)
T4 9 A7 23 Fel 44 (10.9%) 41 (10.1%)
HLT: <=4 9 A3 24 55 9 B47 20 (5.0%) 22 (5.4%)
5 58 9 (2.2%) 12 (3.0%)
a1e T2 1 (0.2%) 0

<=4 Tt B E 0 1 (0.2%)
437 Bt 0 1 (0.2%)
o= 55 4 (1.0%) 2 (0.5%)
5 B2 3 (0.7%) 3 (0.7%)
A B 5 (1.2%) 3 (0.7%)
A Aol @ Eo] Hol v 28 (6.9%) 29 (7.1%)
HLT: A} §-9] w-$ 4 (1.0%) 12 (3.0%)
TAF -9 9% 0 1 (0.2%)
TAF 59 1 0 2 (0.5%)
TAE -9 Fut 0 2 (0.5%)
TAF 9 =38 2 (0.5%) 5 (1.2%)
TA 9 BA 0 3 (0.7%)
TAE 29 AE 1 (0.2%) 0

TAE -9 A= 0 1 (0.2%)
TA 59 BF 1 (0.2%) 4 (1.0%)
TAE -9 ¥kE 1 (0.2%) 1 (0.2%)
TAE -9 BF 0 1 (0.2%)
HLT: -2 NEC 6 (1.5%) 12 (3.0%)
i 6 (1.5%) 12 (3.0%)
e, T5 2 AeEs FHE 34 (8.4%) 21 (5.2%)
HLT: &5, A F Qg A8 11 (2.7%) 3 (0.7%)
394 0 1 (0.2%)
) 4 1.(0.2%) 0

Ao A=t 7 (1.7%) 0

o8 ZA 2 (0.5%) 1 (0.2%)
g5 = 1 (0.2%) 1 (0.2%)

Lo
[ -{E
ofo o2,
0

(Preferred term)
MedDRA 16.0

n(%) = Aol 1 59 TEARZ} Q= @xje] 4

=
4ol

{ AR, SOC: A|=8) 79 &

e

T Y SOC AR FoH= £o2 HLT, PT &3l &
L spufo] oA Aol shpe] HLT > 2%91 HLTREO] AA]

(System organ class), HLT: 14 £9](High

2.3.4 A%, 59 A8F-&F9 FA4A A

2.3.4.1 A%
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[0502]

[0503]

[0504]

SIS51 10-2015-0138262

X 37

AT AT T, XNE-F, HAT7-F)7FF] AP 3xpe] (%) - bRy He

HOE901-U300 HE

(N=403) (N=406)
-z Apy 3 (0.7%) 2 (0.5%)
A 6 /E s AF-F A 2 (0.5%) 1(0.2%)
-z A 2 (0.5%) 1 (0.2%)
AP-F A 0 0

A7 AR F AT B(FHFE ZREF Ao U v vg-53Y U 234 Ad 2 RE g%
SH9 SAES] dla/etgEtE AE )R dojd BE A 3
" Ar-%e F 649 AR-F 7170l
S AT B(#FE a9 AolE) o]F Yojum wlojEHo] e V=Y AYS X3
2.3.4.2 %9 234 AA
X 38

F 6-E AE-5 7]7F FF 12} SOC, HLGT, HLT ® PTe] 9j&f XN EF 59 SAEs7} 9l #x1o] (%) - ¢F
Ay Hd
12} A28 719 23 (PRIMARY SYSTEM ORGAN CLASS) HOE901-U300 e el
HLGT: s 1% 89](High Level Group Term) (N=403) (N=406)
HLT: 1155 89| (High Level Term)
22 goj(Preferred Term) n(%)
Ao 7 15 (3.7%) 15 (3.7%)
7 2 Ay " 2 (0.5%) 7 (1.7%)
HLGT: 79 - 254 WA 2 (0.5%) 7 (1.7%)
HLT: %+<] NEC 1 (0.2%) 2 (0.5%)
AAE AA 0 1 (0.2%)
FAaA 1Y 0 1 (0.2%)
A 34 1 (0.2%) 0
HLT: 371 2 5 74 0 1 (0.2%)
Gk 0 1 (0.2%)
HLT: A7)% 3 1 (0.2%) 1 (0.2%)
ki Bl B 1 (0.2%) 0
7% 4 0 1 (0.2%)
HLT: &2 79 0 3 (0.7%)
T A 0 1 (0.2%)
8= 74 0 2 (0.5%)
4, A9 2 EEH MNECEE E 85 23 1 (0.2%) 1 (0.2%)
HLGT: ®i&w 1.(0.2%) 0
HLT' ZTol8A TFT 1(0.2%) 0

Tl ST 1 (0.2%) 0
HLGT~ o9 9 254 H§ NS 0 1 (0.2%)
HLT: I SAZGE A9 0 1 (0.2%)
o SAE 0 1 (0.2%)
AL 2 od ok Ao 0 1.(0.2%)
HLGT: X=q djAl ol (F=1 X3 0 1 (0.2%)
HLT: A9 He) NEC 0 1 (0.2%)
RS 0 1 (0.2%)
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SIS31 10-2015-0138262

A ZA Zrol 1 (0.2%) 3 (0.7%)
HLGT: SFAAA 33 Zol 0 2 (0.5%)
HLT: 3417474 =8 4 Hd3 Ala 0 2 (0.5%)
138 HEF 0 2 (0.5%)
HLGT: X178t “oll NEC 1 (0.2%) 1 (0.2%)
HLT: 27ehs A5 9 Z4F NEC 1 (0.2%) 0
HHFA == 1 (0.2%) 0
HLT: 7+7} o]4k NEC 0 1 (0.2%)
771 A 3k 0 1 (0.2%)
A el 6 (1.5%) 1 (0.2%)
HLGT: A15-A 0 1 (0.2%)
HLT: &% 9 #F Aol NEC 0 1 (0.2%)
24 HE 0 1 (0.2%)
HLGT: A4 ol A5 9 A 2 (0.5%) 0
HLT: 41734 Zholl NEC 2 (0.5%) 0
A el 1 (0.2%) 0
A Aol 1 (0.2%) 0
HLGT: ¥ 59 ol 2 (0.5%) 0
HLT: A A3 s ol 2 (0.5%) 0
g4 AAA 1 (0.2%) 0
A 1 (0.2%) 0
HLGT: A1 2 (0.5%) 0
HLT: A1%-A NEC 2 (0.5%) 0
AR 1 (0.2%) 0
=384 ARA 1 (0.2%) 0
3t ol 0 1 (0.2%)
HLGT: A4 BEEX det Hol J &3 0 1 (0.2%)
HLT: w3k At Aol 0 1 (0.2%)
A E S 0 1 (0.2%)
357, & 9 FA Fof 1 (0.2%) 0
HLGT: 71#A] ol (RIAE A£]) 1 (0.2%) 0
HLT: 71344 A4 9 # A 1 (0.2%) 0
A 1 (0.2%) 0
A7k el 1 (0.2%) 0
HLGT: 914# &3 NEC 1 (0.2%) 0
HLT: H]-%-9] So]¥ 7% &3 1 (0.2%) 0
S g &3 1 (0.2%) 0
D ) e e o | 1 (0.2%) 1 (0.2%)
HLGT: F#5-% 4 gnpd 1 (0.2%) 0
HLT: gvizl 1 (0.2%) 0
e 1 (0.2%) 0
HLGT: 9% 9 78} x4 ol NEC 0 1 (0.2%)
HLT: T% 2 9l&} % A% 0 1(0.2%)
v A 0 1 (0.2%)
T4 9 A 237 Al 0 1 (0.2%)
HLGT: # Zof 0 1 (0.2%)
HLT: F#dz 0 1.(0.2%)
Z0E 0 1 (0.2%)
A1 9 v]7] Aol 0 1 (0.2%)
HLGT: Q2= 7AAM= 0 1 (0.2%)
HLT: 82 AMA1E A< 0 1 (0.2%)
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[0505]

[0506]

SIHE4

10-2015-0138262

Q= AA lo [1 0.29)
AAA Aol I Fo] B9 HlE 1 (0.2%) 0
HLGT: X2 73} 1(0.2%) 0
HLT: AP 2 A} 1(0.2%) 0
B2 S AR ALY 1 (0.2%) 0
A, 5 A%S Fuz 1 (0.2%) 0
HLGT: &) NEC 1 (0.2%) 0
HLT: )% A& NEC 1(0.2%) 0
24 1 (0.2%) 0

SAE: FF°] #%
group term), HL
MedDRA 16.0

‘]
[e]
T 145 8o (High level term), PT: $-4 %Ol(Preferred term)

n(% = A% 1 39 N85 &F9 SAEZF Qe @xbe] & 2 Mg
F¥EE SOC ZAHoR Fold o7 HGLT, HLT, PTE guwl oz B i

g A7, SO0C: A= 7] 3 —cv(System organ class), HLGT: aL4+% 1% 8o (High level

2.3.5 FHiol o2& RAF Al

* 39

F 6-79 AE-F 7)7k F¢F 13 SOC, HLGT, HLT ¥ PTo] 93] 94 A& $HL FEdhs TEAE(s)7} s

g30] (%) - Y Fe

12} A28 719 23 (PRIMARY SYSTEM ORGAN CLASS) HOE901-U300 e el
HLGT: 1145 1% 8] (High Level Group Term) (N=403) (N=406)
HLT: 43 8o](High Level Term)

9 goj(Preferred Term) n(%)

Ao &7 6 (1.5%) 4 (1.0%)
7 9 Ay A 0 1 (0.2%)
HLGT: 7+ - E5A Pt 0 1 (0.2%)
HLT: &2 734 0 1 (0.2%)
ulal A9 A1 0 1 (0.2%)
U4, o P EEAH MBS 2 &5 3 1 (0.2%) 0

HLGT: #i&H 1 (0.2%) 0

HLT: =Folgdd S5 1 (0.2%) 0
=Tol8d 5 1 (0.2%) 0

ER e I 1 (0.2%) 0

HLGT: g Foff 1 (0.2%) 0

HLT: 3504 T 1 (0.2%) 0
SETNAET 1 (0.2%) 0

oA 2 G el 0 1 (0.2%)
HLGT: X%=% tiAl Fell(Fxr X3 0 1 (0.2%)
HLT: A% el NEC 0 1 (0.2%)
RS 0 1 (0.2%)
A2 A3 0 2 (0.5%)
HLGT: =% 9 F=A4 7]% Fol 0 1 (0.2%)
HLT: %A Aol 0 1 (0.2%)
F=Ad el 0 1 (0.2%)
HLGT: =¥ Zof 0 1 (0.2%)
HLT: W 7HA 2 §H] el 0 1 (0.2%)
EHS 0 1 (0.2%)
A 7AA Aol [1 (0.29) lo
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[0508]

[0509]

[0510]
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HLGT: A1 ol (AlAE A<]) 1 (0.2%) 0
HLT: 9t 25 %ol 1 (0.2%) 0
32k 4173 vy 1 (0.2%) 0
A el 1 (0.2%) 0
HLGT: ¥4} e ol 1 (0.2%) 0
HLT: 384 ”J s ol 1 (0.2%) 0
A AAM 1 (0.2%) 0
A 3 Her] el 1 (0.2%) 0
HLGT: A& 1 (0.2%) 0
HLT: A1 2 243 Zrol] NEC 1 (0.2%) 0
FagA A 1 (0.2%) 0
AAA Aol 3 Fo] 9] Wy 1 (0.2%) 0
HLGT: X"84 Z 3} 1 (0.2%) 0
HLT: Abd 2 FA) 1 (0.2%) 0
2w ARA Abg 1 (0.2%) 0

TEAE: X 8% 39 44 AFd, S0C: Al2=®l 7]# #F(System organ class), HLGT: a4+ “LiF
PT: 94 &o](Preferred term)

level group term), HLT: _’-r%

MedDRA 16.0

n(%) = 474 A5 FEHE F=3h
)

T 3EE S0C HAA

£o](High level term),

Aol 1 8]9] TEAEZ} = @te
© & HGLT, HLT, PTi= 9w

H o
tﬂuqv:g

4] (High

2.3.6 o2 #F94 = FHH A=A

2.3.6.1 FHUA u-&

3 40

Z =31 MedDRA FE B Preferred Termol 9J3] Fojx=

1 3]9] TEAEE

deeh B (%) - 7 6-71€

e
A E-5 )7k EoF FEY e - ok Fut
4 &

(%) = ol 1 39 #wlA W Aol gl shae] & 9

Lz
S
o

o] (Preferred Term) HOE901-U300 HE~
(N=403) (N=406)

ololo] FmA wS 13 (3.2%) 16 (3.9%)
HA 2 (0.5%) 3 (0.7%)
e« 713 1 (0.2%) 0
}stefEof tisk oelx 1 (0.2%) 0
7134 k-S4 1 (0.2%) 0
aad 92g 1 (0.2%) 0
oFE Fju)= 1 (0.2%) 1 (0.2%)
=%l 1 (0.2%) 0
w3l 1 (0.2%) 3 (0.7%)
S« B[S 1 (0.2%) 2 (0.5%)
AdA H S 1 (0.2%) 1 (0.2%)
A A7 1 (0.2%) 0
Rl 1.(0.2%) 0
2] 9171 0 1 (0.2%)
TX 0 1 (0.2%)
=t 0 3 (0.7%)
AR 54 0 1 (0.2%)
MedDRA 16.0
TEAE: X &% &7l 474 A
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[0511]

[0512]

[0513]

[0514]

[0515]

[0516]

SIS31 10-2015-0138262

F 41
H& FFE3HE MedDRA - B Preferred Termo] 93] Fol% 1 3]9] TEAEE F 3]s+ 8319 (%) - F 6-74¢
A 52-5 7|7 & A P iR - oy Fd
-4 go](Preferred Term) HOE901-U300 el
(N=403) (N=406)
e B s e B L 4 (1.0%) 12 (3.0%)
TAL 9 =38 2 (0.5%) 5 (1.2%)
TA 59 §F 1 (0.2%) 0
TA 59 BF 1 (0.2%) 4 (1.0%)
TAE 79 ¥k 1 (0.2%) 1 (0.2%)
FAL RO 9 0 1 (0.2%)
i i 4 W 0 2 (0.5%)
TAF -9 Fut 0 2 (0.5%)
TA 59l AA 0 3 (0.7%)
TAE -9 A= 0 1 (0.2%)
ENEEIER 0 1 (0.2%)
MedDRA 16.0
TEAE: X &% &3 FAY A
n(%) = A= 1 slo] FAF B9 444 &4 Alfle] Qe iAol 4~ 4 RS
2.3.7 AF
F 42
A Y& - Nz A - F 6~/ XE-F 7]7F & LOCF HHE ALE3F 7|27 6 ¥ 571X A
s (kg)2] Fa W3 - oy Hot
Az (kg) HOE901-U300 HE
(N=403) (N=406)
e
A} 400 403
Het (SD) 98.78 (22.37) 98.17 (20.73)
=k 94.50 95.10
Hagk - HAdigk 48.0 : 208.6 55.0 : 187.7
6 MY &4 (LOCF)
A5 400 403
Het (SD) 98.86 (22.09) 98.84 (20.63)
=3k 94.70 96.00
Az - Adg 46.5 @ 213.2 57.9 : 189.1
7|zAEH 6 MY FH7EA HSHLOCE)
A5 400 403
Het (SD) 0.08 (3.44) 0.66 (3.01)
=k 0.00 0.64
Hagk - HAdigk -22.1 : 12.4 -23.3 1 9.9

LOCF = o]d ##Xx #8& AW

AAd 3: 28 B3Y #FxPA 6-71€E A FF iR E o ¥ AEdS FUEY A A¥Y Ude
F 227 9 Lantus®9 &% ¥ SAAL vmslE 6-71€, tFA, £29, o, H4-F A7 - 2
A 75e 9 133 139 Fo ES vudte Fo AE-dF

1. 18

AN 9A: 3

_66_



[0517]

[0518]

[0519]

[0520]

[0521]

[0522]
[0523]
[0524]
[0525]

[0526]

[0527]

[0528]
[0529]

[0530]

[0531]
[0532]
[0533]

[0534]

[0535]
[0536]

[0537]

[0538]

[0539]

[0540]

[0541]

SIS31 10-2015-0138262

=4

12 54 28 7 AR A F AL 6 ALD(EHNB-AT] N2A)RE F AF 9 AL(EHB-ATe EH)
744 HbAle W3le] =wWolA 1 & 1 3] 24 A|7F wpt} FA}EF HOE901-U3009F 1 & 1 3] 2443 A7+ 712 o=
AFgH HOE901-U3009] &5 Wlmslr] 93t

F 27 BA: AAGF WA

W2 HOE901-U3002 F-2H¢1st= 1 6-70E 5 A5 7]Zko] HOE901-U300S ¥H2 $hxki= HOE901-U300S 1 ¢ 1
3] 24 Azth (g o] b)) Hi 2443 Agkeith B E S 101 F2b9) s

6 7 5 A7 7IRHEA AL F2)E @RSt MBE-ATe] A7 T]Eel Fehshs HOE901-U3009] Ak A B-
Aol AAolek. 71EAl 12 E4E A% 54 AZ A7Vl= a7HA 3T

A g A 3007k (150 A-A gl )
2918} 110
g 110

Bk &5 109 ¢kAA: 110

kr
N o
N

o

O

JlN'

Holl A HOE901-U3009] F 7}A] A} Qo] obxAgd S wjuwstr] $13% .

rlo

Ag 2 23 7% ¥3 7F: @_‘A]oﬂ 1914 71" F AgtelA 6-71E9 A 7|7k R 10), 6-71€
N7 AAHA2A -6 7 2918k 9 HOE901-U3002 X8, A]H-¢F¢
Aol A,

@%
offt
s

AEE g AF: AlY FE: HOE901-U300

Al HOE901-U300(1€d 28271 300 U/mL &4) dA-FA7] (v FHE, 1318 #H)o =¢Hd 77 7MED
;I

A We At B-ddE"A, £y, T4 g9olt),
Fo] AR I3t FA}
A 8

zZA 715 o 724 HOE901-U3002 1 & 1 3] 2443 A|ztnlt}; FoJ = Q).
Ao me} 5 AF AFA nAZE" AY wld FAF AZERTE 3 AR o] 2AY =
A€ & Ao, Hu 14, 5 4% H°‘ FAF AIZERTE 3 AIZE o2 ALY 3 A7 5= AL Bl A"o
Holm 2 Aol AFZEHATE. F AT Aol ugEl FAF AR WSt tidk HluEA =

>
>
>
)
ro
)

o
o

O

FAE Fo] 2k HOE901-U300, 1 ¥ 1 3] 24 A|zbopeh A},

X
i
X
s
Y
Lo
>
)
9,
Y
E
o
i
N
>

Alzrell HOE901-U300S 1 <« 1 3] 24 Al7bvlt} FAMSHE AL 5438+

HOE901-U3009] &2 AdTdF flo] aHA 4 £=9
5.6 mmol/L)E fA E& @45 Es 3 %
EAEH 8 =SNG FA 71%383iT).

HAEE G A

F AR ToM BAES AH-ATF Bk A9 AF Ed FAHE ALEI)

19l 80 WX 100 mg/dL(4.4 mmol/L WA
d g0 Wsle FEA A-EUEHYE
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[0542]

[0543]

[0544]

[0545]

[0546]
[0547]

[0548]

[0549]

[0550]

[0551]

[0552]

[0553]

[0554]

[0555]

[0556]

[0557]

[0558]

[0559]

[0560]

[0561]

[0562]

SIS31 10-2015-0138262

Favt BaskA i, A

2
[
33
Ll
=
iﬂ

o ‘:m

il
-
rﬂi
ol

Ir
rlet
R
rir
2
2
ox
o
I,
fr
=)
[
kd
Ll
=
o
ol
vy
e
rr
ol

A8 71 MB-AT= 6-1E F 17be] Sk A] JRAIE AL F= Ao 9 e @B FHYE 3 E v
A g B AR ke FAEA

—lJ
N

g F, 24 7bs Fol PR BAEE o AW F AT FA12 AWAA A% 4 k. HOE0L-
U300& 24 ARLTE ARG BAEE A FAMA AN A aWe A&,

B2 A% 5% 2 FAAS 9 BA A0 F AT 6 AYel AFHT F AFe) 9 Aol FAHE 3-
AL QAT Aoty R KRGl ANE AT o] A7ke W),

37} A%

e

1 &% F4: 71246 A FE FHO ML) 7AH HbALelA e W,

22 F4: 71246 AE)FE FH AL)7HA FPG(5E A74) ®3h, 714 dad 2 A% dede 1 4

E3 g% 59 HAZR ALA(TEAEs) ¥ F3¢ 247 A}A(SAEs) <
[e}
o

o AAHA e A AF B oA 585 ¥}

i)
dlo
o
f
rlr
§

o] 371 ME-AF 5, 724 F AT 713 6 MEEA; FHS F I79 9
12 &% 2A)12A06 AL1RE 2419 ML17HA HbA, ¥3h) e A8 29 2 N9 uAE FHE st &
EAF BA(ANCOVA) =S Algate], 1E]al HbA, 7% s FWzEoma Algsle] B413k9itl. HOE901-
0300 =7 7153 Fo LWy} HOE901-U300 g Fof QW Alo]e] zto] E 2-F 95% A1F] 72 ANCOVAS]
A el A F43F ).

BE Ad&EH 22 &% WHF (AR SPGe] BisAdddAe HstE AHE s 83 3 A9E u4d s
stof ANCOVA Bl ARg-she], 78]l 43dhs 7124l #he eWFeR ARgsta] £33l

6 8 A MDA FARA SIPee] Wedel o] Wk A5 8 RH A9s uAgdd EE
kol Ak EA)(ANCOVA) RS Abgate] #418}3it

A A A el Y)xste] A& olgit.

89k

A S48

29 TuNS e F 10 99 xS AH-AgelA Faeistelalvh: HOEI01-U300 =748 7hs ol 14 2w
of disle] 56 <19 $habel HOE901-U300 AH ol b7 eel diste] 54 <19 2x; 110 Q19 S WPl
=EAZTHEEAE ). nllT HE-A7 Jd(Es Je)e 109 <19 #4E5 x3taint.

HOE901-U300 24 7Fs Fol 7tAez FZ93k3k 1 29 &x1(1/56, 1.8%)7F 2710l MB-AF3E Fdaa,
i F A3 g4 770E Faekgr (HOE901-U300 A E Fof 7+4: 0/54, 0%).

alA
W2 Aolol 78 @E Ao, Au-AT Hrie] B
>6

712406 M)A ATEA 9 B 543t F &

Ae 60 MR 110 91 F 35 21(31.8%) 9] 327t =65 AGict.
MBE-AF Bk, nAFE Fo] 117 o Aol FAL T 3.9%0 tiste], A vbE Fol 1HE dtelM e #xle
FAF F WAt 23.007F ol FAFRAE <21.5 AlFF e >26.5 AlZke] SEARl A0 R FojErh. AW
Fof b4 o SAel A FAF F 8.2%00 WiEte], 24 Ths Fol 1H4 oA E A FAF F Hit 13.5%7F F
v A (o] FAF F 21.5-23 AJZF Ale] i 25-26.5 Al Abo])el] FolE Al mAE Fo 7+F 1£(88.0%)
I wlaste], 24 s Fol 1A 7 (63.4%0) A4 o AL #xpe] FAL o] FAF F 23-25 AlZE oo T
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[0563]

[0564]
[0565]

[0566]

[0567]

[0568]

[0569]

[0570]

[0571]

[0572]

[0573]

[0574]

[0575]

[0576]

[0577]

[0578]

[0579]

[0580]

[0581]

[0582]

[0583]

ZIHEd 10-2015-0138262

o= Ak

zA 7hs Fo oA F 34.5%2 A 20% mwke] FALE o)A FAF F 23-25 A7 3HA dlollA
Folstolar, meka digf 65%2 A7 24 7k Fo 14 2SS &% 3e® ayHdn. 4" Fo 1t
2 ol A= 78.8%2] FA7F 80% Hul W2 FALE o] FALRZFRE 23-25 AIZF Ulo] FA31%a, wElA 1A
H Fo] 714 29 S 43 Aoz 1y,

o= g aWe] FHAL A0l F AT VE2AA AFE vl FAF Ao 2R AatbE u {3

e A

12} &5 712406 NE)E F39 WL 7 HbAleolM LS Bvt Wk 24 7he Fo] 344(0.22% [95%
CI: -0.006 W= 0.4361)3 AE Fol 212(0.14% [95% CI: -0.099 =] 0.3801)°] wellA LS Ht Aol
0.07%[95% CI: -0.169 =] 0.318]1% FAletATE,

2} &5 FHONEY)

® PG(ZF 71s 9 744 1.40 mmol/L [95% CI: 0.624 WA 2.177]; 2AE Fo 7+A (1.18 mmol/L [95%
CI: 0.350 WA 2.015]; LS B4 x}o] 0.22 mmol/L [95% CI:-0.634 W= 1.070]).

FAR-A SWPG, FA-Z SHPGE] EAg

TFAAN 24-A7F ARG ¥ Fa o 21 kAS oF7]shs H0E901-U3009] FAF 1+4 =42 23} &% 4 F
A=A SMPG B AR SIPGE] AEEel 9B & 4 vk wEbA, 3R A 77Ol A &bl o it
o TEE Holw Fof b4 ¥ 9 Al Al Frhstel, FAF FAC o7 SWPG dlolE o] ®HAIZE CSRell Al
Al Aol
Fol 244 aW W E ovhellAM, dat 714 R AF Qe 19 8% 3-/0E v 8 713 Sk b ew
A = At
Rl

T} HOE901-U300 %A 7}s %

-1 WAl e 7|3 EF, AR AR HA 9 A4 Jtelaele A¥EYS &
o] 7+ B HOE901-U300 7% Fof 742 QoA fARE gkt Wjtg e By,

oleo] TEAEZF & $xfe] wE-S (24 7Fs Fo 14 15/56 [26.8%]; AE Fol 1+4 15/54 [27.8%]) T
= 559 TEAEZE e #Ae] MBS (2H 7l Fo 14 4/56 [7.1%]; 23E Fo 14 5/56 [9.3%])> &
HOAolo] fALERA ).

Ag TE¢s =AY, AHE fFEsiAY, B FAF F9 v #dE TEAEE 3-719 B~ 713 &
oF ojr Fo] 714 QWolME AFEA vt AP Fol 74 QWA 1 919 Fx [1.9%]= A €k
7 #¥F TEAEZ Udth

e

Fo] 114 oW & £ tholA uiFie] #AEo] FEHstE FA AFS w2 24 Jbe Fo 1A (HOE901-
U300 1 Lol Hojx= 2 Uol 1 & 1 3] 24 A|Zr+3 Aghved) = 2A4E Fo] 74 (HOE901-U300 1 ¢ 1 3]

i
HbAlc % FPC ZHoA A% 42 F Fof 1H4 QoA fAR A9E B,
5

3719 AB A 713 A B Arm(F ol ko] ARS Zhes fxe] 9= AgETe 7t
glarelol sk 7 ol FAFESIT

HOE901-U300 =4 7}& Fo 7 9 HOE901-U300 A E Fof 72 3-71¢ vlal B A5 73 5k & &
QAsglon}; ojw g Kol gl iy

o)
o
ol wewl, Fab gHAe) 78 2P F &% L A FHIA ojwd w4

=
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[0584]

[0585]

[0586]

[0587]

[0588]

2.1.1 47 #X

SIS31 10-2015-0138262

* 43

g A - FAlEE R-od

HOE901-U300

24 b5 ol 14

HOE901-U300
24H Feol 14

(N=56) (N=54)

T8 9 A 56 _(100%) 54 (100%)
3714 vl o 7]7F &8 55 (98.2%) 54 (100%)
309 vl 9w 7)zF B9k WP A7 Fu [1 (1.80) [0

Ao A2 Fo o 1 (1.8%) lo

3-719 vl oW 717k FoF A8 TE ol R

T4 AL 0 0

i 5 0 0
TREZ Y3 F5 B 0 0

71E} ol 1 (1.8%) 0

Ao A% 1%

ot

Az 1 (1.8%) 0
AL 0 0
T MRS TAS Y A £5 BREEZ ARSI ALY
F 44
ME-AT ¥4 Hek
HOE901-U300 HOE901-U300 A
24 7hsd 5o | 2AE 5o 71H4
e
T8t Ju-Ag o 56_(100%) 54 (100%) 110 (100%)
iS5 AMB-97 Hd
W3 E X8 9% (Intent-to-Treat, mITT) 55 (98.2%) 54 (100%) 109 (99.1%)
AB-AT s 55 (98.2%) 54 (100%) 109 (99.1%)
obAA HB-A ATk |56 |54 [110
T SAE F9slE A Eo we =33
2.1.2 1733 4 7]z EA43
X 45
s L I s I B S = ) i e I A ML= K e il i
HOE901-U300 HOE901-U300 A A
z73 71s3 Fo 144 AR Fo] 7+4 (N=54) |(N=110)
(N=56)
a8 (D
2 56 54 110
H (SD) 61.0 (7.4) 58.9 (9.6) 60.0 (8.6)
Z gk 61.0 61.0 61.0
Ak o Hdik 40 77 28 : 74 28 77
A= H(AD [n(%)]
2 56 54 110
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[0589]

[0590]

SIS51 10-2015-0138262

<65 36 (64.3%) 39 (72.2%) 75 (68.2%)
[65-75[ 18 (32.1%) 15 (27.8%) 33 (30.0%)
=75 2 (3.6%) 0 2 (1.8%)
A [n (D]
i 56 54 110
44 24 (42.9%) 25 (46.3%) 49 (44.5%)
94 32 (57.1%) 29 (53.7%) 61 (55.5%)
1% [n ()]
% 56 54 110
IFEAIE/ Q1 51 (91.1%) 52 (96.3%) 103 (93.6%)
=2l 5 (8.9%) 1 (1.9%) 6 (5.5%)
OFAISH/ F g 0 1 (1.9%) 1 (0.9%)
7] E} 0 0 0
%% [n (D]
i 56 54 110
3| =9y 4 (7.1%) 4 (7.4%) 8 (7.3%)
H) 3]~ Y 52 (92.9%) 50 (92.6%) 102 (92.7%)
A [n ()]
i 56 54 110
Folu 2] 7} 20 (35.7%) 15 (27.8%) 35 (31.8%)
A9 3 (5.4%) 3 (5.6%) 6 (5.5%)
ou ke 29 (51.8%) 30 (55.6%) 59 (53.6%)
7] E} 4 (7.1%) 6 (11.1%) 10 (9.1%)
AHS F AT 7]2Aol Hrlec.
2 46

FAE N2 #EY 7)1 xA6 AY) &5 dHeld -EAstE Hr-aT fy

HOE901-U300 HOE901-U300 A

zH4 7hse Fo 14 14H 5o 3+4 (N=110)

(N=56) (N=54)
old FAIRHE ] Het FAF AIZE (AFD)
% 56 53 109
Het (SD) 24.05 (0.49) 24.00 (0.10) 24.02 (0.35)
=k 24.00 24.00 24.00
QL : Q3 24.00 : 24.01 24.00 : 24.02 24.00 : 24.01
Hagk - HAdigk 23.7 : 27.6 23.7 : 24.2 23.7 : 27.6
Hlw FALZHE O] Hat FAF AIZE (AFD)
32 56 53 109
Het (SD) 24.03 (0.60) 24.20 (0.63) 24.11 (0.62)
=k 24.00 24.00 24.00
Ql : Q3 23.93 : 24.25 23.95 @ 24.68 23.94 : 24.44
Haz - Adigk 21.5 : 26.3 22.2 1 25.6 21.5 : 26.3

it 6 H4E o|d

A% 79 5 Aol 3 3 770 AF 14

2.1.3 A& 549 =34
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[0591]

[0592]

[0593]

SIS31 10-2015-0138262

F 47
T4 - 3E v 8y VIZE Bk Fof a¥ F4A - £ 314 gheladle] FA el FALRRE Q] A7)
MES - oA ME-odqt o
Fxpe] FAL % HOE901-U300 HOE901-U300
=% V3 Fol 7+7 1HH Fo 7H4
(N=56) (N=54)
<21.5 A7k EE >26.5 A7k
3 55 52
He (D) 23.02 (26.62) 3.85 (10.97)
=3k 16.67 0.00
QL : Q3 0.00 : 36.36 0.00 : 0.00
Ak - HAdigk 0.0 : 100.0 0.0 : 46.2
[23 - 25] A%+
A 55 52
Het (SD) 63.44 (26.60) 87.96 (22.01)
=3k 66.67 100.00
Ql : Q3 41.67 : 83.33 83.33 : 100.00
A2z Adg 0.0 : 100.0 16.7 @ 100.0
[21.5 - 23[ AZF & 125 - 26.5] Az
a2 55 52
Het (SD) 13.54 (15.23) 8.19 (16.11)
FRCRO 8.33 0.00
Ql : Q3 0.00 : 25.00 0.00 : 8.71
Hagk - HAdigk 0.0 : 58.3 0.0 : 66.7

F: 77e] %ol 117 bl
79 3k E dojl BE

R
o 2

ALg-5ted

-IN
N
(2]
=L
i
ME
©
I~
o
o
o

HHAL 7

A TR

FAPZEE 9 A7)

)
7} zto] Ao 4] AAETE

282 7.5 /12 2 9 Y e A HF

gt St Aol 3 N FHAS Zhe FAjubo] o] wellA nEE.

* 48

[

G4 - FAke] 206 VRl o]
AT A

2~

FAL Al Zto 25

El9] 23 W#] 25-A|7ke] A7)

3hel gre] & - ok A A

vl

HOE901-U300
24 b5 Fol 14
(N=56)

HOE901-U300
24E Fol 714
(N=54)

FAte] 206 vlwtol
25-7ke] Alhe) el giah

olA FAF A|ZFoZRE ] 23 WA [19/55 (34.5%)

41/52  (78.8%)

F1 FAHO) A AR E )
& Agale] AxtE T

A7) WEge

7.5 4 2 9 hd W

2
B
o\
9

d g Bt dojzl BE 717

T 7.5 M8 2 9 MY W A HF 7 Y kB Aojr 3 A 7HAS 7 #iAnre] o] FeoA aeHT.
Z 49
T4 - 319 val 8 7| Bk o e F5A4 - 59 114 glgae e FAIM D FALZEE S AIZH)
WEg - b Mu-dTt et
gale] FAL % HOE901-U300 HOE901-U300
zA 7V Fo 114 13E Fo 144
(N=56) (N=54)
<21.5 AIZF B >26.5 AIZE
A} 55 52
Hi (SD) 17.27 (19.25) 0.82 (3.05)
FRCRAA 14.29 0.00
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[0594]

[0595]

[0596]

SIS351 10-2015-0138262

QL : Q3 0.00 : 28.57 0.00 : 0.00
Hagk - Hdg 0.0 : 64.3 0.0 : 14.3
[23 - 25] A%+

g 55 52

Het (SD) 64.96 (25.45) 83.52 (25.22)
=4k 71.43 100.00

Ql : Q3 50.00 : 85.71 75.65 @ 100.00
Hagk - HAdigk 0.0 : 100.0 0.0 : 100.0
[21.5 - 23[ Az =& 125 - 26.5] A7+

32 55 52

Het (SD) 17.77 (19.40) 15.65 (24.67)
Z4ak 14.29 0.00

Ql : Q3 0.00 : 28.57 0.00 : 21.43
Hagk - HAdigk 0.0 : 78.6 0.0 : 100.0

i oadel Kol 0 Aol G dvel Al e v

2909 W A AT 7 A @ B el

2
[oul
rln
)
)
o
>
oo
L=}
2
_li
lo -1

T 7.5 M9 B9 MY W W HE 7 A gk eot Aolw 3 AFE A S

i
i)
=)

It

2

/\}i—,«l—}]/] AZE) WEge 7.5 /44
o] FAjoll A ALtE Tt

sl xgko] o] FollA a#Er),

2.2 &% %7}

Z 50

F A% B4 - LOCF WS 2183 712406 ME)FE 9 AY F471A] HbAle(%) 2 B W83} - mITT A E-<

T At

HbAlc (%) HOE901-U300 HOE901-U300
zA 7153 T 714 13 T4 144
(N=55) (N=54)

7124 (6 )

Bz} 55 52

Ay (D) 7.21 (0.91) 7.17 (0.88)

ERORON 7.10 7.00

HAgk - HAdigk 5.7 :10.6 5.7 : 9.4

9 MY 34 (LOCF)

Bz} 55 52

Ay (D) 7.25 (0.96) 7.12 (0.96)

Z gk 7.10 6.80

A2z Az 5.5 1 9.9 5.8 : 10.7

7| 2=A5H 9 Y FH7A] Wl (LOCF)

e 55 52

Ay (D) 0.03 (0.56) -0.05 (0.72)

Z gk 0.00 0.00

Az - Adg -1.4 : 1.4 -2.8 1 1.8

LS W (SE) ° 0.22 (0.111) 0.14 (0.121)

95% CI (=0.006 =] 0.436) (=0.099 =] 0.380)

HOE901-U300 a1 Fof zbAo] tjgk LS <+ 4e]|0.07 (0.123)

(SB)’

95% CI (-0.169 WA 0.318)

LOCF = o] ##x A& FA¥(Last observation carried forward)
)

19S n4dd ad=, a9

e
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[0597]
[0598]

[0599]

[0600]

[0601]

[0602]

[0603]

[0604]

[0605]

3-704E Hal ey 7] Sk el o%

2.2.2 23 &3

SIS31 10-2015-0138262

 HbAlc(%) - mITT ME-A+ I = 99 7]&EH ),

2.2.2.1 38X €3 ¥xg
F 51

LOCF *H-8 A& 7246 /Me)FH 9 MY SH7EA FPGGmmol /L) A 9] B+t ¥i8} - mlTT MH-A5 Het
HOE901-U300 HOE901-U300
zZA 7153 Fo 714 13E T4 144

FPG (mmol/L) (N=55) (N=54)

7124 (6 )

A} 54 51

Ay (D) 7.33 (2.09) 6.78 (2.58)

FRCRAA 7.20 6.50

A7k 0 AW 2.4 : 11.4 25 :15.3

9 MY FHA0CF)

a2 54 51

Ay (SD) 7.61 (2.38) 7.07 (3.06)

FRCRAA 7.25 6.60

A2z - Adg 3.7 1 14.0 3.0 : 20.6

71245 9 MY FHE7A ASHLOCF)

a2 54 51

Ay (D) 0.28 (2.46) 0.29 (2.31)

FRCRAA 0.45 0.20

A2z - Adg -5.0 : 7.7 -5.8 : 9.1

LS @ (SE) ° 1.40 (0.391) 1.18 (0.419)

95% CI (0.624 WA 2.177) (0.350 WA 2.015)

HOE901-U300 327¥ Fof zbze] tjdh LS v 2ko]|0.22 (0.429)

(SB)’

95% CI (-0.634 WA 1.070)

2.2.2.2 7|4 H JF gd &F

3-704E Hlal a® 7IRE Et el 9% 3

Age & 100 7)&Hrt).
2.3 ¢tAA s}

2.3.1 =% Ax

* 52

ey
P
oo
o
=
|
B,
=
By
Iz
|
2
iy

3-70d vl aW 7|3 Sk HAL AlFe] Wigk weF - b HB-d e

HOE901-U300
24 b5 Fol 14

(N=56)

HOE901-U300
147 Fo 747

(N=54)

MB-AT 3-70d A8l 74 =F

(34 W)

13.82

13.38
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[0606]

[0607]

SIS31 10-2015-0138262

ME-AT 3-4E A8 77 (D)

3 55 53

Hit (SD) 91.8 (4.9) 92.2 (6.2)

=4zt 92.0 92.0

Axzt : AUy 77 : 112 83 : 126

Jtelae]e] o8 MB-AT 3-/1E X&FE 7|2 [n(%)]

= )z 1 (1.8%) 1 (1.9%)

6 T7HA 0 0

>6 A 12 2 (3.6%) 3 (5.6%)

>12 F 53 (94.6%) 50 (92.6%)

Fhelazlo] o3k Mu-od3 3-/0Y X852 F3 717t [n(%)]

= )z 1 (1.8%) 1 (1.9%)

>19 55 (98.2%) 53 (98.1%)

>6 F 55 (98.2%) 53 (98.1%)

>12 F 53 (94.6%) 50 (92.6%)

2.3.2 AEIF

X 53

3N v 8 77F e Aok 1 3o A8 Ao] = $Ape] (%) -bHAd AMB-AT Ju
SE AT oz Ad9= (00:00-05:59)
HOE901-U300 HOE901-U300 HOE901-U300 HOE901-U300
x4 7t AR x4 7t skl

AdG 219 §38 n(%) Fo 7H4 o] 114 o] 114 Fo] 714
(N=56) (N=54) (N=56) (N=54)

Aoe] A A 32 (57.1%) 36_(66.7%) 15 (26.8%) 13 (24.1%)

FZo Adg= lo [1 (1.9%) [0 [1 (1.9%)

7NE5E 54 ALY E

< 3.9 mmol/L (70 mg/dL) 18 (32.1%) 23 (42.6%) 11 (19.6%) 9 (16.7%)

< 3.0 mmol/L (54 mg/dL) 11 (19.6%) 12 (22.2%) 3 (5.4%) 6 (11.1%)

!%%_/\ z{g\:k_

< 3.9 mmol/L (70 mg/dL) 22 (39.3%) 24 (44.4%) 3 (5.4%) 6 (11.1%)

< 3.0 mmol/L (54 mg/dL) 2 (3.6%) 6 (11.1%) 1 (1.8%) 1 (1.9%)

7HeA e 54 1 (1.8%) 0 0 0

AEGS

g A

> 3.9 mnol/L (70 mg/dL) [3 (5.4%) 0 [1 (1.8%) 0

ZZ 9/we sld AggE’

< 3.9 mmol/L (70 mg/dL) 31 (55.4%) 36 (66.7%) 14 (25.0%) 13 (24.1%)

< 3.0 mmol/L (54 mg/dL) 13 (23.2%) 16 (29.6%) 4 (7.1%) 8 (14.8%)

n(%) = A% 1 3]9 AdT Aol = Fxe] = F wEg

T3 W/me Y AP = % £=D < 3.9 mmol/L (70 mg/dL)(resp. < 3.0 mmol/L (54 mg/dL))el

o ElFa/HAY T35

BE AEE AR "dA AdES" Aol AlgE A,

"O]:Zl'" EE"E‘

"FOR RFE
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SIS31 10-2015-0138262

[0608] 2.3.3 ABF-SFY A A=A
* 54
[0609] 3NE Ml gy 73t Bok ARF SEe] BAA AR - A Mu-dT Jd
HOE901-U300 HOE901-U300
x4 7hsd ol 3k4 u4H Fol 344
n (%) (N=56) (N=54)
lele] TEAEZ} Q= $#t 15 (26.8%) 15 (27.8%)
doje] A8F S SAE7F = 3} 4 (7.1%) 5 (9.3%)
Atgel] el2= doje] TEAEZF &= #z} 0 0
A Am Tl o]2= {le]e] TEAE7} 0 0
A= #hA
TEAE: A&55 &59 44 Ak, SAE: 559 %44 Ak
n(%) = Hol= 1 39| TEAEZ} = $hape] 4= 2 wii g

X 55

[0610] -/ w2y 717k Fek 12k SOC, HLGT, HLT 2 PT AbAC] &3k TEAE(s) 7} & #abe] (%) - kA A
H-d A
12} A28 719 27 (PRIMARY SYSTEM ORGAN CLASS) HOE901-U300 HOE901-U300
HLGT: I3 1% £o](High Level Group Term) ZA 7Vsd 149 Fo 114
HLT: 1155 89| (High Level Term) Fo] 744 (N=54)
22 goj(Preferred Term) n(%) (N=56)
Qo] B 15 (26.8%) 15 (27.8%)
7 2 Ay " 7 (12.5%) 4 (7.4%)
HLGT: At 794 el 2 (3.6%) 0
HLT: Al 74994 NEC 1 (1.8%) 0
MAdA Al 1 (1.8%) 0
HLT: EEATH I 1 (1.8%) 0
EEATHE T 1 (1.8%) 0
HLGT: 79 - BEH Wy 6 (10.7%) 3 (5.6%)
HLT: &4 3 9333 74 0 1 (1.9%)
A 0 1(1.9%)
HLT: w2 ¥d el 1 (1.8%) 0
Z49 1 (1.8%) 0
HLT: 7+$3 NEC 2 (3.6%) 0
FAaA 1Y 1 (1.8%) 0
e 1 (1.8%) 0
HLT: 3712 2 o 724 1 (1.8%) 0
7] BA 1 (1.8%) 0
HLT: A7 % 7+ 2 (3.6%) 2 (3.7%)
H] o1 2 (3.6%) 1 (1.9%)
ANE 7+ 0 1 (1.9%)
HLGT: wfolefs~ TAA Fol 1 (1.8%) 1 (1.9%)
HLT: Q1Z2dA wlolel s 1 (1.8%) 0
AN ZF A} 1 (1.8%) 0
HLT: wlo]d]2 7+ NEC 0 1 (1.9%)
vpoje 2~ 914 0 1 (1.9%)
A, ot F BEAH MAE(E Y 8% ¥3) 0 1 (1.9%)
HLGT: A9l oA A7 AAE 0 1 (1.9%)
HLT: o] s AAE 0 1 (1.9%)
AF BAIALE 0 1 (1.9%)
HLGT: o 9 554 oA A7) AAE 0 1(1.9%)
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HLT: ot zpgulut A& 0 1 (1.9%)
g ukok 0 1 (1.9%)
QA R G Aol 1 (1.8%) 0
HLGT: X519 diAL Foll(dxr X3) 1 (1.8%) 0
HLT: 1189 WeE] NEC 1 (1.8%) 0
1¥gs 1 (1.8%) 0
MZA el 1 (1.8%) 1 (1.9%)
HLGT: F% 1 (1.8%) 0
HLT: $% NEC 1 (1.8%) 0
5 1 (1.8%) 0
HLGT: 41783t el NEC 1(1.8%) 1 (1.9%)
HLT: 217 7A %ol NEC 1 (1.8%) 0
MZA el 1 (1.8%) 0
HLT: A7AsA A5 9 24 NEC 1 (1.8%) 1 (1.9%)
7= 1 (1.8%) 1 (1.9%)
2] Aol 0 1 (1.9%)
HLGT: 9] 7, A= 2 9 0 1 (1.9%)
HT: ¥7%, ¥4 2 54 39, A5 3 9% 0 1 (1.9%)
TAE GE 0 1 (1.9%)
A AA] Aol 2 (3.6%) 0
HLGT: A4 ol A5 9 SA 1 (1.8%) 0
HLT: A ol 3 24F NEC 1 (1.8%) 0
IR 1 (1.8%) 0
HLGT: # 59 Fol 2 (3.6%) 0
HLT: ¥4 Fw %ol NEC 1 (1.8%) 0
A T 23 1 (1.8%) 0
HLT: 384 A Sl Zof 1 (1.8%) 0
ik e 1 (1.8%) 0
357, & 9 FA Fof 3 (5.4%) 2 (3.7%)
HLGT: 7]3#=] el (AAE AL 0 1 (1.9%)
HLT: 71344 A4 9 A 0 1 (1.9%)
4 0 1 (1.9%)
HLGT: & F7] Zoll NEC 3 (5.4%) 0
HLT: &5 v]AAd 1 (1.8%) 0
TH ToE S5 1 (1.8%) 0
HLT: A7) 2 #&d 24 2 (3.6%) 0
713 2 (3.6%) 0
HLT: A7) A5 9 =ak 1 (1.8%) 0
TRARNTE B 1 (1.8%) 0
HLGT: 7% el (£ Al9) 0 1 (1.9%)
HLT: w59 9 A 0 1 (1.9%)
H| S 3 0 1 (1.9%)
g Aol 3 (5.4%) 3 (5.6%)
HLGT: A 1 AN E 1 (1.8%) 0
HLT: A4 9133 AAE (4 AleD 1 (1.8%) 0
0 &5 1 (1.8%) 0
HLGT: 914 54 9 v e 0 3 (5.6%)
HLT: AP (R A<D 0 3 (5.6%)
A} 0 3 (5.6%)
HLGT: 143 A% 9 4 2 (3.6%) 0
HLT: o4 3 & S4 2 (3.6%) 0
24 1 (1.8%) 0
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TE [1 (1.8%) lo
s g 0 1 (1.9%)
HLGT: = Zof 0 1 (1.9%)
HLT: #AAd G5 Fof AIAE A¢) 0 1 (1.9%)
oA 0 1 (1.9%)
<=4 9 Ad 27 Al 4 (7.1%) 3 (5.6%)
HLGT: # Zof 2 (3.6%) 1 (1.9%)
HLT: ZHAZS 2 (3.6%) 0
=A< 1 (1.8%) 0
HE =344 1 (1.8%) 0
HLT: HEFE94d3 0 1 (1.9%)
X4 0 1 (1.9%)
HLGT: 27 9 A3t =2 Wy (F3 Fol X3 0 1 (1.9%)
HLT: 7kt Zroll NEC 0 1 (1.9%)
U EE 0 1 (1.9%)
HLGT: <+=7 9 A% =2 Zol] NEC 2 (3.6%) 0
HLT: 224 9 A3 x4 55 9 B947 2 (3.6%) 0
o= 55 1 (1.8%) 0
AHA B 1 (1.8%) 0
HLGT: &l 9 g FFoff 0 1 (1.9%)
HLT: &l ol 0 1(1.9%)
R 0 1 (1.9%)
AAA D FHE Aol 0 1 (1.9%)
HLGT: #H7 2 & vlE) 0 1 (1.9%)
HLT: B2 7] 3ol djsh #7Z o] 3k 0 1 (1.9%)
ADS = 0 1 (1.9%)
A ol B Fo] K9 W 1 (1.8%) 0
HLGT: 121 A|2~®l el NEC 1 (1.8%) 0
HLT: <% NEC 1 (1.8%) 0
4x 2 1 (1.8%) 0
AA 0 1 (1.9%)
HLGT: A1 9 92 A 3 AWA} 0 1 (1.9%)
HLT: A% 7% 4 0 1 (1.9%)
N FFolEd F7t 0 1 (1.9%)
dell, T D ANES dES 3 (5.4%) 3 (5.6%)
HLGT: w 2 b s 0 1(1.9%)
HLT: A &4 9 gt 0 1 (1.9%)
debs = 0 1 (1.9%)
HLGT: x5, 31317 Aa 2 F5 0 1 (1.9%)
HLT: F5%5 92 54 0 1 (1.9%)
chekst Sdo] thdt =4 0 1 (1.9%)
HLGT: 4}all NEC 1 (1.8%) 0
HLT: &5, A 2 Q] Al 1 (1.8%) 0
Qg st 1 (1.8%) 0
HLGT: A% & sl 9 3 NEC 2 (3.6%) 1 (1.9%)
HLT: $13 2 g Ales s 0 1 (1.9%)
BB A5 oy 0 1 (1.9%)
HLT: W]-29] Bo]H AN&S FHT 2 (3.6%) 0
NeES 5 2 (3.6%) 0
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TEAE: X 8% 39 47 ApA, S0C: Al~® 7]# HF(System organ class), HLGT: iLFF 15 o] (High
level group term), HLT: 3153 8] (High level term), PT: -4 %‘ﬂ(Preferred term)
MedDRA 16.0
n(%) = Hoj= 1 39 TEAE7} gl #habe] & 2 i
T ¥ S0C FAHoR FoHE O & HGLT, HLT, PT oyl o7 BHF

[0611] 2.3.4 %9 A8F-FF FHZH A=A

F 56

[0612] 3-714 HIL a9 717F E<t 12} S0C, HLGT, HLT 9 PTol|l o3l X &F 359 SAE(s)7F A+ A9 4(%) - <+
A AqE-adF FAdk
12k Al2=®) 719 5 (PRIMARY SYSTEM ORGAN CLASS) HOE901-U300 HOE901-U300
HLGT: 24 & £°](High Level Group Term) z4 7Vsdt 1749 Fo 3H4
HLT: 2155 &o](High Level Term) Fol 1+ (N=54)
9 goj(Preferred Term) n(%) (N=56)
olo] BE 4 (7.1%) 5 (9.3%)
744 2 Ay "9 2 (3.6%) 0
HLGT: 79 - =574 Wt 2 (3.6%) 0
HLT: W 9 31 gl 1 (1.8%) 0
B 1 (1.8%) 0
HLT: 7+¢3 NEC 1 (1.8%) 0
&3 Ax g 1 (1.8%) 0
P, ot F B5AH MAEET Y 8% ¥3) 0 1 (1.9%)
HLGT: 9] o4 AA7] AAE 0 1 (1.9%)
HLT: 9EAe] A3 AR 0 1 (1.9%)
A JELE 0 1 (1.9%)
HLGT: oM 2 BEZR o] A7) AME 0 1 (1.9%)
HLT: b 2ot AQE 0 1 (1.9%)
A ukok 0 1 (1.9%)
A A Aol 1 (1.8%) 0
HLGT: #F 59 ol 1 (1.8%) 0
HLT: ¥4 5wl ZFol] NEC 1 (1.8%) 0
A s A3 1 (1.8%) 0
357, &5 9 Z7 Fof 0 1 (1.9%)
HLGT: 7]3%=] Aol (A= A9) 0 1 (1.9%)
HLT: 71384 - 9 H 0 1 (1.9%)
24 0 1 (1.9%)
A Aol 0 1 (1.9%)
HLGT: © % #of 0 1 (1.9%)
HLT: A T gof (XAF AL 0 1 (1.9%)
oA 0 1 (1.9%)
<=7 9 Ad 22 Al 0 2 (3.7%)
HLGT: ¥4 Ao} 0 1 (1.9%)
HLT: HE3AdZ 0 1 (1.9%)
2= 0 1 (1.9%)
HLGT: &l 9 g FFoff 0 1 (1.9%)
HLT: 8o Aol 0 1 (1.9%)
ol 0 1 (1.9%)
A2A g F Aol 1 (1.9%)
HLGT: w7 9 & 9 0 1 (1.9%)
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[0613]

[0614]

[0615]

[0616]

[0617]

[0618]

[0619]

SIS31 10-2015-0138262

HLT: le@*wmoﬂ g HA Qe 0 1 (1.9%)
045 =3 0 1 (1.9%)
e, T5 2 AeEs FHE 1 (1.8%) 2 (3.7%)
HLGT: wj 2 7 s 0 1 (1.9%)
HLT: A =4 2 g 0 1 (1.9%)
doE =4 0 1 (1.9%)
HLGT: Alss #& Abs] 2 iS5 NEC 1 (1.8%) 1 (1.9%)
HLT: §13 2 7hasAd Ales s 0 1 (1.9%)
5 AA Er 0 1 (1.9%)
HLT: B]-9] So]A A«=S JFHF 1 (1.8%) 0

NeS 55 1 (1.8%) 0

TRAE: X 5% Se] 44

-
ﬁi
(/J

A

% go|(High level term),
MedDRA 16.0

n(%) = A= 1 39| A3
i EE S0 #AHoR

A=
=E

! i
= 02 [GLT, HLT, PTE dU9sl o=

W4
F
4, olo
[zl

1o

w

=

o9

g

X0,

rlr

et
5y

o,

e

XE

M
e

0C: Al=® 7] —rTr(System organ class),

HLGT: 4= 13 §°](High

: A 8o (Preferred term)

2.3.5 Azol o2& AmF $FY FAH A

H* 57

-7/ ma &% 717k Bek 12 SOC, HLGT, HLT 2 PTol| o&f 974 &
7t Qe ALY (%) - SHHA HBE-dt Fut

& sk TEAE(s)

dolE fl&

TEAE: A=F &e] F4% AR, S0C: A= 713 27

(System organ class), HLGT: A4 1§
2o} (High level group term) HLT: x5 8o (High level term), PT: %X &o](Preferred term)

MedDRA 16.0
n(%) = Aol 1 3o 74 Am Tkl o] 2= TEAE7F Sl &Ate] = 3l WiE
T RE SOC FAAHO R EoyE £o= HGLT, HLT, PTE g3y Fov BR

2.3.6 O2 #F9d4 & A8F $F9 2AF A
2.3.6.1 FAF 29 g

X 58
B 739 MedDRA BE @ 94 fo](Preferred Term)ol 9]a] o] 1 39 TEAEZS A3+ sk}
o] (%) - 3-/N¥ HIJL &H‘ 713 B OJ TAE 9] whS - oA ME-dT et
dole 1
TEAE: 8% SFo A% AbA, PT: ¢4 &of(Preferred term)
MedDRA 16.0
n(%) = o= 1 39 FAF 39 wkg TEAEZ} & $hxte] 4= 2 wiRg
T 3+ HOE901-U300 =4 7bedt fFof 344 QoA PTe] ghashs wivR #4

* 59

al

il

8 s NedRd AF 2 92
B ] A

1 Q¥ 717k =oF ¥k - XA ABE-dF Hu

o] (Preferred Term)ol|l ¢J&l Zlo|% 1 3¢ TEAEE ZA &3 3=t (%) -
o
o

3_
94 gof(Preferred Term) HOE901-U300

24 hsd Fol 14

HOE901-U300
249 ol 714

(N=56) (N=56)
defe] HulAg wkg 0 1 (1.9%)
BE lo [1 (1.9%)
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[0620]

[0621]
[0622]

[0623]

[0624]

[0625]

[0626]

[0627]

[0628]

[0629]

[0630]

[0631]

[0632]
[0633]

[0634]

[0635]

[0636]

[0637]

[0638]

[0639]

SIS3l 10-2015-0138262

TEAE: X835 39 FAHA AFA, PT: 4 89 (Preferred term)
MedDRA 16.0

n(%) = FoJ= 1 39 WA wkg TEAEZ}F Sl $xbe] 4 9 wig
T 3+ HOE901-U300 = H

AN 4 18 Fag BANN AF A AeW A= O ¥ &% L FAYS mase 167,
49, 928, Aojd 4T

A 2A: 2

123 52 A 18 G el Al Ade] dad SS221(HOE901-U300) 3 SF22 A8 5 T Al

22 54

@ JI&H F RYUEH (G deleet ##ste ofx e Ao Foix|&= HOE901-U300 ¥ #HF2~of wljal: 3}
F 5ot & wFE; TSRt FHAA wsle] vjER SA% 3T Foe] o AA; AR HLR,
interquartile range) 2 573 315 &< & WEA; & T2ude] J4 4 W

@ U3 S RIFEN Alc(HbAle), A/-SAE % TEHFTEA g% T3,
zZyte) 3} gyshe] HOE01-U300 2 &9 vl

r2
-

ofZo FA A, -3 =

@ MDA 7Fo® Aoy, = tf

o nEe WE D Wy A=

FAola, 4% X&=d £70 mg/dlel o i CAM-HEHE AER

Lo
=
&l oy

B E: 18 gy $xbol A HOE901-U300 ?i%HF%Hfﬂ%ﬁ,3%%?ﬂ,¥ﬁ%ﬂ,¢$%tﬁ%€,
H L 24 A3, sase 1 9 1§7M1ﬂ (HOE901-U300 E #E2)S W Ao=w, Izl AT 7|7HA
AT 717 B(o & A9 mE AY & 0}%1) %OJ FAF AZF) Aol wht 1:1:1:1 W& R F39sle gl

Ag ® T 7)E: 23 U] 18 GuW A a4 AW Foxe] AH. A
<18 A S70 Al AR BbAle S9%; 714 Fels 4 9 y

Uk AZS] /1A AEE wE B R #8H A
B A A% 6 MUel Py ARNFOR 99 B 50 AYFT(A3R wET a8

A A=
NEE ook AFE: A = HOE901-U300; thzx oFE: Fs

mﬁ'mm%kmmﬁsmLﬂEﬂﬂﬂﬁﬁH%)?@%SWLWmO A FPE Aoz AFHJY. TdFE2
£ 10 mL ®lo]ol] SC FAF 100 U/mL& =¥ 2227 o2 AlFFH ).

Fo AR SC FA

HOE901-U3009] FAl= ddA ez 44 7153k BD Ultra-Fine™ SFZ-FH-2Ad o] #2 vls AEd AJHAAE
ety @EAe FAs AYAOR 95 JFd BD Q4w AAAE AHES)
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& HE™ 2k HOE901-U300 HE+=
& Kl d dapgitt. 71z g A 141 3
=t ‘5%% NPH BEE deEd vy A Z2H e A de F 1 A N Ee JEY HEY 8§79

O 1o
g FE(EF Hdﬁ 80-130 mg/dL; 4.4-7.2 mmol/L) of ZAsE, T3 AdGFo EA=
ﬂf%}%‘w}. 717 A& Ha &% ks 1.6 U HEF sl
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o
lo,
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o
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ey
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7
rr
Au)
[>
(Kl
o

A% el 42 T AoE HHYsler] A -/ A5 Y g Ay 9 Ao vBgeE iee 13
ko] SMPG HIOJHE 7|Fo 2 &ut. 2-A3 A% g4 ¥rde] %3 WYE <160 mg/dL(8.3 mmol/L)FTt. &
F2ded 8852 714

A7 712 16 F7HA (713
#& 7|17

@ 4-F74A] HAH2-F CGM &8 713+ ¥3h);

5o Hu AT 7|0 FA G 24 FARA ST
By 71E
as
12 5% T4 Mol A%k A& 717 A el 7 2 8 F st 2 X8 7|3 BollA 15 H 16 F B¢t 9
b 80~140 mg/dL(4.4~7.8 mmol/L)S1 AJZke] WIE-&-(%).

2zt a5 TR 89 4 g 23/8ke vl AgF WRg(nd8g/AdE A7)
02 22k &% 92 o] KMol AAFHA ek 315 599 T =F; % st 3 kA s B9t
T A F TR Hy 9 HE; 8 F A7 7Y HF 2 FolA 14 Ao (M AHE F 4] Fof 3
Ao FHF 4 AT 9 W9 e H AZE "€ d AUC(E 7Izte 2 e 89 Wele gk 23 2 6N =
2y vk W), 2 A8 AUC(F 7|7e® e g "9 bt vk 2 CGM Z23 23 |H),

F7F 22k de TR ded & o KRMol AAEA &= A HbA, eHAl @ EEFEPG), FARA

SMPG, 7-7 SMPG.

oA A

AT, FA4H AH 53] A8F 79 FA4A AA(TEAEs) 2 539 H4 24 ARA(SAEs) ] &Y, FA}
59 wks 2 A wkE . ths JEE o] KMol AAEA g B HAN, A4 A7 dolH, AW AF
9 12-F% ECGE X¥3sh= ohE i AR

SAA I

12k 4L A B (HOE901-U300 B &FA) 2 7|IZHARE 7|3 A e BS 14" av= 0}04 :Lrﬂﬂ A=
A g3 slo] Ay 2 mdlS Agste] BAst. BF oAE 23E 4 X859 He F4, BF o
2 249 A8 Hd 2ol F4 2L A5 F zolo] it 95% A FH ko] Alwd Ao}, %741%4 Age o
B4 5% oA oA 2-F Aot n¥8E/AEE, I Fete 7 wE, 3F B9 F oAHA 4 3
Foegkel B WEAAA 22 &% FH eAzke] delde T 2l AgHAY. U 5% THE MEHo]
Atk CGM ## W4 CGM Hekol TASFe] AL, v-CGM WM& mlTT Feboll AR
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SIS31 10-2015-0138262

FAAY B4 kA FHdoll 71 &skol AMEA el

1 A& F 59 Q19 #AE 4 FiE F 12 2918} sh3lvh: HOE901-U300 713t Adll obd FAF th&
717k Bell AY FAH(n=15), HOE901—U300 AY g ofd FAHn=15), @#FA of v AY FANn=15), Ee
S ol FAMn=14). & 59 29| FAAZ INPo] =FA]7|L(HAA Heh) nllT 2 CM JYH(ES
A A % Tk, HOE901-U300 —EOﬂH 1 219 32(3.3%) 9 SF2~ oA 3 209 3H2(10.3%)7F AT A&
g x7)o) FTasidth. dstd 9 J12A EASE X8 Aol #d FE Ao, A7 Fde Ht
B/ 44,2 AR, 2 A9 BRI 65 Al o]/do]
kg/m Ak, AT MA A HHE G /1S 2
ol 71ZxAMolA B HbA = 7.46%0 ]ME}.

re l:”h

riot
Y
rir
K
N
X
>,
_|C_'4
o
3 A

= g, 71ZAe A Ht BUIE 27.3
oAk, AA 1Y AdEde] TAdF &2 0.565 Ukg Al

o 30
H.ﬂ“
!

a5 4%

IR} Eo T A4 8-F AR 717 HAF 2 F Feb, V1A dad §Fo] b MHer fAE o,
CGMell 46}1 =AY g4 232 HOE901-U300 ol A 31.75%(LS )2l A7t 2 &% oA 30.99%(LS 3
)9 Alztel d9 ®Y ojulZ IAFACH. LS B Aol 0.75%ATH95% Cl:-3.614 Wl=] 5.124].

22 E5 &7 4749 8-F AR 7|7 HE 2 F E<F, 140 mg/dL(7.8 mmol/L)S] G WY Ag 23] A
2 MESe g Alolo] HILEI (LS B O E HOE1-U300 ol 58.24% 2 &% ol 57.38%), 80

mg/dL(4.4 mmol/L)®] s}sk mwke] MR G [S HF o2 HOEIO1-U300 oA 10.01% % T~ oA 11.64%
2 H5ssiT.

AA A5 713 T OGNl 2AT it Fol shF9] Alghe] wE 2 AA(E 11+ @52 TR HE901-
U300 el o 22 AQE AARSIT. o] RIS Ay FAF 7|7 GeH(E 13)He)l o} FAF 7IF Fk (%
12)0] &% 2 Bt} HOE901-U300 wellA &x o HekstA vehdcl,

AAH o=, HOE901-U300 B &F2 X8 7oA 714 d&de A3 A 6
o]% HlwA GAHHOoR FAEHJ(7IZAAA, Hd 1 2 714 AED &
HOE901-U300: 24.9 ©9]; @520 25.0 ©9]; 16 5o, HOE901-U300: 30.11 ©9]; SHE2: 28.22 &),

1 9 838 7% Ao)A HOE901-U300 +(29.92 ©$))o] &HF~ 74(23.69 @Rt} o #=9kA
Tk 16 Foll = 1523k TH(HOE901-U300: 27.34 ©H9]; SFE2: 26.31 ©9)).

ARy A
A5-% 717 Bt AEYES AW Bape] MESS AWA oD HOE0I-US00 ¢ W B FolA A 2
7t7te) shelmelel ARG A(RE AWDE)o] WL, AREA, fAL The ABIFE AlolelA n

HOE901-U300 <+ Wlel A o} @ Au ZA} 2
FE 3 lellA] obzl B AY AL o

@ HOE901-U300 o} A} }
@ HOR901-U300 AY FAF i 2 @%x Ay FAF 2
oK ARYTE AV Aol e g =
oA LA | Stk HOE901-US00 el A o) f2ldh x4 3ake
A wjojof gt

olele] TEAEs7} 9li= #habe] g2 HOE901-U300 <(24/30 [80.0%])°
9Fth. HOE901-U300 el A, 1 <lo] Zxp7}h ZZe & A (IMPs} F-3)<
X]ig %—E]’o]—oﬂE]— Oq?- ?_]_' /\]-fg——‘% E_‘ﬂ_E];(] Lﬁ’)}:‘:} Z/\]_ l'?__?,] ‘ﬂ'
2/30 [6.7%) &=}, glm &

Fou o] 1/30 FAbel A o

A BF2 TR HOE901-U300
& Fx wl®Fel Ao w AFEH

S F

I

TE2 7(19/29 [65.5%)) KT} o] =
AP THE 3 B o w
7 AAH TEAEE= HOE901-U300 9]
7] 1/29 [3.4%] 3Apol A #TEE QT HOE901-U300 <] 4/40 3= 2 2
W A ke a AAE TEAES] sk 9-H & §ltth.
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olo
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SIS51 10-2015-0138262

2E
CGMell o3 4% 4 ¥w=g HOE901-U300 w B &2 rollA] zhzhe] 8-F A7 7|3k HF 2 F+ &<t
a 2 89 ¥4 H9(80-140 mg/dL TEXE 4.4-7.8 mmol/L) LHE Sy A e FEI AL o

%(10 11%)1@ o =9k}

FHHoz, ARYFe) el BRsl Holw 1 89 Adlo] dE B MEES, AT B F AR
- (HOE901-U300, #F2=) B 7 FAF AlZH(olx e Aol A fAlekadth. okxt Ad el o sk HOE901-U300
Tol freld XY AT AL B & qEQ Ao WFA sHE oo} B,

r—lm

HOE901-U300 H #F2+= ol T Aol FofA] A+ 7|3 gk 2 8AFor oAujst Sol42l A £
= BEE A gkt

AAld 50 AlEE ATt JEd U300: 28 BFeHdA 714 dedez 3 23 9 AEIFS(EDITION 11)

E3: oed 27 100 U/mL(U100) Bt 4 o Hesln A 42 9 PK/PD ZRudS z2te AdE

A8 A
=9 U3000] 47 Aol vk, 3 @A EDITION 11 15+% T2DM #-Aloll Al 0ADSF Z3e 71A4-dEd QWS Af
£3le], U1009] th3k U3009] &5 2 oFHAS vlwsi),

e o] oA, o =gl 6-71¢ oﬂqlow, ANAEL U300 £ U100 1 € 1 3 A¥oz 293530
TH(1:D). d=d £ ¥3 FHA 4 ELEF(FPG) 80-100 mg/dL= FAHATH. 12 FHL 7|24HH 6
NL7HA HbA oA Wskglar, Aol o %*4011*1 A WA F 22 &% FHE 9 TR 6 MEARA =21 F

SOl &= (<70 mg/dL) ©F7H(2400-0559 A]) AT Apzdo] gl 7pAte] wjE-&o]dt).

=
rlm

A7 811 ¢lo Ay -2 stE gt [(Fa A8 58.2 (SD 9.2)A, B 7|7 12.6 (7.0) I, BMI 34.8
(6.4) kg/m, 714 A=W &3 0.67 (0.24) U/kgl. 7124 HbA &= T Abolel FAFSFITE; U300: 8.26 (0.86)

% o U100: 8.22 (0.77) %. U300-> HbA,. W38}ell A U100 wiste] B]-GeAolATHLS H+ W3, 247 6 7Y

o -0.57 (SE: 0.09) % % -0.56 (SE: 0.09) %; =Fo] -0.01 (95% CI: -0.14 W=] +0.12) %]. FPG, 8- A7}
FUEEE 84 ¥eg zagd 9@ FA-A ‘é% EEFelE BAHE Fo|7f Holx| Fkth. FT oA T
g ofk ATl AE FUEAY] WEES 9 F5E 6 JNA7EA U3001A4] U100 wake] f-o4d Al o o
At [21.6% W 27.9%; vl YFE(RR) 0.77 (95% CI: 0.61 WA 0.99); p=0.038]. 6-71L A= 7|7kl AA,
Ao ozt A¥FTY T AE(=1 Aol A= F7EAY %)= U300014 U009 Hl8) © Wk [30.5% o
41.6%; RR 0.73 (95% CI: 0.60 WA 0.89)] 3FF(24 AlZb) F Aoje] AlzkeA 9] <leoje] AP Alzle] WA
Aew 288t (U300 71.5%; U100 79.3%; RR 0.90 (95% CIL: 0.84 WA 0.97)]. &% &= 9l A7te A9
FZ AYYZL U300 AR 1.0% 2 U100 Z7EAke] 1.5%0 4 RuE o), 2o 2 AlAoA e X &-
2 Apole HolA] gkglr},

ZE: 0ADE 7A-¢Udad WS AFR3S T2DM SAbollA, U300 & &5 I zddA U100 33
o] tt. U300 9 FH-E 6 MNE7A FFolAY &ld ofk AdFFolA] U103} HlwA] 23% 74, 28)a
A 6-ME AF 77kl A dojo] ot AEH Abd E (24 A7) F Aol ATl Ae A¥ET o
s A Aol R w Q).

= N

AA 6: 23

dxd A A 67149 AdHAY FF Ve E o AT Fa¥F FE(E)FH 23S A
A d&d 2827 2 FF2Y 2% ¥ ¢tAAE HuseE 6-MY, UdFH, 7Y, L84, ¥4+
AT - 23 7153 B9 7133 14" Fo 713 & 0Asts Fo AB-4F
1. 718
AN GA: GA 3 F A HEAF
=3
17 F2 28 Iy

BN F AT 6 AUCEAI-A T RDRE F AT 9 AU E-AT F1)
74 HbAle ¥Wahe] Zwel A 1 & 1 3] 24 A 7Habth S2A}S HOE901-U3009F 191 13] 2443 A7k kA 02 ZA}sh
HOE901-U3008] & 5-S wisl7] 9k,

N
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SIS351 10-2015-0138262

F 2z} 22 A¥GF WAl ZdoA HOE901-U3009] F 7F4] FAF &M 9] hAAS vwsty] 93,
U E:

HOE901-U300%2 2915t w]ar 6-71¢
24

A+ 717k HOEQOI—UBOOQ Qo ﬂx}v“— HOE901-U300& 1 ¢ 1 3] 24
ARSEIEE: 2

)
s
2
S
i)
i
rr

7 7)ol H3et= HOE901-U3009] 3kats= A B-dTte] # 7o)

6
Atk 71EHd 1A A4S A% 54 S AVle a7 HA Eskt

Bz}e] 4 AE: 3007b4 (150 A A7 F5)

J

2 7)E F ATelA 6719 AT 717k R 10), 6-71€E & 71 2A - 6 AY) S 29 s)
2 HOE901-U300= i];el, AB-Atol gk six]e] §jztek A FoAel AW,

A4 A AF: F G AHolE 2 U 2E3 AN 2 A5 FA AL J7l0] AgEA B BA WAR
o SJANA, 24 Tbed Fol ARG F4T gl A ATelN BA /b FelE Wikse s 4
)

AT A=

AEE g AF: AP FE: HOE901-U300

rlo
@‘4

A& HOE901-U300(¢l&= 8271 300 U/mL &<4) =AY FHE, 138 #H)dd =7 78 JHEE
q

A el "Het, w24 £, FA goo

=] 72: ua FAF

AlE 8

%4 7Vs3 Fol 217 HOE901-U3002 1 ¢ 1 3] 24+3 A 7bvit} Tl = Qiv}.

i

’

FAL Alzke Ajole] Aeol wek F AT A 34E A9e] e wla FAF A 3 A o2
A 249 5 Ao A 244, 3 249 Y wa FA ARG 3 ARF o2 3 A7 RERE AL @
Ae) AEow Fe] Holw 2 o] AgHTh F Aol Aol AR FAL Algke wse] g W A
FozA fAHAG

gz 2%

TAE Fo] 712 HOE901-U300, 1 ¢ 1 3] 24 A|zkmbrt FA},

e F Ao ARl " FAE AZbel] HOE901-U300S 1 ¥ 1 3] 24 A7tk FASE 21S fA8kS)

L%
HOE901-U300¢] &2 AdLZE glo] 38A 4 xS 734 WY 80 WA 100 mg/dL(4.4 mmol/L WA
5.6 mol/L)2 7 EE GAstes dad wef JAFENT. JdEd 79 ¥3le FHA A/-EUEPE

EAES 8 2=F(SNP6) S0 7=kt
HIAI RS 9o AF:

F AR TAN BAES AB-AT] s B AN AT FYuyel M ART ALa. oF A
2ol BaE 54 Ay Selst gl @, 8L o AT B Ao FAHUG. BE $5H Y-y

GA-AE QY AR(AE Bol, F4 W EE FEE Ao W (S, A 109)e T2 AR
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BA aEEA gt R oRES H-AEE oof AFoEA aHHY.

AR 7k AR-QTE 6L F AT 7Izke] @A AAHD F AT 9 AY g FAH
W OEE R ok AR e T,

s

3 7M€ 1

47 T, 2 e Fol HE AL o] a¥S F Ao FA12 AYH7A AES 4 k. HOE901-
U300S 24 AJ7tebe} A48 SxMES Ao FA7MA Aale (85 2WS X433,

##E 717 & Aol NFF F A9 9 el FEHE 3-
Mg A+

H7t 7%

12 &5 T3 712406 ADFE FHO ML) 7HA HbA oA e W3t

22t &% FF: N2A6 ADEH T4 AL)7A FPa(Td d4) W3t 2 74 dEde 1 d &3 Wi

3},

A APFZ (e X3, BAAQ A 53] A5 39 BAA AR(TEAEs) 2 539 ¥AA A
(SAEs) ] A, F2E F=8k= TEAEs, FAF 591 whg 3 3l vk, ohd Auas o] KRMell AIA =4 e
A A5 9 At 588 ¥gehes vE g AR

AR I

| 3-719 ABE-AF 53, 7|24 F AF 7179 6 MYRA; T4 ol #EA HE EAHOLOR) S AF
|3 F Ao 9 MEEA HoHr),

12 &% 2HO12A06 AL13E 249 ML17A HbA, ¥3hHe X8 o9 2 x9S 139 a9 5to &
o EA(ANCOVA) Ede Abgsle], Zdlal HbA, 71Z2A #e FWFoZA ARSIl £330k, HOE901-
0300 =4 M3t 59 297 HOE901-U300 A E Fof 8 Ale]e] o] & 2-F 95% 213 7+ ANCOVAC]
A el A FA3 .

22} &% WeE XE 2 9 298 nH" adE sk ANCOVA 2 S A}g35fe], g|a 453

[}

8¢

A 545

28 Fuwe 2t F 89 9 FAE MBE-AFA FA98ETh: HOE901-U300 24 71 Fo 7H4 8ol
iste] 45 1] A9} HOE901-U300 A H Fo 14 Qo] tigte] 44 Q19 #x}; 87 919 3AE NPl =%
A ZBTrAA A, nlIT AE-AF JH(Es Jh)e 86 ¢lo a2 ¥x3algir.

HOE901-U300 %4 7153 Fo ztAo w2 Tz ast & 40 ©1(88.9%)¢ &2 @ HOE901-U300 A Fo 714

o2 Fz918lek 38 291(86.4%)°] 3-/1YE Hln 8W 7]7FS &FSIYl. HOE901-U300 =4 71&3 Fo HAhe=

FA9se 1919 #2H(2.2%) H HOE901-U300 A E Fo 1Ao=2 F-zp9sbet 2 Q1o 3x1(4.5%)7F 7]

ME-ATE FaaPa, E=a F AFe B3 77e FdEin.
H

71246 MP)elA] 7sta 2 x EAZE F Q¥ o Alolo] #d 3 AUt AE-AF Huoke H
APL 57.8 AlRaL; 89 A} F 16 Q1(18.0%)°] =65 A|ARTF. 4 73t Fof 74 QWA 3 29| 3z U
24 Fof 7H4 QWA 2 A9 AUt F AT VI B R AREEA JdEd EE JdEd EREAAE
AZHEE T, ol @ M= 3-70Y Bl QW 7IZF 5o tE X AE AFSHA] i)

Bq 713 2 st 244

Fol 214 aWe] digt 5L 2 AKA FAL Alol9] AlE 7HA 9 = AT V)2 AlA AFE ¥l FAL A
k3 FAL Abol ) AIZY FAS md ko] HIE QI

ABE-AT 5, nAE Fo] 114 oA AL FAF F 2.41%0] tiste] 24 Jhe £ 1A oA E A
o FAL T HA 28.04%7F 2 A& FAL Abelvt <21.5 AR EE >26.5 AlZFe] S9ARl 1HAoR FojEQlar,
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[0741]

[0742]

[0743]

[0744]

[0745]

[0746]
[0747]

[0748]

[0749]

[0750]

[0751]

[0752]
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[0754]

[0755]
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ZIHHEd 10-2015-0138262
@ 24 b5 Fol 44 A BA T FAbel 530089 vlstel mAE Fol 1A TANE B 7 AL
887707} 2 A% FAp Abol7} 23-25 ARk 14 o[l el HISe,

Absh HlEL FAF AZE Abelel AIRE bAe] WAbE, 2 Ve %ol 1A (56.38%)3 wlaste] 7

F(RAE 65,0700 A 23-25 AT 747 olule] BA B FAL Mg ¥ B AL HAFAY. 24
A oA B D 21.69% FA} 21.5-23 Aghe] DA mE 25-26.5 Al7ke] 7] FolHrh(a
A AL 25.519). o5 dolEi trre] FAF wzEZd wel Add A W A
53 AR ol AL A

19

o

N
olr
S
m Q2 9
~

rlr )

(@]
=
mio
:::
oL
Sl
3
N
offt
o
N

fil
i)
N

>~
=
T
[
=2
ry
)
ol
oL
5°)

ol
2 Q2
R N YE,
8 ool ©
i

=
e
I
2o

—.~
=2

N
4 xS
%
o

oo N 2 X

KR

Ir

IZF &5 &9 g 71226 M)FE T35 ML)7HA HbAleolAl LS it Wghes 24 7Hs
(-0.12% [95% CI: -0.422 WA 0.183])3} A ® Fo] 242 (-0.25% [95% CI: -0.574 WA 0.072])<]
4t zbe] 0.13%[95% CI: -0.152 WX 0.415]2 §-AMsFSict.

=2 9

SR
I

22} F5 ZHO4Y): 12X 06 NL)EE 249 MNY)7HA FPGolA LS B Wsl= =4 715 Fo 744
0.460 mmol/L [95% CI: -1.521 WA] 0.609]) ¥ 14 Fo 7FA(-0.25 mmol/L [95% CI: -1.378 x| 0.881
o] Foll A LS Hat =xFo] -0.21 [95% CI:-1.200 =] 0.784]12 FAlalgic).

Fol 74 e E dolA, Ha 71A dEd 1 Y 5 3-/0Y na o 717 Bk kg o7 FH5.

etAA

/Mg B oW 717 B, A AP 23 JbEd Fol k7 eRlelA 16/44 1(36. 4%)4 x4 92 13

H Fol 214 2ol 18/43 A(41.9%)2] FAfolA RuEQJLE, APF AMAY ZF Jteuee F oY l A

ARE Skl MEgE BIaFEAY. F5o AYGET TE 559 ot AYEE AAE o Tl dojuix]

Riacle=s

ololo] TEAEZ} 9l Ate] WIBE(ZA 7Ms Fol 7+4 9/44 [20.5%]; AW Fof 74 11/43 [25.6%]) =
= 8 MRS (A 75 Fo 717 2/44 [4.5%]; 1AH Fol 717 0/43)2 QW Aol

A7 T B AYS s AY, BE A 29 9k e AU vk B E TEAEE 3-70E ABE-dTF
71 B o= Fo 1HE aWHol M= HEEH A gdT)

R

AL 24-A1F A71RY o ZAY 0 10 FAF A E 2EE 0 32 2 FAF 1 7)1 Hube, R 1 &
H T E telA giiiEe #xEe] FAYsE A AEE w21 2 /e 5ol 4 (HOE901-U300 1 Sl
Ao 2 do 1Y 13] 24 AZF+3 Azbebc}h) = 3AE Fo 212 (H0E901-U300 1 13] 24 A|7teid)) 5 s
UE 2123 A& AAEITE ol &% 9 kA B T R 7HE afe] nuEs &3t}

71246 ME)FE 419 /ML)7HA HbAle 2 FPC 3} SHolA &% B4 F Fof 114 ayldA fALsH
A¥E Bt

3-7/19 4B AT 7| For AA B AE(Ho el AHES ZHe #8xe] 9= AdES 7
Haglel FaAsiA 7 awjolA FASFA.

ZA 75 AY 1A Fo] 11Fo g FolAE HOE901-U300E 3-71€Y vl AH AT 77 B9k & 8059
onl; oudt Eojxel b H= #EFHA et

FTgstel, o] MH A7 A= HOE901-U3009] 1 o 1 3] FAlel g vl AR 3 AZHA] o o] 274
O =2 FAF A9 8 2L, 24-AF 117 1 9 1 3] FAbe vlaLste] F Fs(HbAle) R P F
HellA, 58] Add Apdell tiste] ok FFE AA o AL A
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[0757]
[0758]

[0759]

[0760]

[0761]

[0762]

[0763]

2. 23
2.1 47 &=
2.1.1 47 "X

SIS351 10-2015-0138262

24 A -

A2 An-el 7 H

HOE901-U300
24 b5 Fol 14

HOE901-U300
24E Fol 714

(N=45) (N=44)

R R ) 44 (97.8%) 43 (97.7%)
3-714 vl o 7]7F & 40 (88.9%) 38 (86.4%)
39 Ha e vl mol 7z ol 3 (6.7%) 2 (4.5%)
3709 vl 2W 7)zk Bok WP A Eu [1 (2.29) [2 (4.5%)
o] Mg Fu g [1 (2.2%) [1 (2.3%)
- v 8y 73F Bk A8 Fue] o f
FA45 Ak 0 0
a5 = 0 0
T2EZ U3 FF BF 0 1 (2.3%)
71EL o]+ 1 (2.2%) 1 (2.3%)
30 v oy 7ZF el A A8 T3 sixle] HE HE A
Az 1(2.2%) 2 (4.5%)

o} 0 0

i
T 6-7/149 713F et 7= N85 AlFeta 370 vl 8% 7)gh

Bok A%H BT T

<Y

hil

F 61
AB-¢I 7 24 Je
HOE901-U300 HOE901-U300 A
x4 7hss 4% Fo 114
o HA
TAstE Au-dgt 45 (100%) 44 (100%) 89 (100%)
25 AMBE-AF Jo
W3y X8 9% (Intent-to-Treat, mITT) 44 (97.8%) 42 (95.5%) 86 (96.6%)
AB-AT s 40 (88.9%) 38 (86.4%) 78 (87.6%)
ohdA MH-olt |44 43 |87
T S PAelste Ao wel =xshsiqltt.
2.1.2 ATFH H 7jxA EA3
FZ 62
Z]ZZA Qe B Bx) B - FX9lslE A H-95 Fok
HOE901-U300 HOE901-U300 2 )
x4 7hsd Fo 7H4 R R R e (N=89)

(N=45)

(N=44)
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[0764]

SIS51 10-2015-0138262

A= (D

A} 45 44 89
He (D) 58.4 (8.2) 57.2 (10.0) 57.8 (9.1)
=4zt 59.0 57.0 58.0
Hagk - HAdigk 27 1 72 33 : 84 27 1 84
A= 7 (AD [n(®)]

I 45 44 89

<65 36 (80.0%) 37 (84.1%) 73 (82.0%)
[65-75] 9 (20.0%) 6 (13.6%) 15 (16.9%)
=75 0 1 (2.3%) 1(1.1%)

A 45 44 89
@A 22 (48.9%) 22 (50.0%) 44 (49.4%)
94 23 (51.1%) 22 (50.0%) 45 (50.6%)

ke 45 44 89
7AW 42 (93.3%) 40 (90.9%) 82 (92.1%)
59l 3 (6.7%) 3 (6.8%) 6 (6.7%)
OPAISH/ E ] 0 0 0

71 e} 0 1 (2.3%) 1(1.1%)

3 45 44 89
3|2~y 5 (11.1%) 7 (15.9%) 12 (13.5%)
H] 3]sy 40 (88.9%) 37 (84.1%) 77 (86.5%)

A4 [n ()]

a2 45 44 89

Hold g7} 22 (48.9%) 29 (65.9%) 51 (57.3%)
A H 3 (6.7%) 1 (2.3%) 4 (4.5%)
T 20 (44.4%) 13 (29.5%) 33 (37.1%)
= 0 1 (2.3%) 1(1.1%)

A e F AT sz A

F 63
o 7HAy BEE 7]2H(6 E) Z dolE - FIYEE AHH-od7 Fg
HOE901-U300 HOE901-U300 A
24 7hse §o 1H4 14¥ Fof 114 (N=89)
(N=45) (N=44)

2 g FAF Atolo] Hut FAL AZE (AIZH)
S 41 40 81
Hy (SD) 23.98 (0.13) 23.99 (0.12) 23.99 (0.13)
iR 24.00 24.00 24.00
Ql : Q3 24.00 : 24.00 24.00 : 24.02 24.00 : 24.01
Az - Adg 23.2 @ 24.1 23.3 1 24.2 23.2 @ 24.2
Hlw FALR R E 9] Hyt FAF AR (AR
S 42 41 83
He (D) 24.13 (0.58) 24.20 (1.32) 24.16 (1.01)
iR 24.00 24.00 24.00
Ql : Q3 24.00 : 24.50 23.98 : 24.38 24.00 : 24.49
HAgk - HAdigk 22.6 : 25.6 20.2 : 28.7 20.2 : 28.7

Hat: 6 Mg o] HF 7 9 gt Aol 3 3 FhAC] Ay 744 g
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[0765]

[0766]

[0767]

SIS51 10-2015-0138262

2.1.3 F9 114 a9 O 5
* 64
=y - 3-8 v ﬁtﬁ ZIZF &9 Fof a¥ Fayg - Fof 7HE FhEaa]e] FxF F FAF HEG (2 %
TAE AFo]e] AJZE) — QbR A H-¢1* Fot
HOE901-U300 HOE901-U300
x4 71ee Fo 1H4 24H F4oq 144
e FAE % (N=44) (N=43)
<21.5 A|XF EE >26.5 A|7H
i 40 38
Ht (SD) 28.04 (24.38) 2.41 (8.86)
=4zt 28.64 0.00
Ql : Q3 0.00 : 52.27 0.00 : 0.00
Hagk - Hd# 0.0 : 75.0 0.0 : 50.0
[23 - 25] A%F
g 40 38
He (D) 53.09 (27.19) 88.77 (20.54)
iR 47.73 100.00
QL : Q3 33.33 : 75.00 83.33 : 100.00
Ak - HAdlgk 8.3 : 100.0 16.7 : 100.0
[21.5 - 23[ AxF =& 125 - 26.5] AzH
3 40 38
He (D) 18.86 (20.88) 8.81 (17.13)
FaiR s 9.09 0.00
QL : Q3 0.00 : 33.33 0.00 : 8.33
I 0.0 : 66.7 0.0 : 80.0

3 (2 %1% A} Afole] A wlE&
ol BE FAL AL Abgete] Zhzkel gAel A AbE T

< 7.5 704 2 9 7hE R A HF

0%

rQ, My

4 - 3
Y A H-

a4

WY w8y Al Fok ol oy F74 - 2 %
of 2 o)

A Apole] FA) AAe] w3 (%) -

HOE901-U300

24 b ol 14

HOE901-U300
249 %ol 17

3hz}o] 42(%) (N=44) (N=43)
[23-25] A1gFe] W9ol >12 FA 1+7 4/40 (10.0%) 17/39 (43.6%)
[23-25] A17Fe] Wl 100%2] Al ZF 7H4 6/40 (15.0%) 24/39 (61.5%)

> 4 FTAF A > 25 AZF e <23 AIZE 27/40 (67.5%) 5/39 (12.8%)
> 4 FAF kA > 25 ARE 18/40 (45.0%) 1/39 (2.6%)
> 4 FAF 3bA <23 AgE 13/40 (32.5%) 1/39 (2.6%)

> 4 FA M4 > 26.5 AF = <21.5 A|ZF 19/40 (47.5%) 1/39 (2.6%)

> 4 FA 7HA >26.5 AZE 7/40 (17.5%) 0/39

> 4 FA} 747 <21.5 AZF 3/40 (7.5%) 1/39 (2.6%)

Fi FAH2 9 FAL Aol AR FFE 7.5 Y H 9 Y BHE A HF 7 Y g Bk Ao BE FA}
ZHAHY 12) & AHE3te] AlsbE L,
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Xz 66
[0768] =Y - 3 vl 2% )7k EoF Fo] 2y FY - Fo 7h4 FlE|majo] gt FANH] R FALZFE 9
AZE) g - QRH Y A H-¢5F Fd
HOE901-U300 HOE901-U300
x4 7hed F49 144 24H F4oq 144
821 FAL 4% (N=44) (N=43)
<21.5 A7k EE >26.5 A7H
3 40 39
it (SD) 21.93 (21.45) 9.42 (26.43)
=4k 28.57 0.00
QL : Q3 0.00 : 28.57 0.00 : 0.00
HAgk - HAdlgk 0.0 : 100.0 0.0 : 100.0
[23 - 25] A%+
2 40 39
He (SD) 56.38 (28.41) 65.07 (39.62)
=4k 64.29 85.71
QL : Q3 40.66 : 71.43 28.57 : 100.00
Hagk - HAdigk 0.0 : 100.0 0.0 : 100.0
[21.5 - 23[ Az =& 125 - 26.5] A7+
325 40 39
Het (SD) 21.69 (23.29) 25.51 (34.30)
FaiR s 14.84 7.14
Q1 : Q3 0.00 : 35.71 0.00 : 50.00
Hagk - HAdigk 0.0 : 100.0 0.0 : 100 0
T Z47re] Fol 7h4 Fre| oA FANT A9 AJFA] AEE vl FALREE Al7H #9EgE 7.5 /)€
29 AY B A HAF 7 4 g B dojn BE A S ALEske] 74zt fxjoq Aaldc.
T 7.5 M 2 9 Y W d HE 7T Y F B Aok 3 AZ THAS e SiAte] o] oA a# .

[0769] 2.2 &% ¥/t
[0770] 2.2.1 15 &% =3
#Z 67

[0771] F A 24 - LOCF WS AREE 7|26 AY)RE 9 Y FHIR HbALe(%)9] Ht #H3 - mlIT AJE-¥

7> He
HOE901-U300 HOE901-U300
ZA 7153 Fo 3H4 1" £ 144

HbAlc (%) (N=44) (N=42)
7124 (6 )
2} 40 37
Hi (SD) 7.41 (0.96) 7.47 (1.05)
Z gk 7.35 7.30
Axz AUy 5.8 1 9.1 5.9 : 10.3
9 MeE 4 (LOCF)
2} 40 37
Hi (SD) 7.47 (0.87) 7.49 (1.11)
Z gk 7.35 7.30
Axz AUy 6.0 : 9.1 5.8 : 10.0
7| Z=A5H 9 Y FH71A] Wl (LOCF)
2} 40 37
Hi (SD) 0.06 (0.64) 0.02 (0.63)
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[0772]
[0773]

[0774]

[0775]

SIS51 10-2015-0138262

Z gk 0.00 -0.10
gk o HAgk -1.3 : 1.7 -1.3 : 1.5

LS @ (SE) ° -0.12 (0.151) -0.25 (0.162)
95% CI (=0.422 WA 0.183) (=0.574 WA 0.072)
HOE901-U300 A Fof A¢ g LS Ho 0.13 (0.142)

Zke] (SE)

95% CI (=0.152 Wx] 0.415)

LOCF = o] ##x AE FA¥(Last observation carried forward)
)

Fi3709 Hlw Y J)7 S FEE RE SxelA, P2 A 2 3709 A=
ko3
)

e ART 2 A9E wdd 2R, aa vl HbAle #te eWFeR &

7I3F B9 HF 7124 o]

k
—
S
rir
w
S
e
e
=
fo
i
N
o
offt
(o
o
Sl
2
o
ot
o,

2.2.2 23 &3

2.2.2.1 38 €3 &3

* 68

T+ HbAlc(%) - mITT M B-AF+ Jts 7)4&30.

LOCF 498 ARg-¢l 7|2 86 HE)FE 9 N FH7X] FPG(mol/L)o]A9] Fa Y8 - mITT A H-917" Fet

HOE901-U300
24 Vs ol 144

HOE901-U300
249 ol 17

FPG (mmol/L) (N=44) (N=42)
7124 (6 )

2} 39 38
Ay (SD) 7.08 (1.83) 7.13 (2.71)
Z gk 7.00 6.45
Axzt : AU 3.7 1 9.9 3.3 :13.8
9 M¥ 4 (LOCF)

A 39 38
Ay (D) 7.38 (2.30) 7.44 (2.16)
Z gk 7.10 7.25
Axz . AUy 3.3 : 11.7 4.1 :12.5
71 Z2A5H 9 Y FH7A W3t (LOCF)

Bz} 39 38
Ay (D) 0.30 (2.44) 0.31 (2.62)
Z gk 0.10 0.30
Axzt . ANy -3.7 : 5.9 -6.7 : 5.5
LS Nean (SE) ° -0.46 (0.534) -0.25 (0.566)
95% CI (-1.521 WA 0.609) (-1.378 WA 0.881)
HOE901-U300 317¥ o xbAe] tigk LS et 2} =0.21 (0.497)

(SB) *

95% CI (-1.200 WA 0.784)
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[0776]

[0777]

[0778]

[0779]

[0780]

[0781]

[0782]

2.2.2.2 7|A ¢l&H £F

% 69

SIS51 10-2015-0138262

oF Wil 9 Ht 19 7A(FFHEZ) JdEd FWU) - nllT AE-AF

378 Hlw QW 7|7F &oF FHAF Alao] flgt =& - oy AB-915 ok
HOE901-U300 HOE901-U300
=4 7hed F49 144 24H F49q 144
(N=44) (N=43)
ME-AT 3-AED A8 3 FA wE (3 ) 10.98 10.40
MB-AT 319 A8 7|12 ()
x5 44 42
i (SD) 91.2 (4.8) 90.4 (10.7)
iR 92.0 92.0
Hagk - Hd# 76 : 104 42 : 117
Fhel o] ogt Mu-AT 3-/0E X8 7|2F [n(%)
ek A7 0 1 (2.3%)
6 F7HX 0 1 (2.3%)
>6 WA 12 F 3 (6.8%) 3 (7.0%)
>12 F 41 (93.2%) 38 (88.4%)
Fheazle] o8k Mu-AT 3-/E A5 F4 717t [n(%)]
& 7% 0 1 (2.3%)
>19 44 (100%) 42 (97.7%)
>6 T 44 (100%) 41 (95.3%)
>12 F 41 (93.2%) 38 (88.4%)
2.3.2 A¥YIF
£ 70

3-§E Bl 24 7)7F FoF Holk 1 3o AFY Apzlo]

ol 9148 7:(8) ~9HlY A1-elF Hg

nE A

oFzt A ¥ 95(00:00-05:59)

HOE901-U300 HOE901-U300 HOE901-U300 HOE901-U300
x73 s g z3 7t g

A 2149 §38 n(%) Fo] 717 o] 114 Fof 117 o] 114

(N=44) (N=43) (N=44) (N=43)

Aoje] A A 16 (36.4%) 18 (41.9%) 7 (15.9%) 10 (23.3%)

FZo AEg= lo lo [0 lo

i e R B A

< 3.9 mmol/L (70 mg/dL) 10 (22.7%) 14 (32.6%) 5 (11.4%) 7 (16.3%)

< 3.0 mmol/L (54 mg/dL) 4 (9.1%) 5 (11.6%) 4 (9.1%) 2 (4.7%)

T34 Adds

< 3.9 mmol/L (70 mg/dL) 11 (25.0%) 9 (20.9%) 3 (6.8%) 4 (9.3%)

< 3.0 mmol/L (54 mg/dL) 1 (2.3%) 0 0 0

-9
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[0783]

[0784]

[0785]

SIS51 10-2015-0138262

N5 Y F3AH ALEE [1 (2.3%) [2 (4.7%) lo lo

U AEES

> 3.9 mmol /L (70 mg/dL) lo [2 (4.7%) [0 lo

T5 9/EE F0d AYIGS

< 3.9 mmol/L (70 mg/dL) 16 (36.4%) 18 (41.9%) 7 (15.9%) 10 (23.3%)

< 3.0 mnol/L (54 mg/dL) 4 (9.1%) 5 (11.6%) 4 (9.1%) 2 (4.7%)

n(%) = Holw 1 8o AAT Ao] Q= Bake] F 2 W g

‘2= @/ 3o < 3.0 mmol/L (54 mg/dL))el

Fiowe Aol qlE RE AYY AL A

oyl AYIE = 4 ¥ < 3.9 mmol/L (70 mg/dL)(resp.
%_

A" Aol AFHARE, "o B "SI oR FRY

34 Bl 8y g Fok ArF S Py

Y A - oty AB-elF g

HOE901-U300

24 b ol 3

HOE901-U300

sgE Fol 1A

n (%) (N=44) (N=43)
Qleole] TEAEZ} A+ Ak 9 (20.5%) 11 (25.6%)
Ao AEF S79 SAEVE A& 3iAt 2 (4.5%) 0

Aol ol2 Qlole] TEAEZ} Sl 3} 0 0

AT XNE Fdd o]2& oo TEAEZ} 0 0

AE Ak

TEAE: A &% &3
n(%) = A% 1 3o TRAEZ} Q= $hxpe] &= 4

o) BAA A, SAE: Fel HAA AR
o k]

* 72

5oF 12} SOC, HLGT, HLT ® PT AR7lo] 28t TEAE(s)7} Y= FEREO] <2(%) - oFFA A

12k Al2=®) 719 5 (PRIMARY SYSTEM ORGAN CLASS) HOE901-U300 HOE901-U300
HLGT: 4% 2% £°](High Level Group Term) ZH4 7hsst a7
HLT: 1155 89| (High Level Term) Fo 7H4 Fo 14
22 gol(Preferred Term) n(%) (N=44) (N=43)
o] 7 9 (20.5%) 11 (25.6%)

7 9 Ay A 3 (6.8%) 4 (9.3%)

HLGT: 33 - B5%4 Wyt 2 (4.5%) 4 (9.3%)

HLT: o4 A3 74 0 1 (2.3%)

4 4 0 1 (2.3%)
ot 0 1 (2.3%)

HLT: 3p7]=9 # 74 0 2 (4.7%)

71HA & 0 2 (4.7%)

HLT: A7 % 7+ 1 (2.3%) 1 (2.3%)

vl F4 1 (2.3%) 1 (2.3%)

HLT: &2 74 1 (2.3%) 0

8= 7 1 (2.3%) 0

HLGT: wfolef~ TA Fol 1 (2.3%) 0

HLT: QIEFl=} vpole] X~ 744 1 (2.3%) 0

QN EF ML 1 (2.3%) 0
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A 2 G el 0 1 (2.3%)
HLGT: Asfd 2 AN 3 e 0 1 (2.3%)
HLT: AA AN 84 A 0 1 (2.3%)
g 0 1 (2.3%)
27 A ol 0 3 (7.0%)
HLGT: F% 0 2 (4.7%)
HLT: ¥% NEC 0 2 (4.7%)
T 0 2 (4.7%)
TH A e 0 1 (2.3%)
HLGT: 727 ¥ ol 0 1 (2.3%)
HLT: Fz% ¥ %ol NEC 0 1 (2.3%)
] 9= 0 1 (2.3%)
A 2 a2 Aol 0 2 (4.7%)
HLGT: o] 2 #I8 A1 Zelf 0 2 (4.7%)
HLT: o] A5 & S 0 2 (4.7%)
A1 0 2 (4.7%)
A el 0 1 (2.3%)
HLGT: A AL 0 1 (2.3%)
HLT: A A& NEC 0 1 (2.3%)
Al 3% 0 1 (2.3%)
HLGT: ¥ 59 ol 0 1 (2.3%)
HLT: ¥4 Fw %ol NEC 0 1 (2.3%)
g o A3 0 1 (2.3%)
HLGT: A5 0 1 (2.3%)
HLT: 1% NEC 0 1 (2.3%)
=94 AP 0 1 (2.3%)
HLGT: Al &l 0 1 (2.3%)
HLT: Al&% 0 1 (2.3%)
=84 AeE 0 1 (2.3%)
W el 0 2 (4.7%)
HLGT: T AstE, Hat, A9 54 39 A} 0 1 (2.3%)
HLT: H]-29] So]4 FAF 3 3 H-3] NEC 0 1 (2.3%)
e 0 1 (2.3%)
HLGT: 4 318 Foll 0 1 (2.3%)
HLT: 94 n8¢k Ao NEC 0 1 (2.3%)
A= 0 1 (2.3%)
557, FF 9 A Aol 0 3 (7.0%)
HLGT: 3.57] Zelfl NEC 0 1 (2.3%)
HLT: &5 v]AAd 0 1 (2.3%)
TaE 0 1 (2.3%)
HLGT: 7% ol (£ A9) 0 2 (4.7%)
HLT: 859 9 A5 0 1 (2.3%)
H| 53 0 1 (2.3%)
HLT: §-u]7 o] (] 9 AAE A<)) 0 1 (2.3%)
s B | 0 1 (2.3%)
A7k el 0 1 (2.3%)
HLGT: 914s A% 9 SA4 0 1 (2.3%)
HLT: 4 2 T& A 0 1 (2.3%)
24 0 1 (2.3%)
g5 g gstxzA Ao 1 (2.3%) 1 (2.3%)
HLGT: 33 9 339 e 0 1 (2.3%)
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HLT: x4 e 0 1 (2.3%)
A3hd HA 0 1 (2.3%)
HLGT: v 9l w]3}%=] Zol] NEC 1 (2.3%) 0
HLT: ¥2 2 wlszz H% 1 (2.3%) 0
a5 AL 1 (2.3%) 0
<=4 9 A 24 el 3 (6.8%) 1 (2.3%)
HLGT: ¥4 Ao} 1 (2.3%) 0
HLT: 94z 1 (2.3%) 0
23 EHES 1 (2.3%) 0
HLGT: +=7 2 A3 Z2 ol NEC 1 (2.3%) 0
HLT: 2274 2 A% x2 £ 9 2347 1 (2.3%) 0
AHA B 1 (2.3%) 0
HLGT: €=, Qth 2 AF Ao 1 (2.3%) 1 (2.3%)
HLT: A% Fo 1 (2.3%) 1 (2.3%)
ZAZZE 1 (2.3%) 1 (2.3%)
1% 2 vx7] Zof 1 (2.3%) 0
HLGT: S27M= 1 (2.3%) 0
HLT: A% AN 1(2.3%) 0
ANANZ 1 (2.3%) 0
ARA B FH el 1 (2.3%) 0
HLGT: 9554 o)l (3 3 A5 AL 1 (2.3%) 0
HLT: 91832 Zol NEC 1 (2.3%) 0
4 &8 1 (2.3%) 0
AA A Aol I Eo] 2o v 2 (4.5%) 1 (2.3%)
HLGT: 441 Al2~®ll 2ol NEC 2 (4.5%) 1 (2.3%)
HLT: 72 Ay 0 1 (2.3%)
92 0 1 (2.3%)
HLT: <% NEC 1 (2.3%) 0
Tz BF 1 (2.3%) 0
HLT: 52 2 Esi%7F NEC 2 (4.5%) 0
5 1 (2.3%) 0
-4 58 1 (2.3%) 0
AL 0 2 (4.7%)
HLGT: A1 2 I3 A (B4 AL Al9D 0 1 (2.3%)
HLT: &9 ZAL NEC (I 3 0 1 (2.3%)
gk 57t 0 1 (2.3%)
HLGT: E84 A 9 71384 AFE] #A) 0 1 (2.3%)
HLT: E2]4 AAL 34 9 787 e 0 1 (2.3%)
As 57t 0 1 (2.3%)
e, T5 2 AeEs FHE 1 (2.3%) 0
HLGT: %%f 2 1 (2.3%) 0
HLT: Fjrjig 1 (2.3%) 0
A A g 1 (2.3%) 0
T 9 o8 HA 0 1 (2.3%)
HLGT: 75 9 ¥ X5 dxt 0 1 (2.3%)
HLT: 287 X8 Az} 0 1 (2.3%)
e Bl 0 1 (2.3%)
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[0786]

[0787]

[0788]

[0789]

[0790]

[0791]

[0792]

SIS51 10-2015-0138262

TEAE: X&5% §39 #4
level group term), HLT:
MedDRA 16.0

n(%) = AoJ% 1 39 TEAE7} &=

AbA,
e
T

SR

=
s

T ¥ SOC FAHoRE FAHE £

SOC: A= 7]3 #F(System organ class), HLGT: 4= 15H 8o (High

£o](Hligh level term), PT: 94 £ (Preferred term)

FAe] L W
o= HGLT, HLT, PTE&

by gow 95

M

* 73

34 B 8% )7 F
Ay AB-gl 7 g

OF 12} SOC, HLGT, HLT ¥ PTo] 2J&) REF §5° SAE(s)7} Sl BRI (%) - oF

12} Al2=®) 719 5 (PRIMARY SYSTEM ORGAN CLASS) HOE901-U300 HOE901-U300
HLGT: 343 18 £o](High Level Group Term) zZA 7153 144
HLT: a9+ 8°](High Level Term) Fo 3H4 Fo 7t4
£ gof(Preferred Term) n(%) (N=44) (N=43)
Ao &7 2 (4.5%) 0

SzA D AT 24 Al 1 (2.3%) 0

HLGT: #3 Zof 1 (2.3%) 0

HLT: F#dZ 1 (2.3%) 0

HE =344 1 (2.3%) 0

Al el 2 Fo 79 By 1 (2.3%) 0

HLGT: %A1 Al~%El ol NEC 1 (2.3%) 0

HLT: 55 2 237 NEC 1 (2.3%) 0

5= 1 (2.3%) 0

TEAE: X&5% §39 44 A4,
level group term), HLT: g5+
MedDRA 16.0

n(%) = o= 1 39 A8F o+
T ®E SOC FAHoR FojE=

SOC: Al=¥l 7]3 ®-F(System organ class), HLGT: A4 &
2o](High level term), PT: 4 &of(Preferred term)

4] (High

o) SAEZF Qi @Ape] 4 L Mg
02 HGLT, HLT, PTE 9o¥l o2 23,

2.3.5 FHid o2& N8F 79 FAH A

* 74

7 Sliz 9399) $(5) - o1y

3-8 #lw 2% Z]7F &9 1 il- SocC, HLGT, HLT ¥ PTo] &) % A& & =35l TEAE(s)

AjH -1t F e

doly ¢l

20](High level group term),
MedDRA 16.0

TEAE: X] —? S5 HAAH A, S0C: Al=E 7)1 ¥F(System organ class), HLGT: I 1&F

n(®%) = Aol% 1 39 J7H A& F
F: e S0C FAHow FoH: &

HLT: 3245 8o (High level term), PT: -4 &o](Preferred term)

Gol| o] 2= TEAEZ} gl Shxje] 4= 2 wixg
O 2 HGLT, HLT, PTE <43l £o2 B F

2.3.6 92 #FIJ4 3= A8F 79 #4334 AA

2.3.6.1 FAL BY pre

* 75

#e ZF3lE MedDRA HE 7
9] (%) - £

0.2 gol(Preferred Term)e] 9J3)] Zo]XE 1 3]°] TEARE 7 g3l 31}
Sl ok FAL P9 phe - obdly AH-ol 7 Hu

dolE fl&
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TEAE: X853%F 59 242 AbA, PT: 94 8] (Preferred term)
MedDRA 16.0

n(%) = o= 1 39 FAF 9] wkg TEAEZ} Q= &xbe] & F Wiy
T ¥+ HOE901-U300 =4 7Fest F£of 1A g WolA PTo] #Aasies WIERE F

[0793] 2.3.6.2. Zuly vls

X 76

T 8E MedDRA & B 941 §](Preferred Term)ol 2Js] #olk 1 3]9] TEAEE & 3o 3=}
3-77¢ ;;,’/_U_/ JQHJ Z]ZF EoF Huly BRE - QPR A A]H-¢ 7 Fu)

[0794]

TEAE: X 83 239 244 AbA, PI: 94 &o](Preferred term)

=9
=]
El-F 25 4-F6E XE-5 7|7t U SE0 ot
o HbAlc (%) - mITT ZICH
8.5
w
(/5]
¥
H
[
&
O
3 | e =
T
7.0
g -s—»—o— HOE901-U300
ooo AFA
651 | ml
BAS W12 M6 ‘
e MBLOCF
# CHA
HOEZ01-U300 391 382 362 391
2EA 394 382 364 394
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-
\S)

= FTAR-H® SMPG(mmol/L) Ha +/-SE

# oy

E2-CHE 2% 25 3

3 FA-H SMPG(mmol/L) - mITT Zct

-F 6-7E X 5-F 7|12 I Y2 o

-

12.0
11.54
11.0

10.5
10.04
9.5+ {,
90 =fpmmmmmmooos i
8.5
8.0
7.5
7.0
Xga —s—s—— HOE901-U300
6.1 ooo SEA
6.0 |
| I | | | |
W2 Wi W8 W12 M4 M6 |
BAS = M6LOCF
HOE901-U300 366 381 379 374 370 359 349 401
361 366 370 366 357 337 336 398

E
UEA
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E3-CtE2A 55 53 - 7|
T2t (mmol/L) - mITT ZCh

R67ME

1207
1.5

X2z

—aa—a- U300 7| XM
=88 A 7| XM
--a--a--2-- {J300 M6 (LOCF)
=& 2= A M6 (LOCF)

oM Ea 8-F SMPG
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1.0
10.5-
10.0
9.5
9.0
8.5
8.0
7.5
7.0
6.5
6.0

8-7 SMPG (mmol/L) T +/- SE

03:00 ‘:':*

# oy

U300 7| =4
UEA 7| XM
U300 M6(LOCF)
2H§ A M6(LOCF)

333
323
333
323

343
333
343
333

OHEAN-E | HUNA-E |
HUMME UM
oE
335 337 336 338
326 331 325 333
335 337 336 338
326 331 325 333
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324
325



k1
n
N
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—&-4—a- (J-300 7|
-8-8-8- .?__|»1E_¢ 7|x.l
e U300 AF

oo ATA YE

YT ofst

# o4
U-30071
HEA J|1H
U-300 1%

- &
AEA AT

404 400 396
400 392 390
384 400 39
381 389 389

392
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374
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366 400
365 404
362 400
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HbA1c(%) = +- SE

# O

X 5L g =
ES5-FasEY-F

HbAlc (%) - mITT &gt

e

6-71E N=-3 7|2t s

o138
o

=
=0f

L]

o g

8.50

8.25+

8.00

7.754

7.50

7.25

7.00

6.75

6.50

A=z

=s—a—t— HOES01-U300

ooo TEEA

BAS

HOES01-U300 386

BEA

392

T
w12

=13
o

361
373
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" |

MBLOCF

333 386
341 392
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k1
)
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7 FA-H SMPG(mmollL) B +- SE

# e
HOE901

LN

£ 6 - ChE 2%}

253H-F6HE N2-F 7

"o FA-H SMPG(mmol/L) - mITT Z Gk

7t

=
o

o

C3

Z0

-

o3t

120+
1153
1103
1057
10.0
9.5-
9.0
8.5
8.0
757

7.0
6.5

KgR -~ HOE901-U300

=
ooo ZHEA

6.0

1
W2 W4
BAS

-U300 353 343 338
350 340 340

T T T
W8 W12 M4

g

319 310 301
327 321 292
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™
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MELOCF

280 353
285 350
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N

E7-TIR 2%

Z2nU (mmol/L) - mITT &

2537

=4 A 6712 FHHM Y 8-F SMPG

12.0

k=t

—+--a- U300 7| M
=88 Zt5EA 7| XM
--&--&--&- |J300 M6 (LOCF)
=& 25 A MG (LOCF)

1.5
1.0
10.5
10.0
9.5
9.0
85
8.0
7.5
7.0
6.5
6.0

SMPG(mmol/L) Ea +/- SE

T
03:00 2

*I

o=

OF&AlAR-H

# iy

U300 7|xH 338
BEA J|XM 328
U300M6(LOCF) 338
2= A MB(LOCF) 328

347
338
347
338

341
328
341
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T
AlA-Z= HALALA

344 339
332 328
344 339
332 328

PR

M AL

347
336
347
336
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115 Azw

110
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100
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85—
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55—
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L BN
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=7
E9-F a5 4 -3 vl 2F 7|17 S Yo 2F YF HbALc (%)
- miTT ME-o43 Fet
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8.00-
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+ 775
i
W 750~
e
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I B e — i
7.00-
675 [ HOE901-U300 %12 2% I )
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650 ——
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ZH(N55) 55 55 55
DHN5Y) 52 52 5
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EHi4
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