BD-9.0
20204F 10 HERET (H 1AR)

BAEEER D HES

GLP-1Z A EBEE,/ 2RURE R Ta B Al

B 7R 2~8CTHE
BRI : 34

BIZE LT SRR

EE-EMEOLLBICKVERT AL

o+t ﬁ:ﬂ?’- NIE&A]
EF AU D wremomgro

BYDUREON" Subcutaneous Injection Pen

872499
ARES  |22700AMX00617
AR pALE 2015%5H

2. FR(ROEBEICIFIZRS LBV L)

2.1 RRNDREST N LiBBUEOBFERED & 2 BH

2.2 BB b7 Y R =2 A BRI B XX TR, 1 BN
RIRDBE [ R OA 2 VBN K %3 h 72 & MUFE D
BEPNAEE DD T AF OB EITHES 720, ]

2.3 EERPE. FMEORZDGE (1 > A YEANC X510
HWEEPEENSOT AR OBEITES 20, ]

24 ENMBEEZECEEEREREOH 5EE(9.2.1.16.6.15
|

3. 8K - %R
3.1 #HRE
HR7E4 Y5t yRTER2mgR Y
5 13 hrhib)
o IFtFFF 2.76mg
IF¥FtFF YA I70RT 2T

dl-7F K- 27vay F#EEEME(SO : 50)51.3mg.
BREME 1.10mg

TEE R
ANAa—RF bYILA 26mg 3E LT M) YL 5.5mg.
AYYNUR=120 0.85mg. YV YEEZKFEF MY 7 L—KH
¥ 0.83mg.V YEE—KEF YT L - LAKHH  0.69mg.

NHAl

pHAREH| EE

E)VARAILF Y b 2BRETHHERESNAERETFLFF FE L T2mg
ZET.

3.2 SFIDMIK
fR7e % Y52 % R REMA2mgRY
. I%?‘l’:ﬂ“?" ReA70RA7x7: Elé@*??ﬁ
SR © 66 ~ PO 6 ~ BB BB O
pH AL 5.8~7.2
(i@ﬁzggiﬁéh) MR - Kl

4. FHEENIFZHR
2BUKEPRYRA
IeREU . RBEE - EBEUACHNI TRIVKRZLILFELET T
T4 RRZRRUF 7 VU I RER (SRR EBBER 35
BEEZV) L& ZBETTABHRMESNBVMESICRS.

5. MEENIFRICEET B.FR
AENEEEEE - EEBEEICMATALAZILY L TR E ST
FA RREHF 7V D2 REH O IR O BMEE, X 2V
RZNLTLTHIECTTF A RREHALF=ZLT L THEIEF
TNV URER. ST A RRERIEF 7V VU REH &
OWMABEEIT> TH TR RHEFB N VIERICRY#EH %
EZET 5L (8.131]

6. HiERURE
BEVRAZIFEFF FEUT 2mg#BIC 10 REH T
%

8. ERREAIER

8.1 KA SENA Ty FRNEICTDBEZSBITIX ARF &N A
Iy B NETIRHFATRLRERPRZSIEICHET A &,
[5.281]

8.2 KANZA > A YEAIORBETI LV AR OHEICHELT
W VBEDOA VA MKIEREZ R L RSO E 2T 5 2
LA VAN URERBOBRET. A VA VEIFIA S TF S F
FEFNCEID &2 B SR OEREE T b7 F—2 R
PHEELUEFIHRESN TV S,

8.3 #59 AGAICIE MK RIEZ2 EHNICHRE L . EROMR%E
A ®H.3~4n AMEES UTHRI A7 258 1 @Yl
DIEBEEANDYDFEZ 2ITH T &,

8.4 KHIDHRE 2 H 7 1CBBT BRI ERER T TOHM 2 E 8
5L EERMESET LRET 2 TICHBERD» D 258
N5,

8.5 AAIF I BRI EIFRE T SRRt ZE L AR L% S M
WEOZHCLEER T BIERAXRBEROAB ICOVWTHIEE
T 5 EARNIFRIERAITDH 5720 AHIPIEE S EMIMAE
ENEHET 5.[16.1.1.16.1.22H8]

8.6 NA Ty ¥ERENISYDEZ SBICIE—RNICIMEEDS L7
THIENDAEDOTHET S &8 —RICIFEEIZRE2
BRPINICE S A SN S,

8.7 MR HPRE L BE X AR OBREL2HIEL BREE LG
Z & AR OMBER (B2 £ 5 AT L VLIERS) »
HEONIFE I FHZRIELGERLD»ICEROZK 2% 5 &
SRET 5 &,[9.1.2.11.1.35H]

8.8 BRMENRE L 56 . SHBROMEEEZER L LEIZS
CTHEGRESI LI FRRBEE»ZR T 54 & HEICHET %
Z&.09.1.2.11.1.38H]

8.9 1 VA VEIFI EIELI A > RV VWMEER], a-7 LTy
7 —PHEHI UL D RTF DNARTF & —LP-AFHER & DRI
DVTRMEEAITbR TV,

8.10 AANIDEHERIC H 7z > Tid BE I UVRILEHER K& ' Z O Rl
HEIZOWTHRFFHHAT A E.[9.1.4.11.1.12R]

811 RIEZFE I Z &N H 5D T EIMEE BBEHEDERSEIC
WRELTVWAIBEIRET HEEREET S L, [11.1.12E]

8.12 AFIHx S5 d L FRFBEEOEROAEZHER L BEIRD
LNIBEICIE EMEZZ2T 2L H1EET 52 L. [15.281]]

8.13 RAIDEG KRR I BV TOERMOBIIN A 5N TV 5 DAL
DOEMPEHGERIC A S NTIEAIIZBEOREZ +DICBEL.
BRESHD SN-BEIIEY B ETS 2 &,

814 AHOBECESHICH > T U TOHICEET A &,

cBEBIIOVWTH A LEEIHEER L0 BEEHSHEREIC
BETEAZ LR L LT EBHOEEEED D & TEHBT
5T &,

s BTOBREORERFEEFFEIOVWTHEEZMET S &,

s ENTLAEIEFHAZE 20T HOLHOIEET S &,

9. BENERERT IBREICHITZER

9.1 GHIE - BEEEFDHZEE

9.1.1 FERFETEMEFDEEDBEEEDH2BE
BIEREDERVEILT 2BENDH 5.+ {ERRERN 0,

9.1.2 BROEIFDH 2 FE
[8.7.8.8.11.1.380#]

9.1.3 IEERFMOEXR SEHAEDBEN S 5 BE
BHZEZECIBTNDH5.[11.1.55H]



9.1.4 EMFEEAT I HBZNDH LU TDEERIFIARE

s N T EBAKEAL X ITRIBHERE

< REARRE R E ABB 2 AHER. AHEREOREX
T HEFHIRE

< WL W RES)

cBEOT IO )LBEE

[8.10.11.1.1=H8]

9.2 BirEESEE

9.2.1 ERERKIEREEDH3EE

HEOBKEREOH 2BE (BMBEENZ /L7 F=02U7
Z > A[CLcrI AP30mL/min ki D BF) I2IEHE L znZ &,
AR OHELBRREEHIC K D BAESRO SN TLAE WL, [2.4,
16.6.1%H]

9.2.2 hEENIIBREDEREEENDH S EE
AHEOERBERRBOMABIICBOT ALKV LTHIE
DB R O BEREEREE (CLcr=50~80 mL/min) # &7
5 EETIIBHEENIER 75 B & B R IMUERE K& O M6
EROEBE G EL  EZENIMCB T 2 hEE O SHERE
(CLcr=30~50 mL/min) #4795 BE TOMAFEIEDET
5%,[16.6.12H]

9.3 HRERESRE

FEED EOFREERERE OREME 2 HET L7 BRI E
LTV,

E PR OB W RR 2R B RO EE SRR
BIRDERP RO ONBBEEIEAT Y — =V FRIZALT
PEEED25E %A 5 BEIRNShTVS,

9.5 Him

TEBR SR L C W A ATREE O & 5 Z I IE AR 2 8 58 9. 1
YR VBRI EERT AL,
BERTIRIEEY T IC T v+ F F22ug/kg/H (B MoA
Alo2mgz 1 ERICIERE TS L GaomE+HREEED49.5
1) DL iR~ 7 I T ¥ £+ F Fe8ug/kg/H (B MIARHA
D2mg#E AR 1\ E %5 LiziFa o miErgEgR05.44%)
Dl EZETRE LGE I BB ORERD ROEHBHETIC
FEELURBEORERE (VY F) JaRERAOFEL N ICHR
EHERORERBE (YT A)PHRESN TV L. F 2R v b
IZAHI0.3mg/kg (& MMCAFD2mg 2 LERIC 1 EE F &5 L7k
BEOMFHBEBEROL.76) M LE23BIC1RE T RS LI5EE.
FREROARERTHRD 51 7z»5.3mg/kg (b MIARFO2mg#% 1
BRI AR %S Lz a0 mEHBEE D 10.9%) £ THEH
RO s h o721,

9.6 %3G

BEEOEREROBIARBORREZZE L ZALOME L
Hbk 2 MR 2 Z L BMER (R~ Y ) TR AITHARITT
BT EPRESNTVS,

9.7 INR

NEEZNRE LB R OREEEBIEE LRI E
LTV,

9.8 BmE

BEOREZBE LAV SEEICRG TSI L. —RICEIERE
PETLTWSZ ENFZN[16.6.251]

10. #8E{EA
10.2 HAERHAICERTHI L)

wHlG% HRIE - B | T - AT
RIS I L 0D FE 1 TERES | IR R R AR FR A

77 F 4 FREH] BT EMEIT ALK | RIS,
ZIARZILT LT A L LT EIEHRT 2
HRE A > ) e | BEVRIED Y X 77
#l BT 5720, ALK
a-7a vy —EHEH L LT RIOREER %
FTI) Y REEA Hearzi,
IRFFINARSFH—F-
APREA
A >R BHE|
SGLT2MER %
[11.1.1=08]

mAERE RERASHERIN L3 | EKMEORBRICERET
Al bk,
B - WA MEEE=Y —.F D1
V) FOLEBRFHEA BEHEOKREZ 7108
B 73 VBLEEHR(MAO) |BLANSKRET S

FHEAR & Lo
MAERFETERAPRMIS S N 2% | MEES LR Loy | MERTERD
Al FO—LVRBICESC | BHESNS,
FRLFU Y ENB Do
HIBREATaA R A% oM EFEAMb
R LVEY & I rllickrHE I+
PERTLH &,

PEFR T IMAEE D > b
O —)VICER L. M E
EY - ZOMBED
REZ+HICBE LR
PorETL L,

VaAPES 5
TLT 7Y TH) TN
[16.7.2%18]

NA Ty ZETRREICE | AKFOBAEY
WTILT 7)Y | JEHBIEERIC
tmaxﬁ§ﬁ‘@2ﬁ|aﬂqigﬁbfi J:éo
EOHENH B,
LEIcHmEE D %S
INREMARE SN T
W5,

HMG-CoA& Tt EH
[16.7.15H]

NA Ty FEREICH
WTanzy ¥ (BN
KAFR) DAUCH40%.
CmaxM28%ET L.
tmax WP ARRFFEDERE L 7z &
DEENDH 2o

11. BIYEA
ROBWERADRHS5HONEZ ENHBDTBELTFITV.BE
RO ONIIGEICIEREL2PIET 2 EEZNEBEZITS 2
k.

11.1 EXFEHEA

11.1.1 {EIM¥E GEEREA)
R IR IR (R B O =R AT AR & . B3 IR
BOZVIER MERES) 2RI T I &N D 5 RMBEERD
RBOLNTBEEKE DS VIIHHL TV AROMRKARE 2 —
FFICHIET 2. DA VIIRE T 22 EEEIKRST 5 &,
T2 AR LT HE O TEE S RIMEERSH 5D
NEBIHEZRIHIBIME SN TV S RIMEERAERD 5 h -
BEZEEEZECEREZENT 2 2 CEYALBEITY 2 &7
Plia-ZLayy—YHEAEOHARIZ T R oEL2RET 5
Z&.[8.10.8.11.9.1.4,10.2,17.1.1.17.1.258]

11.1.2 A2 GEERE)
BEEFPMONTVAERZERHL TV BEIHAREICE
HED - B - THSOEROH SBEICBVLT. ALBRE. 8
HEREOE. 7 LT F=r LR BRERESD 5 bhER 2
EETAHHNMESNT NS,

11.1.3 SRR (0.2%)
SUERES IR B 2B (B 2 2 S B 2 B L W IEES) 10
BIHI L BREBHEN-BEICE AR ZERE LRV
EIERICENTH A RIS HIMERER D B VIFFETICE
B EOBGHNERAE - E > RAPSRESN TN [8.7,



8.8.9.1.22 1]

11.1.4 737 4 SFY—Riv. MEFE GHERH)

11.1.5 ISRAZ (SR AH)
EE O R Rk 2 IR B E D RE SR 51z
BaicidkszHIEd 5,[9.1.35H]

11.2 Z0fthDEIERA

5% E 1~ 5% 1% A1 SHEEANEH
TR FHEHETV | FEE.KRER
IR
HikEs | EO(12.7%). [TEAEAR R 8 | Bk R | 8O
TN R Rk BE | TR A
B RBEGE | SRR LHEEE.E
JFF R AR
s ez vy
F= VM
REEH 1RERD Jhizk
2] HKE.COE | &28%ZS
NiEKLBE B E | BEE | BER
fECAME | KE.RE
TSRO | ST ERALEEAS | 1 B BF AL R | T 4T 8 AL B | ST ER AL T
(19.7%) EST | #8450 | ST ER AL | 2 4T
EROLZ D FERR | (ZALBE HY IV SR | AR 5 L
ArHERR SR e B
Z DAt W7

FESAEHORRIE/R~Y A 7 URT 2T (dI-F7F K -
7Y ay FHEAF)BANCISRBHE L THON TV S HE
TOBKRREEICB T 2HE T T LA EORKEEITERETDH
D BEOHIEICES T 4~ 8B THE Lz,

13. BERS

13.1 fEiR
NA Ly & B REOHERKRRRICB L TIEI00pg (N Ty
¥R MEOBKRMEERRD 10M5) 5 & W7z 28R R E T\
HEQED - B CMBEEO S ETAHRESA TS,

14. BRALDER

14.1 BRIRMFHOER
BEICHLUTORICERT 2L 5EEIT LI L,

14.1.1 ERANICEHBERRICE O PEEEM P EVDPERZ
IO EBER BEPSHBRICES>TVWIDEERTE L
EOHERT B &,

14.1.2 AFIIERBERR S MER T ICRET ST &,

14.2 FRIZSHOER

14.2.1 EHEHRIMEOb D ZHVWS Z &,

14.2.2 85§88
DR TRHRE L U BRI HAPICIZHRE Liswn 2 &

14.2.3 185881
JEERRBRER S EBEERIC R N E T 2 2 & R—HRAZICHRDIE L
FHT 2 EITBT I ENET LU,

15. ZD/DFE

15.1 EREREAICE D ER
7 VN7 BB R R T F REFI TR GEREZRT ZEFHIS R
THBO EKFHRESIC K DHEDIFRRT 5SS D 5 . EmPuRE D
BETHEYEIEET AREENIRBEIN TV S,
BB EAEOBRE T HAMOERE ILRBA DI ONTET
T %o W O R RER Tl BB T B i TR AR 0 BB 1A
45% TR SN-H MBI > b a —IVIZHAEED BE & Rk
THo>To—H EFEMOEBE IZNSBTRD SN &% DE
EZOIMET Y PO —LICIZIES2EZAHVEEEZ TR TEZ S
DT h o720 E 12 BB KB I FAREOBZHITB VL TH
REPEL EFAMEOBZICB L TRRERSEVEAIED 5
nizz,

15.2 JEERAREERICE D <158
I¥tFF FEE L T0.3.1.0.3.0mg/kg/ D HETARA % 28
WCIEHRES L= BARERBICB W T 2BEHDO T v F THRE

CHuRanEEs (e K O CHlRfE O & 5t) OFEASHE ML 72 (ke +
AR O2mgZE AR E LS80 MTTIRERD1.1~16.2
BT . FRIRBERRIE D BHE D $ 5 BE K O HRIRBERE X &
SRUENTEBE2RORIERED H 2 BEIINT 2 KAlOL S
PHEIIHESL L T2 [8.122 ]

16. FWEHRE

16.1 MHRE

16.1.1 BEZS
2EURBIRIRBE [T NA Ty ¥ RS ug % 1 H3EED 14H R 5
% ANHI2.5mgE2) & BER RHE U7z & & ARFIR S A & SR L
PUCES LB IS (RDHI N — R ) O ARR®D 6 iz 2 D& M
IFEFF FREHI0EMMER SN RS 12BRHC IR ERTO
BRELZTHET LAY GHEATORME) . N5 ORBEHETS K U5
MERINT X — 5 ZLIRITRY . [8.55H]

60 -

MERRTFEFFRRBE (pg/mL)

0 6 12 18 24
B (BEERE)

AHI2.5mg Bl 54 24K M £ TOMTEH T F L+ F NRE

120 -

3 FRIRS
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g \ 4
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i

g 20 {
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B GE)
ARHI2.5mg B [E] #: 5 F  GUERAL T W (1238 0F) £ coMmiEp T+
T F REE
(EE TR (10pg/mL) Ko M4ErFiEE X 5pg/mLE UTEEL
7o)

AHI2.5mg B Al SR DY BREINT X — %

I¥tFF FQW 2.5mg
(n=11)

B 5440 ~ A8RFH

Crmax(pg/mL) 29.2(5.92)

tmax(h) @ 2.1(0.0-8.0)

B 5% 48] ~ BB T

Crnax (pg/mL) 672(922)

tmax(day) a) 48.1 (350-610)

B EROME I ~ SR T

AUC(pg - h/mL) 40378(4903)

Cav(pg/mL) 20.0(2.43)

Cay * P MEE IR

HARPE E (R 2E)

a) BT T fE ()

16.1.2 REES
2BIBEPRIR B 140 (B HUR M O #88E % bk < ) E3 124K H#]0.8H2)
K r2.0mgzE1E 1 OBRBRER M5 Lz EomiEhr+t
FF FREBVERS,? 58HE THRLICHEML % 58EE TE
WIRBICERZE L -5t P+ F 7 FNRERNI0
HEEcER R (10pg/mL) A% TETR LD,

| 0.8mg | 2.0mg
Day 1
n?a 8 6
Cmax(pg/mL) 64.3(90.4) 137(85.6)
tmax(h) P 2.00(0.980~8.00) 2.00(0.500~8.00)
Week 9 to 10
na) 8 5

_3_



0.8mg 2.0mg
Cmax,ss(pg/mL) 141(20.6) 582(61.1)
Cav,ss(pg/mL) 81.2(26.2) 345(31.7)
tmax,ss(h)® 2.08(1.88~72.0) 95.9(1.92~216)
AUCweek 9t010(pg + h/mL) 13900(25.6) 60800(29.0)

Cav,ss - EFIREEICB T 2 Mg IRE
AUCweek 9 to 10 - %59~ 10BDAUC
He ]~ E (BB 550%)
a) EHURMHOHERE % PR <
b) HrfE (HiFH)
EETIIAE LLBREBR 1 35 W\ T 2B PR B 3 (B HLAR M O 5Bk & % bR
< )EMNZARHI2.0mg % B 1 [F26;8 K KBRS L7z & %.8.12.20.
26 AR OMTEHF T X+ F FRED b T 7l BERAFEHHE (EE)
12%0%)11&. 2 hZ2h203(63).254(52).248(74).236(79) pg/
mLT# - 72 (%73.78.86.884)8), [8.55H&]
EDNA Ty ¥ ETREOERBESNIHE - HRI. T¥EFFNELT.5ug
RiE10pg# 1 H2E R THRETH 5.
E2)RAIOARS N - ARIE. X+ F FE LT 2mga#EIC 1 EIE
TETH 5,
#3) Tt FF RHREOHTFM6 25 LOWEE OMATIE. ¥ FF K
FURAS MAEFREEREISHET S I ENRBINTZ Eh 6  HEYahre
R SR\,
16.2 DRUN
HHEI ST R ER O fke 1t S HAR IS AR FI2.0mg 232D B x 2% 5
B (REER © 4140, _BRaER « 3561, RBRER : 4041) 1238 1 [E]1 238
RIEHE LTz & & EERR G T 2 IR 58 N OV R BR
BEBHOMBFH I+ F NEEOR/N _FEHRMLHMHEO L
(0% EHEX M) 1. FnZ11.01(0.79.1.29) % 1*0.93(0.73.
1.18) TH - 79,

16.4 {5t
GLP-17 53 2 NEERTF ROBBERTHHIRTFY
WRTF ¥ —¥-4%FH\\izin vitro REEICBWT. Z¥EFF R
B COBRICEZFBIIN LTI THL 2 EPRENT. T
FtFrF NEIBRBTHBINDEEZ 6N b MBS E % H
WZRERICB W T 7 I BBELS121-224718. 22-23 2 THI T &
Nz4DD 757 Ay MTHFEF+F F(1-21). TFFF F(22-
39). Tt FF R(1-22) RO+ FF F(23-39)) S En
7‘:10),11)O
16.5 HEit
JEERRBEP S . X FF FIIFELTERBTOMBINSZ &
WK VHERT B ENRENTZ.T Y MIEIRNESRS LR
BICBWTURPICREMAIZIZEAEFBEL R 122805,
Idt+F FIBERTRIRRRRZZ T RICHBRShDI DL
Zzo6n51,

16.6 HEDERZEBHITDEE

16.6.1 BikEEEEEE
A} E SETAH FRER A OVEBTIIAE 3B 2 3B 0D REEE [ SR B RE AR AT (625
D EOFUMEASBE S N7 2R <) ICK D ARHFI2.0mg % KB
BE L LZOEFREBOMBEHF T F T F NBEOPRIEIL.
IEEHERE & B L CBERUOPEEOBERERERE T22.8%
BUO74.3%E< %5 LRSI N1,

N IYvIETEDT—Y
fEERRAR A (CLcr>80mL/min) 84l 8 B Bk RE R A8 (CLcr=
50~80mL/min) 8fl 5% B B # e E B E (CLcr=30~50mL
/min) 661 K IR ENT 2 Z 1 TV A REBEARLHEE (CLerS
30mL/min) 8BNI/NA T v & NESXIX10ug %= HEIR N5
LRBICBVLWT NS Ty YETEOL2EFNEFNTL.45,
2.12.3.16 %X U'5.95k M TH D BREEE NIV 23 ERE L
7213), & 7o AR EER & 2B IR B3 (CLcr>50mL/min) % W5
ELI-BEAREROT—Y2HAELTRIPTD I YT TV A% fE
L7z ZA EEBREEZE T HHEE 100 LB, RSB
REERERUOREBALZBETRIPTOI VT I VREENT
N#13%.36% % V84%E R L7213, [2.4.9.2.1,9.2. 2% ]

16.6.2 SifinE
1o i 2B M PR B & (15451, 75 ~ 855% « CLcr=30~80mL/min) iZ
NA Ty & ERESIZ10ug# BEE FH#5 L& & OCnak
UAUCo-old BRA2BIBEFRE BE (1561.45~65/%.CLcr=
50mL/min) IZHARZFNZN12% K41 %EIM L 7219, (AR AT

DRAE) (9.8 1]

16.7 E¥EE{EA

16.7.1 ONRYIF (HMG-CoAiETTEEZREEH])
NA Ty ZFETFEIOUgRERICONZYF o 2B 5 Lz & 0
NAY F y@tmaxli‘“ﬁﬁ%ﬁi&@ L. Cmax&(fAUCO—oo 1328% K%Y
40%ME R U7zo 72 B A ESEIERKER3#HER (30D 75 1 Rt HE
FBR) OGS FENT TlE HMG-Co ARy BE 2 BH 2 AR F A 0 # B
BEORET a7 7 A VIEARFIPRICE D EEEZ T2 o729,
N IETEOT—F SNEATORE) [10.2508]

16.7.29)L77UY
NA Ty FEREIOUgGRERICTILT 7 Vv 2FEELZEE. T
VT 7)Y DtmaxtBEE L7 A Cmax HTAUCIEE{L L & d >
723 N4 Ty FETEDOT =% FEANTORAE) [10.2208]

16.7.3 ROIEHEE
NAZYZETIERSIRBEENICEOREEZ2HRE LIZGEA.
CinaxZ OtmaxiCHIF EAEREB I L5120 (NA v ¥ETR
FEOT—% SEANTORAE)

16.7.4 ZDthDEH

M 7Es7P=/7zxY
2B PR B ICARKI2.0mg 2 1| 1 483G NA Ty ¥R
H10ugz 1 H2[E 1 4R 5% AFI B ICIZZEER I BRI
ALy ¥RTIEBICEERICTE N7 I 7 221000mg% HH
BE L ABBTIIAR—ZATA VE/RTENTI )T 0D
AUCoshldIFEAERE L o TceE e 7N TP ) 720D
Cmax® DT P RAE R tmax® DT D RBENRD SNz NA Ty
YETERTR R—ZAFA VEHRTE T I ) 722 DCax
K OAUCoshDIE N tmaxDBIEDFRD 5N 72100, (S E A TORK
)

R=RAFA VI R=RAF A VI tmax (h)
B5H n [H95AUCosh| H9BCmaxkt ([x— 235 1 14388
H190%CI] [90%CI] > [§Ep] [ ]
0.96 0.84 098 14
e 125 10,84, 1,101 | 1072, 0.99] | 1025, 3.01| [0.25, 3.0]
B 0.96 095 0.90 13
R# 1261 1584 1001 | [0.81, 1111 | 1025, 3.41| [0.25, 5.2]
o ] 0.80 0.79 0.87 2.0
ATy T) BB 24] 1070 0021 | [0.66, 093] |[0.25, 1.8]| [0.25, 5.2]

AUCo-5ht Cmaxlt @ /D580 FI9MHE. tmax © BT EIHE

a) N—2 T4 VI ERIA3HATICEHE L 7.

2 Uy /UL
NAT Yy ZETRERERICVY ) TIYLRERELZEEZ UV
TV IV DtmaxtdBLE U 72 25 Cmax x FAUCIZEAL L 72 H - 7217,
NA Ty YR TEDT—F SNEANTORE)

3) yd+xvv
NA T YEREFEREBICTF I 25 L. VTFY
¥ D CmaxtEE R Utmax (3 BEE L7225 AUCIZZEAL Lz > o 72 18),
NA Ty YR TEDT—% HSNEANTORE)

17. BRPRERIE

17.1 BIMERVURZLMICEET 25HER

17.1.1 ERSEIELESAER
ROMBERE NEREA(C 774 RREH]) R2F(E 7 7F A K
REHRCF TV DV UREA) ZRA LS amEI Y bo—
UBH SN W2EIERREBE 4276 (KA G - 21561, 1 >~
AV Y TSIV F R 21200) 10 AHKI2.0mg ZE 1 [E x> R
YU TINF R IALIEIE RGBS L.
FEMIEE X R SHBR(R—ZA 51 V) Do #%E5268KEE T
DOHbAI OB LB E Uiz, Z DR HbA 1 ZB{LE (/N5 Fy
i+ FEHE IR ) 13 AR S BE-1.11%+0.06% A ¥ 2 ¥ 75 )L
FURE-0.68%+0.06%TH > 7. HbA | E{LB ORI X
-0.43%£0.08% (95%fEHXH : -0.59%.-0.26%) TH V)  BfH
ZDISUEHEXE D ERA0.4%KFETH S ED 5 KEHDA >~
A TINF KT BIEBEIR SN,
FREOEB(R—AFA V»526JA%. . B/ R FHE L EH
BE) I AR E5BET-1.67£0.17kg E WD Lz DI LA ¥ R
UV TSR VEET0.34+0.17kg L HEHN L 7=,
AEN G2 156/ 55 26 B TR MAERE 122141 (9.8%) I
BOOLNEZFOFH I 2 BREE L BMBEREZRD 65Nk
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Do B ARREBTIE RN ALY L 7 HIZ ARFIB AR H R
LTWn319,
BE5%26EMOBIERAFEBEE X ARS8 T58.6%(126/
15BN BROA VA Y TS NF U EETL5.6%(33/2126]) TdH -
Tz o B BIVEFI T ST ERALIERS (AFI#: 58£27.0%[58/21561]1 . 1
VAV YT I NF UEELA%(3/21261]) ROED (KA 58
11.2%[24/215601 4 > AV > 7S5 L F o BE1.9%[4/21261]) T
Hol.[11.1.18H]

17.1.2 7 I 7 cOENB LK ER
ARERIARPEVEE. A > RROEE TERE L - EELRE
BT RO MR FEEF (AL ALY LTHLES7FH A FHR
BEHF 7V D UREH) T I NS OO MR 4L 2MH
PR CHRA U RA+53 72 2BURE FRIR B 2 RIS AR AI2.0mg %
BIEXIENA Ty ¥ TREIOugZ 1 H2[EKE R %5 Ui BIE%
Eff SN/ t% 1 EID LIRS 2 # 5 S N7 R E 12678 (KA
BER 34061 N1 Ty YRR 3386) TH D FDH B
HARANDEIE1322.9% [ 15561 (RF# 58 - 78H. N1 T v ¥ [E
NERE CTTH) ] TH o 7o EEFHMIEE B SRR (RX—Z 5
AL V)D51%5268K L TOHDAIDELEE Liz. ZDREE.
HbA1Z{t & (BN sRPHME + A2 1L AAIR 58-1.43%
+0.07% N1 Tv ¥ K RiER-1.12%+£0.07% T3 > /2. HbAIc
ZALEBDOBERIZ13-0.31%+0.09% (95%E M X : -0.49%.
-0.14%) TH D EEEZE DIS%EEX B D _ERA0.4%KiHETH %
ZED S KERERDONA Ty ¥R TRERICNT 5 IEL AR
SNz,
BB ERAEEBREICI32608, 552 £ THREI 2R 5T Skt
B %3 E U 1366 (KA S8 : 740654 v ¥ R
B 6201) AT L7z,
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(BFACBIFBHDATCOER) (THHELRERE)
ZEHERIMEEOELR (R—X T 1 Vi 5260%. BN _FF1
il = AEHERRZE) 13 AR 58$-40.57 £ 2.36mg/dL. N1 Ty ¥ Z
THERE-23.90£2.45mg/dLTa» U B ERE ICREH AN ERED
RO S5 N7z (p<0.001) MAEDOELE (R—ZT A ¥ H 5268,
RN RTPIE S RERE) I AR S5 H-1.63+£0.16kg /N1
Iy ¥ ERER-2.4520.16kgTH O . KFIBEGHE & LN A
T ¥R TFEBECHEIEMICERICAE 2 5 7= (p<0.001).
AFN I GHE3406]H . 5 5.4 2638 B TRIMEIEIX AL A=Y L
TRl Z P L7259/264451(22.3%) « AV A =)L L 7 HlZ P L
B 5 724/7661(5.3%) ICEED 5N EEZFHOFEH T ELEE L
TARIMBERE (2328 5 M7z > 5 7220121,
BE®R26EMORBIERAFIFEE X AR S T42.6%(145/
340f1) BRONA T v & R NiERET45.6%(154/338fl) TH - 7z,
FE2EIERIZED (RFR58£9.1%[31/34061] N1 v R

ERF23.7%[80/338f11) \MEM: (AHI#G5HE7.1% [24/34061] N
A I v ¥ BRNERED.8% [33/338F11) I (FAIFRG86.2%[21/
340611 N A Ty & FE TR ERES.3%[18/338%1]) K OISR ALAE
& (RAIR5H£10.0% [34/340811 N1 T v & BT IERF0.6%[2/
338fl1) TH -7z,

HARNEERE 12 B 2 5452 O BIVEFFE BB & AR AR
B8 760.3%(47/784) T & - 7z F 72 BIEF 35T EB AR
34.6%(27/78%1) EID15.4% (12/7861) K OMEH:14.1%(11/78
B TH o7 [11.1.155]

18. ESHEIE

18.1 {ERR
AROEMRDTHHIFEFF NIMEEERSNERTF R
T. 14 (Heloderma Suspectum) RO T F X2 F 1 -4
(Exendin-4) @ C39E D 7 I J BEEFI 2 A L. Z ONKIHAS
B MGLP-1LEB% 252 & h 6 WRERTF FARERTH S
IRTFINRTFF —F-41C & B RIS 2R U SERAD
BT 5. 48813 COLFFF RE2ESREDLI-Z7F K -
7yay FHEE{R(50 : 50) (PLGA) D~ A 7 ok FHIC /a1
TAHIEIKED GARICIEOR ™ HRET. T¥tFF FE21H2
[\ #5593 28HF (N Ty ¥R TE) EEEEIRZRT LS
BET SN RERFITH 5,

18.2 GLP- 1287 I=X MEHA
I¥EFF Nidiin vitro REEICB W THEMEGLP-1 & EERIC
GLP-1ZARKICHEE U MNCAMPZ NS € 5GLP-17 2=
A MEWEZER L7222,

18.3 M#E_EFINHIER

18.3.1 M¥EFETER
BAAR A2 PRIR R 2 05 & L2 10 BB ORBRICHE W T.0.8%)
K O2.0mgDARK % 1B KER NG Ul 5 RakR (RX— 2
5S4 2) 5% 510EE L TOHbA I ZLE (FHfE + EikfF2)
Li\79‘7't’ﬂ”iﬁ'(“—o.éli‘0.3%\21§§'J0.8mgmﬁ¥’(“-1.0‘_"0.7%\2&%'1
2.0mgBT-1.5£0.7%TdH - /= . ZE R MBEEE L E (FHE £
fEHe ) 1k 75 & AR T-20.5£20.4mg/dL. A#I0.8mgH &
©-25.2%10.9mg/dL. AH2.0mgB ¢-50.8 +27.8mg/dLT
Hol. i  BEAWKROER . AR 2B OMEBOELE
(Pl £ EHERZE) X 7T R T-8.8£26.9mg/dL. AH|
0.8mg® B T-50.0£41.1mg/dL. A#2.0mght T-59.7 +
26.8mg/dLTH > 79,
WRBET N THSZDFZ v b (Zucker diabetic fatty (ZDF)
/Gmi™- (fa/fa)) &AW 7z e RS HRERICB TR
F1 A% O 22 fE R MBE(E X O'Hb A &2 W BB ICH LA RICEE
U AR OER Rk s 5 2 DR E 23,

H)RFORRENZHE - HBE. IFEFF FELT 2mg%#

WK1EE RS TH 5,

18.3.2 2')b O —R{&kTFEMAERETER
FERRERBE T I A (db/dbl UFob/ob) 2\ 7zin vivo &
BRICBWT. X F FI3IMEERE MEFAEZ R L MF 7L a— 2R
BEOERSHIE L BEHZOZLBICHBENRD 5hiz29,

18.3.3 2 —R L&A VAU V3 i{ER
Sy MEBMERWIn vitro 4 Y AV U IWEERERIC B W
T IFEFF RIEILVI—AVLNLTRERZREST BTV
T—RALURNLTRDONZA VA VR MEHRL 225, F 72,
BRBRETLT Y F&2HAWkin vivo REBRSRBICBWT.T
FtFF PIEHEEZRZIC LBRICH LKL MRERICHE
BB RERD ST A VAR VESHEEERICHE LK
BHIERE A VA VEZMEEDOE (A R VEZETHIE
U7-BEBHIfRE) 2 ERICHEM L /220 BICHRKRET LS v b
ZRWizin vivo RE#BEGHRBRICBWT. ¥+ F NIXBEE
FREHICH U NERCRTF R 2 ERICHE L7223, E#EIC.ZDF
v M EROVEAROBREESHEBICBW T BEITABRTL A
VA VEZHOREBEBRCMBFEHRCRTF ROEMSHERS N
7227),

18.3.4 Z'ILA T Vo iEI/ER
v hEHAWEIn vivo BllEES 5 > TREBICBLWT. T3S
F RIIBERIBEICH U 7V h T il 2 BRI L 7228),

18.3.5 BASYHHHIEEIER
Zv bxHWzin vivo BRABSMHIHEBICBLWT. 23+ F
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FISHEICIKRE U ENE PR EIE R %2 7R L7229,
18.4 {KERAMER
Zv bxBAWzin vivo REHBGHRBICBVWT. ¥+ F NiE
BEHEZME L ISERSHICH UEBRLAERD 2R L7220,
ZDFZ v b ZHWARF QBRI SHERICE VLTS ARIKEN
ICEEHE KT U %5108 TORERD SHER S22,
18.5 4 VAV ViEH4iaEER
Ty MIZFtF+F NERERS UBICER Lzin vivo IEH
mEEs > A 75y TRBRICBLWT.ZFEFF FlZ 7L
I— ZFEAEE /MR A VA VBB AR ERICH LA
R RS A R VIR ESEER 2R L7220 FME 2
FIZZDFS v b ZHW=ABOBEKRSHBICBWT &5 S
A% THHERI N2,

19. BRI ICET SEEFHAR

—RRHIRFN
I ¥t FF K(Exenatide) (JAN)

==
L-histidylglycyl-L-glutamylglycyl-L-threonyl-L-
phenylalanyl-L-threonyl-L-seryl-L-aspartyl-L-leucyl-L-
seryl-L-lysyl-L-glutaminyl-L-methionyl-L-glutamyl-L-
glutamyl-L-glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L-
phenylalanyl-L-isoleucyl-L-glutamyl-L-tryptophanyl-L-
leucyl-L-lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-
serylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl-L-serinamide

aFR
C184H282N50060S

SFE
4186.57

27N
BRIBZHEOHERTH B KRPIAFIVANKF Y RITET P
T AY ) —UTEFIIKL TR M= MY VRS =)L
(99.5)ICIFEA LBV,

{EFEER

H- qu Gly-Glu-Gly- Thr Phe-Thr-Ser-Asp-Leu-Ser-Lys-Gln-Met- Glu Glu-Glu-Ala-
10
Val- Arg Leu-Phe-Tle- Flu Trp Leu-Lys-Asn-Gly-Gly-Pro-Ser-Ser- ClV -Ala-Pro-Pro-
35
Pro- her NH:
39
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20.1 HAEZ BT 2~8COBHM TENRET ST &,

2022 BT EHTRET 255X .30CUTTEXL L TRE
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Eﬁé‘ U AT EHENE 2 RED L GETICERT S 2 Lo
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