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16.2 ORIR
16.2. 1 5 EBALIC K B HBR
) 412202 TJSNx>
BEERAB T126012, PLA Y2 v 75V F V028 ke
Z BREER. KBRS RSB Bl i T h- L7z & &, i
A YR VREE MIETAMVRTEA 2 R Y i EE R OV IfHE i
DRI EIA DN o7 72 MIEHFA A VE
R OHREEA > 2 ) Y iEEDAUCK OC,, MHHEDAUCK
O KB TG CHE R 2D bk o 72,
INHDZ LS RANOIEMIEH G-I L 52w
LEZoNY WHEAF—%).

@ Uik uFFKR

W T OIS BBk 4300 0 ¥ 7 B #B A (EER. LBEER. K
BRER) 12V F 2k FF Fl0ugk HlE Fik5 Lz k X, 5
PEAKT IS4 AT RA FTEY T 14 (AUC,.tE [90%
FEHEX R ]) 1, L RETET1.06 [0.93, 1.21] K% OSARRERC1.00 [0.88,
114] Th -7 BHEAF—%).

16.3 %
VX IEFF PO ML ARENOHEE, #9500~
50,000pg/mLOBEEICBNT, 55%TH -7z (invitro)o

16. 4 X35
U¥ Tt F Fid. CYPHTHE (CYPIA. CYP2B6. CYP2CY.
CYP3A) ST 2F B RE Lo ize F72. CYPH T
fi (CYP1A2. CYP2B6. CYP2C8. CYP2C9. CYP2CI9.
CYP2D6. CYP3A) 1S3 ABHEMEMZ RS 572 (invitro)o
VxS Froe MisERICB I ACHEHIEIEE IRE CF
WHIFI3EKER) TdH -7z (invitro) o

16.5 HEiftt
NRTFFTHL)F T T Nid, BN %72 AR5
WX TS BRRTF FROT I VRIS N, XTFF
(P35 ¥ 150k DaAi) (35 2 it % O JRAIE PRI & A
XVHETEEEZOND,
V¥ YEFFFE B MF Y AFKR—-% — (hOCT2,
hOATPIBL) 125 2 HERMEZRE Bd ol (inviro)o

16.6 RHENERZHE I HEHE

16.6. 1 BiigEEE
V&b F F5ug™ EHRRIEFERE (LT F=v s
U7 F v A (CLeg) :>80mL/min) . i & HRER & B H (Cleg:
50mL/min2A 1-80mL/min L F) .\ i & BB Bk R E (CLlgg:
30mL/minPk 1-50mL/min {iff ) M O 5 BE B 6k B B S
(CLeg : 30mL/min &) 44 8 BN LI FH5- L7z L &, VU
F Tk FF FOC,, S EHEAEIEF R & ik L <, #REE,
SRR N OV R R R R TENENNL0. LOKR LG T
HY. AUCIILL, 12815 TH o720 T 72, BHEREIEH
BeRE . R, AR R OEEE R SR O,k NE
N262. 241, 2628 V0287THRITH - 72¥ WHEIAF—%),
#2) V¥ S F FHFOBGHEIZ T H 1 B10ug. &K

1 H 1 H20ugTH %

16.6.2 SiE
U %Yk F N20ug? v f HE R B E (65~T97%. Cleg
50.5~91.8mL/min) M O # E R HER B (24~447%. Cley
824~1639mL/min) FISHIZHIA TG L2k &, Could
FfTH-72b DD, Skt HesBE it TIXAUCLH 1.3
WMLt 3 L6MHERE L 72" WHEAF—%), [9.8 BH]

16.7 EMHEEIER
TR H 156112 ) 3 ¥ & F 7 Fl0ught5- o 1 B £ 31t 4
BEMRIC7 2 73 7 72 1000mg% G Lz &, VU
FIFF FIERGREEIKLT, TR INT I/ 72V Dty
(P Jufi) 132 N2 RAS0ME ] f 2,000 BICHER L. Copld 7
NENT1% T P69%IAE T L7225 AUC.LICHTT % 2B R0
bNGhol, VFEIEFF FEGO IRMEIIZ7 T 3
V7 R LZEE, TR NI 7 2y Ry EIEIC
ZALIEA SN o720 BHEANTF— %),
T, UF VLT F Flougt LRI, V¥ 21T F20ug
ETNT TN, FITUN, TIUNRRYF O RIEVTH
VU ERGH LB ERARBROSRE TRIRT, VF It
FF FERGHZICTROBOEZHG L& &, FRITEDC,,
T Uty QIBIE L 720 — 5, U ¥ FF N5 1 HH
BRI S 2 e - L7z & & RIS o SR EhRE 124
fLE SN ehol. 2B, VEFIEFFFETLT 7Y ¥
PHHL-MHEERRBICBWT, INROIEEIZZO S5k
Do BEATF— ). [10.2 ZH]



) ¥ b FF FlOugl BEEHE, ) F 2 X FF F20ugk 7 V77
Yo FIFYN, TIWRRYF Y IR e LM A

B B
PR o N AUCH |t
T by [909% /2 HEIX 1| [90% 2 B RTT | (AEpH)
(%)

0 |15 097 097 0
TERT S [078,119] | [093,1.02] |(-150,175)
i 071 095 200
(1,000mg) - : :

B0 460 1150 1057 087) | [090,099] | (-200, 450)
rebrsras] ool 069 096 175
(1,000mg)* [056,085] | [091,1011 | (0,325
PR

093 101 0
xF=vz| 601251 004109 | [090,114] |(-150, 1.03)
oA 048 096 200
(0.03mg) : : ~
81 0 125 ) 1043 053] | [085,109] | (-007, 1000)
1 101 101 0
LaE s | 6025 0601167 | (085,120 | (-1.03, 103)
Ab Lo 054 1.00 300
(0.15mg) : . -
81 60125 1048 0621 | [084,119) |(-050,703)
JNVT7 7Y v
(25mg) +30
081 101 700
- 13
SUVTT Y 161 068 0961 | [085 1211 |(-002 1100)
737N
(5mg) 30
L 037 121 227
77N 2| [020,046] | [106,139] |(010,575)
e 1.02 L1 299
73707k 2| (092 114] | [106 1.16] |(-134 500)

‘ 069 108 325
7 ; ’; A 00361 1055 086) | 1099, 1181 |(-097, 900)

v

(domg) | F128 ¢ 166 127 036
Mt [136,203] | [118 136] |(-298 252)

Sy 074 094 124

(0.25mg) (064, 086] | [087.101] |(-498 352)

BHEW ) R F FRGETHZOFOEOE G RH, AUC:
AUC, JIZAUC,. ) F ¥+ F FOHIHKGE/) ¥ 2 FF FIE
Pelglhg, 7 0) ¥k FOERES R (PUufE) -) ¥+ F Pk
e (rhoefi)

a: 7T N7 I 7 o VHEEYS (77 RSO 1R & ok

17. ERER I8
17.1 BHHRUORLMICET 2 HER
17.1.1 BOMPEERTETEEBROA X D REEFERIRE
L7-ERE 3EHER (GLP- 1S EEHEEE & DT

AH - BRI Z T BROMAERE TS CImE T > e —
VARG 4 v A v RIEFO 2 BURERIERE32160 % 5812,
ARH (16161) XD F &+ F K (16061) # 1 H 1 HEE
CHe G L7ze RAORGMEIEZ. 5 F—X& L7z, RAlO
P, AR ZEERE o B Ol e fIIc o &, A1
R L720 HEOREEE. + 25256 -3 =AD& L7
AHOREHREIZ 208 =X L7z UVF T FF Fidl0ug
MO L. 1BEMOME TS ug oMt L, 20ugE THE
L7z WEREEE G- MM, REEnHEE L U< RO T
WAPMRVIY, AVKZVT LT, BRE AL )~
SruRAER], SGLT2MEA. a-7 V3 v ¥ —EHER, it
FTVUTREA) 1HLF2HEHHTELZ L E LT
¥ 5263k (LOCF) OARF O 1 A bR (CFI i)
. 16.69+4.19 K — X TH - 720 EEFFMIEH TH 2555k
BE2r 53 526K (LOCF) F TOHbAlcHZE LRIZHE W T
KA F 22 FF FREL I L CREMICAEZIET L
72 (p<0.0001) o

AFH B DEDED T

(n=161) (n=160) PERE
BHARIE" | & TR | BHEARE | #TIE | [95%5 HEIX 1]

ZALR® AL

8.39 6.73 8.38 7.79

HbAle | (o64) | (075) | (063) | (1o0) | ~107 (0.092)
(%) [-1.251:-0.889]
-158 (0072) ~051 (0073)

17712 131.44 17374 170.83

FPG | (2001) | (3086) | (3073) | (3784) | ~4123 (3422)
(mg/dL) [-47.968:-34.501]
-42.89 (2.575) -1.65 (2.638)

a P (BUEMRE) . b Y (BRiEE)
523K F T MUPFEE70mg/dLLL T o i B A B o 58 BLIZ Rk

KOLBY THo7z, TEMIMPEL, WHLDICERDOLNE
"ol

AHKIEE (n=161) | V) ¥ X FF FEE (n=160)
SR (#E) 29 (18.0%) 7 (44%)
FHE (N - 4E) 0.80 0.10

RSB A (G2EM) 13, AABE3L7% (51/161%61). Y
¥ bFF FHE481% (77/16061) TH Y. TAFEIEHIZ. &
L CRFI#EL124% (20/16161) 1) F > & FF F#£269% (43/160
)] THo7"s [8.12 BHE]
17.1.2 BOMmMEERTETRERDOA > R P RiaEFEXHR E
L-ERNE 3 HERR E# XU R/E EDE)

- BRI A T R R T I CIihEa > b o —
VAR A ¥ A) ¥ RIBFRD 2 BRI 52160 & 6 412,
A#| (26061) %1 H 1B, XidA v AV Y ZFIu¥
> o(26161) &1 H 1 BEER OIS Lize RHIK
CA YAy FTINVF oI 5 F—XRU5H
fre Lize RFROA Y AY Y FIUF o513, 8
A2 O | OB EE I 3o &, G 1 BFAH L2 A
HOREEZ. + 225 -3 F—AULRT+ 2756 -3H
P& Lo REIKROA VR ¥ TINVE O
13, 20 F— 2 R U208 & U 7zo iBBRIEIR G- I M b, JEREA
P L LT, RIOMAERE TS (X AV I v, ANF= vy
LAl AR A v 2 VoAl SGLT2MEH]. a-2
Nayy—EHEH, LFF7 V)Y rREH) THILIZ2
HetHTa b2 e Lz, ZEFMEE T 5 5%5 B
A5 #5263 (LOCF) % TOHbAlcOZ LR IZB W T,
RABEZA VA v FINVFUREL KL TRETVICE R
WAETF L7z (p<0.0001).

AFHIHE A2 7J
(n=260) V¥V (n=260) PR
FAAGIE | #&TIE | BHAAIKE | A% TR | [95%fE X ]

2L 1L

808 6.66 801 7.26
HbAle | (o51) | (068) | (044) | (077) | 063 (0.060)
(%) [-0.749:-0.514]
-140 (0.042) -0.76 (0.043)
15693 | 12579 | 15834 | 13335

FPG | (2490) | (2537) | (2361) | (3050) | ~7:09 (2376)
(mg/dL) [-11.756:-2422]
3184 (1693) | -2475 (1687)

fuayz| 8500 [ 1510 | 500 | 1730
pgge | (000 | G0 | (©00) | (421) | 220 (0407)

o -3.004:-1.406
(BAZ/H) | 1011 (0.289) 12.31 (0.290) [ ]
a: EM (BUERZE) . b SR (i)
¢ AFNE, FRERA A v TrFu s (A R) Y FINFY)
LGLPLZEMERIE (V%S £ F F) % LHAL: 1 ughleskT
GHT 5o
26815 ¥ TOIMBEE70mg/dLEL T O SE BRI Xk ED &
BN Tho7oo TEMRIMAE L, WEFEE DITEDO LN 572,




AHEE A>2) Y TIVEUR
(n=260) (n=261)

B (EE) 37 (14.2%) 32 (12.3%)

FEHE (N - 48) 073 054

BITEZE BB 4 (26:80) X, ARAHE265% (69/26061). A
YA Y FINFUE61% (16/26161) THY. EuEIE
M. L (RAIBET7% (20/26060), 4 ¥ AV ¥ ZF V¥
Y #08% (2/26161)) TH-72", [8.12 B]
17.1.3 1 > XY VELEEAZ MR E L -ENE 3R (E5R
12 R) D BE EDHE)
HBEA A WA ORISR TR v e -
AN+ 53 7 2 RUBE BRI RS 1260 & *f Gz, AR#F (25661) % 1
H 1M, i v2) >y ZFIuxr (25761) #1H
1 AR IR 5 L 7ze SBAWNCHERE L > 2 »
ELTA YA Y ZFINVFURIZBEMKEG Lk, AHIL
A YAV Y FINF UL SN, EAEREIA RTE
HADO3HMICEM LA YA Y I VF oS5
AY5 BAL/H LA E1SHAL/ H RO BEE ) AT Sz, R
HOMGEH L, BEABEMNIHIHOL Y2 Y FIUF
Y01 HESEPI0BA DT OMEICIZFE CHED A ¥ A
VO INF UG ENLHEGE (5 F— XL EI0F— XL
T) 10BABOSGEICIZIOR—X, £ YA Y FINVFY
ORIEHE . BEAEMNIMHOSL YAV Y FIVF &

[FHEALE Lz RARTA Y AY ¥ FIVE o5 EIL,

WA 22 IR o F SR R 2O & A T MERET L 7.
HREOFAHEIZ. +2256 -3 F—ADLRT+205 -3
AP & Lo KFIROA Y 2A) Y TIVFE Y OREH
B, 20 F— X R UR0H A7 & U 7ze iGERIE S M, JLm
BEIEEL LT, A PRV YR L7z, AH OG5 B MG
D1 H¥ESa CPOEAZERZE) 1, 908169 F—ZATH -
7oo EEEHIIEH Td % $5-BIRIED & #5261 (LOCF)
¥ TOHbAICZILRIZBWT, AHBEEA V2V ¥ 750
F UL B U OGNS A IR T Lz (p<0.0001).

AFNEE AvR) Y 73
(1’1:255> VB (n:257) ﬁr’aﬂ;ﬁb
BRARIE | #THE | BAAAIE | #& TR | [95% S HIX [H]]

ZALR ZAL
825 7.05 827 781
HbAle | (o51) | (077) | (049) | (081) | 074 (0063)
(%) [-0.865:-0.617]
-1.27 (0.059) -0.53 (0.058)
13967 | 12073 | 14275 | 131.36

FPG | (2736) | (3246) | (2072) | (34.32) | ~076 (2833)
(mg/dL) [-6.325:4.808]
-1454 (2541) -13.79 (2519)

tvzys| 18t | 1678 | 1154 | 1703
promed | (288) | (407) | (B01) | (418) | ~049 (0304)

e [-1.084:0.111]

(HLAL/H) 526 (0.273) 575 (0.273)

a P (BEEMRZS) . b @ R (BEss)

¢ ARHNE, FRIRAIRA A v T Fuy (LAY Y TINEY)
EGLP-1ZRMEBHE (V&1 FFF) % LHAL : 1 ugdHET
GHY 5o

d: BB A ¥ 2) PG A O RTEE 3 Hf o 4 2 Y
v TINF PG RERL TV,

2638 £ T O MUBEE70mg/dLLL T @ i 5k R I 12k oo &

B THoteo HIERKMPEZ f AV Y FINFUHD

1BNCRD B, RRFETIEIRD NG h o7,

AFHI AYA) Y FIVFUE

(n=255) (n=257)

SO (EE) 48 (18.8%) 43 (16.7%)

FEAE (N - 4F) 1.64 0.95

BIVE S BLE 4 (26080) &, A#HIEE29.0% (74/25561), 1
YAV Y FINECW23% (6/257H) TH Y. ELFME
i, ML (RRIBEL69% (43/25561), 4 Y AU Y 75
FUREO0% (0/25761)) THo72"9 [7.4. 8.12 ]

18. ExhEIE
18.1 {ER¥EF

RANG, FHFNEERREA YA w7 FrZBAOL VR v
FIIWF L LGLPIZBREFHEDO) F 2 FF FEEHT S
BAHITH Do

A YAY Y TINF I OpHEE TRV IR Z RS
EIICEEI SNz M YR 7 Fu s THD, FHpHADE
BRI CTH DA, B TFICS$ 5 Ll b IcAMpHIC
L0 AR IR R RS b B TFICHE L2 2 ok h
A YA Y TINFIHIRRARITEBR L. KT 251l
BITTHZ L5, 2420 IZIZ—EDRE TS )
¥ =27 R SR WILHRENER %R T,
AVANV Y RAL YA Y FIVX Y EELZOFEED
FERERIE, VI —ARBOMEHE DL, 1 v AY Y ]
CZOFEMKIT, KWIZBIFL7 NV a— 20N AAk, FFiC
BEHGROIRGICE 2 ARZREL, TLFICBITE7
Na—ZPEEERETS I LI o T Z BT X85,
W2, RARSREREL, ZARGRZIRET S L L HIC,
REWHRAC B 2 Bl & HET 5,

V¥t FF NIdMBO7 I VBT INEXRTF FTHI,
N 7177 (Heloderma Suspectum) HED T¥t > 57 1 -4(Exendin-4)
EHBLL 72 A GLP- 12 BIMEB K Th 5, NKIGE LT 2
Z L2k Y, DPP4AIC X B MRICIRBIIE 2 RT 2 L 1TA., C-
K2 MRS 52 LIC X DGLP-1& D b REW WL Twd &
EZONb, V¥t FF Fid, GLPIZEKIHEAT A &
W& DMEHNCAMPZE LR 8¢, 7V a— RRERTFICA
A YRR B,

18.2 EIE/ER

18.2. 1 IM¥ERET1EA
AVA) Y FINFrE)FrbFF FEOARGICE
0. 2 BUEIRIE ~ 7 A O MUK fE O AT K OB £U7 52 o I il
LR OWHFED S, IEFAMPE A X % v 725k CURE B
BRI B\ T MU L 5253 S 7=

18.2.2 I aA—RpEMA > X > 4infER
V¥ T FF FTOMERT v b FEERZ I\ 72in viro 4 ~ A
U VGWRERERICBWT, VFVEFFFIIES V-
ETCREAEZRST, BV I—RARETTEA YR ¥
A RPHR & W LT I S w2,

18.2.3 JIL AT minEHER
2EERIREBHEICY XSS PR 1 H LH, FH28HM (%1~
14HH : 10ug. #15~28HH : 20ug) K TG L7231, 428
HEICB 2 EHARIED 7V A T2 SR EAUC om0
E BEHBANTNICHAET L2 GHEAF— %),

1) AUCq:504:30, - BEHEFI AIRINGAAGHE (RAIZ 573055 0 ¢
30h) 2 HEAAIRINE 4 Wi CRA 554 4 WEHI30%5; 4 ¢
30h) FTUMELZZZ IV T IsEdiEEAUC

18.2.4 BARHHEEEIEA
VERTEFF RTOTT A%\ 72in vivoit BRIZB W T, 1) F
T FF NIRRT NP & S L 722,

19. BRI BT B (LAY R
12> TZIX> (BEFHERR)
—RERFR A VA Y FINF Y GRIETHIRZ)
Insulin Glargine (Genetical Recombination)
2 F R CorHiNR0zSs
ASH CorH150N 20345,
B CioHossNigOuS,
1 6062.89 (2 AgH)
ASH 232463
B#{ 374229

$
-«
el



AsH
GIVEQCCTSI CSLYQLENYC G

B#H
FVNQHLCGSH LVEALYLVCG ERGFFYTPKT RR

3 K AMIHBEOBETH b
AEEARIZ Ty 7 —)v (995) IZIFE A LEHT
2\,
A 130.01mol/LIFHREAH IS R R I2 < v
AR IWERETH 5o
A X D IR A ZHRT B

% E = :#pHET

UE % el

—fEH ) F T
Lixisenatide

2 F R CusHapNg OgS

% F E 1485849

1bZEE=R © His-Gly-Glu-Gly-Thr-Phe-Thr-Ser-Asp-Leu-Ser-
Lys-Gln-Met-Glu-Glu-Glu-Ala-Val-Arg-Leu-Phe-
Ile-Glu-Trp-Leu-Lys-Asn-Gly-Gly-Pro-Ser-Ser-
Gly-Ala-Pro-Pro-Ser-Lys-Lys-Lys-Lys-Lys-Lys-
NH,

i3 R:ABOBETH %,
KIZHETF R TV,
W TH %,

20. RV EDEE

20. 1 fEH IR TRIIARH 2 R ICRAEE S, vy THIED
WL THRIET B2 &0

20.2 fEHBIGTRIIB IS5 2 &o A % kiR
(25T *2) 1235 <,

21, &R
PRI A 7 FHETW 2 R EO b, WUICERT L L,

22. A&
3mLx 24

23. EEXk
1) Herings R M C, et al. : Lancet. 1995;345(8959):1195-8
2) AEPERL  HAN 2 BUBE BRI R QR R SR AR (2020
4 3 A25HKR. CTD2.76.2)
3) ALPIERL - AEN 1 BRE R R G AR s A AR (2020
4 3 A25HKR. CTD2.76.2)
4) MNER A VA Y TINFUREEEACB T AES
TR X % Heiig
5) tLNEEL ) F T F N EARE R O RERE PG5
fLoMET (20134 6 A28 H #&GE. CTD2.7.6.2)
6) FLNER ) F TS F N B E L A T D IERR
B MRz TR Gk (20134F 6 H28HA&GE, CTD2.7.6.2)
7) ALNEE ) F T F N EE RS B TS
Bk (20134 6 A28 H7kF8. CTD2.76.2)
8) HNEHR VX FFFETEMNT IV 72V EDOMA
R EER (20134 6 A28 H 7#&GE. CTD2.7.6.2)
9) AR ) F TR FF R LRI & oM AR
(20134 6 H28H A&7, CTD2.7.6.2)
10) #EHER UV F v FFFETLT 7Y v EDOMEANEN
FAB%E (20134F 6 A28 H7&#. CTD2.76.2)
1) #fENER U F T FF FE T I 7Y EOMEERR
Bk (20134F 6 H28 H &GE. CTD2.7.6.2)
12) #EHNER VX2 FFFET MUNZRYF 2V EOME
VEREREE (20134 6 A28 H7k#2. CTD2.76.2)

13) HNER )V F T FFREI TR VL OMEIERR
B (20134F 6 H28HKE. CTD27.6.2)

14) HNER A A VREEB 2 G & L7z EIN G 34
B (GLP-1Z A A EBh S & o ILi) (20204F 3 H 25 H K2,
CTD2.7.6.2)

15) AR A A VR 2 i G & L7z EIN A 34
A GEREA > 2 VI E oK) (20204F 3 H25H 7K
i, CTD2.762)

16) AR A A VBRI 2 i g & L7z EIN A 34l
B GEREA > 2 VI E oK) (20204F 3 H25H 7K
i, CTD2.762)

17) #LNER U F 2 FF 8 KRB GLP-1ZBMhHE &
AR (invitro) (20134F 6 H28 H7K#2. CTD26.2.2)

18) HANER U F T FF b EHEEE o — 2K
A4 V2 Y WMRETER (in vitro) (20134E 6 H 28 H 7K 38,
CTD26.2.2)

19) Drucker D J. : Cell Metab. 2006;3(3):153-65

20) LR SERERER MR TER (Y ARTA %)
(20204 3 H25H /K2, CTD26.2.2)

21) Kapitza C, et al. : Diabetes Obes Metab. 2013;15(7):642-9

22) ALNERL Y F T SRBERE H NSRRI
M (=2 &) (20134 6 H28HK#E. CTD26.2.2)

24. XEEERERUBWEHEL
I 7 4 &
<F 0 MRS
T163-1488 AU HLHRHI 1 X V16 =1 H20%% 2
71) — %4 ¥ 0120-109-905

26. BEERTHREE
26. 1 SOEARSTTT

B/ 71 EH

T163-1488 REAFBERAHE=T H20%25



