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L ¥RI7 BB IO mEUOBE A/ OB R 1, BT T R AR TR R R E AR R
HH i T URON TR B A 0 B8 BT TR N T T 0420 A 5 ¥R 97 A R ) GLP=1 43
F s Hrh TR AN S BT I B O IR IO = VTR EE R

2. BURIER | 53, o ik s 2 B 2 BB R e IR U304 o

3. BUREESR 1532, Joh firik GLP-1 Bc i 0 78 B )4 Hh AL 5 29 0. 5mg 22 3mg [
GLP-1,

4. BURIEESR 151k, Sorp B T N (4 F-R B A £ 2 DPP-TV FiI51] o

5. BURIER 1 (9755, Hrp Brid v W N 10 Bl i 60 2 BRI o

6. BUREEK 5 (1777, Horh prik —WiWRGE A2 2, 5 —fi -3,6— — (4-X- &2 T &) URiE
s HAT 2 L s Hob X 2k B BE RIS L N I R B A S R R

7. BRIEESR 1 7Tk, H priA GLP-1 43 F & H KRR GLP-1. GLP-1 fRH =4, GLP-1
KA GLP-1 {744 K% GLP—1 284 GLP—1 B4 . E5 M7 SN A JIE  GLP—1 JIK R4 a5 4=
Y& ) GLP-1 R sk LA 5 .

8. BURIEESR 1 W71k, BTk i B Fs i g i R I A B RS R 0+

9. BURER 8 077k, AR T N TR AR A S 5 R RS PR EH T
GLP-1 4% F.

10. AURIEESR 8 1y J53%, Horh Frid i &5 22 3 F-VE 2 T WRON IR 8 w4 S ok it A

V1 AURIEESR 17530, Hodr i vl W N0 B A i 2 % B RS R4 ]

12. FFII7 B R/ s gl i3 sn) &, prid il & a s

a) FIERAEHLAE LB IS A R N TR RNZE T IF 5 R TR eI 2574, Frid+
B ECHIA S GLP-1 TR K 2,5- 20l -3,6- = (4-X- 25T 2 ) URIE I — HiWk R
BRLER P X %k B BEIIMESE L R R | T SRR R G B R W, A

b) FIHAEHIA I BB / DR I A [ ML iR 2 T IR RN

13, FHFAE A OB 1 2 2506 B 22 R0 v PR AR ] 5 0 AT 18 T 325, P 7 V2 A e ke
T ELYRTT [ AT S5 e B I TR e R N B S 5 RS BT IR TR T RN B 4
05 V89T A AR ) GLP-1 F1 — FiWR B s Hm) 265 1 s .

14, BURESR 12 {7732, L P X0 i S5 it FH P ml W N B U420 J 24 4 /NI g ()
Brrb, A KA PR T2 0. Tmmo1/L B2 3mmol /L.

15, BOMZESR 12 773, e R RV B T VR G B R RS R XA 2
PRORE PR v S it FH PR T IR N 4D o

16. BORIZESK 12 (1777, Horh i GLP-1 ECHIM7E B Hl4 AL & 2T 0. 02mg FZ 2mg
¥ GLP-1,

17, BOREESR 12 (97535, Jorb i ] W N TR B d420 38 6L 5 DPP—TV H 51 o

18. BURIEESR 12 (17535, Jorp i o] W N T4 FL d ) 5 — Wi R .

19. BORIEESK 19 (7715, Horb Pk —FiURIE A2 2,5— i -3,6- = (4-X-2 & T &) Ik
W B LRI 25 T 3L X R A BRI R A L DR RS A S R AL

20. BURNELR 12 177 75, Jorp BTl nr WO\ T8 i 0 40 75 5 g 5% 38 1 3k RV L o 17
GLP-1 4%

21. BURIEESR 19 17515, Horb Bk 5 i3 A8 45 S ml WO 1R B il 40 e s 5 2%
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22, BURIEESK 21 W 751, Horb I 1 15 25 2 s s KA 5 55

23. BURIELR 12 W51, Brid 77 A FE i A0 3 K 3% GLP=1 R4 M L 4 o

24. BURVEER 12 07515, Jorb B nl W N T8 e i A e 2 6 HE 2 3 6.

25. e 2 U8 R S ey e opE R & BT iR R e il 25 i 1k R 4
T ik il 2518 R AL

a) FEREHLBE L E N IE A RN TR AR T B aA IR TR LI 251, Brid T
Y BCHI AL & GLP-1 2 T RLHA K 2,5 2l -3,6- = (4-X- & T3 ) WRMER —HIWREE
s R o X 2k A BEFAMESL N MR | TR WL A AE B R WL, A

b) 4R A L B IE LA ML A BT IR 25 AT IR NS
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ks GLP-1 AR MM/ %

[0001] SAHXHUFEHAT

[0002]  ACHHEZE T 35U. S. C. § 119(e) ERK T 2007 4F 10 [ 24 H 44 1) 2 [ i I B i
No. 60/982, 368 ;2007 4F 11 H 5 HIEAZ 13 Il B H11 No. 60/985, 620 ;2008 4F 3 H 4 H
PEAZI 3 [ 1 1) B3 No. 61/033, 740 52008 45 H 9 H 242 136 H Iffn i Hii No. 61/052, 127
ISR o 148 FRAR A A — 1 IR B PR PN AR o 5 | FH R AR S

A Sl

[0003]  ASCATF T ST Sk /D8 R B B AR 1 (GLP-1) 7V 52 R ik Y e
SR R s2m (ot K& VT SR Fk ek ) (575 HARML, i 7 64 B Tk
i) II% ARG, 19 T8 I WO\ I L B A i A P, TR GLP—1 R e A I i EA

[0004] REITE &

[0005] TV 77 S50 PR35 1 B 5 | N IR TP I 25908 028 R 4 R R 211, JF AL AR 11
S8R BT RIER R P o RUEIXE R 4 O T AR S BN R], I BB sk TR T
Z PR R 25, (LR AT AE S Le Wi XA LIAH DG R K Bk . B AcHh, 16 3%0E
B ARG TT BARET A MR, W2 R R 55N EE 7S a2, 5,
P T8 I 25 R B, AT B A B R B DU AR A B L B AR AE AL
o

[0006] V&S IAE 250t X L A A e, FF ELI IR FC A0 I 24 Fo /3 e 50 o Wi i ok
FEEA R IR 5 2, AE L REAE LA ¥R 7 AR B AL s o [RIL, 75 25 BE2 405, g
i 3683 TR TRl S 1 R R PR 24 006 08 AR G o B ol L o

[0007] il VAT b H 167 0 16 2 4003 326 B R A B v 1 L T A o R R TR MR A A
BRAFN IR PE o IR SRR PE T DLELFR A PR P AR A L pH AR S M B M VR OCR L RE I I
() A BT FE AR P 2B (28 52 T o B0 A0 AE 1t FH R 40 S 2 5 ok BBk, 438 FH T 285 R A kLT
KT A< (entericcoating) , Tl s A< e 4% Tl s v ML 7E B B4R pHO R ) R IR
PR, A8 AEBR T pH N ANE B R G DL A 1R — BUR 270 IR, R ik 2 otk
pH (/N ZEPE pH T, BRA VDR E R i AR IB0E MR 70, B S P 3 P 70 e R e i 31
GAERT . CEH RS TERHE AN RS I L AT, R AR, FlE i — 2 7E ik
B B AR 2 BUERF R BAREA / SORIE . fE— L5500, AR =T i B E A 5, 8iE T
AR EIER .

[0008]  ZHSALLHE, 254703 PR TR B B2 T FAER K PN Bt AS 2 W0 R R RTE 1 o S 259 I
ik P9 e FH B 5 20 8 P A AR TS B B AR 2R 2 BT T CAZE B B AR AR . A S LS
M) (ARG 2 Fh 8 ORUIR ) (99 52 R AN, 78 258 16 467 RN 28 i i ik il Az A7 ) , 38
AFAES M FE RN A 2 2R s e (1) PR AR RN D35 o oA T FHE PR SR A e R ik oA e FH R 1%
P YR T A M A 4 52 B B B, 45 24 7 SRS W P LA R I A 2E 2R R g 8 TR
T PR ) S
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RIAAE

[0009]  ASCNTF T T Sk /D8 5 R B B AR K 1 (GLP=1) J7 ¥V 52 T R E ik e

FHAHSEHIAS K52 (40 G K O BRIk ek ) (8 57k B, BT 7 v 36 4d B 8

ZiNIRIE R G, 19 W L W N e B A I A, TR GLP—1 PRI e A B G I

[0010]  7E— AN 77 X rp, St 7 vA T AR 1w OB/ BORE PR I 7, BTk Ty A

FE 0T T AT 1 AR LR P il T TR N IR B I R 5 BB BT I AT RN (1) 4 e 4

B EVRTT A R GLP-1 4y 1 s Hodp BT id il FH AN 5 B80T 4 15 20« K e 0K 2 HE 9 1) )

EM .

[0011]  7E % —SEHE 77 AN, B 2 A 2 BB IR M L3l . 76 5 — 5Lt 7 U,

GLP-1 JC 4 75 B 14 A0 2 24 0. bmg FI2 3mg (1) GLP-1. 187 % — 52 77 . rp, AT K]

TR B IE AL & DPP-TV HHI5 .

[0012]  fE— A5l 77 X b, BRI T 78 S R OB (V) 2 700 5 25 2 8 P PR AT 28R AT 1

T3 12 BT IR T3 1B A8 N 7 B AT I P A e A R I P 1R T R N TR B A 1D R

JIT I AT W N R B )AL B iR R R Y GLP-1 A1 FiWR e B ] 25 T 6

[0013]  7F 55—l 77 X, TR N TRy B 5 WK o 75 5 — 3ty Kb, — ik

WESE 2,5— i -3,6- = (4-X- & TR WRIEECH T2 b Xk BBEHIEEE

PR | TG o BRI Sk B RS

[0014]  7E 5380 /5 X, GLP-1 22 7k B KA GLP-1.GLP-1 A ™4 . GLP-1 fiT £

K% GLP=1. GLP-1 BE140) BEMi /M A K (exendin) s H 2R L 41 4

[0015]  7E 55—t J7 2, BTk 7 v e G B BT A B R R T £

— S 77 A, AT TR EL ) A B S I B A AL RIBC IS GLP-1 42 o IEAE 5K

it 7 2 R 2R A AR R TN TR B 0 S o 7R ) — Sy b, R R R

BB K AE S

[0016]  {E53— 5t /5 XA, BT ad 77 V200 A 36 FH A9 & K% GLP—1 A I i 04 o

[0017] 7B 5 —sziili 7 s, Brad n] W N T8 B il i = 56 5 HE 2 1 ] o

[0018]  7F 55— St 77 3K v, 76X Bk i 25 it FH T ik mT W N JE 040 J5 20 4 /NI (g 1) BB,

o, F AT RE KPR AR T 40 0. Tmmol /L B2 3mmol /L. 785 — St 7 R, 788 b V&1

B B G EUE TEAEEOIRES TR XS 2 BB SR AR i T IR v N LI . TR 5 — STy

XA, BTk GLP-1 BLHILERC I A & A2 0. 02mg FZT 2mg ) GLP-1.

[0019]  7E—ANSijli 7y X b, 4248 T H a7 B IR R0/ B ey B R &, iR R &
& ca) AERAEHLAEECE IS AN TR T A A MR TTRE RI 2515, BTk

TR EHEY S GLP-1 7 FFEARK 2,6- = -3,6- = (4-X- & T &) UREM _HIUR

i E Ak I X 1k B BRI R TR | SR SR R AR S R WAL, R b) m] R E A AE

N ) AR IR [ HO R TR 2 T NS

[0020]  7E 55— sty XA, SR T AE 2 ABURE PR RS TR IR T R IOBE R0 L BT iR IR

F RS 25 ARG, TR A RS o) PTEEREHBE I E A E A RN T

WSS T IF BE ARk B B 2554, Brid TR B dl ) A & GLP-1 73 F A 5K 2,

5— Wi -3,6— = (4-X— 2 AT 2 ) WRME I M Wk e B L R s Hh X 1k B BRI L S ik

BE B ORBEEE A SH A IETE , R b) W45 A 150 B Ay o 5 24 [l P15 T 3k 24 147 () IR N e

5
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Ho

R 1 132 AR

[0021] 1 gz TAEWN G 22/ I TR) I 2 1, 5 1. Sme g ey UM ALK 1 (GLP-1) 7 &

[P AT RN FC ) A 2 ) 52 AR 3 S5 GLP—1 [P 3 I R

[0022] 2A Fi4 T AEW N S5 2 A I TR = 1, 25 1. Bmg GLP—1 57 1) AT W N 47 i il

PIRL B 52 T I 22 P 3 I R R FE

[0023] & 2B 44 T 5 H GLP-1 JZ2 Tt F AL BRI 528 & AR LL , TEWR N J5 22 AN B TR0 2147

FE 1. bmg GLP—1 FJ & I A] W A TR B il AL PR IK 52 3838 GLP—1 [ I 2R RS o

[0024] [ 2C Hfi%: 7 5 H 50 u g #EIK N GLP-1 57| &2 AL BRI 52 8 A B2 T GLP-1 7 & 4b

)2 1R A, TR G 2 AN TR 2, 2 1. 5mgGLP—1 F1) & [ ] W A8 Eo il 4 b

T ) S22 T I I B BRI

[0025] [l 3 #i%s T AEWR NG Z AN R 21, 2 1. 5mg GLP—1 )& (AT AT B il

WAL PR 2 C— IR F 38 e RE

[0026] & 4 #4277 N JG 2 A1) & 1, FH 2 0. 05mg. 0. 45mg.0. 75mg- 1. 05mg Al

1. 5mg GLP—1 Fi) 5 ) A R N F Fie il 47 Ah B 1) 52 4 75 Hh o] 260 B 1)~ 28 I VR g o

[0027] P 5 4% T HE 0. 05mg.0. 45mg.0. 75mg. 1. 05mg F1 1. 5bmg GLP-1 Ff & [ A AT

70 T Tl A Ak T R T ) R R e B B T o SR ST N i GLP—1 it P ) R B 2= 0 b

il =X ULl

[0028] P 6 Hiz T H & 0. 05mg.0. 45mg.0. 75mg+ 1. 05mg F1 1. bmg GLP—-1 57 & [ n] i AT

90 Tl A Ak B ) A R ) B i g v o Bl R R

[0029] THEZ: T 5 R (SC) i B AN AR —4 AH LG, T8 sk i RON 52 52 B A0 WA IR

(exendin) —4/FDKP ( #EHHZRWERE —HRWRIEE ) ¥y R B HEM: Zucker B PRI HERE (ZDF) KA

S XA) IR EE A TR IR T o S50 7 B SR il RN BT AL IR —4/FDKP By K Ja IR 2 250

T HARER ] SC ERMioM Ik —4 USRI . BdR g6l 8 39{E £SD,

[0030] ] 8 #4755 B N BRI AN A K —4 AB EL , T ik IR N2 52 25 S0 B B4R

JIK —4/FDKP 3K 8¢ GLP—1/FDKP #5 A [ ZDF K S A, 00587 26 0 v B AR X T 25 e I e Az

ZEE R T ALA S5, L P e A N X K SRR A% 7 GLP—1/FDKP I ARG K, 2 5 72
TrEEMT ALK —4/FDKP IR AN K FEZEI T, A IR TRACR IR N B2 i S WA IR -4/

FDKP ¥y RIS NS o PG BIRITEARK B2 S 2o b ik -4 i I N . = M4

GLP-1/FDKP ¥ K JG I N o 7 AR MR A B S N 2 . BIRARIEERAL TR

il 2mg GLP—1/FDKP J&5 FHE MK N Jiti 1] 2mg ERbbi 4N AR —4/FDKP #) K15 3 B 25

[0031] K 9AHIZL T 55 kN (IV) H R 2% (oxyntomodulin) AHEL, 8 o ik N2

% B UAIR Y 2R /FDKP Ky R e ME ZDF K B P 3 R B WA IR Y T R . T AR

BTV A BRI RSN E . B AIRARRI RN 5% B W IR T 2= /FDKP ) K

(0. 15mg HARYE W E ) Ja I E . FTEACKRITIRN 15 % B WA R v 2% /FDKP #5 K (0. 45mg

BT R ) FRNE. T =MABAARITIRA 30% AR 2 /FDKP ¥ K (0. 9mg H

WIRETT ) FHNE . BRdidhE £9D.

[0032] & 9B % Tl itk N #5252 30 % B WA IR 1T 25 /FDKP #5 R (0. 9mg 5 WARR 1 775

6
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%) (1) B2 TV RS R B W R % (Img BRI ) (2) ;8idE2a " (3)
(¥ ZDF KR Rt s AE .

[0033] [ 10A 5% T 5 2S00 BEAH LL, G ok Bl RN 352 T WA B 15 2% /FDKP M5 A ek
ZDF K EH ()13 I B AR 1 VT 2R B o B i o SO IR I N o R ER i
N B AR YR 15 25 /FDKP B oK (0. 15mg BRI ) JGINE . = MIACRR NS
WAER TR T 25 /FDKP #3 K (0. 45mg BRI E ) JGIINE . I = MIEACRIRN B W IR 1
T /FDKP 3K (0. 9mg BRI E ) AR . HAR B2 HI B +SD,

[0034] ] 10B $i%2 T 2k H SE56 %R, I BdEm tH T 528500 B (4) AL, @ il A
DIASEFIE RS2 30% B WAER VA 1T 2 /FDKP M3 AR HEYE ZDF KRR A B I & ie e, FridAs
A5 A5 0. 15mg B ARV 112 (1) ;0. 45mg BRI 2 (2) ;80 0. Img H WA RRA TR
(3) o FURWELHIABM £5D. BE %) TR HEEN.

[0035] P& 11 4542 T {EHE FH B —F 4 GLP—1 [R5 L 04 S5 AS R (4 B 1] 25 A S
PIES B 2 UM R e 58 TP SR I e 2 A

[0036] & 12 22 T 11 BI/NATZRE I 2 ROBE R 93 5 o8 20 1) 1~ 340 e 287 B 000, 2L Pp e 2
WEBER R IR AN FrE /SO G TS, AT 208 (4525) AR AT .

[0037] [ 13 Hfi%z 713 B FIRSEE AU, fE 15550, DUV & — Wi Wk e Bk — B WR iz 2R 11
B HIART ZDF K St FH 2 07 S A TR —4, Hrb 7 J s e 2R i 52 0 (TPGTT) Hhid ik 22 it
A& (AR (LIS) JSCR N (INS)) FEALAT IR B Ak —4. fE—20h, 1@ it ik
ANHY GLP-1 A& HEEmio Ik —4 AL BE K 5o

[0038]  [&] 14 Hfi%z T it Mtk N2 52 2 S0 B VI eE TV v S 52 B ) 8 1YY (3--36)
(PYY) 8ok i e 52 B iy PYY L T8 e Jii e AN 52 10 % PYY/FDKP #3 K (0. 3mg PYY) i ik
R NF%52 20 % PYY/FDKP #3K (0. 6mg PYY) kM ZDF K BUH I B i e . x4l
M5 R 255 30 8425 )a 1 /NN V4R 25 )5 2 /NI RNZR 25 )5 4 /Nl = i e 2508R
Wiz 4 £SD.

[0039]  [&] 15 #i% T /65 &t FH i 22 /1> B 170 Ak 5 8 Fk oA e FH 1) PYY AH B, 38 e i e N e FH
PYY/FDKP #3 R FIEPE ZDE K B A (4 1178 A5 B S

[0040] &1 16 2 1 S ik P Jite FH (4 PYY AH L, S8 ok itk A\ 32232 PYY /FDKP ¥} A Fé 814 ZDF
KR PYY (P34 R o 7 HeAR SR B ik oA it FH R PYY (0. 6mg) 2 JE IR . [ TEAR
TR IR PYY (Img) Z G N . T = ATEAREMIN 20 % PYY/FDKP ¥ & (0. 6mg
PYY) Z JGHIN . E=MIBAREON 10% PYY/FDKP ¥ K (0. 3mg PYY) 2 JGHIN% . &
] 220 ) = A TEARTR I RN SR S R S N . R0 £ SD.

[0041] W& 17 4% T 5 B Fns bk o e FH AR B, 28 ek Al s N it HH 5 L3 TR 5 2 L B oh
AR FE AR T B B PYY A R BHEC I AR XS 254 3 25 (relative drug exposure) Fll
FEXTAED RN, (relative bioeffect)

[0042] & 18 Hi%x T it A Z PR N1 GLP—1 R FEBC H04 1) i 25 A (1)°F 38 GLP-1 1 220K
[0043]  [&] 19 $54 T Jiti FH 22 RPN GLP—1 %S FE J5C il F) 3o ey I 232 ke 55 22 7K
[0044]  [&] 20 Hfi%z T EHEH 2 PR N[ GLP—1 FXS HEPC 0 1 83, 2R NI GLP-1
e A ) B A
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[0045] ARifEX

[0046]  7F IR A A B T, $2 A6 TR SO AT A IR R S AR 1R B AR ] R A B -
[0047]  VEMEF AEA ST RIS, “TE PR IR W 25 U A s TR PRI AT
LAWK T, AR & A ALE Y 2 KK B 5T 228 R LA bl , JIg D B A
NR. JIK 8T 1 FUR 22 )R 8 TR S R () 2 IR o IR A 2D T 30 N2 LR
L EREVUESEL. RATREISHZ T 30 MEILRRIEILR 2 B K. WAL O A A
AT T A ARTE “ 2 K7 1T LR 7R IR B B R SR 1 & 2 A IR AT T oAb 2
SRR, (R S 2D 10 MR WEPERITTE T RS A 0], 50 i 75 1
PN 2R 50w 6 7170 11 [ N I £ W N =38 | N 77 B =23 1 W S
o BEHARHL, v PEFR AT DU R RN PR 18 5 28 LR AR KB FRSE IR (PTH) |
AR K Z R UK s 4 L [ 00k 40 i £ 7% )38 ERL 7 (GM-CSF) Ry IR 22 AE Ik 1 (GLP-1) , 3 5e 7"
W4l (Texas Red) , B, FAAURR 2=, AUEA% E5 A PPACK (D- 2R A & B2 —L- BBt -L- AR
SURFSEEEA ), Puik I B BFREA R T NSRBIk & IPTIE F (ab) | F(ab), BUHBE
ifk (P PE S AL Z IKEE ) SRR BRI T7 802 Witk B SO B 40 i X1
FEGLF) RAEAN TR A MR PR . 7E— 21500 T, RTE “ 497 A “UEPER” nl B 3
.

[0048]  MdWRME A SCAE G« —WWRAE” o “DKP” ARG YA N B X 1 3 [ P 1 W PR A
HER A R EAE Y, PR E 1 f1 4 LRIRIET B, FE, A 0 BN, 3F H.5 5
B A E 3 F1 6 IINBE R, FI R, th 2 /b— M E R (R ) . M1 ey
A5, (H AR T Z EWR IR | Rk — W F1 — 40/ PR ] (diketodioxane) fHHUARZEIY).
[0049]

[oos50] 1

[0051] [ " R] T ili 2 Sl g 2 B al (R AORE A1 — T W Mg 30 308 3t Tt gk N AV 2 ) W i
KA B T 259 81K o —HaWR W] B SR 2 259 (R R0k , 254 mT A W B AR SL B IROR . 2
YDA — W WR P ) 4 A PTG i 25 DA e o X Se ik ] I 2 A A o A
R 5 3K BERTORE ] AR UL /)N 388 T W N R ZR G I R o X T A IR o S A, P SR
A A 2N, DL T8 NS IR BT BN T o i n] AR5 N BT 25 1 B2 (1) Ok
R . — HWRPE R nT LA B TAH S 2590 R i

[0052]  7E— ALty rh, iR 3,6- — (& Bt —4- 258 T 2 ) -2, 5- ZHiWRE
(‘% S —HYRPZE, FDKP) o FDKP WA 2 DA IR T A sl R T8 s ioks , BT il idokss v] DAAE B
P A B .

[0053] 75— SKhti 77 4, DKP & 3, 6— — (4- 2 2& T 2k ) -2, 5-WkME —fd (T (F4)
5 AIERIG IR ) BIRT D) Am B HEIART AL HE 3, 6- — (BEIAIBE —4- 258 T 55) -
3,6- = (EoRl—4-2a 08 T 2) -.3,6- = (R Bk 4-2 8 T H5)-.3,6- — (W =Bt -4-%=
FTH)-.3,6- = (LB —4-RFE T ) - 13,6~ = (ESRME -4-FFET ) -2,5- Uk

8
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W Wi, DKP FH T 25418 16 1 A 3 9 A4k L &n (=340 U. S. L Nos. 5, 352, 461,
5,503, 852.6, 071, 497 1 6, 331, 318, H i & 40 & B A D WRE — lFNUR BE — i £ 5 19 24
Vb IE T B S AN, I 5 I AT ) » DKP #h i H s R IA T 2005 42 )\ H 23 Hig
ACHIFL F AR P UL S. R HIE No. 11/210, 710 1, 56 TWR B — 0 5 5T 205 145 3 9 2538
L5 IEANATC . 8 DKP f50RL R I 254901632 /3 FFF UL S. &F No. 6, 428, 771, His ik 5] A
FEARIFENATSC o 1545 i DKP IO 5 P S50 WR B AH DG (9 FL A 20 = ] 2 [ 3[R R e 1 26 [ &)
HiE Nos. 11/532, 063 F1 11/532, 065 1, ATk ekl ik 5| H 34K FF A AL o

[0054]  ZGWiBIk R A “HMRILE R A7 Kom ] Tk —Rhal 2 Mg R &

Go

[0055]  FHy A SCALH “F 4" ¥R AR BTF T oI AR T 450 2 M sl S e i A (RS 4
WRAEY . HIFESERRULITBEAE KT T

[0056]  FLH] AR SCAE A “ 17 A Hi S T R4 T A 15 1 LR B 0k A R BT
LT ERNZ E RS R BT R RR O S — . E IR IR, SR — HE R T
Fon 5 HEAR AR S I N AR DX B, o M TV 9 S8 A S B A I i 5 B IR S B A il 4%
() s RGE T

[0057] PN ZRULIEIN < N 20 FR G 2 MR AR TS 22 A B LR S PR AL 25 15 A DA B AR v IR
HAEH T T SR B 5T B8, i (03T W vT 2 AR Zhie, Bl anfh 44 A KR
REHAThRERRET o 97030 22 B8 1993 0 FEAEAS B -8 PR « TR IR IR PERE o Y
I3 UAIBAR R IE A2 SR (P R (I A MEEE (R I8 (productive pituitary adenoma)) .
X555 FIAE N CFARIE D REIORAE ) IR AR EL = B R (1 B8 R 12 1k B 3 vty
kD LT A M AR B ) W RHE 5 i 3 R PRI R T (2 R0 PR3 R 5 2= b ) BB
MANST R g R (FEPE 2 451 AR (toxic multinodular goiter)) . N7 UANRAK
RIALRE AR 7] i T 40 R b i 2D R B A B8ORS R . HLEE ek R i 4y
Weit 2 BHAMHE 2R HE AL BORT AE W SO FE RN (hyperstimulation) T2, AT N 4r W
4L (endocrine disorder) HFEACE L.

[0058]  fH « A SCAH FH “MRfs” ] LA 7R AR A e T B 48 T 2 2 L e b i 7 2
WRPE o ARS8 5 Wl 7R Sy 1 ] 250 0 T ) 28 P PR i 4 R I R (AUC) o« AUC W] AL iy
AKIR £~ T, SAER TEIRTFRELN SR, A IER S A KA. —8iHa
MIE R AUC i 2k A i) AUC, 1 o — S o B e N TR 4B AR . TE 1K) AUC A7 ¥ AUC 38
A R, R E S E R G R VP . E R, HOE W DR BTN R AR IR
i 0 L A/ PR L B A T o L Y ML R B A R A A R A 70 AT 110mg/dL 2 [,
W T M/ 2D T 120mg/dL IR JG /N T 180mg/dLe RS AE AR ST ki A% 11 11 %1 25 9% 77 1
TR, 70 FLAh B8 AR TR T 20U Y T ILAAC )

[00591 5] 25 B VIS B 4 < AR SCASE FH i 46 W T ok ol 4. 2 A 0 W I v 2R s e . Lo
W I YE R AR MR AR (WFT R B AE 120mg/dL 245 ) BT TR A AR S B S . 1%
AR R R T Y65 M GIR F ] 25 Bl i

[0060] oy MILARE < AR SCASEFH () e IR ™ A ve 1 1E 5 2 F0) L 6] 250 AR B2, 38 R 126mg/dL
B o AE—HURIFSE D, iy IURE A AR e SRR I 280mg/dL (15. 6mM) 147 1fi 5] 25 B ¥R &
[0061] % ML K = A SCAE H AR AR R~ J2 AR T 1 10 7 25 8 10 9k 2, 38 % I T 63mg/
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dL (3. 5mM) o I PRAH AR IR € XA T 63mg/dL 85 S 28 451 5K g i AR Y 20 s 95 119
REIR CHA I D AR B PR R I AE I 2 i BE B S %) B M A& R R o ™ BRI
A S A e T i A R T T B e A AT B AR U A A

[0062] T AL PR ARSI AT A 1K) “ A J FRH I T H IR R4 sl Lo I TR PR IS 18] B
[0063] ks A SCAR A AT “ ok ” A5 ELARIE R O 0.5 31 100 BOK R0k, JCHRE B AR
ANT 10 ORI BRE 22 it St 5 24 o B A R RSV Lo b m] DL nid i DKP 12
(K] pH 524205 BT il 3 (14 i 28 PR R AT AN D S T KT P9 828 B R (erystalline plate)
I o ARSI T 3, AT DI T E A SRR L T4 R B AT AETORE 4 i A4 1 b
TORE R LU H DKP £ 20 BRI ER AR 52 Bl [ 1) (col lapsed) BRAE7e, i PE5 70 L T Hop s
Ab o LAY, SR SRR T DA i 55 5545k DKP 559 1500 1) 3L VBOR 3RAF o IX 0 1) DKP
AT DGE T o BTSRRI N 2 4 AR s ya P o AR TEIE S B S T HAh 2
IR o

[0064]  AEJHEAE o —Bpiiic , e rb il 2 1 5 AR PR s AR A2 ] AR R Wi R R o REPIE

A H BT BMT (R E RS ) VP, H R KT 30kg/m” ) BMI,
[0065]  APJEIZHZR A SCAdE A A1 R 2R 217 327 5 3% B B A8 AH 22 PR v 45 45 20 21 e R) S 4.

A1 (interstitial tissue).

[o066] T (periprandial) :ASCATH] “IEE N7 2 a8 AR BN ODZ AT A AT 4R
FZ Ja A AGE A R B o

[0067] I A SO FH“ B SE107 Z e N & B0 S I TR B . A SO FH I 8
Ja e RN B a0 5 3.4 BEE £ /N I B TR) B

[o068] 45 (potentiation) i, B — L8 2450 1 250 ) B T 4 iy 22 L T ge 3118
[FI7KF BB E T o AR AU, JEn] e 48 MRS BOE R . AR SO “ 17 JUL
T TR0 i IR IR I B2 U 7 KB I 110 Mk 15 3% 7 P40 i v o 2650 00 3 ok Tl 26 ) R 1)
o

[0069] E ¥ (prandial) ASCAFHI “ARH” 2 EEUT L,

[0070] &R (preprandial) ASCAEH “HERHTH” & FEHEN NG 1 B Z BTN R B o

[0071]  fifi& A (pulmonary inhalation) :ASCAH Ml N7 T 3718 ik W\ it FH 254
5], AEAF B AT BIIA M, T AR B e g iy DX () RS it 7 20 s b, W N SE ek V2R T
HE AR AR R St 77 A T R Rl g SN .

[0072]  EIAEH R98D AR SCAT AR TS “ 9827 ¥ B IR AT I, 37 28 2 i e ot 28 %
(R4 B AR N R B & B 1) — sl A RIE P B R, 8 — e AR ER I
HGE TS BIAE AN P R R 99 BB A A R B TR

[0073]  EIAEH < ASCAE FH BIARTE “BIVEH 7 248 g MGy 5 R I HE PR A AR 1K 25
Ro FE—AAEBRHIPE R, GLP-1 B L EIE AL REAE AN R T30  IX it K = H

[0074]  VRITHE A HRIARTE “1657 A 8E” WAEY), /et 2 NsdE N
I SRV T i A4 AR R e, 90 A ORI N YR TR B R WA K B RS OL R, B
JPIE 1) B 3 AT REANATAE ST M IR o ERLE, YR8 25 I A6 Wt 2 A2 DA SIBT 7 9 IR
KR

[0075]  REHVFIA
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[0076] s MBE Z=AEIR L (GLP-1) T il 2 Mt A &R I8 yT 5 2 BUBE IR AR
(R BE o W SCRR A BT 2 K, GLP—1 2 N8 13 £ g 07 Bk ZK AR5 W) A 8 180 BT £ i P
L— 40 R U LA 30 B8R 31 N FEBR I N 43 Wbk 32 o GLP—1 FH T U R & I 22 110 8% (1 /K A
PrElm A, HE R %5 S GLP-1 (7-36) WEi%. R IR ECE (1940 WALE i A 2 R0
PRI A4 0 B2 450, A3 45 M DA R Ay JT 3 5 9 0 SEL A A D 503 R W] BB 7 V2 1) T B I 3
[0077]  FEAESR IR R, GLP-1 Hilg L- 40 B2 DR NS 783 (JUIHERE ) sy
Weo GLP-1 X8 liE (GI) A 1E ], G 48 R £ 75 5 0 JR R Ji B = ORIk, Jige i e
(1) GLP—1 AE FH A2 781 2 0 A0 282 1, B sk 49050 it FH 38 22 B GLIP=1 335 5 (O AEK T 1y RIS Bz /) o
GLP-1 IS BER & R AE W& T IR, 3 HE BRI B - 4l K AFiE AL, X i
EFRAE SEEEE B - E. W4, GLP-1 ZARESH S S B - 41 RIE T
b 3 HE—P A TR A B - e

[0078]  F% SCRR -PHIE, 7 I8 b GLP—1 75 Bl , N 2 4 2 B M $2 v 5 R 40 Wi, JF
HBRAC R oy RS 22 75 b o X 2B 25 B AICR o Al Bl B2 o 8 Aot FH - (i =2 Y B
icv) 257 GLP-1 (M MG A Zh W) I SE 56 o GLP-1 PNl )4k N, $& 7 40 BRI GLP-1 B
53 N4 B HEAG IR, JF H T I s . 3X — R ] DU R PR GLP-1 IR BIIN & T
(subfornical) ¢ EMEJGIX (area postrema) T GLP—1 SZAKMI45 H . 40N (Y IX L8 [X b
W R B N AT . A BRI, BIEIKEOS IR (solitary tract) RN
(caudal nucleus) H5 GLP-1 [JHZE T, TN H AX R IE [ GLP-1 /B4 B R BHAMFIAITEA o
XAl LG B T AE A GLP—1 SZ RS BRI EEM 4N A ITE (9-39) BB FLI S, P A5 oW 5%
B R AEA  FENT, Z0tE I GLP-1 A vy e A, 3 HLAE 6 iy Ehidd 8 v
WS T, AR R 1) R BRI, SRR E R 2 R

[0079] XA 2 ZUBH PRI 1 BB AR A SR K Y S 45 T I, GLP-1 B R4 i 52
Sr AT AR RO 5 A AR IE Ak T 4b, 7R 5E AT AR B 3 DUIRZS WG TT 1K 838 AT
TR R IR 27 v R W5 Wb AT B S B2 VA RS P, GLP—1 iyl B s BRI A 2 0 Ao 2R
T WA AT B B AR SCHTIHS Y, GLP—1 BRIy B2 R 9 S O VE AR AL T 4 AR 45
Fo RUEIER T S8 SN GLP—1 1) 7 1L 2 7K P, L g B 35 23 Wb I Pk 52 4 Ab 28 T4 {E
L A 2 B B R R IE Ak o oA T IR 3 i ik P Tt P 08 5% 380 PR R b ) A 1T A 2 B
BT, S AT I R N o SR B2 T GLP—1 75 J Sk PR 2 o 1468 5 e 25 W vk B, O
H I HbALe 7K~Fo GLP-1 [ EL IR B2 T v 5 R R A 2 vE 5 AR PR AN AR 8 T AH OG . GLP-1
RSN I 2% T B Z IRFE KA -1V (DPP-TV) Ao ik A N- o B2 5. 7 F1 8, GLP-1 4%
DPP-TV I JE FEAR . P4 GLP-1(9-36) BEMAZ&dENG . DPP—4 LML WIRH, (£ B 1%
HEMERIKE Rg b 5SS, B O/ sk g bl

[0080]  GLP-1 il GLP-1 ZRAUMME N 5 2 BUBE R AH G s R VR RO Sk o 18
i 20 4F . fEIRIK b, GLP—1 FEA I 4 % 6 28 o i 25 0 m B2 R B )i N o LI 2 w2
B 2, R EE 5 ST B (e dh A S A2 i 68 0 BT — B s 245 70) e A 0 v P2 A0 22
R . RV BAT XA i, {E GLP—1 VR AN FR e 7 V2 R BRI Ry I 75 00 ok v 5 e FH
I H GLP-1 HAIEE R MIEH = 8 (B KRk (DPP) IV A s 2R3 ) 152
BH. BEISEA TR BT A ROR R GLP-1, T3 580 s GLP—1 &, 2R, J& T 3R STk
MY, 241 2 T fRE E GLP—1 Y Bkt 100pmol /L I, U280 1 0 252 38140, 456 At VT S
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Xt i EE /A RIERINA S

[0081] & T fi# ¥k GLP-1 A PR32 B #k ik, & & 8k H AT 1E 78 - & #5 FK84 GLP-1
K. PLFE R K GLP-1 228, B 5 liraglutide (NovoNordisk, Copenhagen,
Denmark) &k Ak Z2 1% (exenatide) ( T Wi b Ik —4 ;Byetta®) (Amylin Inc., San Diego,
CA) Ak AR -LAR (E1i Lilly, Indianapolis, IN)), ##FR1E “ Mo Bk fops A4 7, I H.
PEE RIS P BT o AR ZS AR 2 HUAEIY) 2 BOBE PR ITT 2o aX 28 7= 2 FH 1 B R it FH 1)
BCHI), 9 H O X LeFe 4 BB T AE AN AL A 4l 230/ B B i B B R
PFRME. B, 5 GLP-1 B2 50 % 2 SE1R [FIYR I Ak & —— K Ak 2 18 (Byetta®, Amylin
Pharmaceuticals) HEA E GLP-1 AR 0 o 2™ i A B b R 2590 & B R L v 11
THRIT 5 2 BUBEIR WA OC I A . VB KRR R R 22 I L GLP-1 B4, (H2 4R
TR EE T RWIRE R 2. WKARRET LA Z N REER B, R0 EE K
A FiAh, R — KBRS SR AR 0 W 14, (A A a3 St FH )
KA GLP-1 SR 25 A B 7 2 B AT 5 U 7 W IR R IR AR AN ] o 31X — 7 W] LA
A, AR AL 5 A

[0082]  JRAE H RS AR I B v 5t FH R K 38 GLP—1 ZEALMDT6 Y7 R PR R/ B i afi i 1)
B/ W D IR AT B2 B IR TR T, AHE TR 16 T A B S R I R AR AR A
P WAE AR A R, IR GLP-1 A AERE R 5 7 lh, H HATR BRI R . AH &, KA GLP-1
AU AT I 2 Sa B B I TR) B e ik 2 g . BRI, BRARKY GLP-1 J7 A v Re At Nk T
2, P AR AR N 2 e e PR AR 288 S s TR B b o 24 ) i A oA SR IR
JPVEPTRE, (R IRATT AT 0, T Mlirh DPP-T1V BI47AE, B LS AT FE R IT i o

[0083]  GEAC GLP-1 {33 1 — B AU E @ 42 i) J T % DPP-1V #i57), Al 2 DPP-1V
S ST GLP-1 ARB A, T2 7R DPP-IV [ #l 42 = I GLP-1 B3, — IRkl 1v
AN FE Novartis (Basel, Fi+ ) &K vildagliptin (Galvus®)$l] Merck (Whitehouse

Station, NJ) FF& ¥ Januvia® (sitagliptin) .

[0084] 5 fi FEANAAH S, B AT IR T BB & IR R 2 BOBE PR 1 BB S 1R 5 VAT K
GLP-1 &I DPP—TV FN I3, 1 7F ik 28 J5 B B (R I TR B rh R (L 2 2 e . DRI, T 6
H AT 1 75 VAN Rkt G0 3 sl i T (9 BV, 40 K & S B R I, 520 1 7 3 1 A 9
o PRIt BN 75 BT AT T IR 259003838 RGBT R IR 7125, IR 250338 3
GiAE AR A B 2 Br T Mo I 253030 ) 2 N, TR e e AN AR L RE o 4%
A B N8 75 EAT I ARR NPT 0 25 0808 R B KR A

[0085]  FEA SISt 77 X AT T H TR I 0 5325, Bl i B0 46 PN 23 Wb 929 141
WrBE PRI = OB IR FEIE . AR BH A VGR B DAER AR T 0K 259 B8 18 2 2 B R 36
(CHZH IR ) R E R K RGIR P ATIAR] Birar B T 2. Sl Feik
W B2 T BCHAR Y B Mg 40 BT B R P B 25 AR LG, 1o AR ] RCE 15 S0 S O
PEFIRIUEAY H brds B 2. 5 LI AH L] LSRAS AR A, BR A RISE A FH AR v A i
PRAL B AR ORI B I N, WS 75 PR 2 8 AR IR A

[0086]  fE— 5Kt Ty XA, 29 ik R AT LA S AR A R iR i PR — A, Pk
TG PR S A At it a4 (90 2 1 R N SR B2 MR Rt ) B I E 1 A1 J e o

12
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JU L 2R A () S 0 e A g e G At PR AT Lo (49 i | B BUR B SR B R AL BRAE AT E 1 ) B
PR ik I B R SR AN/ BRPR AR . ARSI TT S, BTk 7 v ] A B S M T IR
PRSI IR, P ads a7 ) 3% P e ek 1§ B2 T s ik o it FH e A Bl R fdt . s HR T ANER
S T, GLP—1 [ B2 3 S AR AE 1M Hh 2 B0A UK 1) GLP-1. 3X 5] DUIE X 2t FH 7 A 2%
BIERIIK (ElaniE s 3R ) ANFE .

[0087]  FEFELLS 7 A, VAT R BOWIE I VAR N IR D IR B TR A S
BN FERE TS T T L R . FEIX — ST b, BRI ] S Pk 2 Rl R 4 A T R
25/ BORNE G, FLAT DUATE Ay 3k G i 1 S0 il &7 JR R I e ik 2EL 2R PR B A R AL S 4
Kt o AE— A5 T7 A, B Z HTIRE .

[0088] AL IR J7 i T LAk FH Tk ir 2 8 B s M), 6 A2 (biologicals) o
TEHARIR) S 77 3, BTk 7 R A R va 7 2 0 R (RS R SR ) Pl s gt
BINKAEEA 5L R G . AE— STy X, — Rl 2 P o A S AN R T4 B A
Y, SR e AR B, 9] D B v BB AR 1 (GLP-1) \EE A Ji. lipokines /Ny T 2550 1%
PR S S 5 0 3 A ) P ol el B 2 — IR MR PS4 A6 00, A0 P 24 i R TR W N 4 2 ot At
NAEIE RIS IR A B IR T o A8 — S5 AP, B 77 V2 A 455 1R X0 187 2 L 2 RV i
(1) Jra 388 1 78 B4 ] AL 2R A () B RBURS IR IR o AR R IR 7 42 SR VO i 1) 3 o g 2 5 4 R 4
2 HRIK B / B Bl . 5 D) — SEii Ty X, 64 B R i & O T A A A8 i
HWAR 2.

[0089]  FERFAXNE R SL i 77 b, 293 ik R Gt m] DU FH T8 il RARAFAE I A B A
SRR B FH T Y6 7 93 0E B0 IR T T IR B a1 0, RS RS PR T IR I 2 L IH R Wi 4
% (cholecystokinin, CCK) . B (secretin) . H WA (gastrin) i & M L B 3
Z. AEKIE (somatostatin) AL (brain natriuretic peptide, BNP) .0 5 F)4H
fik (atrial natriuretic peptide, ANP) . FUIRSEHRIS 2% (parathyroid hormone) . FUIR 5%
BRI A Sk (PTHP) | TGF-1 AR IUAl 1+ (GHRF) KL 40 i — [ 40 i A2 v sl i A
F (GM=CSF) \ 5T -1L-8 FipfA. IL-8 557 (HL4E ABX-1L-8) ;¥R B —4 §ifk (1TB4)
ZARFE DU HERR R BUK (nociceptin) (AR Z (nocistatin)  ANMEK FQ2. P4 2
CGRP I B IKZ . P W M2 UK AV 2 Ik MR Ik YL 6 — BERR — 5 S Ik AT 21 I 2=
(prostaglandings) (44 PG12) . LTB SZ{ABH AR ( f4% LY29311. BIIL 284, CP105696) ;
MAEIEHE K (vasoactive intestinal peptide) ;3K (triptans) ( W14 E4H ) Fi
lipokines ( 1 C16: In7) EHHMIRES (palmitoleate) o AL Ty — Sl /7 i, 5 MR 2
INTF L)

[0090]  7E—ANSEjiti 77 X, VAT TR R AT FAR) T IR B A vE o7 RE PR s R/
BN IIE , BT IR BCH A B0 7 B sl AR e 5 BRCS — Fhes 22 Pii 1H FR) A6 T R v TR 3R AT
1(GLP-1) . Bt BRI 2% (OXN) BRJIK YY (3-36) (PYY) .

[0091]  FE— 7R yE P ) SE Tt 75 X, T a7 N REAE Bl PR s A/ Bl B 16 7 v A 46
X EER T I AR T AL B GLP-1 Iy A& W BB 47, v ads -4 416 40 s e w42 i
JERMR B — 20 ML PRI 73w PN IR TR B AN 5 | R AECER R R ) G oK v R AR e, 7R
— AN T A VAR B 77 R DUAE B 5RE  EC RIA  EAYETE AAZY 0. 02 2112 3mg [
Fill N T A REEAE 2 AUk PR A/ Blmr i e 1 S (CREE S ) o« T BLRTHIRYT
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e IR B PRI AN/ BOIE FRIE 1) 7 3%, A4S J8 A RE NS AR AR I I B BRI 2 32 22 /b — 3
GLP=1 PP o AEIX— 5l /7 3, I AR 2B 1 7 sRIEEFE GLP-1 {5 . fE— Sl
Ji b, ARG SR 2 FRORE R (1) FR A I, GLP—1 (¥ jte FH AT 4975 481 i K F 3mg 19 GLP-1 5]

=N
Ho

[0092]  {EAS K B )it 77 A Hp, GLP-1 Be il i o\ (o) G g fifi it FH ) i o 73X —
SRt 7 A il e A AT DL R RN TR B R AR A GLP-1 SR 5E M. TR B
JERRE LAY, IF Bonl VRS R IR GORL, BT IR RO IS W N I HLAE i o B s s gt I
GLP—1 PRI % S G . T 1 i FH 1 3 0k R < ] L2 AR/ T 10 wom, fRiE /N T
Sum. RENEIEBITVE AR M RN RS2 HATEHE L 0. 50 m B4 5. 8 um. IXAERIR
SRR R A B 1 E AR, (R MR N T SERR A B AR X Rk BE 1A T
B4, JF BT LB b 5 i g 40 B A 2R 32 #ei . #EIX — S 7 s, 2940 m] DL DL
77 A IR 2 B NKAGI, I HLEE Gy M o0 70 A4 P 18 21 B AR B0V E R A7 22 A # il sl LAt L
IR . AE— 25 R, A8 GLP—1 1 FDKP (19 B TR (T4 24 ml A4 Aok
Horp W2y 35% B2 75 % IR A /N T 5. 8 wm A Bh 1w HAR.

[0093]  7E—AN St g 2N, BT g VAR FH 0 4 BC A0 B TR IR R, I R R AL
GLP-1 7y 7 MWK R B L v 25 3k o 783X — St 7 ORI Ah St 7 =, AR B8
HAEWHSE B LU —FhEZ Pl GLP-1 43 ¥ KA GLP-1. GLP-1 A ™4 K% GLP-1,
GLP-1 fiTA4) \GLP—1 Bl ) Bl /M s IR s H SRR o GLP-1 SR B FE(H AR T~ GLP-1 i
EEA, HI S GLP-1 ERENAEA.

[0094]  FE— A7yt Pt 1R St 7 2 s i O 2 B e R At IR GLP-1 SR¥R 7 &1l
BEFL /Bl PRI AIC A o BTk J7 V2 B0 450 e B3 7 ) A8 8 Tt A A R ) B & GLP-1
R0 B T A0 BT T W N ZH 5 ) s T 42, Bk ] W N ZH 5 P sl e 0 sl e i B — 4w b
T A YR By B AN S AR E R REIE R, AR E T R R o 7E— NS 7 5
b YR T R I 5 AT LAAE TR B A LUYE 2T 0. 01mg 314 3mg B LY 0. 2mg $1 2
2mg GLP-1 57 & T 2 ROBERpA / sl s f 3 (B ) « fE—A
St 7 b, BRI I R BRI E B GLP-1 A LLEAR A AT (BRT ) JEEER) (&
) M/ B R4 15,30 B 45 708 (&5 ) Wi 78— sy X, 7] DLUR AR AR
R BRI SR E ) GLP-1, FF R e e i o — . 78— A BARI sty L, wT
LB AR IR a2 0. 5mg R4 1. 5mg 1) GLP-1, 2 JG - J5 2 30 43 8hiti i 0. 5mg F14
1. 5mg. FEIX— Ll 77 X, BT DL GLP-1 SRR an — FIWRRE (55 3O 2527 0
IRIEFH] ) EHIE—. 7F— Sy b, GLP—1 EC 4 i i it FH fe i 424t K T 100pmol/
L 1) GLP=1 MR B i AT B335 S A REE A B BIER , 9 WK=& v SO fIiK i
[0095] 75— 77 A, A T H iR T B 2 BORE IR AT s ) AR R (CREE)
() 7325, BT Ik 7 VA0 6 ok 63 I T T RN FF) GLP—1 B4, Bk Wl W N ) GLP—1 B )4 7
FDKP fsikiH A ZY 0. 5mg B2 3mg FIIR AL & GLP-1, e fELR 25529 20 438h Py, /3 i
P )8 22 0 7 ST A BRARS 22 24 85 BI) 70mg/dLL A2 B L 25 48 24 Bk, T ANAE R 3 b 5 %
DR, fE— AN 7 3 A, 76 FDKP Aok (49 e #0420 H LK T 0. Smg 13 & it it
GLP-1 fif 2 %f B HEAS R4l o

[0096]  7E—ANSEjiti 7y 2 A, GLP—1 ] DIAE 4L -A- 4 A B3 P 1 23 sp it H , a8 5 IRk
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JikWE (DPP-TV) FNHIFE a1 sitagliptin BX vildagliptin 85 —Fhak 2 Bh L Ad 75 57—
A . DPP-IV J2—Fh 2 i R RIS 1) 22 A IR 5 I il , H B on 2 B8 5 (postproline) BYA
AR o KRS 1, AT 8 ok A X— M 20 s X— TR U 0 179 N ity DX S U0 7 A AR ) 2 TS 1
Jik, Horb X BRI MR . BRI2A GLP—1 1 GIP ( R & M AR (e s I ik ) 78 2 6 1 Bfy
A BRTRIL, BT LS AT DPP-1IV [RIJE4. DPP—TV 502 O FH (1 254 , e ik s i %
IR 2235 1 R T Pt A IR 3, AT 5 350 AR T I 52 38 GLP-1 1 GIP /KP4
JE P

[0097]  {EixX— Sl 77 X, 5 BN W] LA A DPP-1V HPHF04F GLP—1 [k iy Ve ik — 2D 42
Kea s . B TV8 7 mrUoBE R/ SO0 F 93 1) GLP—1 1 DPP—TV # RIS 7 VI 204 Ao PRAR ]
DIFE B 5T B — 4 M A0 1 i B 25 25 P 5 B v M GLP—1 i3 7 5 — Sty X,
GLP—1 RJ 1 1 55 4% ik LA A oAt 43 7 (A — UK ) 204 . 7E—S2iiti &, DPP-1V
PRI B AN 77 CELHE BRI ) AT CAZESLRIBC I h 5 GLP-1 — & 7E T8y Bl il h s
SR N e 5 B T M R G 1 B R B R HHoE T RN R B S R R
HilH) ] 5 GLP—1 jili F [F] I BRAE GLP-1 Jti FH - Widk it o 75— szl g sy, ] DL it HeAth
A (CALHS ) JiE A DPP—TV i) sl Ath 7+, B0 4E = S, 75—~ skt 77 L,
A LU R G RE 2, LAVEHE S 1mg &Y 100mg 15 &, X &35 it FH DPP-1V #I57. 5
GLP—1 7] jte FH s [ e sl ik m ] DAASE A S /N DPP-TV 3R 1S . FEiZSeitE 7 P, 5 H RriIF
RURH EE I, 26 FRAR 50 G R ] LA GLP-1 7R IIR

[0098]  FEASSCHTIAR ISt 77 2N, T RATESE I (I [R) e i sl s 0o i ) A GLP-1.
TEAZ S 77 2, GLP—1 8 m 4k PRI 28 J I 1A) B, BRI AN [k H 7 iR R R A
PEFL [F]Jit FH DPP—TV i) 5] i STt 77 =X Ay, W] AR U468 I it A GLP—1 22 Rif 0 28 3% 25 7 DPP-1V
FPHIF o 2t FH 9 DPP—TV 570 iy FH &9 [ 7] LLAZY 0. 10mg 22 100mg, Bk T Ik £ 1
i@ AT e AEHARS 7 b, W] DAAE T AR 3R 48 5 e FH — ) B30 22 3501 GLP-1, SRARE Bl
N FEAEREAT TR 5 £ s s O Bt FH (03R4, ] DAZE ARG £ )5 15 31 120 4380 (il
30.45.60 % 90 7380 ) EH—FIskZ .

[0099]  {E—A~5jt 775X b, W CATE F 3R 07 JRIRERE I 7 v b R FH I IR 25438 25 R 4, M\
MAESNY (BIAEFLahY ) s HIsk AR Wi Fe . 70X —SEiti7 U, T Ehyr e M
% B RRIRE P FB 3 48 FE 9 97 R R ] WO\ 2 & W s C 040 5 T ik ] WR N 2 4 B e )
A4 GLP—1 ER I AN ARG B WA R 17 25 Ik YY (3-36) Bk H4H & sk Hok ), G HRASH
AR O B BRI o 75X — St 7 2, B 7 v 8 H AR 2 B S )W A, S
F BN, ARSI &6k, f / sk hilkE.

[0100]  fE— 5Lt 75 AP, W N IR ) AL TN IR TR EC I, BTR TR B A
R E MRS 5 MR B MR R ) B, IR EURAE LS 2, 5- i -3,6- = (4-X- &
BT ) URME s H X 6 B BRIAWEEE R WL | R BRI B R I . AR S Ty X
o, TIRON R ECHI AT S B B SCITIR A B ) SR I RS M R B T TR
TR E— NS0 7 2, v M R 20 1 P T DA pR AR A MR AN G e, SR S AR B
(RBgok AR S A 1) 75 B8 2 P 1 T I a3 o 0, S B AR TR VT 20 5 B
ORI AT AL M 1% (w/w) BIZ) T5% (w/w) B TERR AT o fERELE St 75 =X, T RN IR B o)
YIS NZ 10% (w/w) B2Y 30% (w/w) IS4, 35 H A m] A5 mT 25 H 207 s %
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3], A8 0 2 TV PR, 9 2 L AL 80, EIX — Sty A, AT LA —R— IR BN Z— R PU Rk
R R T BN AR B AR TR T B, I 4 TP R VS T 2T 0. 05mg H. 224 Bmg.
PEH AR SE 77 A, Bt 25 52 13 R B a ] LLAZY 0. Img 312 3. Omg 1 15 WARE 1
WER e AR SEHE T A, AR BBCHIA AT AR BCHI AL S AZY 50pmol F 2 700pmol ]
B AR 2

[0101]  FEASTHT A TR H AT T PYY A A P e o 10 st 7 =X b, ] DA 3EE FH T il a6
(TR EC 4, AL 3 455 A2 0. 10mg B4 3. Omg ) PYY o 75 2655 b, e 4 vl
FET0y, T T8y CLEC #0420 b 2 1% B2 75% (w/w) 36 B B B4 PYY . 76 BLAK )
S5 Ao, B PYY BT LA 5% . 10% . 15% 8 20% (w/w) , 3F &AL & —Hi IRk
o fE— sty A, DLAE AL —WWRRE 4 4n FDKP sl &h (B danEh ) mEdHy - e
Kt PYY, 7EFELesyti 7y =, Bl DACL Rl B0 52 183 it FH PYY, BT ads 5 B A4S 453 it J5
1) PYY Ifl 23 B2 5 NZT 4pmol/L 2125 100pmol/L B ZY 10pmol /L £Z) 50pmol /L. E5—
St 77 A, AT LACABCHI ) K LA ZS 0. 01mg 312 30mg B2 5mg F|2 25mg §is [H P [
PYY (IR & i PYY, AL i1 Savage 25 Gut 1987Feb ;28 (2) :166-70 H ik jiti A HoAh
FHE PYY TR A TR 51 HIE AL, PYY FI / R ak B I Ba A =/ / s
(I EC I TT DL AT R P R B ST i T 25 32 W, B IR T it R e T R 1
Az F2E AR

[0102]  7E—A~S i 7 0, w] DUASE A R IR N3, 8 o W N DL 4 1 X% B 3 e
FH AL T B T BC 040 » B K W N 2481 2t kg 49 2 35 [ &) No. 7, 305, 986 FHIE [H &
) F11 F2 41 No. 10/655, 153 (US  2004/0182387) H1/a FF IR A%, IR A FF W A B L 5| H
HENARIC o AT DR 48 75 2, 0 G B 2 1) it R R L Tt B 5 A s o ) 4 T T A )
TN A28 77 A, B Al LA — PR =ikl ik .

[0103]  JEAE > SEit 7 b, Va7 SRR/ BORE R %) 7 AL Tt A A T IR i
WRIR )P NTF- R 54, Pk — Bk A K 2, 5- Z 0 -3, 6—- — (4-X-2 & T %) URPZ,
HorP X 2k A BEIAEEIE R B Dok BRI SR B . X SE i b, TR LAY
AL ZEWRRE o AR AR B O — St U7 2, R AL T S BN B T 2 FH G SR
RN 2L 59, Horh ZHiWREE A& 2,5 —fl] -3,6— — —(4- PRI - &I T ) Uk
i,

[0104]  fEIEeszy 7 A, y6 7 7 A T AR S GLP-1 [ TR A8 i 4 , Hop
BTk GLP=1 73 7 RAR GLP-1 73 T Bk NZ AL GLP-1 437, HoAh Tk BR Ak 119 GLP-1 73 1
& GLP-1(7-36) Bifiz, s & o 75—t 77 2, GLP-1 A] LU ] iRk AR 2 25 () SR A
[0105]  7E— St 77 A, DL a0 2 i B 0] 26 2t T W N GLP-1 L 4, A fid
HIYI I GLP-1 [’ & 8 AZ 0. 01mg £|2Y 3mg, B L) 0. 02mg F2) 2. bmg, B 0. 2mg 2|
2y 2mgo AE— L7 A, AT LAZE T A 2 BURE R 1) AR K T 3mg (1) GLP-1 Fl| & . 7EIX
— S 77 AP, GLP—1 A BL 5 ] W N PR SR £87) n — Wk R — S P vl , 25 AN 2 24 FH 280 A
WATEF] o A5 SEHt 77 2, GLP-1 Be 42 i i it FH ge g 4241 K T 100pmol/L 1) GLP-1 IfiL
FWSE , AR B R ARBE R RNEH, 94 K& T S A i

[o106]  7E5 skt /7 i, GLP-1 W] LA S iy = — i E W A &9k F BB E e
T, T mf BE A / sk PR, 490 4n 2 BBk PG o 7RI — St 7 20, GLP—1 Al iy 2= m]
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DA AL [RIC 0 4 R EL 4, B0 70 e AT 145 E IRTBC 4 hosh S b it FH 25 8% o 2 H 7 GLP-1
R B 2% () e FH Py — > St 7 =, 7R A Rl 23 T A () A, 90 G T DAAE A E By
TR ) — W W M R GLP—1 i i 22 i) B TR Ry EC il o B0, GLP-1 R
Fn] DL ) S R AR I T IRON I ELAL S ZRRWR R IOR o E— AN S 7 5, ]
AFE i FH AR GLP—1 N 5 Z2 Bl i) A A B Bk AR R G — AT E U045 2. 78
X — St 77 A, JE R 2T DU AR TR R K i i 2, I BT DA b A

[0107]  {EAH FH GLP—1 1 i 2 (1AL R ¥R 97 2 BO8E IR 16— > s 7 =0, mT DA 8
A AN TS R T R NECHIY (9 i E% /FDKP) (R B Bk S S A GLP-1 1)
AR NFCHI o AEIX—SEHE 77 S, 78 2 OB PRI GLP—1 e 8% o) 0 A0 3 ok i 1) g 2 32 4
Wh, IXFIELAREE B — 40 e ThRe (WA fEdl B - 4R ) REIR P KR, A ] LAY
FH A8 vt FH i B 25V A R I 22 AR, S B B PR X R I LB L . TR BT VA
Sl 7y S, AT DA SE e A e e S SR ) o AEIX S T b, AT
AL PR R A T e e OB IEF RS T R MRS = fE— Aty b, A7 iEm 4
N A R REAE RN / B8 2 BORE R KRR 2, i AR SR AARE PR /0 1 10 A2 3F HLAE IR A
AR BAR 73 WA 7 T AR B R el e 7E— sty b, #2652 GLP-1 R B 22 41 67
RE BRI IE 2 B - A Th R K T IEFAZRAE B - 41 fuLhBeZ) 25%, Fil / BUIR &
EHiMED T2 8%, F / BiEet BA IEF I EHE . 75— 5Lt 7 N, nTIR ) GLP-1 Al
T 32 2% 4 A 1 T 8 5 2 K B X 9 BB 49 %% glulisine (APIDRA®) Ji
%% lispro(HUMALOG®) & % % aspart (NOVOLOG®), a8k K25t 5 24 bl 5 %
detemir (LEVEMIR®)ak i % glargine (LANTUS®), 1T LUE i A 7455 FDKP ()
Ky AR ok At A IR ARk A

[0108]  7E 55—l 77 A, I FYRYT 2 BB IR I 2067 V2 B 0 75 B2 a7 I FR 5 I
FH A 0 1 A 5 i % 23 AR I R gk (19 o] W N IR Iy 2 I 04 » v B g 5 25 mT DU R AR 1
i % 25 TR T ZH M I 2R UK, L o 5 it FH A 28R B 22 2R AU, P A 5 2 280
AT DUE A A W PR 1 4 R RN SR BRI, B TR 5 — e A ) il ok R
SRR . PRy e v AR X A A AR DPP IV IR P IR . 7B — A st 7y 5%
TR 32 T LR T B T B AR A 5 A K GLP-1 BRI A A AL B IR
BRI ) 250 1R Z WAWR R S I, FrR S I R CLER R / B S . TR YT
PR (U 2 B0 PRI ) 161 GLP— L7y m] LI A I, Rk DAAE TR AT MR N G 04 1
T AU GLP-1 Bl g 5y 3R BRI 5 =7 iR AL A i GLP—1 Re % FRAIRAR i B 1 KUK

[0109]  7F 55— St 7y 2, T8 AL GLP—1 1 — M Wk Mg ic il 420 mT LA 5 K &% GLP—1 (43 Qg i
SNIARK ) LA R, B IR T R IR, ST IE R N o B — Sty R, W] DAAE
B RO R 0 2 BOHE PR R PR AR A A AR AL A GLP-1 R RT IRON R A2 A
T SR I 25 i, (] o 32 8 b B I 461 G 70 AAHE AR I EL AR &4 45 4B i, it FH — ) 2o
WANK =40 ATWR NI GLP—1 Ff it FH Be % a8t OR3se B — 40 I D Be R TSI 5 5 e, T i &/
JIk =4 AT AR H PR IR B B2 10 /N bt A, i i FH PTG /K S 1) GLP-1, IX REAS AE i
L P IR 22 R G IE S AR B AE . AL GLP-1 R GLP-1 3 ¥ m] DLl ]
W N FRTBC I (0 T 2 o BR3, Koak GLP—-1 A DA o H A i FH 7 v (3819 8 iz
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Wk B T ) SR . 28— A3 7 2, ORI K GLP-1 L& B B v S8
FAP Tt FH A GLP—1 A BG4 o 1R R B 22 2 1 » SR P IR v TR 25 10 ol R0 B ) S s
1R o il I GLP=1 B A B AR Bt FH B AR AR A o 84, XS Jil ek 1M 55, mT A6 R4 A
2 AT ERAE T (T FH 25 B 10 GLP-1 [IIE ), BABREVE F A 0. Img B2 Img
Fit)351) 2 Il FH A % GLP-1

[o110]  ZE— st 77 2, A5 vE N N H T IEEE VAT o v] UK 5 B R 97 1 R 3 e
TBIT A BRI TN ) GLP=1 B, SLrp nrWON (9 F-#5 GLP-1 il 46 & i b SCHT iR i
GLP-1 I —HdWREE . 7EIX— St 5 =X, PTWN R GLP—1 e 4 m] DL ph it i, i 55—
RZ PN UL EA /) SPUIE R TE M RI AL A e, A7 IEREE . RS 1R P 43 WAk
FM /BRI AR AE AN R Tk YY L B AR T R B REZ IR (amylin) | JBETE
K iE 2 BRSA ) g 2= AR TR IE (pramlintide acetate) 585 76— SEHti 7 X, $i
B PREE 25 570 7T DLAE 6 5] B 4 b DL T WRON 204 0 2 e FH 85 GLP-1 414 7E—
e, 5 DU R4y B TN TR LA N 50, 46 GLP-1 5—Fpak £
FRHTIEEIE 2557 sk BE A5 5 | D M s R (1 416 A, mT DA RLT R Bl sl 7 =5 GLP—1 L 04,
F HAT L A 5t A i AR it DU RERE 25 30) . AEIX — 5t 7 Xy, T LU DPP-1V
Aok 1 58 B B g R N B ARG ER 1) GLP—1 33 . A8 5 — Szt 5y oAb, o] LS A8 — i
Wk MR (14 fig i SR L 0420 2045 B 455 DPP—TV Pk AEIX —SE i 7 sCH, 1T LUKs DPP-TV i 5]
c i 2F — A W R O, B AT DAL T At A i A (g g i B v 6 B it
) By H ARSI A -

01111 FE— AN 7y b, S48 T F T 67 B R R0/ By 1B )R &, BT iR iR
A T RN B 245 AT R N 2B, T IR 24 faT A0 5 GLP—1 L il 40, T IR W N 25 6 A P A
P Bl 7 (B A BTl 2518 o AEIX— Sy Kb, P iR e m] A& DPP-1V 5], frik
DPP=TV #5715 GLP—1 L [RIEC i, sl 42 7 b S A W N 8 1 FH 1 S i o) 4
[T o FEIX — St 7 AR, ik il A SR AR, TR N B ] DU A7 1
et

[0112]  fE—A~siti 7y b, A H Ziisi% RGN0 A L A7 1R DAY A TR 97 AR 3R L Bk
ERAE o XX — St 77 2, 24949 366 16 I A2 T B A IR R R PR B A » TR
T PR R LA B R B 5 — A B 2 A E PR (91 DPP-TV F 50 FIEE Mt MK ) 1A 7Y
GLP-1 1 / 8K A% GLP-1, H HAR VAT RO ZR A1k . fEaxX — sty A, B4 T2
J7 T T RER DL H R 5 F DU I 23R 1 2 /D — i M7 T DIOd i i N e P o

[0113] 7B 5 — 52t J7 sUH, A48 GLP—1 R [ WR MR [ m] WE N 073 Fic w420 Fs e P ] LA
FIAVELE 20 PR T B 1) A 2 P2 W 2 RO PR R R FR K 7K B W T B, AT %8 18 A
RIT R W BARIGYT T & RSl b, A T AR A O AR PR v I R
VW R 8 R KPR 7 15, BTl D7 v AL FE T B8 2 e FH I 21 B GLP—1 R R 1)
AN BE A, I B P I 5 25 A P BN o R DL e &) GLP-1 S AL & GLP-1
(AT IR N0 T ) ()t P 5 L 28 0 AR T 5 R4S T I A i B R N KT AT
HE TR BRI RRRTT 5 %o AEIX— S 7 2 b, a0 SRR B 2 A AN, )RR T R
T RAMERIT R AT LU AL T EAURME R GLP—1 O HIMAE A7 i VA T U st IR 1 %
N ) o T 7 3K, T LUK AR i R Y GLP—1, AT SEBIIE 1 R R B 32
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DARE o AR A o AEIK— St 7 AONTEAR S )5 0P, GLP—1 BEWE 175 3 PRI A P BRI 2088
JB0 SXAE R TP T MR I B ORI IR A B A

[o114]  fE—ASil 5 b, A B B 253638 AR gen] DL 67 AR 25 L B SR S 1k
FEIX— St 75 3, 233 B A0 T A5 55— IR e R R0 B C 0420 » P it i )
FLFE AR B FE 2 RS R (4 G DPP—TV 0 5 B s M A K ) 24 1% GLP-1
M/ B GLP-1, H B AR R iy B R A k. 7RI — Sy b, BRI 75 200G Y7 IF ]
REAIL BRI B UM IR 3230 10 22— Al M ) T L o Fe R Tt o

e 51

[o115]  $2 45 LR SEht ) A T 1 B AR R BH R el Sl 7 200 AR AR N T 3 2 R A, S
TG A T B AR T 0T DA e TS AR i BH I ARR MR AR . SR, IR IR A A T, AR
SRE AN 72 N AR R, 75 AN 25 A 2 BH FRORS AR5 R R A 32 1, 28 W] BLK 24 FF i B A
St 77 ATV 2 008 , IF HATHRSATAH R s S U 28R

[o116]  “Zjfsl 1

[0117]  DALER] RN T80 A [ A2 O] ik R 114 b #F Al M e L GLP—1

[o118] L /RTE AN ECFE KN (iv) 8% T (so) sl i 2 IR B MY 4 7 i,
GLP—1 425 il ey 10 00587 250 o P 832 0 1 2 1, B2 SR PR ) 7 B e S 1 B
B R RS XTI R M , KR A L R HIE AL S5
HORIL, IR N GLP-1 B, REBSIABIVATT /KT o X LERIFFEI 25 B n] 2 5] 441 5 [ & 7))
H19% No. 11/735, 957, He A TP A I 51 H IEAASC .

[0119]  FEMEREAA, GLP-1 W TVEM CELHE B HEZS I BRAR 42 iy (0 il SR AN I 1 R
fep MUBE 22 23 WA I BELAD ) ALLT- 5 TR R R PRI GLP-1 3 A ¢ o i AR A IR A K R 1)
GLP-1 11 2,5— i -3,6— — (4- RESHRMERE - 2 ZE T 25 ) WRME (FDKP) [RECHIM %R 78 GLP-1
(3% - 50, W LR PRI A 5 | R 2573802 A, A4 DY R i % 35 267 | T vy I B 22
HEREACE IR . S 40, BT LU I GLP—1/FDKP W A\ N A (19488 5 it FH SR A0 45 422 v 1 s 5
FAM UM I FAR GLP—1 [ B 5

[0120]  GLP-1/FDKP W A\ ¥y R I La 1 PR R 38 4% 3 v o 78 N 233 P 26 — O ik
16 7 ) 2 ) ST IR WA N TR I R A YA T A o ) 2 A MR R 52 1k . A R R T IR )
MedTone® Inhaler’s &, i F] GLP—1/FDKP Wi AKY A o 12 SEB 4 B T b 548 5 38 1 JH i A 11
ZFRFFIE [ GLP-1/FDKP W AN AR 62 A PEFAI 52 14 . w138 [ Fi 2R 41 No. 11/735, 957 (I
ARG IR Brid, Lok B A @k N i FH ) GLP—1/FDKP 76 K U1 R KR AT
(RIAE IR R BIF 9T B 22 4 eI 9T 45 R A A, e T A AT H )55 2

[0121]  #26 NMZREEZENE S 4h, 465 L M2 AP AR M E 2 AN ENZRE,
e 3 3 5 AArh AR R L 6 NMEERSZIE, BTk A M B R 32338 2 A HArvE I+
H5em TakIT. = B CLR I3 &K ¥, FHEA GLP-1/FDKP ¥ K ¥ GLP-1 X A2 ik & 45 2
— K 14 :0. 05mgGLP-1 ;55 2 41 0. 45mg GLP-1 ;%5 34 :0. 75mg GLP-1 ;%5441 :1. 05mg
GLP-1 %8 5 41 :1. 5mg GLP-1. XfHHiRiEH (Dropouts) AT . XLEF| B E T0kg
[PIAREE o ARSI R AR N T2 B 55 T AR S0 RIS s AR B 7K

[0122]  FEIXLCSIIG b, 75 6 R g A7 i 1 52 K 3 v I e 356 14 571 & GLP—1/FDKP W A H5 K 11
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2 A PRI 52 P o 20 Tk M 00T T A (1) 24 B 2% BN [ 5 M) SR N 2 8 1 57 & ) GLP—1/FDKP
W N3 A YT 52 1, BT IR A% s ARG AR IE A R 35 0F (AE) B fE IR  ARAE S 7 L I PR S 50 %5
TRAALL L (ECG) o

[0123]  JEVEMY T 8USMP il A R B) )2 280 R T e e, Biradi il 22 4
PERE IR A il F1 LA AN B AR R AR FNES | Ri2 (e ) FISE 3 Rtie (Rl ) <
[ D) eI 32 o FH GLP—1/FDKP W A Ky R 25 24 i If 2% GLP—1 1L 4E ) 22 I ok — AW ik
(FDKP) 25945 5l %% (PK) SE0 4% &4 AUC, 10 54 2K GLP=1 FT AUC, g0 454 IM1LY75 FDKP 6
I3 GLP-1 (1) HoAth PK S 2 FEIA B S oK M 2% GLP—1 3K BE I I 8], T,,,, LK GLP-1 s I
K GLP=1 3B, Cpo MLFK GLP=1, FIAFI i 2 7 52 K GLP=1 3 B B (R — 25, T, 3K
GLP-1, IfMy# FDKP [ HAth PK 280045 T, M35 FDKP. C,,, IiL3& FDKP F1 T, , M3 FDKP. i
PRIASS 28 5055 00 52 B BRI 2 (1 DL 2y B2 e M SN LU . — S A0 H
I 1R AR (05 N2 W R0 R i PR X S0 T/ BRI ) () 2R A M, UKk B Bt iEJk
07 126 < 1 PR S 50 2 R A A A A R s o — S i AL I 2% GLP—1 AIfLTE FDKP (AUC,.
el GLP—=1 FT AUC, g0 44 M3 FDKP) | I3 GLP—1 (T, I3 GLP—1.C,,, I GLP=1.T,, Il
3 GLP-1) ;7% FDKP (T,,, Iy FDKP. C,., MLi% FDKP) 258 5 71 24 0 A s Il Th RE IR
(PFTs) F1 ECG.,

[0124] I RIRES H 3 RIS AL 1) —IRFEEmS (5 L kati2 ) ;2) — ey
2 (202 ) 8 3) 3 2 etz )5 8-14 RIG—RMEVIFE (58 3Rtz ) . fE5 2K
B2 It FH B — R & % GLP—1/FDKP B K3 K o

[0125] ¥4 T 7 GLP—1/FDKP W A ¥ A& (0. 05.0. 45.0. 75.1. 05 Al 1. 5mg ¥ GLP-1) o K
TIE N BT ) K B AT ¥ GLP-1/FDKP 558 48 S0 AN 25 75 1 57 ) FDKP W AR AR VR A o
W& 10mg H GLP—1/FDKP B AW A (15 % F 5 LE 7 & 1) GLP—1/FDKP) & 03 11 5551)
2 187 RS B 08 &2 FDKP W AR ARTR A, F T 3R15 022 1) GLP-1 5| & (0. 05mg. 0. 45mg .
0. 75mg. 1. 05mg Fl 1. 5mg) » TERFAL 4 D2 ARXE W 2 PP AT 2 DN BARFI =K, HAER
A6 M2 ER 3 AP G 3 M EFEAKE . A IRE NN E 5 ISR
2 LR BRT AT GLP-1 (VEMEALEAR ) FFDKP )& (14958 M LA, 18R A FH T i
re MUBE 22 A B R I 2 0 C- JIRIIE o ok B IXSESEIR I 25 SR 2 LU T (1 BRI ER A .
[o126] & 1 % 7 it A 1. bmg [ GLP-1 & 555 5 4P ivs M GLP-1 M 2RIKFE . #dR
WK, GLP-1 MR P R AT 3 A B Ak B 5 — HOFE s T, Sk ey (TV) HEVE it FH AR AH L.
— L7 I K GLP-1 IR K T & PRAE 500pmol /Lo i GLP—1 PRIV FE S [l A 24
150pmo1 /L #% 500pmol /L. WISCHER (Vilsboll 28 2000) HH3R 3 () GLP—1 HI#F ik P HEVT: i
S E03.0-5. 0 (5 GLP-1 & 3 GLP-1 Eufil, 52 AHEL, iZHFE5E 5 4k 1.5 [ EL .
TEA] BCB RIS TR P T, e bk N it FH s A 7™ Ve AL 5 o it FHAH B 8 89 £, 38 B i 326 3%
SRR IS LA D GLP-1 PR

[0127] % 1.

[0128]

20



CN 101969927 A i BB 18/31 T
¥ b
005 mg|045 mg|0.75 mg|1.05 mg | 1.5 mg
(n=4) (n=4) (n=06) (n=6) (n=06)
GLP-1°
AUC0.120 ND n = l1|in = 6i{n = 4|n = 4
(min*pmol/L) 355.33 880.12 1377.88 AULQ
(195.656) |(634.054)
Chx(pmol/L) |In = 4|n = 4/n = 6|n = 6|n = 6
2.828 24.630 81.172 147.613 310.700
(2.4507) | (8.7291) |(63.3601) |(122.7014 (54.2431)
tmax (min) n = 4/n = 4|n = 6|n = 6|n = 6
3.00 3.00 3.00 3.00 3.00
(3.00,3.00) |(3.00,4.02) |(3.00,6.00) |(3.00,4.98) |(3.00,3.00)
Ty, (min) n = 1|ln = 3|n = 6|n = 4| n = 6
6.1507 3.0018 5.5000 3.6489 3.9410
(0.83511) |(2.96928) |(1.88281) (1.79028)
FDKP
AUCO-120 n = 6| n = 6
(min*pmol/L) 22169.2 25594.7
(4766.858) |(5923.689)
Ciax (pmol/L) n = 6| n = 6
184.21 210.36
(56.893) (53.832)
toax (Min) n = 6iln = 6
4.50 6.00
(3.00, 25.02) | (3.00, 19.98)
Ty, (min) n = 6|n = 6
126.71 123.82
(11.578) (15.640)
[0129]  a Bk tu., ;e Arg (JEl) o, ira AL S HO8 818 (SD)

[0130]

AULQ- BT 57 4L o P A BOE 22 248 BAT AULQ [ 2 B i Sk B sNA = i T2

RIBCRERS 8] (20 7381, 259 2l 7 2 BRSNS sND = i T 28524
AL, AR H S

[0131]

FEAR FEAS PR, GLP—1 [ A B 2 2 Jim A bk I ¢ 9 & 3 2 3t i [l % 10-20pmoll /

L(Vilsboll %% J. Clin. Endocr. & Metabolism. 88(6) :2706-13, June2003) . % 2 252
0. 45mg GLP—1 ffj— 26 23R A 3 1 I 287K o 5 3R 1 GLP—1 P74 L A= 22 WA ok 7
2 R I 3% GLP-1 W . AR, BRI R GLP-1 [ A% (249 1-2 40 %h) , i IS 9 4%
BRI M GLP—1 FR I 2% R v N AR B2 [ op o RV WA i T 8 i JO 3R A 2 B 2 A 5 3
RIS R A3 %, (R A IEE R B, GLP-1 [ Rl FE ] LA 4 B PSR B IR S R AR % o

[0132]
[0133]

R 1R Tk BB RS FDKP (BCHIYI - GLP-1 R 258 71 244
o5 A NS 5 411 FDKP i Cl 8l ) 22 S8 T3 Lo JeAh 4R 3 A Bidleids

I~ H 1. 05mg A1 1. 5mg GLP—1 AbIH ) 52383 1~ 35 1 2% FDKP ¥ 43 51 oA 184 F11 211pmol/
Lo XF23EHHZ00 2 /NE) (127 F1 123 7380 ) 25 BRI 5, S KK FDKP ¥ & 7 Bl AR Fr
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ERH G2 4.5 F16 235

[0134]  [&] 2A iz T LA L. Smg (5 GLP—1 BRI MR N~k e dil ) Ak B2 1) 3218 o 1
BIIR  ZW E o HdE BoR 1 bmg GLP-1 3552k B B — 40 M) e i 2RI, ERA 8 Iy
23 RN B PR B K, OF HAESR 25 )5 6 40Pl 5 LA R A2 380pmol /L T 24 i
By Bk o R I ORI R AR 3 A, (R IR R I 3 R B AEXT GLP-1 W UG N 2 I
WIE TP B 2B 2 75 R R GLP-1 SIS AH b, 18 ik il At A 1. 5mg 71 & GLP 4bBE
()52 1 GLP-1 M IR FE . 2R nB 175 R R ARG, GLP—1 [t A A B A5 AH XS TR
FH GLP-1 FUG I ik fE R AEAF B, J34b, GLP-1 FTR N S 2 GLP-1 M3 IKE IR E 2
TR L R R DA 2 o DRI, A5 FH A BH () 2440 38 2R ik Mt e N 4 148 1) 28 3 XoF
GLP—1 [ & F 75 I 7] b bl i T il FH S 4, I HORT IR N () 6 B 25 1 5 28 sk AUC 0 2 14 4
GLP-1 M # iz /b, & 2C iR T S#lioii H GLP-1 534S N AHEL, GLP-1 kBl
A7) TR I Tt P 15 S A ABA R M By 3R IV 5, (EL R e TR AN AR R N R i 2= & S5 B2 T GLP-1 i
FHANI], 3% 2 B FH A< % BH (R BC 0334T GLP—1 (R i 0 S I 2 V2 5 I 24
[0135] & 3 % T AEWR N 5 2 NN TR ARSI & 1), 25 1. 5mg GLP-1 555 ¥ m] e ATF-H B
HIA AL 2R TP I 2R C— IR . BRI C— JIRAE GLP—1 W N 5 BRI, I S P I
JiE B R T

[o136] P& 4 #5147 H & GLP-1 [ GLP—1 Fct il 4% Ak 25 11 52 38 38 A 1199 25 £ . 2 7] 267 #l 9K
fEo XF 1. 5mg GLP-1 AbFSZ R #E 1 &, P XA MK M % (FPG) WEZEZ1A 4. Tumol /L,
GLP—1 A5 114 s 5 Z2 R M 0 28 B AR R 1) o TR 13 1R A2 4R 38 v D s b3 W 42 31K
MR . FEIX— 5256, B 15 48 M S 7R 0 6 oM 115 A48 R 32 3838 P 1R ] 280 Rk P E T e
H GLP-1 Ja# &4, 7E L. bmg GLP-1 & T, /S5 RA3E tH IMAS HA#E GLP-1 PR 2K
T 3. 5mmol /L [P S, 1% 42 8 SR M AR ) SEE0 AU H . 7E452 1. bmgGLP-1 FE K752 1K
F PR, MR A 2 BERRAR T 2 T 1. bmol /Lo 5 4, I 3% 76 2 K (K BRAK 5 GLP-1 51| &
AR o FEALH 0. 05mg T 5 I W4 2] 5 /) (1) 7 26 BB AR B2 PRAIC, 7E A 1. Bmg 51 5 I A0 5% 381 i
KIIFEAR o = AR GLP—1 FR ™ AR R SS50RH S (140 0 24 i 265 B PR AIC . 200 3R B GLP-1 i 24
Bl — AR I Ty T AR PR A [ 1K GLP—1 IR FE R e il 1 AR GLP-1(7-36) BLi& A=
TH 2450 [ A AR IE AR 2R B IR AE 5—10pmol /L (75 [l W, JF HAEHE & e s e & 15 3
50pmol/L (Drucker, D. and Nauck, M. TheLancet 368 :1696-1705, 2006) .

[0137] & 5 1f—DHE% T GLP—1 Jifijit FH 5 M rp R i 22 9k B R R R R 1 o S
G352 ARE R IR BRI S FE AR, BB A AE X GLP—1 Jili (R0 4 N 25 I I 2R JE 5 22 vk
WIE TR 7R RS 52 T, Wi 2R I 2= N T AN 200-400pmo 1 /L, HoAr—A 52183
SRR 700pmol /L U MR IR i 2 Ko PR, £50dm 36 BH IR I 3= N 25 2 GLP-1 FRl S A
.

[0138] & 6 #52: TAEZANA 22 GLP—1 Jili e Fi 5 0% v f J oo LB 259K 2 . 7E 257
a2, FRE R A R = KCEE LA 13, 2pmol /L 2 18. 2pmol /L. TEZR 25 a4 12 0Bl %2
1) 1114 I v AR 2= 1) e KOS o I SHR IR v I 2= 1 e K PRAIR 2 24 2. Bpmol /L, FHAE 1. 5mg 5]
PSR o im U 2270 WA ) s KA AT B AL RUA S IMEAN B2 7258 12 08k
4,

[0130] 3K 2 FHZE 34RIE T EF X 9T o R H B A USRI A R 2R sl BE AR . STk 5T
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X T A St FH BT GLP—1 #3E A R 2 F 51 R AN 2 TR 5 I HARE X S8 A R 0l 4
TR A A B, AT A2 . R 1 3 A R R AE GLP-1 WS 100pmol /L 1 [
KE T GBI, W18 1 F0 3 FE 1 7R, 1. 05mg A1 1. 5mg 78N it F S 80k
Rk I 100pmol /L K135 1t GLP—1 W BE, AN AT A B A (RN ik [ sl
— 1) GLP-1 I8 M B RIEH o I B 523038 3 AR A 20 K H A B i 1
SEPR. 25 AP IE AN S 50 1 g/kg TV HEWER B 5% (H Vilsboll %%
2000 HRIE ) AHHT Cpapo FTIRELHE th 4 S2 ARG T B8 A R 4o

[0140] K 2. AR FMF

[0141]

0. 05mg 0.45mg | 0.75mg | 1.05mg 1. 5mg
AR FEMF

(n=4) =4 (h=6) | (h=26) (n = 6)
W% gk 3 1 3 5 5
R IR A 2 - 2 3 3
SAVIEERAS - - 1 - -
M I 5 3 - - - 1 -
LI 1 1 - 1 1
ke - - - - 2
WA B - - 1 - -
% - - 1 1 1
AR SOV - - - 1 -
SR - - - 1 ~
S )ik - - - - 1

[0142] 3K 3. GLP-1 : IV AHX T it B 16 b e PEAS R SR
[0143]
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R v v e
(16.7 pg) (50 pg) (1.5 mg)

PEAR BB 42% 100% 17%

KD 33% 83% 0%

RE AT 17% 67% 0%

[0144]  TVilsboll %% Diabetes Care, June 2000 ;* A FLAZH C,..
[0145] 3k 2 FIER 3 Bon, Il W N $:52 GLP—1 [TAR 523K 3 R I (T4 y &
BURIZUIA R FF . Sl im i aE 1A R 202 5 TR WA I HIAS B A W2 g R e i ol
Wo A NIRF )2, 700 I W N A B (R SR o, B 52 R 4T 0 B0 28 1k Lo B 0 5
(dysphoria) , 7 HAEAE 5 EFTIX L2 AH G IR I o A B IS R IRAE TR L il 4
it GLP-1 78 FR 32 i & thih = B i3] (B ARS8 ) o BHEAS R 5 5
[RIARYE GLP—1 L A0 AH 2% 1132 3 18 ) AN RUCE R R H
[0146] S, Ifi R GLP—1/FDKP ¥} K &4 £ 3% 16wt % GLP—1, HAF 10mg ¥ AR #24% 1. 5mg
GLP—1 {5 K5l & . Andersen ZHCIN &K B, 35-70 % KUk B < 5. 8 um [IZS8) 112
HAto 1.5mg GLP-1 BYFSEAEH — RIS TR] (3 438 ) Abr=42> 300pmol/L ¥ GLP-1 (¥
SEIUEREE  FECESE — TSI TR 2 (6 4387 ) &b 375pmol /L P34 B R IR AT ;4525 )5
20 43l S S5y A 17 24 BB M 85 FRAICZ 70mg/dL ;3 H b B 4 57 FIAS 5 | AL 0 BX
15598
[0147]  =SZjfs] 2
[0148]  ELEG XA
R R T it
[0149]  7EF & BA SEKAGER 228 76 GLP—1 2840 M i 45 31l R A F iva T J7 1 4%
W REZ ). WARSTHTUESER, GLP-1 (il il B34t TR = L vE k. Rk
KPP IR AR S B R[]
[0150] il 2 FDKP ik
[0151] ¥ ZEHH R BEIE — MWk e (FDKP) FHZ (L AL fE 80 ¥ TM B & K, SR8 & F
2. 5wt % FDKP A1 0. 05wt % 5 111 A4HE 80 VA M. 85K FDKP %3 5 & A B W ALES 80 I &
PR BIR A » TE RCRITRE o B0k e JF il I D) M AL 98 (tangential flow filtration) ¥
4, SKIIZ B R FZY 11 % [ .
[0152]  fH]%% GLP—1 fEAE VAR
[0153]  TE ¥ 60mg GLP-1 [E £ (86.6% k) 5 451mg 2 BT /KA G, Hil4 K& 1K K
10wt % GLP-1 AP WY 8 u L UKEEBRACH RN .
[0154] il #¢ GLP—1/FDKP fitky .
[0155]  H4fiti /7 FDKP BV 1) 1g &7 (108mg Fik: ) ¥ 2 onl HAMGE T . BVl
PRSI B 1 GLP-1 fEAF T (32 1) JFR MR & . ka1 u LMK 50% (v/v) &
FAECH B pH A pH ~ 3.5 75 & pH ~ 4. 5, 5K GLP-1/FDKP ik B i AE
R HRIF AT . B ERRAR A (HPLC) 2381 T8, JE R I S FS A 2 .
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[0156] il & K AR 2= i (A7 VR VLo

[0157]  JE ¥ 281mg ERMt SN IK B 14 (88. 9% ik ) 55 2219mg 2% wt LIRIR A, 71 2% wt
LR & 10wt % FEMT AN IKAE APV o

[0158] il 2K ARZR 18 /FDKP Hik o

[0159] % 1533mg # 4y 14t 47 FDKP ki 7l (171mg Fiky ) # A 2 Aml BEFEE . W)
ATE AN N 304mg #553 (BTSN ARG A W I R AR S I IN 3-5 1w L /M 1)
25% (v/v) SEAAER B pH A pH ~ 3. 7T 75 2 pH ~ 4. 5. NG ¥ KR ZR & /FDKP
PR BV AE A R IR T o I S S8GRAHEE (HPLC) 43 T4, JF R I 5 3 {EAH
[o160]  7E A BT 254t Jy S A2 N w2 Y .

[0161]  HHEYE Zucker B PR JERE (ZDF) K& 5/ 1) R A VUANINRA Lz —. 514
AR, AR A eI B 25 25 2 Bl SRR v E S i A R 0 (le/ke) o« XTHRA Y
PRI IR Z R B 1 ATWEEL T (SO g E2 K (0. ImL) F 4K
AR (0. 3mg) o 2 2 AP s i ik N2 52 4% il 156 % WK ARZE 15 /FDKP (2mg)
55 3 b B il Tk N %52 4% T 15 % A GLP—1/FDKP (2mg) « 7R45 252 BiMZE 25 )5
15.30.45.60.90. 120240 F1 480 738N MBI AEMAT o W IR IR o 0 52 1L i) 287 B0 01 a4
GLP-1 BRM AR MK AR A IR

[o162] & 7TA THRIE T HKARBIELGWAIN BN 177 X EEHER BoR, fEMNIK AR ZR 48 /FDKP
ARG KRB ERIE . 5 R NS A, W AR AR BB AE R R 94% . X
A] 2 Wit P A R 2R AT TR AERES N AR R AR IR B 5 18 B e KU R
KRR IR E T[] (T,.0 A 30 238, AHEGT 5, 52 N BIAGR R ) K U h < 15 7380
% T, SN GLP—1/FDKP AL ( Hdh R B )

[0163] 8 AR IE T LU M N BN 2 o AR SR A DY A3 A 1 o o 2 A
o 552 SCAKARRERISAHLL , B2 W N FIK AR A4 /FDKP (R34 , 6 25 6 i 1
TR 5 A T R K. PRI AE P 2 PR AR AR T R R 2 1T LR (I 7)), Ji LK S8 5
T UILEMARZZAE /FDKP 21 Hp 2k I A AR 2 ok 52 1 B Jd oy R) 2 (08 7 SR 1 e 25 B s ol o 273
48, FEHE 52 GLP-1/FDKP kAR AR Z2 48 /FDKP AT — W30 1, A A5 M B & vl LRI . i e
PEAEA NI I, RO AR AR 2R G PR 232 4 (89 438h ) MWK T+ GLP—1 (45 FR 2 32 1
(15 7080 ) o L b, HORBRIERE T A Ry S KA S R SE IR S 8 I B o IX 2845
P52 B, AT FH i e FH 1) 5 AR 2 8 S IO A S S A ol v R 7 i AN ER L e T3 4%,
PB4 5 B PR A3E T A0 T SC 4 2% 2 12 ) 1L 7 28 4 o)

[o164] & 7 Hfi2e T AHXS T8 52 K2 T # Wi A WA K —4, B2 52 38 1ok I v ON it FH 1 55 7 A1 1
Jik —4/FDKP ¥y HE T ZDF K5 A (1)1 35 1M % 25 i AR IR S o SI2 40 T7 HAR SR I e N B3 0 41
WK —4/FDKP Hy A S5 (RN o 200 T HAR Rt FH B2 71 Tl FH KT 23 i A WA IR —4 LU JE I 2
AR HIAYE + PRz . Bk SR, IONERME 0. 12,0, 17 1 0. 36mg GLP-1 F& K]
K AR 20 3 7= A2 2. 334, 9 F110. 2nM ) B KM GLP-1 ¥ (C,.) FH 57. 1nM « 4380,
92. 6nM « 73BN 227. 9nM « 3 8P R FE (AUC) (t,,, = 10 7350, t,, = 10 7048 ) . FiE4:4
REFR 0. 3mg GLP-1 &5 24 J 1EAT I JIEE s 6 26 il i 52 Dk o, 28 AL 3K 37 4 Wl 7 B G HE 2 2
# AR PR EE (p < 0.05) o EEUR G 30 73t X Bsh ) th A g Bl de =i 47 %, (£ 4
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A PRI AN R 17%

[0165]  [KI 8 4 T 55 Fz T ER M AL ik —4 T 3E i i e N i P )25 b Ak ik —4 AR EE, @ i
FFEIR NF2 52 23 SO0 IR BT A MU IR —4/FDKP 9 K B3 GLP—1/FDKP A5 A [ AP ZDF K B A AH %
TR M A ERE L . S RIZE AR RN TR MK —4/FDKP ¥y K J5 NS o P&
(IR TEARR J N BN IR —4 S IR A I = MTEARR A GLP-1/FDKP ¥ oK J5
[RINEE o P B7 SRR SR MU RN S S N o IO 5 BRI RN 457 K B
2mg GLP-1/FDKP Ji5 fid ik R A\ it 1] 2mg 23887 784K —4/FDKP ¥y RA1F 2 (1% o

[o166]  SZjjfsl 3

[o167] B VAERUATT 25 /FDKP oy AR Hil5i

[o168] B WARRIATT & (ARIERREIMEE R -37) & 37 MNMRILEFRILL A Ik . &k E
CA, Sunnyvale ) American Peptide Company, Inc. i JF MITR AT 315 BB ER )
FDKP A 5 B WARR 1A 15 SRR & » SR 5 1R M A T 3 VR O AUk, FRIR T 7 AR ok A
[0169] 4 HARIA S EAE 5% Fl 30 %6 2 (M I 7S FIA AR o 18 Ik HPLC 0 72 1 SE B Ik 7 &
4. 4% K1 28. 5% 2 [A] . 8 HHICPHLIT (cascade impaction) SKAFHTHE 10 %6 BRI R IG5 <
IR

[0170]  4RJ5%% FDKP ¥ 5 3 58 LI AL S 80 [ LRSI A TE LRI o 1 URL e % i ik
Dyt SRS, SEEAZ BB TH A 11 % I A4

[0171] ¥ FDKP ik B iF v (1885mg X 11. 14 % [##A = 210mg FDKP ki ) #REF| 4ml T
WIS . ¥ b, IR DA IR, AT DT . 1) B A A I A R T Y
FWW (909mg ITE 2wt % SR 10 % UK ) FF RvT R G . mA&HAEWILLH 2N
30 : 70 H AR B (FDKP B H AR 2R /FDKP & IE A 4. 00 )45 pH, 1t
W 2-10w LM L o A(v/v) ESEAE / KT 2 pH 4. 48, K BIF AR SR EN
NG AR, R E TR T RS IR AE 200mTorr N5 . HEFEELL0.2°C /4
BhIIEFE N —45°CEE 18 T4 25°C, 8RG8 25°C FARFZ 10 /NN, KSRk REER &
AmL B E . R R S ORI S 84 309mg (103% ) o 41 AL 1) B WA
W RS E B WA =R TIkIRE S, IEAE Waters 2695 70 RGP E L
Fe S VBRH E I 52 , T3 v VA A 5 0. 1% =3 LR (TFA) Y B F /KR 0. 1%
TFA ZEVE R TENAE, Kl K 1 58 2k 220nm F1 280nm. 1§ Waters Empower™ #/EFE 74y
s .

[0172]  KE A 29I 3 L) R0 25080 5 S P

[0173]  MEME ZDF KR (10/ 41) #idge AVUAe —. —A P ishiid i sk 5 2 o
W R . HAth =P i@ o ik N2 5% B IR Z& /FDKP #3 R (7% 0. 15mg
BRI )  16% HWAR I Z /FDKP oK (7 0. 45mg BRI E ) B8 30% H IR
PTEE /FDKP MoK (5 0. 9mg BB 1T 2 ) o 145 25 WIRIZE 24 5 2 A () Ak AR I
FEIMRE, F 000 & 1 W B VA 1 2 B (I 9A) o B AE W 11T R 48 25 J5 2 NI Ta) Ak
e Fe (B 9B) .

[0174] &l 9A DL 7 3 ol i ko S 4252 1 A TR A 1 25 10 0 R R HP R DAAS [) 2 e FH T i
AR B4 i HEYE ZDF KB A B A IR 1 2R KM R T o 3K BES R W R RN B AR TR Y
2 /FDKP ¥y K Ji B WAL 1T 2 I W e FEBE 2 RN () B W B T B R U, B
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KUEHE I B WA BRI 1T B IR ISR (T, 20T 15 23 Bhe ZWFF0 R R Il A 5 B U ER R 1Y
EI RG22 B2 25 I3,
[0175] & 9B 2 ARtk K, H B n 582 S S BB AR LL, A A Ik P L B 1 7T 25 8K
T Ik i N it FH 1) S AR R 15 3 /FDKP A AR AL ER B ZDF KRR Bt e RE . £
R 5 R R TR R K P R W R YT B B O IR L, AR 1T 25 /FDKP g i e FH K
VI FERRAC 2 o RIGFEAE
[0176]  {ERMIP—A 525, KRS MAENNR (5 1 4) suld i A%
30 % ' UWARR R T 2% /FDKP Ky oK o e FH B WABR VA 1 3% /FDKP W AN AR K BB 52 i b SCpTid
il 4147 0. 15mg B AR5 (FEN 0. bmg ¥ H WABR 1T 25 /FDKP #3 K 558 2 41) 0. 45mg
BRI 5 (1EN 1. bmg 1) B WAL YR T 2% /FDKP MK, 28 3 41 ) R 0. 9mg B WARR R 1T 5
(1EH 3mg I WAREIHT 2 /FDKP B A, 48 4 41 ) AF— 58 . WS TR Se i pi 2k £ 24 /)
Wi ZDF KA AT . B2 AEE A KRER. &7 RRIEERN &Y, JF BT
B I 2 I ) AR I B K SR AR R B o R I N K S S VAR TR T /FDKP
TR ECHI, H BACLE 25 )5 2 A 53T S & AR BUMAE .
[0177] P& 10A 1 10B 43 B2~ EF 5 BrA IR 04 (46 1 B W BR VA 15 29k JE, RIUAR T XF
I EWHEFENSE., ARG 255 6 /N, 457 B BTN 25 10 K UTEFE Lo BOC BB
DRI S T A W R YT 25 B B SR AR ) R R M A AR, 2R B A AR
A R AR T, B8] R 5 T B v ) s PR K R PR 25 24 i I 2 %) P I T) RV B e /N 1
T,
[0178]  7E 10 I 30 43 Bhi 7 i A 21 5 K H AR T 15 3R AL, JF HL B WA BRI Y &= 1Y
I3 VR B 2 R B O I, PR A 4252 1. Bmg B WARR A 19 22 I K B 311 1w g/mL ()5 K ML
WL, T2 3mg B AR AT 2 A K REA 660 u g/ml ({5 KM KA AE o« 18 ik A\ it
HiJ5 Sprague Dawley KA B ARV 1T =21 (t,,) MVEHING 25 803 51 4r8h.
[0179] SRR 4
[0180]  DALERTWR A ¥ (I 00T 2 RO s i 2 Jiti FH GLP—1
[o181]  FEIEA 2 ZURE PRG35 Fh 1EAT GLP—1/FDKP W ARy R 1 1 B RIS, SR PP
RERTUR N GLP=1 Ty B 4 AL B 2 A2 S5 53 TR R TR KT o I BRI AR 38 S 191 I
WIASC TR IEAT . WiZE LR H3E No. 11/735, 957 ik il 4 GLP-1 W AN K, T ik A4 FF
WL GRS TR RN KY R AE B — 57 & 25 fa s ok 10mg 2 FDKP [0
HH A 1. 5mg A GLP-1(7-36) Bifik. XX —HF5UIMN 5, A 20 A5G 2 208 IR 1 &
T (BRERT BHRAE G M) S5 A0, FRE GLP-1 WK AR A IS 4 /)N (1) B )
B R R 2E . {f fIMedtone® T A %% (MannKind Corporation) Fn3 [ & F| ik
No. 10/655, 153 H BT jti FH K3 Bl sl 40, ik 1) HRR 1 24 1 3 e ik 5 | FHBEAR R A AR SC
[0182]  FEZ5ZHHT 30 ZrBhiT, 25 25 1S (0 B[] ) F1 GLP-1 i FH 540 2.4.9.15.30.45.60.90,
120 F1 240 438, FRAGR H 2 A0 BL A 8 35 B0 AL, T3P0 35 A 4 B o &3 REANRE
At AT AL T A KT
[0183] & 11 BoyRIXLEERFFTIN 45 R, I Hox i T A BR300 2 GLP—1 R m W A\ 65 fic il
Y JG 2R SRk F AR 2 BOBE IR I 7SN 28 6 R I A A B EU(E . i GLP-1 JE T
NG WA BE A B A, JF HLARME A J5 2270 4 /NIRRT 45 R I LR 35 4 BRI o
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[o184] & 12 jE T LA 2 B8 7R T 11 BI7S A7 AR 2 ZRORE PR 28 B JR 2 (1)1 3%
MR BE B Ze . fEIE] 12 o, 325 BE AU A R R BT A1 /S A B8 1 & 5 AR T 2R I )
(4525 ) WZABEAPRINES . B 12 SR 3) 30 73 BP iyt ia) sk 1E3R154) Immol /L FSF- 257
PR FRAR, 1K KA % T ML) 18mg/dL B4 20mg/dL. i 258 /K 7 (3% 7 2 AR RE AL 120 4y
Bho L HA BT R A A A 1) SR TP O BRI B, o e 6 M2 E ) 2 A,
HA S AR IR 0 7 10038 767 0 114938 26 52 48 35 4 3K — B Ta) AT H 430 S5 7 7381 26 00 7S (4 e i A A
(BR AR SR ) . FEAEAERATHAHENZRAE —RARA S BA TARERNZ A E
[ Y 0y 25 25, DR LG e ) LA B vy 2 ol 2 Al (1) 3 2 52 R 3 — I Sl 7w Bl 2
FE BT 1EF 52 R BRI

[0185]  SLjiafdl 5

[o186]  ZE¥X GLP—1 BIHAIAT 26— 55 AGA5 Y (First Pass Distribution Model)
[0187] 40 Jfi e 0% N ok A HE9: JtE FH 5 GLP—1 38 ik 4 B PRI BR () 56 — %6 43 A1, Skl 52
B GLP—1 it F 77 VAR 38T o T F IR R IX— B8 < (1) MR A i ik () GLP-1
W B R F . (zero—order) ) )% ;5 (2) GLP—1 125 B i ATLE B Y (40 A5 R A 26 0 (3)
GLP—1 A AR 23- A0 A 0 B S P Al i B Bl o 256 i Al 1az, ) o i A0 GLP-1 =
H193 BT LAV B LU B2 FEECHE A JE At - B 2] 2R 28 B 6 GLP-1 B4 HL (Deacon, C.F. %5

“Glucagon—1like peptide 1 undergoes differential tissue-specific metabolism

inthe anesthetized pig. ” American Physiological Society, 1996, pages E458-F46),
Ak B AHIFF ) RO i R 5 RS )38 3] B AR R ML 3t 23 AT AL % (Guyton Textbook of
Physiology, % 10 i ;W. B. Saunders, 2000, pagel76) . EHAG 1E 5 A 22280 () ik
M) RIEHSZ R F (T0kg) H, 2 2 fix AUH B FEEAL TS 23 5] 4 700mL/ 73 8P AT 1350mL/ 73
B ZETOERH, B8 SRR LR 2 AT R TSR 1496 BN, 27 % BIRAH, Al 59 %6 12 317
R GRHZ (Guyton) .

[o188] A A b 24, I ez %o 28k e P R 8 ok P P 45 77 19 Img 0010 755 Y 4 4% 40
AT A AHAT GLP-1 8o 4 1mg GLP—1 BREA 60 Fb o JFH445 2 i 457 e LA B X T 1 14 %
Mo Ao BRI, B SR — 8 2 IR AR b o AR P SA3 0l (R ik o £ I 5%
T 150mL I HiFBRIE A 700mL/ 738 ) , tHECH GLP-1 TH BRI 12mL/ ¥, iX 55 T REA0
M ERR 29 8% I MAATR o« {F Deacon SEARIE FILEME -h BEAT FHF IKAIF 7T, 40 % 1 GLP-1
TE K AP 4R R AR, 10 %6 AEMT A R 48U (deoxygenatedblood) HH4ACH . KL, 5
b PN B8 23 B A S ek SRR, M AR A P s 2 40 %6 Bl S R 1096 A GLP- 1,
[0189] X AE M VPHT Y GLP—1 f2 11T 5, %o 5 K P R i it A i A AT A () B P AR e,
IV AT 3 43 2% 40 %6 RIRH 5 FF43 K 10% R . AR GLP—1 [ 27 % gk A 22
HA 75 % I E e L TR (portal bed) o MR BEIMAERFH RN 7345, W N AT -
¥ Img GLP—1 [ EL 60 F5, X bkCE 730 M i 5 MOt S sl 2 40 %6 R 1096 AR
GLP—1o X it FH T 5 R B o R fdt o K45 B A B8 3fe LIS B Y 27 %6 I 43 A, Herh 75 %
TR E SR T 1K £E Deacon S54R3E IAERE TP REAT IR IR N BT 9T P, 4138 T T TR
[ 20 % $REL s PRIk, 251 ARTZ 1T 75 % [¥) GLP—1 B4l P4 20 % o [A itk , A0 At BLAE AT A
() GLP—1 {2 AR T IR Th 4 D AU R 273 20 1 RS W] 3RAT UK (R B i
AFRSET 750mL Jf HIGBRE A 13500mL/ 7384 ) , vH 5 H GLP-1 G FRZZ9 4 22. 5mL/ 75,
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i M B

X% TARERD T 35 B 2 3% HIIMARFR  Deacon ZE3RIE T HF 1 45 %6 (1 BAft, A1, MAJFF A i

PR R PR 45 % IR GLP—L, JRe ) R 0 73 In e s el R b

[0190]  LIRGIRFER TR A MK 5. iz 7 LR 5 IR AT v+ 50 GLP—1 73 A

(K4,
[0191] & 4. Ml H] Img GLP-1
[0192]
PLAFD T FR B 1] (i (n @) HF (ng)
1 2.3 2.10
5 9. 94 9.91
60 29. 0 58.9

[0193]  RMIFMIKNHEERIA] G GLP-1 2ATHIE AR T R R 5 1

[0194] 3K 5.1 FrP N ER KA HEEfEA] 1mg GLP-1

[0195]
DR T B 1R]| i (e g) HF (ng)
1 1. 26 1. 14
5 5. 37 5. 35
60 15. 6 31.7

[o196]  EIAKHRACKR LA T N IRBEREAE GLP—1 Jim B RRs E LR GLP—1 7041 MR L

I 5 5 it e FH S P R o KD GLP—1 &8 24 Ay i bk P VR Tt FH 5 GLP-1 22 1. 82 31|12 1. 86
%, D, B 6 9 GLP—1 [ fiish it 55 GLP—1 fIF5 bk Y it A LL ISk T DL 5 A 2% i) % i
&, PRUA T FH 5 2 AN I TR A 1) GLP—1 £ 24 AUk PR it FH 3R A5 B = R A o BRI, i Ay
GLP—1 1 fifi e FH ¥ 7 2 0 B hE 23 77 22 /MR B, B0 L2 o 1 49 2UAH [A) SO B R R
BT TR IR GLP—1 & —2F

[0197]  SZjiifs] 6

[0198]  HEAT 3 — S 49w A BT 5 St I 8 3 0k R T it P Bl LA T A A 420 8 ek i e N e
FH 25 ZDF K BRI 22 s ook 50 16 ) 24 AR 30 ) 2 240, BTk B )49 €02 FDKP . FDKP — 44
BRI WL — HUAR Y ~DKP (SDKP, tHARAEAL &4 1) SASKTFRIG (28 B R B3 — AR
[ ) -DKP (B RRVEAL &4 2) o K KRk 8 4, e e R . 28 1 A e R RUE
o TR A VR e 2 T IR B % b ) R KV 1 0. 3mg TR I ER M AN AR —4 558 2 Al By
RS IR Eh 2 pP R KR 0. 3mg HUERMTAMA K —4.

[0199] %% 3-8 ZH K M4 T I8 ik il e AN 52 BAT vl P SR i VA IR -4 2525 55 3 A
K G il N2 52 2mg [ GLP—1/FDKP BCHil4), 2 J5 72 2mg FE K ER M SN L -4 558 4 A
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B2 B SN IR —4/FDKP ECHIA) 55 5 A2 g il il o FDKP —4h#h A 9. 2% & &1 3mg )
ERFRMAN AL —4 55 6 21325 IO FDKP —4hh b 13. 4% & B 10 2mg 5 & K354
WK —4 55 7 K RIESZ I SDKP T 14. 5% & B 2mg F S HI R AN A K —4 355 8
YK B2 B A XTARE (ZES R — 3 - HURCR ) DKP 13, 1% & 211 2mg F) &
()5 M AN A IR 4

[0200] B4 2546 P R I IR AR EAT , DA N B St (19 52 30 X sl it A 22 >0
R, FFEL 255 2 A TRALSREU A . 76138 2> B4 b Il 2 i AM A ik —4 R FE S H gk
FAEE 13 Rt i AR, LS FDKP A EC I 2B 52 i A Bk —4 (156 4 414
AR PR IAOK BRAE L 30 380 58 LI 2 10 A B = KT I s i A Bk -4, JF BS B R i A
Bz B AN AR —4 B3 2 4P R R B s B R K. ERT A 410, BN IR 4
PR G20 1 /NN SR PR

[0201] 54 93 St 2 b A0 Bk —4 AH EE , #E ZDF K 5l AR 3 el Al i N it FH 55 0 41
WARK —4/FDKP BA AR 227 ARHEAL T C, o AUC AR AT A Sl B V5 it H 110
MM AR —4 AH TG, T8 i N K 35 A M R —4/FDKP SR ARSI 2 . 5%
YRS, VBN TR (88 - BUACH ) DKP B¢ SDKP i il it F i 5 i 4 M ik -4 8o
FARBIEFIEFRUEI T Coon AUC FIAEMIAI A (fREY 50% ) , {HZ B AT LU 58 S 7K
[0202]  AAfrid %, Wk RN VST (IPGTT) 457 ZDF KB 25 Mk » Sk 2 ~ig
P2 O ER W AN A K —4 AH B, FHER 00T 716 K —4/FDKP AR BE 7~ £E TPGTT Ji5 58 K 114 1 287 4
KRR . 52830 RS AE L, 7038 B T v St P 2 4/ b JER —4 R sk i e P 23 8 41
WANTK —4/FDKP K3 AR 1 sl , 1 % 8 7K 143 JIAE TPGTT J5 30 FH 60 7380 i 25 F#AK. 7845
ZyJ5 30 43P, HEEATAT— sl AR BEAH LE, G8 R il N FH B 2896 Ik ~4/FDKP AT GLP-1 4k
FEEE 3 21 ZDF KR AE IR N AT R e A (TPGTT) Ab3L S B4 AR B9 AR i TPGTT
Ji AT 2 7K (-28% 4 —24% ) o

[0203]  SLjitafy] 7

[0204]  FEATIX — S A9 b AT 5 TN o 5 A A P Y S A B, Tk i e A TR IR Y (3-36)
BC il 0 ) 25 A B 0 25 2 8N B g 2 A X

[0205] il & A Al 88 0% (¥ PYY/FDKP [ il 4 « 1% 6 556 A A A ik YY (3-36) (PYY) 18 H
American Peptide, 3 HAEN pH 15 E00: W 7E FDKP Biki b 15144 85. 15mg (1] PYY #k
Fk 8ml T h IR N 2% K ME 28 28 762mg IR 42 T8k 4% 10 % IR B AEVTR o Ik
FRIHIR A, SRIFIIE R 5 A PYY B HHids il FDKP &7 ¥ (4968mg, 7 424mg
TR R ) FDKP F0RE ) , IXTEJ 1 PYY/FDKP ki Byl FFem B TH e b, FFEs
SIS IR G . AF R pH RIS IR A0 pHe A 24 2-3 0 L 14-15% Z K ¥
W, BRI pHe ERES pH SR ECHE AR SRR (75w L F00 87 B3E# s10 0 L A
FRIEFW) » BHT LIERO ISR S 1.5m1.0. 220 m W3S I E L. BHERFR
FIA I IER FYSRRE R3S 990 1 L 50mM TRk PR ANV I 1K HPLC E B RFEsess ., @
ik HPLC 43 M 20 B IR i, SRVPAT SRR e 1tk o SEERR B, 9 A pHA4. 5 1 10. 2% 1] PYY
FEVWCRT LA BB 7E FDKP J0RE | o £RIX— HARTIR 4, T8k HPLC W % 73 2 [k R 1 PYY &5
Bl 14.5% (w/w) o Ry AR 23 o 2R PR 0 00 90 & 7 3 i Med Tone® T 03 W A 23
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(MannKindCorporation) HERUHE, Al PEIE 2K 7k 52 %, HAT 98 % I 25 i HEZS . LT LR &h
B HIEE 5% .10% 15 % M1 20% PYY [{Z Ff PYY/FDKP 3 A FE & 57 .

[0206]  ZyMAR U7 ) 22 RN 250N 7 1 2RI, « A I e sz 56 o s ME T ZDF KRR IR S
SR T A BR T L At 3 RKRZAM AR TLH K. LT el e & iiff
KA 24 /NI, I HARLS 25 )5 SZ R I ) 9 AR VP e A /E S50 I IR AR 9 e 2k . 2
12 R B HOK BB 52 B IR ER 22 P K B /K P 0. 6mg TV FIE K PYY 58 2 4 K W2
1. Omg [¥) PYY Jil A 538 3 4N R v A A R O F HLB 2 R0 538 4-7 KR
2 10 ok N i 0 FIRON TR ELEI) <28 4 AR BLRA 5% PYY (w/w) & 21 3mg
PYY/FDKP ¥ K FC #4019 78 4252 0. 15mg PYY ;55 5 20 KR LLEA 10% PYY (w/w) & =)
3mg PYY/FDKP ¥3 RECHI B AL 0. 3mg PYY 555 6 A KR LLEA 15% PYY (w/w) &
1) 3mgPYY/FDKP ¥3 KB HIH) B A2 0. 45mg PYY 556 7 KR ELEA 20% PYY (w/w) 7
&1 3mg PYY/FDKP ¥ KECHIW1ITE X852 0. 6mg PYY,

[0207]  TEZ524)5 30.60.90.120.240 43 PF1 24 /NHEF3 HOR RINE B FE. x5
FUREL, WA ZHRTAZE 255 5.10.20.30.45.60 F1 90 4340 MK BRUR B MAE th I 52 PYY i
TR PE R BRI . XSO 5 FUR TR 14-16 FIFR 6 1. B 14 2k H FREK
(R AR AR I, i 52 5600 2 DL 22 P DAL & GE S R IS — — W WR M2 1 B 14
(16371 230 T 5 Ak Pt P R o i 2 52 PYY BC I T ZDF KB b I i ke . B0
BoRBR T RS2 PYY (W58 2 412 41, S O LU I BT 48 PYY A0 1K B 47
KRR . S0 HRAR LI, 78 PYY- 2525 5 30.60.90 F1 120 4349 &b, of 3 ok Jili e A\ 4b 345 ()
KRS KR EWEFENFE RS FEEN. B 14 PREIRE SR RS ViR (1
41) 1ERFRAR R B BT FE I ARG 250, H2 LA FDKP FC 42 1) 71 2 i filioid 728 it FH X AH )
T PYY (0. 6mg) (25 7 41 ) AE A [ B[] B A 6 FARAEG B4 v 0 s sl 0 o) 4 5K 5 I 48
T A5 4 52 fifi PYY-FDKP 5 AR (28 PYY Ab3E [ K B, 55 0 FEAH EL I v RE 5D &4

[0208] 1575 T AEIE R TV 45 PYY B4y 30 ok il e 1 60, 45 28 W R I — — DR R 1)
Z FREC T BIMEPE ZDF K BRI 23 00 HEOK Sl AR D0 2 1 a0 ] 25 B /K o B R BB T PYY
TV ALFE S 1 4Lk Bl o, 30t i N PYY— A3 (i A L 1 L 78 26 0 K S 15 5 o
XL BRLGZEY 16 3%, 55 1 41K R HAR K SR EE IR 2 7= 470 46 SEALC I 1 i 25 B K
[0200] & 16 7 HE T ok B T IR S8 AR PR , Pk S8 78 i H S 2 A [R) b 0 =
ok TV it A e L S R IR — R ) 22 O A I e R 45 T PYY B A 1
P ZDF KRR 23 S0 BEOR B AR PYY (R 2R R o ax el & 48 bR TR 6 . 2l Bon 5l
AT N AR FE R FRAH B, FEAT PYY TV (1956 1 41K BRUOREF S8 B 2% PYY 9K FE (30. 71 g/
mL) o PYY FOWE I IR (T, X5 1.6 F1 7 4L KB M 5400 5 7080, X568 2.4 F1 5 20K
154 10 438h. 85 27~ H PYY/FDKP 18 ot il N A 38 1 T A7 K B G A b LA T
DN () PYY &, R, 5 7 4K R B e (0 I PYY IR (4. 9w g/mL) , 3 HAZBUERFF
THAAE DAL )E2 35 7380 ZRE R B o il RN i 1R PYY (5 2% R B R ) A
R RUEAEAT IS0 & Nl TV 5 i 5 35 L Bt A PYY/FDKP B 51T PYY % ik
I 2P, A2 F PYY/FDKP [ it FH S B0 T S 407 6 0 SR o

[0210] £ 6
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[0211]

KA 1Y/, Tmax Cmax AUCall/D
(7r%h) (5rh) (1 g/mL) (7r8h /mL) BA (% )

1 13 5 30. 7 0.61 100%
2 22 10 1.7 0. 06 11

4 23 10 0.51 0.10 16

5) 30 10 1. 33 0.15 25

6 26 5) 2.79 0. 20 33

7 22 5) 4. 90 0. 22 36

[0212] & 17 7nth TR 3mSR (LIRS 25 B A K | W R 1T 2 R0 PYY
ANV TR ) 2 A R B 2505 R A Rk . Hokkh, B 17 88 75 ik
JE RS TV FSC il FHAH LG, I 25915818 RA R i) 2 B2 T AN 2 R R R . B 17
(R0 2 B, AR BH I fili 25400 88 08 R R 5 AR K BRI it AR B, DA S /)N e 1 24 4 2% e 11
TSR . BRI, 5ARHETT VAR EO I, SRA5 28 25400 B AR ABL B3I DR A0 R T 75 22 B/
BN AR TR B, fE— ANl 7y b, SR 40 7 B2l vg M) CRLE IR an GLP-1. B WA RR
HTERPYY) SRIGIT M CELRERE R Ry ORI EIE ) 5, TR i iR X TR ER T
(1% 52 1R 2 It FH 0, 13— ol 8 22 A i P 00 AR IR g Py ] W N TBC 00, AT 5 7 P H At FH A5
2IE BIARA SR BT 75 1 5% 8 AH LE, DLSEARC PR OGS P 500 10 28 B SR BYR 7 RUR o #E— AN S
J7 2, TE B FE IR B U Lipokines.

[0213]  SZififsl 8

[0214]  PEHY GLP—1 R4 )5 2 RO PR P e P o

[0215]  ZHFFTAT H 2 PP GLP—1 -4 e w4 0] 48 ) i 200 T 2 i s ), R VP A L 22 4
M CEREAR R M) L GLP-1 3 i 8 = A HEAE

[0216] SISl ZWFFL A AABY BT H A5 T2Wh 2 BUBE PRI 20 A 5, A7)
[RAFEREJE LA 20 B 64 & o BB BUZ TSRS s i — R AL, Hoh 15 A7 R 821
A b 4 J it FH (1) L5 4E FDKP A 1.5

[0217]  mg GLP-1 ¥y BCHI) » 1B N XS R, 5 7 523038 7E 25 1 4 )5 4252 FDKP IR ARG K
BB B BSE R BT o AR IR — 35, 45 T R DU IRAH 4R I AR B, BEIR
i 475Kcal 4UIFH PC- SFIRES / b VE M bricbric i &R (meal challenge) .
Pl 4 vt A X S XUBEHEL (double  dummy) AZ X (cross—over) W3R ST, H
HLEE BT 15 4Bl il v 5 45 7 SR AR R X BRI AR 2 48, E 13 £ mi Sz B A AT RN
GLP—1 TRy e I sl AN GLP—1 TRy e il A i) 22 R FAEREAR 5 30 7B &R .
PURHALEE LR K03 1 B2 1. Smg AN GLP-1 IR EC 4 e R B B 4. 16
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AbEE 2, P R LLALE FDKP ()R B % %52 — ) 1. bmg [¥] GLP-1, 7EALZE 3 1,
JTA 38 DAL 3 FDKP (TR B il % X452 P ) 1. Bmg 1) GLP—1, — 5 7E ik 4 fir a7 R 4%
%, —FIEHER G 30 /e iz, TEACEE 4, BT @ B PR 10 0 g K AR
TE45 252 Wi A2 JG I 2 AN I TR AR SRR B A B IR 40 45 24k (A34E GLP-1 3k
PR B B N5 R A PR N B HEE ) AT 0B ST S5 s T 18-20 R

[0218] 18 7~ 1 b B b #ZH A o H ST 3E) GLP=1 7K~ 20 7 BH AR TR AN A i
(R, B2 TR BCHIY (7E FDKP " AL 1. bmg GLP-1) [RERE R 5 LB 22
S GLP—1 K, Wi ANB AT C Hh i, FF HL A J GLP—1 7K-P SR R B . 7R
- b (E D) sEEZ TREH A (B E) A, #A T ER GLP-1 /K F.
[0219] [ 19 /R tH T AbHE 2 ATk Ja i s iR R B K. B8 Bonke T2 28t
FIFEEf IR (B C) 24, A5 0 o Hofh s (R RGO i ot F 22 R Ak
PR (EIB)) w4z IR B 25 o AR T, 76 LA & FDKP R 44 % #6532 GLP-1
[0 S5 A TP I 25 N2 BN =, L e R RN A £ 2 b S8 AL B S ST RIS B I
% (B D-F) o gk EonTEH GLP-1 45 Bl ) b 21 1y 58 38, 8 28 B AT PR . GLP-1
T B 47 1 e FH S IR 3R 174D ] 257 B v R AR 0 6 8 R 1 B R R R (AUC) » 7R 32
GLP—1 W ANH R kil FH (152 3R 3 A, IR R M MR 98 I 2R i — I H N 8% (Zdl R
BoR) o BB K/ NE B AR L, — 26 53 BoR/ME S AR BEAAAH S IO R B R KR
T At R 3 s KAF 2 S 2RI RV BB A L AP AR IR 5 25 N B 1 22 S, (LA i 2
IR AL o 12000 I 22 NV IR 22 S ] IR IR B B PP R R SR AR P IR A o N Y
PEUY T LA FHAE S0 A SR K2 Wi i s 2%, SEOR IR T80 (70 42 ol L 6 26 4 7K P U T sk = B K
(A 2850 ) 3 BH B DK 14 i B B B Ik I R e o

[0220] P& 20 ;- T ACFRAA R B HES O be . B A QKNI 3 AR ) I B (ALEE 2
) MEE A5 E D xS (FHAS TG GLP-1 (¥ FDKP 14 Bl hili 78 b 22 it
FIMEFE K B ) ARUR B HEA R T 20 e o B IS B R E T 10 g 7 B K AR =2 1k Ak
HH ) 55 5 X HERH LI (2R B HE S 1) B A IR s . B I8 7R BH A T i 48 2 FDKP il
GLP—1 (3G HEFRIIiZ R G i = B HEAS (W3], 78 GLP—1 332% )5 75 S DR 1 i & 2R, I L
5| AR 2 B AUC 7K P R BRA

[0221]  RUE AR BRI B A 1) 55 e 77 X B R b SR R R R, (R N M B B, ESCA I
PN 25 I L AR RR E 0 )y R AR A Bl R FL AR 7 2RT DR B8 BB 4 41 & A AN R R R 4 Bk
N i HL, ARG S G AT T 2 Bl B A7 JGE O B 8 TR B s AT K&
T AR B, AT B B A DL AR B SR AL

[0222]  BRAES A VLB, F T U0 B B RIBCR ZE sk A b R IA Lo 250 4y =B ML R
I B A () BT 0 S S B A TE A T D0 N EIARTE “29” &0 PRI, BRaEde b el LR
W BH A5 0B 0 BIBCR)ZE SR A b A B S U U O, TR A B AR SR AR 1) P 75
MR o 22 /0, FEAN A P R A4 25 ] S W) R P RCR) SR I a [, AN E S e b
I 2 R 28 T 1) R T A BT I8 N L B AR R, . NIRRT AFFAR K )T KIS
Bl P 250 3 B R S0 2950, TR s S 23 B A U2 R mT RS i R 2. 8
T 5 A AT 25 B A A iR 22, 3R AT 15 B RSN & mh A R R B 22 DA SR 7= AR 1
[0223]  BRAEEASC 55 A Ui B s R _F T S0 S, R AR B BN Se CRe AR E B
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FEBCMESR A LRI ) AR “ 47 (7 a” , " an” ) RTCREAST (7 the” )
AR FiEA AR D B8 SR BSR4 X A SCAUEVE I RUE DR A N 5 I T N %
YO B RS BB R 3830 7575 (shorthand method) o [ ARASSC S A Ui B , AN R K4
HB I AN UL IS, AR A I I AAS—HE o BRAREASC AT U M s BT S A
fich, A ST ¥ B AT 75325 0 CADMEAT G 38 BN 2EA T o ASSCHIT B A3 AR AE AT R BT AT S 491
s (Al A an ™) A P AR P R S S b P R A A T i =% A5 B BT SR AR
V0 BV PR o FR STAT HP AR S AN A PP A 7 A AT AN SR AR AP R T8 300 AR R B R S
EANEP A P

[0224] AL I K46 36 70 2 BCSE it 77 IR 70 AN AR o PR o % 4Lk o Pl A R g2 3
SCESRORY, S ASOR LA I S B R S E e R R A . N EAR, th T ERAT /
SRR A, — KA B A A R DL SR — A BONZ AU BR . S AEATIX R
A5 B B A AR I, A AR ST R O 358 220505 (R 2, ARG A2 X B In SR 22 5K 45 7 i
IR 5 AT 245 T At A

[0225]  ASCHEIE T AR W K28 S0t 7y 2, BB AS R T AR N L) SEEIAS 5 ] 11 ¢
A IR, ARG B A T 1 R HR Jm 2 B IR S i se it 77 A A S . A
RN TSR I EOAR N R B IE =3 R AR T, HA R W A A R B A 5 A3
R g R AN R 7 N HT o A1, 23 /0 W] VAT SR VF, AR S A5 B I O BOR 2R3
BT AR N B BT A BRI SE N  o S3 50, BRARA SO A7 U sy b ST R 3, £ 3
BT Al ez, e RAE R & AR B BT AL 4

[0226]  J3 &b, AEAHIGICAFH, 51 T KRBT FIAER I A E NS 25 300k Lk 5%
SCHRATEN R H R DI I 5 | H AR T AL

[0227]  dJim , N B A SC O T IO AS 5 B I S0 7 58 0 T ) TR A BT Js o G ml A
PG Rt AEA e B RO T A o EARLE, SE e 7 g8 it A B ) 6 77 2, AR A S0 8 S R A
R T 3o DRI, AR B IR AR PR i 0OkS 1 b BT 7= AT AR 1 o
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300

250 —O—— L5 mgWR X\ HIGLP-1
—0O— SCGLP-1 - 10 ug
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