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L — b P T4 SRR PERE D5 9% (NAFLD) T8 RREO HVa 7 10 IR ZG 45, Prid
YA A TR 2 GLP-1 MM s A5, B ARSI, F1 AN PSS
2. IRAEBCFIZER | Frid i) OURZWAEY), KRR imA s 2 T—1H.

3MRIEBCRIZ R 1 Frid ) OURZWAH AW, A Bk 2 &4/ H— R8s H =K
Jiti F o

A RPN ER | B 6 D BR 25 &4, 2 mb BTk 294 20 4 W0 3 A il 5], e
FTiR 5 2 W GLP-1 AU s LA &, BTk B RSN A BTk — A BH S 0 B S b T B
RS R

5. IRIEBCFIE R 4 Frid 69 OIR 2 A4, Fo b Brd A R T B 28 P35

6. MRHEBURIZESR 5 BTk it 0 IR 2G4 4, o BTk B B gl ik b B B O A

7. MRHEBCRE SR 4 Brid 09 DR Z3 2 A4, o rp BT I 45 il 710 A2 22 T ek AR v s 1L 5]

8. AR BRI ZLR 1 Frid iy O RZG A4, oA Bk 250 2 640 A2 [l 25 1l 57

9. RAEBRER 1-8 AT —IUFT IR 19 DIRZM A A1, AP BTIR GLP-1 B4 PR
AE MR R 100-600 oz AR E (& umE ) A/EERLLRHEZ AR & / A E A7
1

10. MRAEACRIELR 9 Bk (4 D IR 254024054, oA Frik GLP—1 A4 DA A 2 4 4557
& 100-300 Wodz A& (A& mE ) ZAECLLBHEE AR & / R EF/E.

11, FRAE BRI EL R 9 B 10 Ak (1) DR ZG A &4 Serb Birid GLP—1 2804 2 L ZE T Ak .

12, RPEBCREER 1-8 FE—THFTIA I 0 AR 2554, o Birdk Jig 5 26 DL B 3
(1B & 8-32mg/ Z (M & (A& imfE ) AL LBHEEMENE / R E AL,

13, FRAB AR EE SR 1-8 H AT — T Bk (1) VIR 250 4G40 AR Bk J Iy 2 DA s J 3
[FRRFIE 4-12mg/ Z WIS (AFumE ) FEBLLEHEE AN & / AR EAF1E,

14, FRAEBURELR 13 Frid 1) DR ZI A 54, Forb B FTid R 55 28 2 41, Firidk GLP—1 24LL
PR BB AR & 100-300 fe 2 (B (Sl ) A/Es bl LRHEE BN & /
W E AP

15, MRABE BRI ESR 14 Frid i) ORZGWA 59, Hrp Brid GLP-1 8 & L ZE ARk .

16. FRAEBCRNELR 1-15 FE—TUFTd (9 DR Z 4 &40 Horb Bivids 8 A B 40% B
KEJRE ABHTHY) (SB) \Bowman-Birk 4|4 (BBI) Kunitz R AEFMIHI4 3 (KT13) A1
N A RAK, HoA & — 2 ] DL EAE B 5 — PR IS 4 6 o

17, RPEARIER 1-15 PAE— TR I D IRZA &4, Hrp 7 — R 2 Bl KR E
B A9, FF H AT id 25 (1 B0 S AA 40 R g (A R R L 2R I B 3

18. FRARBANE R 1-15 A — TR B O IRZGMAEAY, H A Frid & /e P fh
R4, 3 H BT R PR RGP 2 SBTL AN AR .

19. AR ESR 1-15 & —TRTIR B O IRZGMAEE Y, H A TR -5 2 /E P fh &
R4, 9 H BTk PR BRI 2 5 B R KT13 A4 BS 1Y) BB

20. MRIFBCFELR 1-15 AE— TR (1) ORI &), b Bk A AV P AFE P Rl i
H RIS, I BT A PR I (D) S E KTI3 A (i) e AR .

21 MRYEBCREL R 1-15 AE— TR (1) R &), S Bk H AV P A7/ —Fhig
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FBFI Y, 5F B ANd & AR H 202 2B ) BB,

22. RFEBAN LR 1-21 PAE— IR B D IR WAL G, Horp ik 2 54072 EDTA,

23. RYEBOREER 7-22 FPAE—TUHINA B9 D AR 250240 G, I mp i Je e 1 RO i 32
IRV  Z PRI S5 Ak BRIl R o et S ek R 47 o

24. MRIGBANESR 23 Prid i) VIR 23 G4, Ko ob i i 2 fh i o

25. MRIGBAN LR 7-24 sPAE— TR H IR GV AL A4, oo ik 22 Tl 0 AL 1 771
KT .

26. MRAEBANEER 1-10.12-14 A1 16-25 FAE— Bk 19 IR ZGA S V), o frig
GLP—1 S SLZE TR o

27. — P NS85 b NAFLD )T semions Hof g7 i 77 1%, Bk 75 A5 2 9% < m pr
A2 T BRI ZE3R 1-26 TAE— T 1 D IR ZGMAL 40, FHE 3 NAFLD O s soxt
HIGIT

28. RIBAN LR 27 Frid W 7535, K prd A st 2 T—1H.

29. — Pl HE NS i NAFLD R eBOn B M 751%, Prid TA S iE b 3% 1A
P& AE NS I BUR 225K 1-26 FPAE— T3 1) IR 254040 540, Hh b3 NAFLD (972 1
B HYRIT

30. RIEBAN LR 29 Frid W75k, KA st 2 T—1H.
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FTia77 NAFLD AT REIn B M R H RIRAE 7 A FNE &
7]

ARG
[0001]  ASCHRMES A GLP-1 MM/ BURR S 2 10 IR AL S Y, T iR7 ARl
PERGT R (NAFLD) 1 e iy A2 11 B L i 138 AN IR HL A AR 2

HRREAR

[0002]  FEF VTR ALK H 70 B P 20 VA 1 M (1R R 5% 2 BB o s LW 3 RE IR 1 (GLP-1) 5 IR 5
PR A . GLP-1 HIT 2 BB (T2DM) P97

[0003]  RAR GLP-1 Wil IR FH g 52 B, JEL PR AE T FL PRI A2 23, T R 2-3 38 1) = 1
R T R PP ERG, DBt AR AT R SR NG B B 2 FEAA IR, FRAE GLP—1 541771
HEVEY/ N

[0004]  HAEVEKE TG (NAFLD) s&— ZRFUMS PRI , A4 FH 1 g 107 A8 1 il A i) g g A2
PE (bland steatosis) FURAI G T AR P 16 5 28008 , G0 AEVERS PEIG D7 PR 2 (NASH) L /)N
NI 9 REFE AR 44k (lobular necroinflammation with fibrosis) FATHEAE (Sharma
%N, 2011 sPuri 58 N, 2008) o NAFLD AH I 14 JH A A2 AT S B2 2R A 95 F1 48 g (HCO) .
) A 12 PRI, 32 BN R S P2 I F2 48 . NAFLD L7 5 JE 2 if Jig =
(dyslipidemia) AH5% (Malhi ZF A\, 2008 ;Retnakaran R ZFA,2012 ;Sung 28 A,2012). P
T7 0B (1) B LA A R VAT 7 B AT S SRS A IR T IR o e T FRIE 4R 3R BH , 3 SIS IR 07 1 388 49
B DT 5 B I B TR 3k 1 A i Sk 55 &= 4 ME (Centis 58 A, 2010) .

[0005]  —MEHF T 4R, GLP-1 BEARAT4H L (14 g 7 0 I 7] AR TR T NAFLD, A
HABHI 7T C 22 875 GLP—1 3 I M B B M, FHIX N NAFLD . SEfr b, L2 I 41 i
F1 GLP-1 324K 2 AT 18 (Nielsen ZE A, 2008, Redondo Z& A, 2003 ;Lopez—Delgado
5N, 1998 ;Sharma 25 A, 2011 ;Ben-Shlomo 25 A, 2011) o A 5E B H ™k H PP 5 GLP-1
X LA 98 SE AN A LEAY, , AT 7843 Hib ER A FHE AR 40 B ook ix 26 49) R i e B (Kim 58 N5 2012) 6
[0006] B /R KHEERIH (AD) , ICHRAERT /R P BRIE , & i W R EIRR . %R VAR
o, MERERENE I & FEOET. /BT 656 & AL 2W i AD, BARFAT
SRR -5 2 PR B R P o B mT USE L B . 76 2006 4F, At LR AE TN E A~ T i
B AD PR FIE A RN, AT SR B KM tau & 7R H IR R AH
K, I HTF 2 R FOA IR e BAE RUIR G R h R PEEH

[0007]  MR<EARIE (PD s IR Hr A I BREUA PR IR <6 AR E 32 3 D BE PR 58 B4R -5 1iF /HRS
BRE B RRET ) & — A R RGBT YR . TSRS RE R (X
) A2 BRI T AT JE TR R R 1 SRR RIS B I ER , 11 BE A
HH B A S0 e RURAT Sy i BRI G 098 PP HE B R SR o TR G AR AEE NP R L, K2 3L
JRBITE 50 % B

[0008]  “FREWH (HD) J&—FhsZma Il R Fh i JF T BOA ENBE 77 FE UK R vl 35 ) P 228
AT AR « B A PAEANE AR E .. FRWUER e 7 FREEER T EE R
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et L5 B . CAG =HAHE B v B fe ¥ @it A Ay e Az E B R R TE R,
TEEE R 78 0 AR FRATL AR e a4 0 i X 4 e

[0009]  ALZE4E MR (ALS) , XFRAE Lou Gehrig SR NGB 4 T0I0R, & H T iash &
i) — P A AIIE B E A IR AT M FRAS . DURATEBE P BRI s AP 4 o G B VAT A8 12N
FHIE, B R BE B VRS ARG R R AE 5 SN BB . K2 HALS w9l & 2 KA, 9 R 27 R A
(Li%EAN) .

[0010]  AMHMEMHE (TBD) ®FR2E— b1+ RE A H 2% E 4 HH 0T
M3 LR (30.5% ) ZBHAJCH G HIL TBT H ELTH G EAK AT a6 4145 ™ R LI HY
IAE T 2 N D R 45 A . Vi 2 3247 3 A B K A PR & A RN D REFE RS
R A SN IE B DI Re A AME FF A (Bakin ZE N ) o

[0011]  HKEAS (FIRIERASAE (BD) AR FEHIASAE (MDD)) /i fEUiAT, 10-15 % B9 AFFAE H:
A R AN I TR) 52 82 o A B RAGE 50T I R AR VA YT I A A AE A PROIR S R TR 42 5
BAFAEI— RINFNERFEAAE OC . N FNERRAAE K 2 8 D) Re Ae A SCikic 80, AR HA R T
2]z (i, TARICAZ A st ie g XGadZ ) EE TT AT DhRe b EE R R 22 A
BT RBREE . SR, 0 AR BB X S RS 1 v L2 B A M B AE YR T R/ B A
SN RISRE T H 785 A 2 Melntyre ZEAN ) o

[0012]  Fii 2 A I A 4 ZE B 2 5 | kD, 33 A M3 ) ][RI A 2R )3 3 B0 R . 2 [X
PR R 2L 23] BEAS AT M 52 17 0 B A SR AR AE 1 o SRV IX R4 MO AE T B 7 A 1 i %5 ]
RE A AN AT TP 1), {H e 76 AL 32 0 A AR AR X () DX I3 P A7 AE AT AR SZ 1697 MR MR I A 23X
I (Salcedo ZEN) .

[0013]  BEIRE AR PR A2 (— B AR I AS P ) e BB R o I AE 51 R A0 1o
05, BT LT EUR I . BN R R IR AR I, — P RGP , 1R 2208 PRI iR 10
A BT A [R) ) 430 AR TP AL 80 % M EEE (Kertes N ) o

[0014]  JEAHE#IZNE (PN) 24MEAME RARKMAEH G EIR . B0 L& iz sl i
PRBLAS B Dy Re AN H A (i FE 77 T, X ke T 52 AP 928 8L . PN ] BH &R G M o8 i PR s B¢
BRI A B = 250 (B, AT ) O PR, 1 R S S R G B
g2, BEAT LRI AL (Hughes) .

[0015] 324, GLP-1 AN AT IREE ST A o & BN IEAEF R — P T Y697 B8 R i 1
R SCZEIRAL (exenatide, &—Fh GLP-1 A4 ) 7).

[0016]  FEAERRE A AL H 2 A E IR AR (h = 4) E 74 MRk R CEIRRA A
Y ohge (Bldor 25N, 2010)

[0017]  REAfETIA

[0018] A SCHURME T & GLP-1 DA / B I 25 1) O IR 5440 & AR X B 4]
MIRIT7%, Bk R - &Y A T30 7 TR BT B RS MG 07 f s (NAFLD) S T J A2 4
S FRIENE ok B BT A B PR H Ay it FH a4 1 285 AN BB A 2 1 kit FH , TR A 11 i) 2
i mE TR AN O WOER . SR E A Bran, MR O i GLP-1 2B TR 97
NAFLD . H: Ji5 18 E B 22 384T PRI o

[0019]  ARSCHIA | Ak A& V) REI6 Y7 3 TBT NAFLD J5 18E , BLAZ RSB GLP-1 52
WA F ARG E R . DRI, FrfR i A S Re V6 97 HETD7 AR REAE S B[ BE T /=1
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il = BR MUAE L35 ApoB 7K1 &1 S N [E B /HDL Hb 7+ i A ApoB/ApoAl LLFt i Bl ks i
BEAY I PR 2 0 AR MRS s ML/ IR AL« P9 B2 DR IRAG « o T DR AS N 52 43 0 ok I 2 Pl
PO E7 5K S W398 (Sung 25 A\, 2012 ;Chatrath 25 A, 2012 ;Nseir 2 A, 2011 ;Salcedo %
N52012) o EHEIA T Frid H G WA I6IT & P 2B AT MW IE -

[0020]  ARSCHIRHRAE T T R A2 i e T I A R S A A

[0021]  ARE“HEAF” MR EARSCH AL BRI TS IR &, 75 WX P A RS
A=A BXAFAE VR AR BRI B n BATR 1] o

[0022]  BRAEF /M, 75 A ST AR B A a2 2 S R

[0023]  SEjil 77 EVEA

[0024]  ARSCHFRME T VRS NS ARG P 5 HF (NAFLD) Bl A H R A 2R (1) 254 4
G, Frd 2 A A AS GLP-1 4. /b — Rl B (A BRI AN BH B+ RIS
e — AL T =, M ALA Y aS GLP-1 5. R 2 B/ — M A BT S A —
SRS

[0025]  7ERAMOSLIE T EH, WA AR SR 2 20— P i AR A A B
HFEEY . ARSI 2, W 27 & 1) 18 52 3 Tt P S R s [A]

[0026]  7E—YESLiiE 77 =, AR SCHOA 2 A1 =2 [ A7) 78 AR SERE 77 R, frid
(IZ3W 2 A8 WAS Tl 71 L mp BT I 1) ) A0 i e S 7 58 R B RN/ BRO7E B R B i
A G 75— L STl 77 27, 1S il 52 2 TV OB 150 o SRSl SR A — Le s it
T A GLP-1 DA i 5 3% L 22 /D —Fh B AT A0 M FH S F IS, ik 8 E
U051 470 () 481 = e ok e 1 I | 4 R R L B TR A A o 7 L Ath S T 2, VRS )
38 GLP=1 804 . 2 /0 —Fh B A B HI A AN P F B AW . 8 H A SZETT 7, W
SHFE SRS R 2D —MEABMHM N HEFRESY. T GLP-1 24
HE RS ELLE EARNGIY. A QAR SR FTRSLE 7 ZH RN 2
HEAR T AEIRAS I 5N IR0 S 78 5 T3l v A 1 550 5 R DA AE 2R SC T (19 ] A
M SR ARSI T %6 FRAE AN, ARGUSHAR N 505 2 [ 45 77 B4 n] DA 5 5 B
VA HFAS [F 1 — R0 TEiE PR

[0027]  FE-—SESEiE T R, 52 AR WA AW 52 i 3 EL48 A NARLD o 78 HoAth 52 77
e, B2 TH IR T B NAFLD 8 AU o

[0028]  7E X —ANJ5MH, 3R T A SCHTIR B 73 14 A 7R il & F TR 97 AN 259 NAFLD [ 254
H I

[0029]  Gj—ANJrmmdRAL 7 — P Ti697 NS NAFLD BRFEAR H R AR 2 T71%, Frid 7712
A HE T 12 W NAFLD J& #5532 3038 AT IR D IR, 85 2 DL N DI /R E X Gy I 32 3
it AR SRR 294 640 B IR YT A2 H NAFLD BRI H R A 2

[0030] 7t e S i J7 & 1, VR T IR ORE A IR ORA 9 R D AR L AR VEORS TR IR o PR
(NASH) FH/INH-SRBEME JERE LR 4E4L

[0031] 7R HAthSCE T L5, e AR AN R 5 AR M 78 HAth STt 77 27, e 2 AR AS T T
J TS 26 (NASH) 5 3 HLATSAE oAt SE i 75 28 7, ‘e /N IR BEPE SE0E £ A 44k

[0032]  HRHEALNIF, ARUUBH AN FA5 AR, NAFLD A H 58 i m] 478 T R i 52 1
R IEAT TR PR 1) 07 JR B ZR U 1 52 303 A R R i s e e 2 il e AE— 2

6
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SEHETT R, HRTIA TR A S 69T B 523 TR R B R U, (H R B B B R SR
(frank diabetes). 7EHARSEIETEH, 2 E A RRES =P EHARSER T RS, %2
B R HE  EUAE MR A R o A8 HAh SL it 77 27, Y7 I 32 AR E (Younossi %5
A,2012) .

[0033] 12 W RH N & {E YRR PR I 105 T JHE 28 (%) 77 925 A2 AR A 1) 9 L ALLE , 491 e 7R
40 R P A 2 T B A XS EE (hepatorenal echo contrast)  FHo 8 AL & A
(Saverymuttu 28 N ) s & R R ZK P9 2R A 2R 5% Ul (AST) IR BR L &R (ALT) (Bl
WEEREE AL v - B ABE L IKEE (GGT) 255 15 iy A A 1 225 DR ) mRNA 7K 5 R0 A B H- v
Wk S EE R W -2 (DGAT2) 7KF- (Miyashita T 25 A, 2012 ;Sung 25 A, 2012 ;fl1 Juurinen Z5 A,
2007) sHEFEARUE Mazhar 25 A, 2009) ;A1 & 5% & H K.

[0034] ARG AR N R MR, A SCH A A B SRR E & NAFLD 5 i3 E (20, 4,
Sung Z£ A\, 2012 ;Chatrath Z£ A, 2012 ;Nseir ZE A, 2011 ;Salcedo ZE A, 2012) . £E HAth1H
R ARSI AR LS MR, GLP-1 7] LLEAT 5 H R NAFLD IR T e -

[0035]  fE 55— AN, AR SCIRME T — P TR T A YRR IS PR A A Y IR
[ B v A o — AN 7 T BRI R AR R A A, iR 29 S 85 R S 2 . GLP-1
A &b —Fh B ARSI AN BHE RIS N — AT R, AMAEY)
£ GLP-1 280004 . & /b —Fh B (I B B A N P B P AW . /E X —DSEiir &,
A EMAE RS R . 2D EOMME YA A HE TR S . AR SLE T %
B, 2 G L HE AR SO BB T I A B 2 —, LR e — Se S 77 B, A W)
W] DAL & BB AN/ BUAE B PR A . 7R A ST R, A SRR AR S
BT il () [ 25 15702 — o AERELE S 77 22 T, 1 294 20 6 40 1) 5238 it P (R I ) ZE

[0036]  7E X —ANTTIH, #& 4t T A SC Tk pl g3 B4 A AR & 25 R i g, Ik 29 T
WBIT A PR I A PR m i A B ] B v BAE o — AN T T PR L R AR 26

[0037] X —ANJFHEARAE T — Py 7 PR NG 7 A8 PE A2 6 2 rp A B A B R B 7 — A T
T FAR R A R T 70, BT D7 v 5 00 B8 < m) FHE P g 0 A0 1k 3233 i b SCAmid /) 2454
AW, IR S MR B B PR AR L R AR

[0038]  7E 7 — ALy A, ARSCIRAE T —Fh A T30 97 A MR IR 07 A8 PR B9 A ) /=
H I =B U BAE 5 — AT T PR L R AR 2 AT A1), ik 9 A G406 5 TR B 2
GLP-1 24 2 /b —Fi S AR I IS F B S . 208 — DL &5, 29
HAEMAL GLP-1 K. B0 —FEA MR YA N HEFREEY . /£ X — %L
FEF, GMAEMETIRR R 20— MEANHIHEM NS FRESY . AR
77T T, 3 G S AR SCHTIA I T MRS Gz —, K 7E—Ssei r =, 24
WA G YE ] AL B IRFEA / BUfE B PR A . AR HARSEE T =, 4 S
B E AR SO IR B 24 2 — o FEREEE St 7 R, A5 2902 A W 1) 526 35 it D ) St
K.

[0039]  7E X —ANJ7IH, 3R T A ST iy B A A & TR AW R i A ig, Bk 254
FH T30 7 S5 R g 7 72 P (0 N A 1 o e = B8 URE B AE ) — AN 77 TH PR L R AR
[0040] X —AJ5 ML T — PG T R 7 A8 PR 52 33 P e H I = R OE B T — A
75 T FEA e R A 2R T7 98, BB I A 5 0 B8 < i) JHF 1 i 0 A8 P A2 i e L SC i i 26

7
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VLA &), BVE YT I = ER MR B R AR A A 2

(00411 FE5 —ASEETT S, A SCHRAL T — R T8 )7 A B PE RS I A2 PE R AP LS 3%
M E B (ApoB) 7KV iBAE 53 — T T PR R AR R & W), ik 29 A S8
RS R GLP-1 SR /bR BB A N B IS RS D SRIETT
Eh, MU YR GLP-1 28U £ — R E B HI A AN S TS, X
—ANSERETT E T, A MEE RS R 2D R E BRI A S TR E A Y.
FERC LS T S, 9L A 5 AR ST iR I 2 T i RS R 22—, Herp e — S8 S
TrT, A EYRC A DR S IRE / BUE B AR AR A A SERETT S, 2
Y2H &0 5 A SCHTR B [ A7) 2 — o AERCEESENE T SR 0, H5 29 A &1 52 1 T 1
RO B] FE K

[0042]  7£ 3 —ANTT T, S AL T ARSI IR sy A AR %R IR 298 B g, Pk 25 )
HIT 69T A I AR T A2 VE A9 AN H LS ApoB 7P T+ iR BRAE J3— AN J5 T B A e A 3
[0043]  S—ANTTHEFRAE T — Bl 7 B PERE U AL PE A2 63 T LS ApoB AT T s BAE o —
ANT5 T FEAR I R A Z W TT V5, PR T A5 2D 3R 18l AP 07 A2 52 6l i Y SO ik (1
Zi &Y, BHILIRYT LT ApoB /KPS PR AR L A AR 2R

[0044]  FE5 —ASERETT S, ASCRAE T — R TR T A R PERE I A2 TERI A TP i B 1B
[ i /HDL EE T+ R BAE s — A7 T B AR A AR R AL &), Frid 29 A S5 15
2 .GLP-1 M B/ — R R ABHTH A B FREAY S — DL R, 4
MA GRS GLP-1 KU B A — B AR A IS TR &S Y. A3k
77 T, A EMEE R R B R R AR Y 0 E TR A . AR
SKHETT S, WA GRS A SO IR A Tl RS R 2, Hed A — SRS T =
LW e T LR A/ AR B TR AR, AR A ST S, 294l
WAL 5 ARSI I [ A B0 22— o AERCLESEETT S8, R 29 20 & W 1a) 52 X3t R A 1]
T,

[0045]  7£ 3 —ANTT T, AL T ARSI IR B AL AR % T IR 298 T i g, Bk 25 )
FI 677 AT VG 07 A2 VE A9 N A 1) A BT 8% /HDL L ey BAE 53— A T T AR e e A
[0046]  S—ANTrHEFRAE 1 —AiiGy 7 B PERE U AL PR32 6l i S B S B /DL BE iR BRAE T
— NI PR R AR R W IT IR, Ik THE S R R PR AR v 32 w3 i 1 B id
RIZGAL 50, GG T SRS B /HDL EET R B PR A AR

[0047]  FE5—ANSERETT S T, ASCRAE T — P H 67 B B PE RS I A2 PERI A T i8R
H#11 B(ApoB) / #FE F1 AL (ApoAl) EEFRBRAE b3 — N J7 T AR R A R 4L 540, P
BREMA GO R GLP-1 KW 2=/ — R BTG YA A S T E S Y.
TR — AR T S, Zi A &8 GLP-1 8. /b —Ph B BG40 I 0 R0 A FH 2
THIEEY . A AT T, B S SR 2 2D E B R A Ay
FHE T RIS ARLESEIETT 0, ZMA SV S AR SR 5Tl ABES 6z —,
Horp e — BB ST S oh, Z9MAL S V0L AT VRS AT / BRAE B PRt AR, A
sk 77 %, 2 SRS A SO I [ A5 157 2 — o AERBESEETT S, A 24l &
Yoy 52483 it Y R TRIE 4
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[0048]  7E X —ANJ7 I, #RAE 1 ARSIk i A & ] & TR 259 R i H3&, Prid 2547)
697 A T ERR DT A2 PR A H ) ApoB/ApoAl ELFF R BUAE b — A 7 T PR H A A 22
[0049] X —ATindetlt v — PGy 7 T RR 0522 P 52 138 o ApoB/ApoAl EbFF B AE b —
ANT5 T PEAI I R AR 22 1 T7 35, iR 7 V2 A4 A0 B8« 1) JHR 4 I I 72 522 it B SR i)
2 AW, HIGIRTT ApoB/ApoAl PEF B R H R AR 2R,
[0050]  FH TN ERTIA TG BT S E T7 152 AR UEHE AR N SR o 1 75 15 e A
Chiquette EZE AFI Martinez—Colubi M ZE A FHEiR,
[0051]  FE 5 — AL 77 &, AR SCIR AL T — P TR 97 52 53 32 i g i 2 P 80U
&7k R NI BREAE 5 — AT T B R AR R M S, Frid 2 G E SR 2R
GLP-1 &l 2 /b— P AR A A S P E A, 50— DT EH, 144
MAEME S GLP-1 . /b — R A RgIHI A AN S FE A5, £ 5L
TTET, ZAYHEE GRS R 2D ME AR AR E AT . AR
77, A A S A SO R BT A IR —, R s T R, 2
WA S YE ] AL B IR FEA / BUfE B PR A . AR HARSE T =, 4 S
AL B AR SR A A5 R 2 — o FERLLL ST TT S0, 1 2 2H A 1) 52 A 3 e X I ) SiE
K.
[0052]  7E M —ANTJ7 M, 2l 7 AR IA Bisr B4 A 7R 45 T IR 25 B FH g, ik 254)
F Y697 32 TP 32 40 0 8 5 25 Fr B8 &7 5k S REIG S B AE o) — A7 T PR H R AR 22
[0053] X —AJ7mRAL T — PGy 521 TR 3240 I M B 2R I BUILE 7 7K S B3 9 B AR
T A T7 H FEARH R AR 7715, Brid A AR D IR m 2 3 i B SCRTiR A &
Vi, HH YR T 5240 R i I 2R i B A 6 o e B 3 R B PR L R AR 2R
[0054] Y —ANJT R T —FRIG 7 NAFLD 32 45 3 F 32 103 1 JR 5 2 B 350U 28 7 5K e 97 3
SR TTIE, TR 75 ARG D IR 1A FR X RT3 F e ESCRTiR M2 54, ik
1697 NAFLD 323835 o 52 08 A i I 20 BT B /8 7 5K I B 3G o o P T 00 5 90 I 20 P L /8 47 7K
SRR 77 0 A A AU AN ), I LA S, I &) ZBEARAR (ACh) AIAEEEN (SNP) [ ML
=M (BIIETE R ) (Tesauro ZEN ) o
[0055]  7E 5 —ANSEH 77 Z& 1, AR SCHRRAE T — i H T b N AR IR DT U OAR BRAE B — AN T T
FEARH R A AMAEY), ik A G L R R GLP-1 KU, 20— P Al
FIHAD BB T S £ —ADSEi T 2= ZAMA -GS GLP-1 KUY £
b —FhE BRSNS P EE ST .. X — TR, ZAMAEMEE IR
iz 20— B E BB S M A B TR S ARSI T =, A sa s
AR T A G 2 —, Hp A — LSt 77 B, 9 & Wik vl A IR
%H/jifﬁqjﬁ?ﬁ&ﬁﬁfiﬁﬁﬁﬁ TEHA S 77 2R, 29 4GB 2R SR IR 1 [ 285 il 71
— o (ERECSLETT B, G AW A R 5263 i B AR .
[0056] FEX —AT7 T, 3R T AR s A G EG & TR 25 &, Frid 254
FH T 9800 I A 59 18 7 DTRR BRAE g — A T T PRI e A 2
[0057] X —AJ7m &AL T — P T A T 7 PTORRERAE 53— A J7 T PR R A 22 1 77
% Ik 77 AR IR m 32 E T ESCHTR 25 &4, B s/ I R IR 7 TR B
FEARH R A2
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[0058]  fE b3 —ASERETT EH, AN SCRRAE T — PR T R YR A2 € (cardioembolism)
B BRI R R R A AW, iR A S a & R 2 . GLP-1 2. 20 —ME A
BN A FHES TR S . B — DRt T 2 A MAH -GS GLP-1 K.
2/ —FhEE ABHTE A A SIS 1E X —ADEHETT R, i AMA S e S
JiR By 2 2D — B E ARSI AN BH S R A AR SEE T R, A S
B AR SCHITIA I T R A 2 —, HoP AR — S s 7 R, 29 A ik n] DL SRR
B/ BT B PR B . 7R H AW S E T R, WA S WA S AR SCHTIAR I [ 2
Mz —o FERLLSIETT R, 5 25 A 1A 2R 3 it FH e TR 4

[0059] £ —ANJ5 T, 3L 1 AR ST 73 (1) 406 A i) 26 F T TR o J M A 2 B P (1 L
KA I &

[0060] L —ANTFTHFRAE T — IR o Y5 AL ZE B PR L R AR R B T vk, BT T i iE
B 112G A FSCRTR 2T G, B TR O e ZE B PR L R AR

[0061]  fE5— AT L, AR SCER ML T —Fh T30 5 P ¢ Dh Re R AS BLAE 3 — AN 77 THI P
IR AR AMAEY, iR A MA SRR % GLP-1 2. /b —Fp i L EE )
WA AN EF VAT 155 — ST R H, A WS GLP-1 4. = /b
— R ARFIEI A AN BB PR E .. £ AL B, ZAMAEME SRS
F 20— FEAMMEIM M I E PR EY) . sl 9, AMAAMEsE
SCHTIA 03Tl A Hl A 2 —, K fE— sy 2 rf, 294 A0 vT DA & 2 A /
BUAE B PRI RE A B BAK o AE ARSI T R, 29 S8 AR SR A ZS ) 2 —
TR R RS STl 77 R vh , 1 25 A 1m0 B2 AR e FH R TR SE K

[0062]  7E X —ANT7IH, 384t 7 ARSI s B A Al & TR 23 R i L ig, Bk 2547
FH T30 9 B Dh R R iR B 5 — AN 77 TH PR L R AR

[0063] M — TR UE T —Phidi e A R Dh REFRAS ERAE 5 — AN J7 T FEAC R AR 22 1 77 1%,
Frid 7548 0 38 181 32 i B SCRT IR B2 464, LG 6 P Bz Th e e s B PRI
[0064]  7E 57 —ANSEE T, AR SCIRAE T — i H T30 3 19 2 afi A DR A8 AR I/ AR V& A R
ARREEE 57— N T PR R AR R A &Y, ik A 5 Ma SRS & GLP-1
A B D —Fh B ARSI AN B IS AR — AT B, R A
Y F GLP-1 28U 2 /b — P g AL A A A0 P F A 75X —SEi 7 %
B, ZAMH A YA RS R 2D M E ARSI A S TR A RS
TR, A S AR SCITIA B T R AT Az —, KR 7 — L sejfE 77 £, 2459
HAEYET] LS IRFEM / BUE B IR A . £ HMMSSE T 9, ZYH 500,
B ARSCHTR R E S B2 — o AEREL ST T7 S5, 1 292 A1) 1) 52 3 it FH IR ) e
[0065] & X —ANJ7IH, 3243 T A ST iy B A A & TR AW R i ig, ik 254
F T30 8% 34 4R R PR A I/ IR VE AR R RE BAE o — AN 5 T PR L R AR 2

[0066] L — AT AR T —Fiidh B 4 15 72 AR DR AS A I /N AR 35 A TR 245 099 2 BUFE ) —
ANTTTH BEAR R AR 2R [ 7778, Ik A AR P 2 R E e SR M2 &4, B
W30 358 1 (R A DR S A I/ VAR 3 AR S R JE 00 4 B PRI L R AR 2

[0067]  fE5)—ANSRHETT R A, A SCIRML T — P F T 100 5 0 R 4 B 1 R e BAE 73— AN T
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T PR R AR R ZGMA G, rid A SRS RE R L GLP-1 (U4 20— FiE A
BN HIA AN FHE TS A5 —DSETT R T, 22U Y E GLP-1 3.
Fb— R E AR A B A Y. A AR BT AU S E S
FRE DR E AR B B A . AR SEETT P A S B
B ARSI (T S R, Hep e SRS T S P, WAL e T VI
FEA / BUAE 8 PRSP IO BAK . AE H A SEHETT S, 9L S W) & AR ST 1 [ 25
FIZ o FERLEESLHETT S, K 29 AL G 1A 523 e AN TR SE 4

[0068]  7£ 3 —NTT T, A T ARSI IR s A AR % T IR 298 i g, Bk 25 )
P 10 84 e PR 4 B PR JOREBAE oy — N JT PR A AR 2

[0069] AT TSR AL 1 — Pl 54 Ve PR 4= B PR JAE BAE 5y — U7 T B AR H R AR 3R 10
T3k, Ik T5 AR IR 152 e A SO IR 25 WAL, FR IS Y i PR 2 B PR R
RE B PR R A

[0070]  7E 55 —ANSEMETT S, A SCHRAE T —Fi A T ARSI AR R B AL R AL B AE o — A
TS S KRR R AL S, iR A S A TR = L GLP-1 R /b —
P AR HI A BHES TS, ES SR =T, 2 MA GV EE GLP-1
FANY 2D — Rl dE B AN B B S A A SEETT R T, AL
oo Jik i 2 2 /b — Bl (A B DR A B BB B ARSI TT S, 254
BV G AR 5L Tl BBES H ) 2, H e — BseE T5 R, 29 AL A Vi ] LA
BB/ BUAE B IR AR A AL A SERETT S, 29 SV 5 ARSI 1)
[ AT 2 — o AEREESEHETT S, K 2 WAL & W 1) A2 AR B FH R RIS

[0071] 7D —NJ7 T, S AL T A SCHIR B or 41 A AR 4% R IR 298 B g, Pk 25)
FI T B AR Bk SR A A A A 3R BRAE 5 — AN 7 T e B KR A AL

[0072] S —ANTFTEARAE T — M BEARSH BRI AR AL A A SR BIAE 5 — T T30 e sl Jk B A
WAL TT 1%, Frd 5B D IR <13 5260 e B SO A &1, B SRR B ko i
BRI 5 A R B L B AR LA AL

[0073]  7E55—ANSERETT S, ASCRAE T — BT BARAEIE (F£—DsEir iy
PR ABIE ) A S B 7y — AT T TP AEJHERE 2 AL ), ik 29 S B 5 TR i
F GLP-1 8Bl 2D —Rh E (LRI AR A0 B S FIIEE B 755 — AN 77 &,
M GRS GLP-1 K. =0 — R E A BN I i B RS, A3
ANSEHETT R T, ZAVASWE SRR 2D M E AR S TR E S Y.
FEREESLETT SR, 29 AL 0 5 AR SO B 2 T il R BCS HR 2 —, Herp e — S8 S i
Trsm, A EYRe ] DS IE / B B TR AR A A SEETT R, 2
VA & 5 A SCRTR 1 B 252 — o AEIREESENGE T SR 0, 5 29 S 1 32 i T 1
RO A) 2EE K

[0074] £ —ANT7TH, J2 A T A SO IR sy A AL % R IR 290 T B g, Pk 25)
FIT B AR AL PR (0 5 A 2 B Sy — AN T T F BT AL PRE

[0075]  SL—ANTTHFRAL T — Bl B PR UG A2 PRS2 T IR RRE 75 948, Fnd J7 i 45
ZUR AR AR AL VE A2 AR ] B SO 25 54, B s BEREAE

[0076]  FE53—ANSEHETT 5 P, A SCHRAE T — Pl ] 980 FE 1 i 7 A2 1 52 38 mp B A &
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RUUEN A S, s ZA G Y05 R 2R GLP-1 8L 2 — R g A B I 4
MM HET RS A5 DT =T, ZZMA GRS GLP-1 K4 &b
HEAMHIEIN A E T RS £ DT R, ZAMAGME SRR 2
DR EEHIH A AR TR E A Y. FERLESEE T R, A S E A SO
A )2 Tl RS B R 22—, Herp e B SEE T S o, 29 S Y0IE T AR AT / B
£ B AR RE AR A A o A2 A SERETT S, 29 S S AR 1 &2 — . 4R
HEELSLE 77 S, K 2y AL S 1A 52 T AR TR SE 4

[0077] £ AT, 246 7 A SCHITIA e 73 A9 20 & 8 1 26 T B P g A2 PRS2 ik 3
o JHF IR 5 2R LM RO 25 B P 3

[0078]  S—ANTrHEIFRAL T B B PEHE G A2 PRS2 W T B AR 5 2K T, g
TEBAED B R AR DAL PR 52 6l T ORI 29 A &4, v b P 7 A2
PEAZ B0 TP IR S = vk

[0079] BRIk 7 vE AN AW R B 2. GLP—1 SR04 B AR 420 25 AR
AT 4 B 73 P DGR ST IR A S L6 T (R A A s B RE A AT LB AL & DU AR SC
B AR ST SE 7T %8

[0080]  ASCHTHIN “WA” $RAEMEAAT T B sl I HATE e R KA . faim ] dn e
WA N RBE . ZARTE RS TR B & o BRI IRSKHETT R, ARG
A PUERAE 20°CHAT 1-1000 (B E 1 A1 1000) ZZIHFD VG ARSI G

[0081]  FEAFAE GLP—1 SRAMANIR & 2 I3 B SERE T 58, 48 IX PR 2 70— i 3Ll Y B
G ol T R i A1 VAR 19 B A S AP o VAL P I SY O SRV NS i E e s e T TR TR DS = il
Tt I BSAE 53— SR HE 77 8 AR LA B 30 78R A o £E 53 AR SRt TT 2, ANFRIAL 7
71~ AR S MY i P AH I — 50 30 2k 5 B 67 A 1) £ 71 5 P ) [XCTR) o A5 20, 55 A7 e B 2R 1
FIARIA] AR RAE & SCEE BRI LSS 2-10 40 B H o /8 A Sk 7 S v, 78 5 SCZE T
IR 5 10-20 73 BRHEH] 78 HAth S T %8 o, A2 5 A SCZE IR BR 5128 5 20-30 2>
HT s ME HAth SEJE 77 S8 T, A2 5 A7 SCZE IR B 57 A 5 30-60 i AT . 1 IRGH A AR S 4R
R e 3 S8 B i ) 2R O 2 M AR e P 5 DR 75 B BT (7 S ] BE 5 M M SR AT
Ko

[0082]  FEZFHSENMETT ST, A SO “SE R LR E AL AT 1S A R 6 A Gl 2 A
w3 AN H G 4 A 5 AN H G 6 AN A I T AN H VBT 8 AN A I 9 AN A
AL 10 A GEE 12 S H GBI 15 A H GBI 18 A A Gl 24 DA GEIE 30 A Bk 36
AT 48 A A i 60 A Gl 72 DA GHEEE 96 A L HEI 10 4 15 R EGH
i 20 5. AEHASEIETT =T, ZAE R RN 1-60 ™ H .2-60 4 H.3-60 4> H .4-60 4>
H.5-60 1 H.6-60 M H.8-60 ™ H.10-60 ™ H . 12-60 ™ H . 1-36 1~ H .2-36 I~ H .3-36
H.4-36 > H.5-36 I~ H.6-36 1~ H.8-36 > H.10-36 I~ H . 12-36 I H . 1-36 > H . 2-24 4~
H.3-24 1 H.4-24 A~ A 524 A~ H.6-24 > H.8-24 N H.10-24 ™M H . 12-24 ™ H.1-120
N H2-120 D H 3120 ™ H.4-120 > A .5-120 4~ A .6-120 1~ A .8-120 4~ H.10-120 4
H.12-120 D A 1-240 ™ H .2-240 D H . 3-240 1~ H . 4-240 N H .5-240 1~ H .6-240 A .
8-240 ™ H . 10-240 > H B 12-240 M H .

[0083] 7 B AR SLHETT % 1, #F 8—16mg 2 8] (i & 2 LA H — AT | A i

12



CN 104902921 A w Bf B 10/40 T

6 A kI 2 M H B 3 H T 4 N H G 5 AN H Gl 6 A T A H kS
8N H kI 9 AN H Gl 10 4 H I 12 S H BT 15 AN H VB 18 H LI 24 M H
#EIE 30 AEGERLE 36 4N H L 48 A H GEEIE 60 AN H G 72 AN A T 96 A~ A T 10
SELEEIT 15 AEEGHITE 20 4F . FEHASEETT R H, ZAE R DIR A 1-60 N H .2-60 M H .
3-60 P H .4-60 ™ H .5-60 4 H.6-60 ™ H .8-60 I H.10-60 P H .12-60 N H . 1-36 P H .
2-36 ™ H .3-36 ™M H .4-36 N H.5-36 ™M H .6-36 I H.8-36 P H . 10-36 N H . 12-36 P H .
1-36 M H.2-24 N H.3-24 N H4-24 N H 524 M H6-24 D H.8-24 N H L 10-24 A .
12-24 4 H  1-120 ™M H . 2-120 M H .3-120 D H . 4-120 N H .5-120 ™ H .6-120 D H .8-120
ANHL10-120 N A 12-120 D H L 1-240 N H . 2-240 N H . 3-240 N H .4-240 4 H .5-240 4
H .6-240 > H .8-240 P H .10-240 ™ H B 12-240 M H o

[0084]  7E 5 AMRISEHETT 2, 4 8-16mg Z R sy R UARFH 2 A TS 1 M H it
6 J& ki 2 AN At 3 AN AT 4 M AR S AN Al 6 AN A G T AN A LR 8
MHGEIT 9 MNH B 10 MH GBI 12 MHGET 16 AN H G 18 H i 24 A~ H
w30 HEGE 36 /N H it 48 A H I 60 A H IS 72 AN H kT 96 S H LT 10
SELELE 15 BT 20 4F . FEHARSLETT R, & ARE R LR 1-60 1~ H .2-60 1~ H .
3-60 P H .4-60 ™ H .5-60 > H.6-60 ™ H .8-60 I~ H.10-60 ™H .12-60 N H.1-36 M H .
2-36 P H.3-36 ™M H . 4-36 N H.5-36 ™M H .6-36 I H.8-36 P H . 10-36 N H . 12-36 M H .
1-36 ™ H.2-24 DN H.3-24 N H 4-24 M H 5-24 DM H 6-24 D H.8-24 N H L 10-24 M H .
12-24 N H  1-120 ™M H . 2-120 ™ H . 3-120 D H . 4-120 N H .5-120 ™ H .6-120 P H .8-120
AN H10-120 AN H . 12-120 D H L 1-240 N H . 2-240 N H . 3-240 /N H .4-240 D H .5-240 4>
H.6-240 > A .8-240 > H . 10-240 ™ A B 12-240 M H o

[0085] 7 53 AN HAR S 77 2 7, 300-600meg 2 [A] ) 3L ZE S Ik PA%E H — it FH ke 1
ASHGEEE 6 T 2 AN H T 3 AN H Gk 4 AN H Gl 5 AN H Gl 6 AN H i 7 A
H#EE 8 At 9 AN H Gl 10 N A G 12 AN H Gl 16 AN H G 18 N A Vi
24 A~ H L 30 A BGE T 36 A~ A Lt 48 A H B 60 AN A VBT 72 A4S A LT 96 A4
H i 10 4F it 16 FEGE 20 4F . EHARSL T R4, i ARER AR 1-60 1~ H .
2-60 P H .3-60 ™ H .4-60 > H.5-60 ™ H .6-60 > H.8-60 P H .10-60 I H.12-60 P H .
1-36 ™ H.2-36 P H.3-36 I H.4-36 ™ H .5-36 ™ H .6-36 P H.8-36 N H.10-36 M H .
12-36 ™ H . 1-36 P H.2-24 N H.3-24 N H 4-24 DN H 524 D H 6-24 D H.8-24 N H .
10-24 N H 12-24 D H L 1-120 M H . 2-120 D H . 3-120 N H . 4-120 M H . 5-120 D H .6-120
A HL8-120 N H L 10-120 N H L 12-120 M H . 1-240 N H . 2-240 /N H .3-240 D H .4-240 4
H .5-240 M H .6-240 P H .8-240 > H . 10-240 /™ H B 12-240 M H .

[0086]  7F 5 HM ) HARSEE 77 227, % 300-600meg 2 A Y 3 ZE S IR LAAE H — it 8 1
AL 6 JE T 2 N H BT 3 H G 4 M H GBS MNHEIE 6 M H VT T A
H. @ik 8 A~ H i 9 M H Gl 10 M H LV 12 A H GBS 15 N H T 18 M H Lt
24 A~ H 8T 30 A BGE T 36 4~ A (L 48 AN H I 60 AN H LRI 72 4~ A LI 96 A4
H I 10 45 i 16 FEGE 20 4F. £ HARSE T 2%, i ARER AR 1-60 1~ H .
2-60 P H .3-60 ™ H .4-60 I H.5-60 ™ H .6-60 I H.8-60 P H . 10-60 I H . 12-60 P H .
1-36 > H.2-36 P H.3-36 ™ H.4-36 M H .5-36 I H .6-36 P H.8-36 N H.10-36 M H .
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12-36 N H . 1-36 ™ H . 2-24 N H 324 M H 4-24 D H 524 D H6-24 DN H.8-24 DM H .
10-24 ™ H 12-24 N H  1-120 M H 2120 4 H . 3-120 D H . 4-120 A H .5-120 D H .6-120
AN HL8-120 N H L 10-120 AN H L 12-120 A H . 1-240 D H .2-240 D H . 3-240 D H . 4-240 4
H.5-240 P H .6-240 P H .8-240 ™ H . 10-240 > H B 12-240 M H .

[0087]  £E 534N H A SE it 77 ST, B 300-600meg =2 1] {1 3 28 I ik DA%E H = IR BLAE HoAh
SEE T R AR H £ £ 3 Wit T 1 A H i 6 B GBI 2 AN A B 3 AN A Gl 4 4
H. i 5 AN H G 6 N H G 7 AN H G 8 M H VI 9 AN H it 10 M H I 12
AHGEIE 15 A H G 18 N H I 24 AN H VT 30 H BT 36 N H VI 48 M H L
it 60 A GHEITE 72 AN A I 96 AN H GBI 10 45 T 16 FEGHE T 20 4F . 78 HAD SEi
TP, IZARER LIS 1-60 ™ H .2-60 D H .3-60 4 H .4-60 M H .5-60 P H .6-60
H.8-60 M™H.10-60 ™ H.12-60 N H.1-36 P H.2-36 M H.3-36 ™ H.4-36 ™ H.5-36 4~
H.6-36 1 H.8-36 I~ H.10-36 I H .12-36 ™ H . 1-36 N H .2-24 I H .3-24 M H \4-24 4
H.5-24 MH . 6-24 M H . 8-24 M H . 10-24 M H  12-24 N H L 1-120 M H . 2-120 M H . 3-120
AMHL4-120 N A .5-120 N H.6-120 A H.8-120 A~ H.10-120 N H . 12-120 A H . 1-240 4
H.2-240 /™ H .3-240 A A .4-240 ™ H .5-240 M H .6-240 /™ H .8-240 4> A . 10-240 4 A 8%
12-240 ™M H .

[0088]  WIASCHT A, BF H — kAT LAFRAE R B AEART ) (8] A 1)t FH , BAE Hoft SE i 77 22,
A AR RERAE FURERE I [ o AESRLLE S 77 2, &5 H— R4 245 7] LU 7E B I [R) | .
[0089] i i F A (Al GLP—1 SK{pd)

[0090]  FE—L8sChiti 77 S, QA S i 3 FH e ) 2 2 VN GLP—1 ZRAUFE 5| NI
M AEMZ R A EE . ERXANTTH, “9 87 JHbR 7B RN/ 5L GLP-1 84
TEREH REB R MEE A B 23 & s HAd R AR Ak . 43 55 1 8 1 o SO 49+
SEE A AER. PIIE RS TT S8 A Rt A R EUIR .

[0091]  ARMUFFAR N FEE AN FF M, 2 PSRRI IR S R EH T IR 7miE M &
Yo mOIERR B R EARBREARTEHAEMAMRTHEDREA, BFEARANES RS
WA RS R SRS R SRS EANRS RSB ESY, WS RNSEEAY.
¥ E A S E (protamine zinc insulin) FIELEAEE (globin zine) .

[0092] ] DA F 22 Pl ol B 1 I 25, 19 ok AR 5 3R 1B AR B 25 AR IR B R R R R
By 2R JNPH g 55 28 HAS TR B 22 VU e e 25 1) A B B ZR B A S A8 i B 3R () P P B B 22 b
IEAERE

[0093]  7EHELSzif T 2T, Frid BT AN A YD R e S K A A A % & (Uniprot
ID P01308) . fE—$esLhti T £, AR R NELHE DA E AT 4 78 HAth 5506
HEF, AR ENELE.

[0094]  GLP-1 &R 49 £E A &0 45 A 9 Bk 1 GLP-1 A 4. A SIS E R N 51 22 i, P
MR HEY AT A E 2D — A LUF GLP-1 KU« L EIBIE Byetta™;CAS 47 5
141732-76-5 ;SEQ ID NO:4) . #| P§ $7 5k (lixisenatide) (CAS % ‘5 320367-13-3) . F| $i
Ik (CAS % 5 204656-20-2) . exendin—9 (CAS 4% = 133514-43-9) . AC3174 ([Leu (14)]
exendin—4,Amylin Pharmaceuticals, Inc.) "] & 2= (CAS Zi'5 275371-94-3) | [ L& ik
(albiglutide) (CAS%i 5 782500-75-8) . &R L& Ik (semaglutide) (CAS 4’5 910463-68-2) .
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LY2189265 (dulaglutide™;CAS 4% 5 923950-08-7) HI CJC-1134-PC(ConjuChem "l i [ 5
HANAEALS S exendin—4 ) ) o 27 CASILKIFAE 2011 4 12 H 19 Hj il .
DRI, 7E B LE S 77 28 7, BTl B 77 VA B & R AR —Fh B SC G GLP-1 284 . £
HoAh S 77 25, 15 HE FSCH ) GLP-1 -2 — o WRAR AR SCH R R 745 3, A0
FARN SR, 0] DU A At GLP-1 2544
[0095]  3&E AT K B A BT PERR S 2R GLP-1 SR A FE A (RO, 8 i o s i Rk
HEARLNERE) MTEY. B, BART, % & A iR O 28 wnd i A B iRy
F[F /B PR FRE A Sk PEG A EER AL BERAL BT AE LT B I EE B . R T
& PEG 7] AfER HBAR ) 2 Dy ek B 0 R, 1@ i PEG 5 H N 2R Im B C Rum A7 s F
S A BUR T MR BRI A FARAER e — &L, M5 RIr R E AL, Rah frednl LA
THAEENAEA AR, 0 W R T D- k.2, 4- “8 TR, a - =&k
ST A- & AT B Abu.2- ZAE T A, y-Abu. s—Ahx.6- E LR, Aib.2- EEF TR,
- AENE . AR IE AR IE4ER . R ER . AR NARR . & NE R SN E
2 (cysteic acid) iU T FHEHZIR AT WA REHEAR A CORRNEAR. B -THER.
MR T SRR B — R IR C— a — LG M N-a — RS AL IR
[0096] Z‘ j&%q
[0097]  FEREECSLjETT S0, 7E BT REIAR I 77 VA AN 25400 25400 A R FE )22 T Jk D A 1 571

A . RIEAR DT, ARGUBHAR N G B AT LT 22 B 2 A B FLAG) o
[0098]  FEHLLESLIE T P AR RAE N () SREEH T (R HhER ) =B Hw CHl
TEE) CEECH CHW =S ) BULRA) M (b) JETRII R 4 B (PEG) ERRESYIRY
ARt . EXNTTI, RTECHRELH W B A =FH W WAFER S MES
W, ] AR S VD BT G4, A6 a0 B AT K B AN [ (1% 1T T 2 1) 0 0 el I Ve B =k
HIMENEEY) o FERELLARIE I SL it 77 22 T, 78 Pl i 77 VA A A -S4 b R R 0 SR s v, —
e B = e, 46 R AR R PEG BRI IR LS, Sk BB AR 4 (GRAS) [FYR. GRAS
TR K45 7~ A2 R K A8 AR v K B Myvacet 9-45(C-18 g IR IK) — Z. Ak 5 H il
Big )
[0099]  FH T BTiR -G An77 2 i B B S i 77 58 FR ) PEG 543 1 S BAR K & A7 5-100 4>
Z I B AR . AR BARRSEE T, PEG AT L&A 15-50 AN [ Ak 745 B HAR
SEHETT 5, PEG AT LA A 25-40 D2 R B4k . 78 B BRI 5L 77 28 1, PEG FT LA A 32
AR
[0100] £#F & F R ¥ E K 41 9 B B § & Gelucire™44/14. Gelucire™53/10 Al
Gelucire™50/13. — /N EAKHIF 42 Gelucire™44/14, Ja4k 44 F1 14 4 Hil48 HAs 5SUf0 H
K/ SR EE (HLB) o @it SALER 2R & —BEfE (B PEG-32 I HREE K 5E =Bt H
W) K18 Gelucire™44/14 (Gattefosse SAS, Saint-Priest, =M ). ‘EHEGEK / EHF
Wil 14, B H CoC PRl H . B WM =B H il (20% w/w) ;PEG-32 FAESF1 5 A1
2 PEG-32(80% w/w) WIEHBRAMIAHRK . A7ERFE LN 2 H IR, 355 SRR &
B 45% . TR SEUE, A BN R T 120A 2R K PEG B4 4T 7577
HERR BB H I . Gelucire™44/14 BRI 5 Mgl HE A A FH 16 32 7= 7 )& PEG-32 2
fig i g .
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[0101]  7E—S6sEi 77 &, 75 Bl (1) 75 iR 41 v R 1 B AR 2E 43 (%) HLB &2 10 3%,
BEOK o FEHABSEHETT 2, B AE 11-19 Z [0 7EHANSS T 9, B AE 12-18 Z Ji) o 78 HiAh 5K
775, BAE 12-17 Z (] /£ HARSE 77 29, B AE 12-16 2[5 (dEmii ) , KoKl
(0/W) AT £FH AL T =, B 13-15 Z 8. 78 Hhse i 7 &, &2 14. HAAMN
Ao BARRSEiE T R AR 12-16 (ARG ) 1 HLB J HA S5 PEG.IFE =Bt H il
FF S PEG 45 A P S BE A BE = Hh . 7R HAh ST e, A A S HA 12-16 (&
FhumfE ) B9 HLB JF H FH -5 PEG. %2 =Bt H v FIJiF 5 PEG 454 1 oh S A RE = Ik H- vl 4
Wo 7EHARSZE T R d, ALY B 14 1 HLB FF HAE 5 PEG. I &5 = Bk H b A &
PEG 45 & MRS SEAKRE =M Hh . 7B s 77 2, B AL 5 B 14 19 HLB F H i
55 PEGJF 85 = BEH 1% 2 PEG 454 10 o SR 8E A 5 = I H o 4

[0102]  FERELLSL 77 L, Bk LA A (AR SLE T R B AH 5 ) AL
8-16% H & / HE (BFEmE) AT MIRASHR. £EAENLiEr®T, 82
9-15% (fuffumfl ) . fEHBARMLIETT £, ZER 10-14% (OfhmE) . 76 5H 2R
SEHETET, ZE A 11-13% (BFEmE ) . AT £, ZER 12%.

[0103]  HEE M YA

[0104]  FEIELLSEG 7 SR, 78 T AR 1 77 iR 29 2 & o R B9 258 T 9 VRS 1 71iE
AE T R ALEEER R £ 2T 5 L ALEEER 00 2 35 77 14 7 =2 a5 S AR 7K
LR S R PRI &5 & T AT AR R 22 5 70 o 2T 58 1 B B I 1 25 35 770 1 o B st 77 48 =2
R ER —20, 5L AL EE G 40 AR (L AL AR R 80,

[0105] 540, 2R 1L ALEE R 80 (Tween—80) J&fiTAE H 58 A Ak I 7K 1L AR Tt A0 gt 1588 1)
MEHER 23557, I HEA LN 4 -

[0106]

HG&/\O 1 0/\};

wtx+y+z=20

[0107]  7ERIIFLEEES 80 HINE UL, fEA4 M B n 93 2 & 60-70 % MR B HE TR TR &
Y CHnFToR ), P 3 B2 T IR e R AN A T A

[0108]  £E—ANFE HAKRSLE 77 S b, 3R (L LB s 80 ) R AE FIr itk 1 JT i M AL & ) v AT
T A HRI 3-10% B & / £8 (OfmE) . £ EHAERR LT =,
ZHEGE 4-8% (FEmE ) o AN EERSEET RZ9, Z a7 80 4.5-6% (A
IfE ) o FE— N EAKI S TT R, 1% H UL 5% .

[0109]  FI&

16



CN 104902921 A w Bf B 14/40 T

(01101 FESEE AR SEIETT 5 o, ok iy R AE PR TH i AN AL e My 500 2 oh (K B AE 6-64mg 2
] o 7EH AL 77 2, 1% B AE 6-56mg Z 1] o 7E H AL T R P, 1% S AE 6-48mg Z ] 7EH
fl SEHE T 28, % BAE 6-40mg Z 7] o AEHARSLHETT 2, % BAE 6-36mg 2 7], £ H At S
TT& AZEAE 6-32mg Z (W] fEHAMSKIETT R % EAE 6-28mg Z W], fEHABLIETT R T,
1% B7E 6-24mg 2 ). 7EHAbSCHE T S d, S BAE 6-20mg Z ). FEHANSLIE T R T, % BAE
6-14mg 2 [, EHAMSLHETT R, % B AL 6-12mg 2 0. £EHANSLHETT R F, %A 6-10mg
Z ) o 7E HASEHE 77 G, % & AE 10-64mg 2 [A] o 7E HARSLHE Ty 27, % &AL 10-56mg [,
FEHAM SEHETT S8 7, X BAE 10-48mg Z ). FEILARSEIETT S, i BAE 10-40mg Z [1]. 75
flSEHETT &, % BAE 10-36mg Z 1] FEIARSLIETT R d, iZBAE 10-32mg Z [, £E AR SK
W77 %, % BAE 10-28mg Z (] FEIARSEIETT R, 12 BAE 16-64mg Z (1] {EHABSLIETT
i, 2 BAE 16-56mg Z ). /EHABSLIETT R, 12 BAE 16-48mg i), /EHABSLIETT R T,
ZEAE 16-40mg Z 7). 7EHAMSLHE Ty &0, %= AE 16-36mg Z F]. 7EHARSEHET T R, &%
1E 16-32mg Z I, fEHAbSEHiTT R rh, 1% BAE 16-28mg Z Wl {EELLSIE T R A, U R A&
R E.

01111 FESCARSRIETT S, X B Sngo AEFAMSLIETT S, iZ B 12mg. fEHABSLIETT
FE, 8 16ng. fEHARSLHETT R, %82 20mg. fEHABEIETT R, %8 24ng. £
HABSEIETT R, 12 8 32mg. AEHAMSLHETT S, iZ B A 40mg. (EHABLIETT RS, 128
& A0mg. FEHAMSLHETT R, B2 bbmg. FEHAMSLIETT R, %82 64mg. 1L HARSLIE
TTHR AZEAE 8- 16mg Z /o /EHARSLIETT H P, % EAE 8- 14mg Z W], /EHABSLIETT T,
ZBAE 8-12mg 211, 7EHALSEHE T R, % EBAE 8- 10mg 2. 7E KA R, %8 A&
16mg. 7EHABSLHETT E T, 1ZBAE 10-16mg Z W] /EHABSLIETT R, 1% EAE 10-14mg Z 7] .
FEF A ST 2, % B AE 10-18mg Z 1) 7ERLELSLiE T 2, DL BFF) 8t 4g H R &
[0112] 72 H At SRt 77 58 o, R & FRAE i i 7 AN A S W 770 28 o ) & AE 0. 06-0. 64mg/
ke (50 / Toofh ) Z IR, IR ST % rh, 1% BAE 0. 06-0. 56mg/ke 2 I7]o 7E LAt 52
TTHR™, AZEAE 0. 06-0. 48mg/ kg Z W] o FEIARSLIETT 1, iZ BAE 0. 06-0. 40mg/ kg Z [7] . £E
HAbSEIETT R, iZ 8L 0. 06-0. 32mg/kg Z 1] FEHARSLIETT S d, % BAE 0. 06-0. 28mg/
kg 2 i), 78 HASEHETT S, % EAE 0. 06-0. 24mg/kg 2 [l 7FHAbSLHETT e, % BAE
0. 06-0. 20mg/kg Z [, 7£ H MBI R h, % EAE 0. 10-0. 16mg/keg 2 [7, £ H A S 7
Zh, ZBAE 0. 10-0. 64mg/kg 2 7], FEHAMSLIETT R, ZEBAE 0. 10-0. 56mg/kg 2 [A], £
HAh 5L 77 2, & AE 0. 10-0. 48mg/kg Z ). 7E HARSEHE /7 &, %= AE 0. 10-0. 40mg/
kg Z I8 75 HAhSLiE T R, % &AL 0. 10-0. 32mg/keg Z [H]. EH AT R H, iZ &7
0. 10-0. 28mg/kg Z [i] o 7EHAMSLETT R AP, ZEAE 0. 10-0. 24mg/kg Z 7)o 7EH A LT 5
1, A% EAE 0. 10-0. 20mg/kg 2 [A]. FEHAhSEHETT R, ZEAE 0. 06-0. 14mg/ke Z [, 7FH
il SEHETT &, ZEAE 0. 06-0. 12mg/kg Z 8. 7EHARSEHE TP, ZEE 0. 06-0. 10mg/kg
Z ) FEHABSEHETT R, %82 0. 08mg/kg. FEHAMKIETT R, iZE A& 0. 12mg/ke. fE
HABSEIETT R, i 8 0. 16mg/kgo FEIHARSLIETT 584, % B AL 0. 08-0. 16mg/kg Z [1]. 1E
HABSEIETT R, i 8L 0. 08-0. 14mg/ kg Z [0 FEHARSLIETT S H, % EAE 0. 08-0. 12mg/
kg Z I8). 76 AL 77 5, i% B AE 0. 08-0. 10mg/kg Z [A]. 7E ALt 77 =, % B AL
0. 10-0. 16mg/kg Z I 7EHAMSLHETT 2P, % &AL 0. 10-0. 18mg/keg Z ). 7EH A S 77 5
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H, 1% &L 0. 10-0. 14mg/kg Z [i], fERLESLE T &9, L BRI &R HFIE.

[0113]  FESRAMRISEHET &, R RmAA R P EE SH T RA R L EBERZ —H
XTRLI &, £ LRHE S AR E A . AR SCHR B IX SRR 62 T /B A E R,
78 Hofh s 77 2, iR I 25 DLERE LR B R 22 38 (W B A7 AE, 9F B GLP-1 Z4th BAEL % L
BHEE R EARAE . AR T &, UL EAE R H =,

[0114]  ARSCAES RFTAMFIE T DUH T B A AR 2, 30 5 — DL r £+, A
T ARSI DA AR AR 2= —

[0115]  FEHAMSLHETT S, GLP-1 SRUUMAE Fridk T AN 2 G- 3R L b 1 & 02 160 TRl
(mcg) , 200meg. 250meg 300meg . 350meg . 400meg. 500meg B 600meg. £F HoAth S2jifi 77 2o, %
TN B, GLP-1 XU B 7E 100-1600meg (FEIRAL ) Z 0. fEHABSZ T 2, %8
£ 100-1400meg 2 [H) o 7EHAM S 77 L4, 1% EAE 100-1200meg 2 [H] . 7EHAD S 77 7,
ZEAE 100-1000meg Z [i] o 7EHARSLjE T 4, iZEAE 100-800meg Z 1] 7 HAh STt 77 %
H, 1% &L 100-700meg Z 1] £EHAR ST R4, iZ =1L 100-600meg Z 1] o 7EHARSLjE Ty
ZH, %R 100-500meg Z 1] 7EHARSLHE T 7, ZEAE 100-400meg Z [ 78 HAh ST
T &, ZEAL 200-1400meg Z [ 7EHABSLHE T EH, iZEAL 200-1400meg Z [ 7EHAh
ST S, %R AL 200-1200meg Ao AEHA SLE T 2, %= AL 200-1000meg Z 1], 7E
HoAth 52 75 2 0, % EAE 200-800meg 22 [7] . 7 HAth SZili 77 & 7, 1% & 4E 200-700meg 2 [H].
75 HAth SEiE 75 & 7R, % & AE 200-600meg 22 (7] o 76 HoAth SZitE 77 & 7, % & AE 200-500meg 22 [ .
PEHAh SLE 77 2, iZE AL 200-400meg 2 (1] o 75 H A SLitE 77 % 71, iZ & AE 100-300meg Z [7] .
7EH A SZE T R, % & AE 100-250meg 22 [7] o 76 HoAth S2itE 77 & 7, i% & AE 100-200meg 22 [ o
FEHAhSZHETT R, % &AL 100-150meg 2 [, EHAMSLHE T H, iZ &2 100meg. 7 HAh
ST S, %R 160meg. fEHABSLETT R, % E A2 200meg. /EHARSL G R F, 1% E
& 250meg. FEHABSEHE T R, %82 300meg. 7EHAMSL 720, 1% &7 150-400meg 22
i) 7EHABSLHETT R, ZEAE 150-300meg 7. 7EHAMS T R H, 1ZEAE 150-250meg
2. 7EHASE T =T, % EAE 150-200meg Z I8, AEFSLsLE 7 = h, P B E 25 H
&, 7ERAMASERE T RS, GLP-1 K42 AR, L E B2 —F1E,

[0116]  7F HAth St 77 2 b, 6F T AN B3, GLP—1 A AE BTk 77 1 N4 - 1 0 26 o
= A/E 0. 100-1. 60mcg/kg Z [0, 7EHALSLHETT 27, %= AL 0. 100-1. 40mcg/kg Z A, FEFL
fh st 7T 7, iZEAE 0. 100-1. 20meg/kg Z 1] o 7EHARSLjE T 2+, iZ =L 0. 100-1. Omcg/
kg Z Ao A HABSE T S, X &AE 0. 100-0. 800meg/ kg Z [A]. £F HAMSEH 77 E H, iZ = AL
0. 100-0. 700mcg/kg Z ]« 7EHABSLHE T &, iZELE 0. 100-0. 600meg/kg Z [f] . 7FHAh 5L
77 R, % &AL 0. 100-0. 500meg/ kg Z [0, fEHAMSZETT =T, Z&7E 0. 100-0. 400mcg/
kg Z A, fEHARSLIETT 0, %87 0. 200-1. 40meg/kg Z /. 7EH AN H, Z B
0. 200-1. 40mcg/kg Z [i]. 7EHAMSLHE T R, iZEAE 0. 200-1. 20meg/kg Z 1], 7EHAth 5L
77, 1% &AL 0. 200-1. Omeg/kg Z [H) . 7EHANSLE T L9, iZEAE 0. 200-0. 800mcg/ kg
Z 8o AEHAREIETT ZH, iZEAE 0. 200-0. 700meg/kg Z [A]. 1EHARSERET7 ZH, ZEAE
0. 200-0. 600mcg/kg Z i)« 7EHABSLHETT S, iZEAE 0. 200-0. 500meg/kg Z [f] o 7FHAh 5L
77 R, % EAE 0. 200-0. 400meg/ kg Z [0, fEHAMSLETT R, iZ&7E 0. 100-0. 300mcg/
kg Z[8) o £ HABSEHETT Z, X &AL 0. 100-0. 250meg/ kg Z [A] o ££ HAth SETti 77 & 1, iZ B AL
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0. 100-0. 200mcg/kg Z [A]. £EH AL T7 EH, iZE&AE 0. 100-0. 150meg/kg Z [H]. £ H A
LT R, Z &R 0. 100meg/kg, FEHAMEL TR, iZ =2 0. 150meg/kg. £F HAth 5Lt
TTEF, %R 0. 200meg/ kg, FEHABSLIETT Z 7, 1% &2 0. 250meg/ kg 7E A SLitE 77 4
H, 1% &2 0. 300meg/kg. 7EHANSLE T, &AL 0. 150-0. 400meg/kg Z ], £FHAh 5L
7T S, 1% &AL 0. 150-0. 300meg/kg Z 7] FEHARSLETT 24, X2 AE 0. 150-0. 250meg/
kg 2 8. 7E HABSLiE T =2, % &AF 0. 100-0. 200meg/ kg Z 1] 7F e sLiti 77 2, LA 57
safHME. /E£RIMISLIETT ZEF, GLP-1 UM LI, % U L 82 —1F1E.
[0117]  FEHARSEHETT S, GLP-1 KM RA H R E 25 H T RARM UL F&EEGERZ
— ARSI &, B0 LRHE R A E R, 7R A STE 7T T, GLP-1 AU LA X LR E
VR BT, I HRSE Z W OV LR B ) AR, Bkl xd LR A E 1
BIEHTRAFE BT 4-12mg CEFEmE ) HXRME. ERESiEs EH, U EfIEE
5 H S . fERARISEETT =, GLP-1 KU WEEIRE, #bh L& — 174,
[0118] fFE 2 FhsZ )i 77 =, Fr 4 59 7] AL PL 100-600meg. 100-500meg . 100-400meg-
100-300meg+ 200-600mc g 200-500me g 200-400me g 200-300meg. 150-300meg. B
150-250meg 2 [A) {) & 7 A L ZE IR s UL J 8-16mg R B 2. /£ H A SE i 77 £+, prii ik
f¥) 7 & L 100-600meg. 100-500meg. 100-400meg- 100-300meg . 200-600meg - 200-500meg
200-400meg. 200-300meg 150-300meg. BY 150-250meg = 7] ) & & A& % 22 38 ks LA
S 8-12mg fid 5 2. AE H A 52 77 & A, B A 155 2L BL 100-600meg 100-500meg
100-400meg- 100-300meg - 200-600me g 200-500me g 200-400me g 200-300meg . 150-300meg
B¢ 150-250meg 2 7] ) & & A7 SCZE K 5 DA J& 12-16mg fif B 3. 7 HAh SE i 77 & 1,
Br #5 @ B9 5 % BL 100-600meg. 100-500meg 100-400meg . 100-300meg . 200-600meg «
200-500meg 200-400meg 200-300meg . 150-300meg. BY 150-250meg 2 1] K & & H ¥
FE K s DA Je 16-24mg Jife & 2. AE LAt SE i 77 % o, B 4R /9 77 24 BL 100-600meg.
100-500mcg. 100-400mcg+ 100-300mec g~ 200-600mcg - 200-500mec g+ 200—-400mcg . 200-300mc g«
150-300meg. B 150-250meg 2 [0 1 & & A L WAL 5 PA K 24-32mg iR & K. 7E H A
SC i R P, B R B F L L 100-600meg. 100-500meg- 100-400meg 100-300meg -
200-600mcg. 200-500meg. 200-400meg. 200-300meg. 150-300meg.  BY, 150-250mcg 2
) ) & 2 A SCZE TR AR s DA A 12-16mg il B 3o AE HoAh SE il 77 22, v 4k 1 55 24 DA
100-600meg 100-500meg- 100-400me g 100-300me g 200-600meg- 200-500me g 200-400me g«
200-300meg. 150-300meg- BY 150-250meg 2 i) () & & 45 L 22 Ak < DL J% Smg R B &, 1E
HAth 52 77 & P, B R IR B9 7 AL LA 100-600meg 100-500meg- 100-400meg 100-300meg
200—600mcg\200—500mcg\200—400mcg\200—300mcg\150—300mcg\ B¢ 150-250meg 2 [7]
A ENRL s UL 12mg RS 2. AR HARSZHETT R4, Frafiad (195524 L 100-600meg .
100—500mcg\100—400mcg\100—300mcg\200—600mcg\200—500mcg\200—400mcg\200—300mcg\
150-300meg. By, 150-250meg 2 [A] (1) & 7 A L ZEHBAK s LA A 16mg Jif Ity 25 . /8 HAR 52 77
%o, B A 1 7 2 BL 100-600meg 100-500meg. 100-400meg - 100-300meg 200-600meg
200-500meg. 200-400meg - 200-300meg. 150-300meg. B, 150-250meg 2 7] [ & &5 A & ZE I
R s DA K 20mg i B 2. A HAR SZ e 75 7, B #5041 55 2 BL 100-600meg 100-500meg
100-400meg- 100-300meg - 200-600me g 200-500me g« 200-400me g 200-300meg . 150-300meg
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B 150—-250meg 2 [0) () & & A7 L ZE TR LA Je 24mg JiR I 2K AE A S T7 & o, P #83d
7 55 A4 BL 100-600meg. 100-500meg 100-400meg 100-300meg - 200-600mcg « 200-500meg
200-400mcg. 200-300mcg+ 150-300meg. 5% 150-250meg 2 [0 ) = & A L ZE AR 5 BL A2 28mg
f iy Ko AE S Ath SEE J7 5 o, B B3 #5024 BL 100-600meg , 100-500me g 100-400meg
100-300mcg.200-600mcg200-500mcg.200-400mcg.200-300mcg.150-300mcg. BY
150-250meg 2 ) i &5 A7 LZEMAR BL A 32mg f i 3R . AEFELLSKH 77 =, DA BRI e bt
H &

(01191  AF HAth s i 77 = 97, By 5 34 1 575 Y DL 8-32mg. 8—28mg . 8—24mg . 8—20mg . 8—16mg .
8-12mg.12-32mg. 16-32mg. 20-32mg . 24-32mg. 12-24mg. 16—24mg. 12-20mg B¢ 16-20mg ] &
TR R LA K& 150-300meg S ZE LR, 78 Hofth 52 77 22, B ik 1 77 2L B 8-32mg.
8-28mg.8-24mg.8-20mg.8-16mg.8-12mg.12-32mg. 16—-32mg.20-32mg.24-32mg. 12—-24mg-
16-24mg. 12-20mg BY 16-20mg i 5 & A iR & 2+ BL M2 300-450meg 3 ZE TR ik £E H: fih SE
it 77 & o, Br A 5 7] AL DL 8-32mg . 8-28mg . 8—24mg . 8—20mg. 8—16mg.8—12mg. 12— 32mg\
16—32mg.20-32mg. 24-32mg. 12—-24mg. 16—-24mg. 12—-20mg 5% 16-20mg ) & & A i & =% ;
e 450-600meg 3L ZETB K. AE HAth STl 7 S, i ik 5 77 84 PA 8-32mg . 8-28mg. 8- 24mg~
8—20mg.8-16mg.8-12mg.12-32mg.16-32mg.20-32mg.24-32mg. 12-24mg. 16—24mg. 12-20mg
B 16-20mg &S AR R ;LA 100-150meg 3 FE TR o 78 H A SL 6 T7 5 o, itk (1457 2
PL 8-32mg.8-28mg.8-24mg.8-20mg.8-16mg.8-12mg. 12-32mg. 16-32mg. 20-32mg. 24-32mg .
12-24mg. 16-24mg. 12-20mg BY, 16-20mg & 5 F IR ;LA 150-200meg L ZEHBARK . 7EH:
fthSEE 77 2, Fr A B 758 PL 8-32mg . 8—28mg . 8—24mg . 8—20mg . 8—16mg.8—12mg. 12-32mg.
16-32mg . 20-32mg. 24-32mg. 12-24mg . 16-24mg. 12-20mg B 16-20mg i) & &% A ik & 2 ; LA
Jt 200-250meg S FETL PR o AL A SEE TT 58 o i A 19 R L 8-32mg  8-28mg , 8-24mg.
8-20mg.8-16mg.8-12mg.12-32mg. 16-32mg.20-32mg.24-32mg. 12-24mg. 16—24mg. 12-20mg
B 16-20mg HIE S AR R AL 250-300meg SZERIR . FERCLESEETT S, A B &

H &

[0120]  AF HAth s 77 = 97, B 5 34 1 575 B L 8-32mg. 8—28mg . 8—24mg . 8—20mg . 8—16mg .
8-12mg.12-32mg. 16-32mg. 20-32mg. 24-32mg. 12-24mg. 16—24mg. 12-20mg B¢ 16-20mg [ &
TAHBREZR LA 100meg LFEILBR . AE HAh L 77 22, Pritiid 15728 B 8-32mg . 8-28mg
8—24mg.8—20mg.8-16mg.8—12mg. 12-32mg. 16—-32mg. 20—-32mg . 24-32mg. 12-24mg . 16—24mg
12-20mg BY, 16-20mg K& & A Mk &2 s LMK 200meg 3 ZETRIR. 78 Hofth 5206 77 = o, Fir 44
AR 7 B DL 8-32mg . 8—28mg . 8—24mg . 8—-20mg . 8—16mg.8—-12mg. 12-32mg. 16-32mg. 20-32mg
24-32mg.12-24mg. 16-24mg. 12—-20mg I¥, 16-20mg K & & A E & & ; LA M 250meg ¥ ZE 78
Bl o AEHARSEE T =9, B iR 52 DL 8-32mg . 8—28mg . 8—24mg . 8—20mg . 8—16mg. 8—12mg .
12-32mg. 16—32mg. 20-32mg. 24-32mg. 1 2-24mg. 16—24mg. 12—-20mg %, 16—-20mg &5 A H 5
2 s LS 300meg SCIEIR R . AEHAMSKHETT S, Pt 978 BL 8-32mg . 8-28mg . 8-24mg |
8—20mg.8-16mg.8-12mg.12-32mg.16-32mg.20-32mg.24-32mg. 12-24mg. 16—24mg. 12-20mg
B 16-20mg H) =& A R 3R s LU 400meg SCZE TR IR A8 HAth STt J7 5 o, P adk ¢ 71 Y
Pl 8-32mg.8-28mg.8-24mg.8-20mg.8-16mg.8-12mg. 12-32mg. 16-32mg. 20-32mg . 24-32mg .
12-24mg . 16—-24mg. 12-20mg BY 16-20mg A& & A7 R & 3% : A J& 500meg SLZETB IR 7E HAth

20



CN 104902921 A w Bf B 18/40 T

SENE T R, Br s A B 5 2 DL 8-32mg . 8-28mg . 8—24mg . 8—20mg. 8—16mg.8—12mg. 12-32mg.
16-32mg.20-32mg. 24-32mg. 12-24mg . 16—-24mg. 12—-20mg B¢ 16-20mg K &5 A IE S & ;LK
600meg SZEMAR . EFLLESLHETT R, L BRI 2R HAE.

[0121]  £E H A SEHET7 227, Frtiid B9 550284 2 A 8-16mg Jik & 2 A1 150-300meg SCZETB K - £E
Hofth skt 77 22 7, Piri ok (55084 5 8—12mg JiR B 3 AN 150-300meg SEFEHRAR . AE HoAth 5L it
Tr&ET, FriidR B85 A 12-16mg i 52 A 150-300meg & ZERS k. 76 HoAth S2 i 77 2=,
Btk ()72 5 A 6-16mg Jik ity 25 A1 150-300meg SCZESIR . FEFEELSLE T S, LA B &
REBHAE.

[0122]  7EHAhSEHE 77 F, Friiid 57 845 A 8- 16mg i &5 2 A1 100-400meg S ZETLK o 7
Hoph St 77 28 7, PTG R 8 5 8—12mg R B Z M 100-400meg L ZETBR . AF HoAth Kt
TTEF, ik 585 12-16mg R F= M 100-400meg LZEIBAR . AE HAR LT R,
Btk (1) 728 5 A 6-16mg Jik sy 22 A1 100-400meg SCZEIRAR . 7EFEEESETE T S, L B &
REHAE.

[0123]  7E H A SEHE 77 2 9, Friid 157 8 5 47 8- 16mg i 5 2 1 100-200meg S ZE TR o 7
HoAh St 77 28 0, PIT R (R R)8 2 8—12mg R B Z M 100-200meg L ZETBAR . AF HoAh Lt
TTET, Pk fF A 12-16mg R B F= M 100-200meg SLZEILAR . AE HAR LT R,
Ptk (1) 77 5 A 6-16mg Jik s 2 A1 100-200meg SCZETRAR . FEFEEESETE T S, LA B &
RRHAE.

[0124]  7E HAth SETtE 77 22 1, BT i 57 2 5 47 8—16mg ik i 2 M1 200-400meg S ZE TR « 7
FoAt St 77 28 7, T 1) 54T 8—12mg IR B ZR A 200-400meg SLZETRR . AE HoAth SEite
J7E, Priidk B A 12-16mg R 5 = A 200-400meg SLZEMBIR . AE HAh L 77 2 7,
B iR AL 54 6-16mg [l 5 R A 200-400meg W 2T, FER LS =, DL EFI &
S BEHE.

[0125]  fEHAhSKHETT H, Frifid 57 845 A 8- 16mg ik &5 2 A1 150-300meg S ZEILIK o 7
HESEE TR, U ERIE R HAE

[0126] &A1Y

[0127]  RIBARLH, ROUHF AN AR, 7T LUK 2 00 8 A B30 642 O/ 37 B ik i 57 o
(%) GLP-1 SN / BRURR S 3R  7EFEEESETTT S0, Bk 194 &4 v 4745 1 2 1 g 01 6
Wnide B JR R B AN s R B BRI . AE S BAR R S T S i A 2 SR
BT R P B 72 HA S2 i 77 227, A2 SR AL R . A AN RISEE T R, 29
B A AR A g R 1 B AN R L S VR A ) PP BRI . A B BRI S
JTE, i B A A R e FL &R A B IS AE AR B A S T R, S 1 AT
) A1V ) ok 2 1 Rl R R L 2 1 B o R BRI o AN D BRI, 00 i 1 A
FLE R 2 AR ) 2 (ARSCHTIAR) ) BBI,

[0128]  GIASCHTH, RiE “ JREEFL & R A0 U4~ 45 me i 0 h st 3L B2 BV E T
ATATT A . AT DASE P AR 4503 28 260 10 00 5 2 0 5 ) o o] PR g L Sx A B 1T Re 770 #9
0, 7B LI E VR R, — B BT R 1 BRE TEsD — N R B L MR R OB
Hify (BABE-U) [FIHIMII &. —A> BABE-U J&7E pH 7.6 F1 25°C K 253nm bW 6 5 34 n
0.001/ 2 %P R B &. UL, %20, K. Ozawa, M. Laskowski, 1966, J. Biol. Chem. 241:3955 ; Fll
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Y. Birk, 1976, Meth. Enzymol. 45:700.

[0129]  BRAE S AN, 75 WA ST A 4 K (1 ik st 3L 2 1 v R 2 R LA 75 7 40BTEE
BT /mg JREEFL B B A Rt FL AR 1 BN &, JF B DA mg FIH B IR EEFL B AR /mg W
HHAFKR. BTEE 45 N- KA —L- BRZ M 48R (W Sigma—Aldrich 7 i B 3% 55 B6125
)

[0130] WA SCHT A, AR “ R d (BRI 7 £ 58 e 3 1k 2 1 AR H T IR AT AT 4
JiT o AT DA FH AR G A R R 0 5 2 0 = A o A R £ S R R AT . 8 AR DL R e
VAR, — BT N TR R R 1 TR — AN DR B L RS R CBR AT (BAEE-U) [
HIPE. — A BAEE-U A& 4E pH 7.6 1 25°C R 253nm AL AEIE N 0. 001/ 438 1) il
. W, %, K. Ozawa, M. Laskowski, 1966, J. Biol. Chem. 241:3955 ;1 Y. Birk, 1976, Meth.
Enzymol. 45:700. AME BRI, #6]R& Al M HI P 06+ (CRSCHTR R )KTI3,
[0131]  BRAESIAME B, 75 WPK A S 42 A BT IE 88 1 s 14 2 R R 2L A 7 7% 10, 000BAEE
BT /mg iR 1 I FR A (BN &, T HL DA me 4000 16 R 2R RS /mg IR G 2 1 R R R
BAEE fi Na— 7 FH Bt —L- BR 2 PR OBV (WL Sigma-Aldrich ™ H 3% 58 B4500 5 ) .
2, 7E 5 WA v R, — BN BT R 1 RS TR — ORI -L- W ER O
B5 547 (BAEE-U) FIHIHI4I &, — A BAEE-U s&1E pH 7.6 A1 25°C44 253nm &b WY Ot 3
Jn0.001/ EhIESE . W, B0, K. Ozawa, M. Laskowski, 1966, J. Biol. Chem. 241:3955 ;41
Y. Birk, 1976, Meth. Enzymol. 45:700.

[0132] AR A0 I — 46 fige B 11 BT 00T Fok i 1 e, i EL At o o i £ 1 AN G At
ARG REEILE E MG RS R4 R LLUR B shA kIR SRS R YR TR SRR
)G SR H A & 28 L R T 1) [ 35 A= AT H A 20 490 0 B AT i U AT KRS KBRS L TR S 2
JUBCT7 £ o LN M . P 85 (1 G 40 ) A0t AT DA S AR W01 <453, B 2R 5 DL
5, H. Umezawa, 1976, Meth. Enzymol. 45, 678, Jf &% (B 5140t 7] LSS A BRS04 Bl
5 2 PR A A B A A BT S, 10 5 RN R R BR L3, 4- —E R B E R AR
TR Sk PR AR N DUBR BOR 2 I o o AR SR A A BB S B PR A ) A2 e %
HIRE AR PUSE A/ BUT e AR s A ThRe AL &4

[0133]  FEXLSbsif 75 b, 78 A K I B 77 v 4 A4 b ) F B 28 A BRI 0 S UL T
iR B 1 Bl A At R S SRR AR BT A B LB AR (aprotinin, MORRAERREIR R & A
Pt 00 1) 2 B P ok Pk 2 (1 I 4 [BPTI] sUniprot 4’5 PO0974[ 7£ 2013 4F 1 H 2 H
B B8 1) « Kazal #0614 (oM MR e VBI04 ) VBRRRE S L o 1 JUIREE IR K2
FEEES A ERE A 02 ([SERPINA9/GCETT ( Ak ity B 4 R IA 657 4) 1) 1 P1-6 (Sun
2 N, 1995) \P1-8 (Sprecher & A, 1995) .Bomapin. #F{L% A ) serpin [ 41 1 Serpina3 (NCBI
Gene ID:12 :7£ 2012 4F 12 H 27 Hj 4 ) Serpina6 (NCBI Gene ID:866 :£E 2012 4F
12 A 27 H7 B3R ZE ) «Serpinal2 (NCBI Gene 1D:145264 ;£F 2012 4F 12 H 27 Hijj A 5dE
) ;Serpinal0 (NCBI Gene ID:51156 :7F 20124F 12 H 27 Hij #5432 % ) ;Serpina7 (NCBI
Gene ID:6906 ;7F 2012 4F 12 H 27 Hj I #3EFE ) sSerpina9 (NCBI Gene 1D:327657 ;7F
2012 4F 12 A 27 HiJi M B2 ) sSerpinall (NCBI Gene ID:256394 ;7F 2012 4F 12 H 27
H 5 8 B4 P2 ) sSerpinal3 (NCBI Gene ID:388007 ;7F 2012 4F 12 H 27 Hijj MR EFE ) |
Serpina2 (NCBI Gene ID:390502 ;7F 2012 4F 12 H 27 Hi M8 ) M1 Serpinad (NCBI
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Gene ID:5104 ;7E 2012 4F 12 H 27 HiJj M%IE % ) 1. Yukopin (SerpinB12 ;Gene ID:89777 ;
£ 2012 4F 12 H 27 HU7 B4R E ) BURR AR K. 3, 4- ZERET 5= S R N R R
ARt o0 DUBS o AE HoAh SEiE 77 R, i 2 T — Mg o 2 B3 PhEk 4 B Bk .
[0134] &R A B IK ARR PERTAR 7 21 2 -

[0135]  MKMSRLCLSV ALLVLLGTLA ASTPGCDTSN QAKAQRPDFC LEPPYTGPCK ARIIRYFYNA
KAGLCQTFVY GGCRAKRNNF KSAEDCMRTC GGAIGPWENL (SEQ ID NO:1).

[0136] X 100 MkHE Y, TRAE 1-21 215 51K, 22-35 1 94-100 2RI HRCAEER &
P TR FH R 2 36-93 (58 AN AA) 4K

[0137]  FERLML S 77 R, 7R AR K B G 77 VA A A 5 0 o I R B s 7L B 1 I T A 42 1)
THOLT, BREEAL B BRI 6418 B oK B & A & A Bowman—Birk I 4. #) &
A I SR B 7K IR G N- 2, BEJE —eglin C(Sigma—Aldrich B 3 5 E7888) . BE & [ B 411 &
(Sigma—Aldrich B35 €7268) . a - FUEE AR (Sigma—Aldrich H3%'5 A9024) . a 1- 1
JREEFLE AR (Sigma-Aldrich H3x'5 A9285) (L T AUE ARG MM LR 11 A&
S[EHEAEyR

[0138]  7F Hfhsghti 77 S, ekt Al 2 B A0 / Bl s L BRI AT AE B RS AT
A H RS (Glycine max) HIFEEERL S B AN 6 25 B B I P 28 20 35RA5 3F Holh e
T NN T2 an. BATEFREA LRI AT H 6 g E A AR KTI3 Kunitz iR
BT 420 3) A0 gt 3L 2 1 AR 2 R 1) BBT (Bowman-Birk 414 sUniprot 4% '5
PO1055[ £ 2013 4 1 H 3 H M B PR A 1) 4Rk SBTI (K SR AR 6 & H )
SRAESIAME R, & 0], anAR ST A, ARAE “SBTL” 45 KTI3 A1 BBI 2H G, iZ 467 LA KTI3
AIBBI I RRAFANAGEAN TAHE . MIEAGUREZ HI A &, SBTT AR AEAR L 45 .48
RS, RS SR e B A ML R S A

[0139]  JiEFL &R 11 B 401 1) 470 A0 £ 1 Bl A0 k| 40 9 i AR ) Sigma—Aldrich, St. Louis, Mo
ARG

[0140]  FER-LCsLjfE 77 &b, 5 REEIL & LB AT / BUR S A BRI 5 — Ph T4 — & A7 AR
If, SBTT LAREFIE BRAT 25-125mg 2 [A] (I RATAE , FF HAEAE SyME— RO IREEAL S A B A / BUR
& AR AT AR, AR B B 67 75-200mg 2 (Al B AEAE . 7E 2 FhsLii /7 2, SBTI
DL 4 57 & 5 f7 30-180mg . 35-170mg. 40-160mg . 45-150mg . 50—140mg . 50-130mg . 50-120mg .
50-100mg.55-95mg.60-90mg.65-85mg. 70-80mg.50-150mg.60-140mg. 70-130mg.80-120mg
90-100mg.100-150mg.110-140mg. 120-130mg. 100-200mg. 110-190mg. 120-180mg.
130-170mg BY 140-160mg M EAF/E. HiA KGRSO mE. /£ R/MILETTE S, SBTI
DLAE 71 & 47 25mg . 30mg 40mg. 50mg. 60mg. 75mg 90mg . 100mg . 110mg . 125mg . 150mg . 175mg
8¢ 200mg I &AF1E

[0141]  FH T4 BBI [ LI 4E US 7, 404, 973 A4 2013 4F 1 H 31 $#25Z[1) Avraham
Hershko [ PCT [ i FHE A5 WO 2013/10289 ik, Firad SCERIF A 25 385 51 FH i 77 200
AR

[0142]  BBI MJAERMERTE T 512 -

[0143]  MVVLKVCLVL LFLVGGTTSA NLRLSKLGLL MKSDHQHSND DESSKPCCDQ CACTKSNPPQ
CRCSDMRLNS CHSACKSCIC ALSYPAQCFC VDITDFCYEP CKPSEDDKEN (SEQ ID NO:2).
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[0144]  IX 110 DMEREEY T, B 1-19 5215 5K, 20-39 & 1Ak IF H 4 BE BBT #E Ha vk &
40-110 (71 4> AA) 4R

[0145]  FER-ECSCE 77 S rh, 5 ek L & Il AT/ BOR 2 B 1 ) — BRI A — A A
INf, BBI DAREF S $ 47 25-125mg 2 W] () B AFAE, FF HAE Ay re— 0 i 5% 7L &5 AR A/ BB
& AR AT AR, LA & 27 75-200mg 2 [0 [{ & AF1E . 752 PhsLiir &4, BBI
DA &F 75 & 47 30-180mg. 35-170mg . 40— 160mg. 45— 150mg 50~ 140mg 50-130mg . 50—120mg .
50-100mg.55-95mg.60-90mg.65-85mg. 70-80mg.50-150mg . 60-140mg. 70-130mg.80-120mg
90-100mg~ 100-150mg.110-140mg. 120-130mg.100-200mg. 110-190mg. 120-180mg.
130-170mg B, 140-160mg [FJ EAF1E. RIARREFEI R wmE. £ R /MISLiE 7y &, BRI LA
£ 7 & B A7 25mg. 30mg. 40mg. 50mg . 60mg . 75mg 90mg . 100mg . 110mg. 125mg. 150mg. 175mg B,
200mg [ &EAF1E

[0146]  FE—ANJ5 M, fEFT R BT A AL G0 R A A G BBT A& 2 /0 85 % 4 i), Wife 2
SEHfE 7T ST, M e SRR R BN 5 TR e A B FL YK (SDS-PAGE) | S R SR (A B RS AN B
BIEFTNE. fERESLETT 2, KE MR RKEh.

[0147] 7 —AJ71, 35T BCA ( XUrEMk —4- 2[R ) WE %, BBI INEAREERT 95%.
[0148]  7E X —NJ7THE, £ AT R T EEMA ST R K BRI S5/ T 0. 1% &m0 T &
eI, 4, It SDS-PAGE FIRRAGAY & BV Tl -

[0149]  7E HAh L 77 2, 7 & 1 BBT HAT B 2 so # fi  4rfifl 22 21> 0. 8,0. 9.1. 0. 1. 1.
1. 2.1, 3 BY 1. Amg FR#&EFL & B 0 bu IR EEFL & DI BEE 1 A8 A ST 77 &, SR EE I
&G PE A T I A 40 0. 8-1.8.0. 9-1. 8.1, 0-1. 8.1. 1-1. 8.1. 2-1. 8,
1. 3-1. 8 B 1. 4-1. 8mg fedtFL &5 MG . 7E T HAKKISEHE 7 S, 0 M2 B2 v il 4 411
il 0. 8-1. 8mg M REEALE I . 75 ARSEIE 7T 27, 1205 PRS2 0. 8—1. bmg I Fy Ff 5%
FLE AR /mg MKW . ELMAEVINE T B8 XAE BBI 52 H G VIR — M2
Fh HoAth 20 VR A 2 BT BBT FOFAE

[0150]  ARAURE AR N FOREEAE, 75 BB 5 25 H &) HAh 4 5 o AT — PR & Z 1/l 5
ST A RS & UK B, 8 IR R R Al B R GHEAT AL . 2 R alifh T
BBI 7F 2013 4F 1 H 31 $25Z ¥ Avraham Hershko [ PCT [ 5 HiE A FF S WO 2013/10289
AFF, Frid SCHR B P 2 a5 77 IF AR S

[0151]  7EHAth ST &, 78 Bk () 75 i Al & (1) 40 25 1) BBT J& E 20 BB, i 2
28 TR LLRIA BBT (IfAEY) (gl ) 7= AE R 5 23 5 BBT. 75 5 4bRISEiE T R,
BBI A& APk BB . A At BBI B T4 O 7E oAl e s B WAk A A T 7= 42 ¥ BBT . Ik &
JRA, 0 E B R A A A ARSI BN K 3 B2 R AT 3RAF 1 . A SCR RIS E A4 BRI
MZMAEY) . R CERMEE S G Rt BB INZMA S .

[0152]  FERELLSLa 77 2o, AR 1 BBI A2 B3k 1 77 v Al & v () Mt — 25 R 4 A
Yo JREBARAI N SBTT 75 L4 4K & BRI H Y, 42040 8 B B AR, LA X 78 AW AL
T PR RGP ), BFREIA 12 B Y BB £E — LU SL i 77 42 P B % e /D AE X A 77 T 4
WA BRI R K

[0153]  FH-T#4 KT13 7350 /e 2013 4F 1 H 31 4255/ Avraham Hershko [¥] PCT
PREIE A5 WO 2013/102899 Ak, Frad LRI A 25 1t 51 FH 77 ZO0FAAR .
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[0154]  KTI3 Hf Uniprot 45 P01070 (2013 4F 1 H 3 Hj M BIEE ) « KTI3 BfL#R
GNP

[0155]  MKSTIFFLFL FCAFTTSYLP SAIADFVLDN EGNPLENGGT YYILSDITAF GGIRAAPTGN
ERCPLTVVQS RNELDKGIGT IISSPYRIRF IAEGHPLSLK FDSFAVIMLC VGIPTEWSVV EDLPEGPAVK
IGENKDAMDG WFRLERVSDD EFNNYKLVFC PQQAEDDKCG DIGISIDHDD GTRRLVVSKN KPLVVQFQKL
DKESLAKKNH GLSRSE (SEQ ID NO:3) .

[0156] DA L JP3 2, AR AL 1-24 J2 A5 5 1K, 206-216 S8/ IR I H B 2455 KT13 B Bk A
25-205 (181 /™ AA) ZHJK

[0157]  fERLEESLyt 77 &7, KT13 LLEEF = B 47 25-125mg 2 [A) 1) & A7 15 I H 55 f 5t 5L
AR — AR, 752 PiSLiti 77 S 9, KTI3 LA%RESR & 547 30-120mg. 35-115mg.
40-110mg.45-105mg.50-100mg.55-95mg . 60-90mg . 65-85mg. 70-80mg. 25-100mg . 30-90mg .
35-80mg. 35-70mg. 40-60mg . 45-55mg . 80—120mg. 85—115mg.90-100mg BY 95-105mg i & 17
ft. FTARVERIS AR 7259/ ST E 9, KT13 LR & A7 25mg. 30mg . 40mg
50mg.60mg. 75mg.90mg 100mg. 1 10mg B 120mg HJ EFFAE .

[0158]  FE-—ANT7IH, FEFTREA TGSV R B9 KTI3 52 &7 85 % 4lify), 4nfE £ Fi
S 77 G, 3l SDS-PAGE S ¥R S A B G E E VAN E

[0159]  fEX—ANJ7TH, KT13 FEHR & &R T 95%, @it BCA Ml e Ll &.

[0160]  7E X —AJ5MH,KTI3 & /T 0. 1% (5405 225, 640, Wiisit SDS-PAGE Fl 4
1 5E VLT VEA -

[0161]  7E HARSEHE T S, 70 & 10 KTI3 HoA B2 v 4 il 2 2 0. 8,0.9.1. 0. 1. 1,
1. 2 B¢ 1. 3mg REE ARG PR OB M. AE H A ST 28, KTI3 NG b TR 22 ve 41
HIWDAH] 0. 8-1. 8.0.9-1.8.1. 0-1. 8, 1. 1-1.8,1. 2-1. 8 BY 1. 3—1. Smg Jif & A1 B [ VG 7 o
P AR SE i 77 227, KTT3 (35 PE & BRSOl 42401 0. 8-1. Tmg JREZ Il . 7£ HAthSK
T 7T S 1% PR A B v A A 0. 8-1. Amg JiR R I .

[0162]  7F HAh L SEiE 7 2P, 03 1K) KTT 2 B4 KTT, 9 2 i L4 TREL BARIA KTT 11
A (A4 B ) AR KT, 78 HARTI LG St 77 2277, KTT 2 & e KTT. A sl KTT
[P & D AE T AN M 2% B an Ik & A = AR B KT .

[0163]  ARSUHF AN R IEAE, /F KT13 5Z4MAGWH— P el 2 P A 5 1R A Z 0T,
ST HEARS & &FUKTFER T, — B iR S hh ol /7 ZOREAT AL . 2 Phaifb ALK
KTI 7F 2013 4F 1 H 31 $252 ¥ Avraham Hershko [ PCT [ 5 HiE A FF S WO 2013/10289
ANFF, Bk SCER A P 28 38 51 - 77 IR A AR

[0164]  HAthSETH 77 208 S Tk 2940 &4 T A7 A8 et 3L 88 RS PEXH A S B Bt
REAMEENE., £ BT R, XNSHA 1.5:1 8 1:1 Z (6. £ BARR
SEETT RS, L EF VAR 1.4:1-1. 11 Z ). /£ BARRSEiE 77 £ 9, X L2 7] LLAE
1.35:1-1.2:1 Z[H].

[0165]  A47E HoAbs2iE 77 & o, Frfiiid i 4ifk SBTI. BB M / BE KT1 5 2 /b —Fh A (17,
AT —BAFAE, fE— ST T R b 5 2 D — Pk B HE S+ 2R A G 7. AL
SBTI.BB 1 / B KTT Wy RERh ATk S 77 22 71 LA H H 5 Bk (R LA R/ B EE B 20 2
YK TT RA 5.
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[0166]  ZEIHMH
[0167]  FERLLLsEiE T R, £ TR W Ty A SR R 2 A 5 A& 5 3 1
BBI Ml 55— Fh &5 I BG4I (Bl e ds g1 ) G . fEHARSEE 7T = b, 29 A&
WA 43 B KTI3 A0S —Fh &2 LRSI A A6 o BRI AR A, RAUSE AN R ERfF, 7]
PARIH 2 P il BT A, SRR A SO iR B LS o 78 8 I 8 B B SO0 R, R
IN— KGR 100kDa.,

[0168]  fEHAh ST, £ TR W ik MmAd &R R 28 A 5 -& 53 1
BBI A B 1) KTT W3, A5 30 BAR R St 77 S8 WP A 7 43 B9 1 BBT A4 BS Y KTI3 P . AR
B - AR “ 73 B9 1) KTI3 71 73 B9 %) BB 48 AHXS T SBTT AR 7 & & Friadd s (Rl 5
A& BBI B KTI3) Rl 44 o 7 2 Fhsliii 77 20, 75 Ik 77 VA AN A4 R R B9 KTT i 2%
s 2/ 85% Ay, Wit SDS-PAGE. 52 W B L BB COE B (B AR 4R A SOk i 77
%) VHh. fEHARSTETT R, Wit BCA JE L KT &M EAREERT 95%. 114
MAEDRIEN T, XEE R TR 7E KT 524 SV R — P e 2 Fh HAh 4 V8 & 2§ KT1
[RIRFAE . 72 HASETE 77 52, KTT 6l &Y &4 5% B /D (1) BBI, Wit SDS-PAGE Fr vFAf
EHASLFE T B KTT S SH/NT 0. 1% EmaFRAER (s, BA KT 30,000
SFERYIR) .

[0169] 7 A4 HABSEE T 22, Z9MA -S4 BRI X KTI3S ESE / EE (w/w) L2
1.5:1 8 2.5:1 Z [A], /£ HAMSEE 77 R 2 7E 1. 6:1 1 2. 4:1 Z 8], 7E H A K 77 2 2 AE
L7:1 80 2.3:1 Z [A], /£ HARSE i 77 R 278 1. 8:1 1 2. 2:1 Z 8], £E HAth SE Tt 77 2 2 AE
L9: 1R 20101 2 [A], £ HAMSE i 77 R 2 7E 1. 95: 1 1 2. 05: 1 2 [A], /£ HARSE i 77 2 2
2:1,

[0170]  7EAT B BARR St 77 7, BTk 77 VA A0 A 85 Frffof 1) BBT A KTT, 7E 58
BAR R SLE 77 % HR A5 BB ATKTL3, A A I 8 B4 o 72 A SEE 77 22 7h, prftiid
R TTIEAE S YA KTT A ABEAK, £8 5 HAR I SEit 77 2 i A5 KT13 R4 g K,
VE A B & AR . A HARSE 77 229, 43 B 1Y BBL. 43 BS 1) KTT A & (B Ik 3547
ETHAEYT .

[0171]  fE 5 AR HARSL 77 22+, BBT A KTI3 435l PA%EFFIZY 50-100mg F11 25-50mg [ =
TEAEIF B2 AW A (& AR . A8 A Seiti 7 =2 rh, ek &2 43 51 & 55-90mg
Ml 25-45mg, 43 5 J& 60-90mg FI 25-45mg, 43 H) 4& 60-85mg F 25-45mg, 43 H) & 60-80mg Fll
25-45mg, 43 7| & 65-75mg Fl 30-40mg, 43 F) 2 68-72mg F 33-37mg, B4 42 70mg I 35mg.
TE R AN SE 77 22, B &1 BRI A KT13 5 5y — g &5 11 B0 051 a4 2 (R — k2
fE1E.

[0172] £ AN SEETT S8, Btk 09 8 A B30 240 6 5 P g LA 7) — 247 AE
FE— LS 77 R 5 AR AR B I 2GR A A A7« BRI 1) & 1 BRI H AH 5 mT
PLH S PrfiR i A5 / Bk s 2 2 0550 S 77 RA 5 .

[0173] _MFHEFIEEY)

[0174]  £E 3R B9 F7 AL A4 T R G — AN B T 1K B A D AE — AN S T = P A X
TEF BEEFNRE TR bz — A RCEM AR AR 2 EY. £ 1
SERE TR, BAYE AT RER B 3 s £ LY 218 (BDTA) B & (540 EDTA —
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BNAT EDTA —8N45 ) sEGTA( 4 ZFEN 418 ) B HEh s = 2 = & (DTPA) B &k Al
BAPTA (1, 2- XU (AP LR L) 24 -N, NN N - 2.8 ) sidtish, 78 Hfhseiir &,
WP LB AE M2 — . 1R BARM ST &, 25 )& EDTA.

[0175] ¥

[0176]  ZRSCHTIA I 234 A W0 RN T 12 1 5 6 S i 77 260, 5 YR AH . A R FH — il &2 il
VEEAR B S0l o AE FE e S 7 22, il ] DA E IR B3RP S v A 1A ART A 28 ] 42 52 [0
[0177] RSO “AbTi R 7 B AL T4 7 B 4H 7 BORR VS B F8 BBl iy 48 14 28 43 76 Yl B
FHAR VAR B/ BRI . XTI T U AA Y RIFRIE R Is A AR 4 ER E A4 5 (BT
TEIE A L2l F Ve N EAR SRR 5 ) 7R BOlAE A ff . 2 / Bk 7 — ksl
Wi 7 2, WA A A S ME— RS AL o AE T AR St T R, BB B AT )
fi A Z A1, A 2 2 A SV EIME— 257

[0178]  7EHAh SZiE 77 h, 299020 A0 10 2T il R VRORE A& T /K 1), B7E HoAth SE it 77 &
SETCIBHE 1), BAE HAh S 77 58 7 RIS 2 TC IS AT /K I o 70 HAth s 77 £, B — P 2
P (LA B R T 1S PR 2 A, T B VR A 2 A e — S A 4y 57 Hopth szt
Jr &, IR A Y A RS L AE S A HAR SEE T 2= o, ke Bl e TR
AT BIE S e BEMN / AT R 75 SN0 H A S2iE 77 R, A
T BHR A A AR A A B T AR — M E E FR T MR A — R P
B AR PR N TS F R A A 75 5 M HAh SERE T S0, WA R B TR A
V) s TR B/ B T AR i — M ELZ PR YT PR B M ELE PR (R R )
AN BHES F VA s A —PPE 2 P A LA R BR TG R 2 k. T A A4 K
43R TR B IR S E N A S F BN IR EREHA S (WAESIR
WHIZK ) FNANAEAE

[0179]  FEBE BARRISLE 7 P, A S o -3 R, fEHMMEETT R+, o-3 8
R -3 Z AWM R, 1£5% — N7 %9, o-3 I/ & DHA, — P PR
4,7,10, 13,16, 19~ -+ BRSIEIRIN o -3 2 AHAT 22- BRAEII IR » 7575 — AL £,
w =3 R A& WRRER (9, 12, 16— T \IR =ML ) o 165 —NSEiE T &9, o -3 g &l
HESCAEMERR (6,9, 12, 16—+ \BRPUGIR ) o« 725 — ML RT, o-3 JEIRE = =
Wl (BTA 511,14, 17- ik —=JAER )« fER— DL EH, o -3 R 2 = Tkl
B (8, 11, 14, 17— T IUMGEE ) o fE— LM RF, o -3 R 2 = Tk fU&EE (EPA ;
5,8, 11, 14, 17- R AIGER ) « /L7 —NEHEHEF, o -3 RIS =T N ER (1
FRAE5,7,9, 11,14, 17— =P ZHNIEIR ) o R — NI EF, o -3 BB E =T =k
Tl me (DPA 57,10, 13,16, 19— —F “ik TLAIR ) o £ DELRETEF, -3 BIEK 2
—IURRASKEEE (6,9, 12, 15, 18, 21 1 TUBASIHER )

[0180]  FEHASLHETT R, A E o -3 TR RIAAFAEM « 7 HAth ST 77 £,
SEIHE NN LA (GRA) I RIRAEAET o 75 At STt 77 71, Y& R IRAFAE I GRAS AELA 3 -
FERELS STt T7 2 H, v n] DAk B /D ST EHEE NP B AR s A v ST SR L BN R
TH KB e e AR Yol L A A T REE A Y a7 2 TR AT Vi ROMR Y < SIE RRAT I 22 R | B A
IR 1IN 7 v a1 Dy o1 I 1 I AN #2071 I [T 31 Ny NI 1 e I
oy, AR RR ) P A9 A f £ e R i o AE S AR B S T 58 R, S AT DA 1 ARSI
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VBT« 2 Ry B AL S SH Ak AR va v S A o . AR SE BAR RS2t T Kb, ik
S REE i1 N S 7 VA 5 1 TR 217 T v 1 v = I N S VA1 521 N 47 9 I
RIFRKFIH o 75 B8 BAR RS2t 77 S, s & vl . CarEAR SCROA A A9 Pk JL AN
F g IF H B R e A1 RS B R EER .

01811  APZIE4T PEIERS

[0182]  ZRATUHE AR AN R FRMR, GLP-1 7] LG AP B AT M m A WRITIE R, 5
NAFLD Jo 2% AU H A N 8 g, o] DLd v 2 R a7k, BT RME R AN
MRT ( FEFEIR AR ) S 2 Wi 22 B AT P07 o

[0183]  FES— SR R, A SCIRAE T —Fh H TR 7 Bl R IRt BRos BUAE o7 — N7 TH P
RH R R AMA A, Frid 23 585 g 2= . GLP-1 24 20 —Fh & A il
A AN S T EA Y. /2R — AT B, ZAMA S E S GLP-1 2. &/
— P E AR N RS . ERSEE T R, AAMA S-S A SR
2 T3l S il R 2 —, FoA /e — B8 sL i 77 2 7, 29 S mid vl AL & e 3 AT / BUAE
BB A . AHARSTETT Z, AMAEME SR SCIrR M E SRz —. 1F
HLEe S Ty Rrh, W 25 A A 1A 52 3 e F RS TR EE K

[0184] M — T THRAE T — PGy B R P i BRI B AE 55— AT T B H Rk AR 2R 715,
Frid 771 HE D IR < 1A 52 38 e F L SCRT IR 25 W e 54, BRG] 7R 2K 3 B s B RIS
[0185]  FE5— LT &, ASCIRAE T —Fh I T6 97 TR 8000 BU7E 55 — A J7 THI B AIG
RAEZWZHAEY), Brid 25 H W05 IR 2 GLP-1 2. 20— & B 542
MM HEFREEY. 15— LT RS, ZAMAEME S GLP-1 ). 20—
E AN AN S TR AY) . RS R, WA EME & AR SCHTIA R 5
T A R 2 —, HA e — S sji 7 £h, 2994 G n] DL & e / 8ifE i
PR EAC . 7 HAhSZRE T 2=, 9 A0 5 AR SCATR ) [ 56 72 —. et
St 77 ST, G 29 A A 1A 52 A 3 T A R TR) S

[0186] N — N5 HHRME T — PGy A S AR B 5 — A7 T PR L R AR R 751, Bk
TEAFE IR (2 F A L SCTR A 54, HIE T IAS AR BRI R 2R
[0187]  fES—SEHET R, A SCIRAE T —F TR 97 = 00K 8075 5 — AT TH P& H:
RAEZZIAEY), ik 25 a5 8 & R 2 GLP-1 204 & /b —h & B 5|4
MM HEFREEY. R —DEET RS, ZAMAEME S GLP-1 2. /b —Fh
EEABHIHI A M HE FREEY . RSt K, 24 58 & AR b i 5%
TIPSRz —, Hf A — st ZH, AMA-AYen] DA S EM / B/E 8+
PR EAR . £ HAhSLiE T =, ZWH SYE-5 AR CrR K B SH 72 —. Eiik
SEH 77 S, G 29 A A 1R S A 3 T A RS ) E K

[0188] M — TR T — PG T 5 EWUR B 1 — A7 H B AR R R R 771k, Bk
THEAFE IR 2 F A L SCArR A &4, H ik T 7 EUR BRI R E 2.
[0189]  fES—SLHET &, ACIRMUE T — M H TR T ALS BUAE J— /N 77 T PR H R A
ZWME G, TR ZgMA G B & g 2= . GLP-1 224, = /b —Fh & AR 4 A0 —
MIHEFEEY) . /£ 75— DL B9, ZAWAEGYAS GLP-1 KUy 2/ b—FE A
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BN HIR A P B TR B B . FEDRESEIETT S, 292 S & A SCRTA 1 T
RIS R 22—, Herp A — S SLiE 7 S oh, 29 AL & Wik nl A& AT / BAE B Pkt
PR A EMHARSLIETT R, 29 G S A OB RIS 2 — . AR LESLE
T7 5 R 2P AL S i 2 Tt T R TR SEE £

[0190] S —ANJrm#RME 1 —AiiRIT ALS BUE Yy — N IT I FEARH R AL R TT IR, Brid Tk
AP IR A 2R T LSO YA G, IR ALS BRPEARH R A

[0191]  7E5 —ASERETT &b, ASCRAE 7 — R TIR T AMATERi 845 (TBI) BAE S —A
T RS R AR A G, Frid i G W A& R By 2 GLP-1 8. 20—k
BRI T IS . £ DSRET B, AWMU EYEE GLP-1 K0
W b — P BTG A A BB I G AR EESEETT =, Z4MA S MBS A
SCRT IR I EE T RS Bz, Her e — SRS U7 S, e SV R VR E A /
oA B TR AR AEHARSKETT S P, WAL SIS AR SCINA K [ A5 62—
FERBESEIGETT SR, R A SR 32 T R I TR T 1 .

[0192] M NJrmERAL 1 FiRTT TBI BAE S — T B AR R A A TE, ik T7is
BAED IR R TEH] ESCrR YA &, BIbifyr TBT B AR A 5,

[0193]  7E5 —ASETT s i, A SCRAE T — P 6 716 RS BAL 3 — 77 Tl A 2
KRNI, Ik ZiA Y A5 R R GLP-1 S84 2 — R & A B 4
MENHETRE S 5 DKETT R T, ZZMA SRS GLP-1 K4 &b
H AR N E A S ARSI R, Z9MA SV S A SCnA )
T BB R 2, He R — BSE TS R, 29 AL e AT DA AT/ BUAE E P
AR A . 7E HARSKIETT R0, WAL S WA S A SR I E &6 Rz —. AR
K75 S8 T, R 29 AL ) 52 i T T A I ) SEE 4

[0194] S —ANTrHERME T —FiiGy 7 G IR BUE Y — A5 BRI A R TTE, Prid
THEOFED IR m 52l FE R ESCHnR M2 &4, B IiE) 7 RIS B PR R A 2
[0195]  7E55 —ANSERETT S o, AR SCHRAE 1 — R AT ok B A o i 4L 23853 0 (1 25 2L
G, Frid ZyMA GV E P 2R L GLP-1 SRB . 2 /b— il I U 0 A — A BB 1 10
BEY . A5 NRETT # T, ZAMA SV S GLP-1 B4 20— P ez A BB AT
BT RE S, ARSI R, 2L E AR SO IR A2 T A 1 7R
Z, Her eSS SR o, 2y S AT DAL AT/ BAE B TR AR A
FEH A SCHE T S 7 29 AL SIS AR SCITA K 1 2 B2 — o AEFEESETT S, K 254
20 B 1) 52 3 e PRI TR E I

[0196]  SC— AT R 7 —Alisi b ok B 2E i AL AR 1K) 75 3%, Prid TTiA B s D IR
[ 521 B SO IR 25 AL G ) R sl b ok B i A T i AL 350

[0197]  FE5 —ASEMETT S, A SCHRAL T — R A6 7 LR A PE AL 5 — A J7 T A
HoR ARG, ik ZyMA SR E RIS 2 GLP-1 38 2 /b — Rz (3 B
YR AN FHE TR S 5 —DSETT R T, 22U SIS GLP-1 38, /b —
FieE BTG AN S TR S IS T R, 29U A S AR A 1
H T BB B A2 —, HRfE— B SE TS SR, 29 AL S id n] LA AT/ B
PSR A . AEHANSKIETT =, A S B S AR MBS 62—, 2R
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BE S 77 22T 4G 23 A A e 52 3 T FH I TR

[0198] X — TR 7 — By T A0 WAL P BOAE o — AN T7 T FRAR I & A 28 1 774, P
R ITEAFE IR 8] 32 A BT R 2 A G, IR TR R AR PR BRI K
[0199] 7B — AL Tr EH, ASCIRfE T — P TR I7 4N R s dm (PN) BUPE 5 — AT
T PR R R 22 &1, ik 23 a5 s 2 GLP-1 2. &/ —FhE A
RN R A PSS B S AE 5 — AN SE T 0, A G5 GLP-1 8.
2 /DM AT AN E R E S . RS T R, WA A A
Bk i 22 T3 S R 2 —, e e — st 77 2 o, 29l A v DL & B3l /
BUAE B IR AR o A8 HARSE 77 S0, 29 G4 & AR SOk () [ A )2 —
TEREL S T R, 1 25 A A1) 1h) 5263 T BB TR G .

[0200] X —ATJ7HRMUE T —MayT PN BUAE 57— AN J7 T BRI H R AR B T715, ik 7715
AFEP IR 1A 52 E ORI 25 G4, IR T PN BRI R AR 2

[0201]  ARFME H A&

[0202] 7R 3L sl 75 Ze v, 78 IR (1 77 VAN 2H A4 v R R D 50 — A A w5,
AL A0 T3 A Ao A v AR B A/ B TR 2R L GLP-1 S AT 2 b — Pl i iR
BT . 75 BAR R SEET7 P, GLP—1 S5 m] DL W ZE ANk, fEH A ST =,
JIT 3 ROV A 1 R 25 J W 2 L GLP—1 SRR AN 2 /D — R e 3L 8 VBT R P . 7E 55 A0 Y
SEHE T, BT RS B S R 2 GLP-1 5. & /0 —Fh R & A BRI Al &2
b — PR e S BRI EI A  AE S ARSI TT R, Bl BRI A R 2 . GLP-1
AU — Bl g 1 B A A A — Bh st L B BRI A o AE T BAR ) SEE T R, SR
NP A& SBTT A4 ER IR AR . Al e, I 4EA0 i KT13 Fdl e ARk 75 55 4h St 77
Fh, i LI BB & AFAERIME— & ARG . £ HADSEE T =, M HE FRES YR
FEAE TS K o, A5 5 BARR St 77 227, HoA EDTA. AT I M B0 40, VS il 57 b T B
MRS . A1 BARR St T &, IR B I A7

[0203] AR SO0 gt 7L B 11 A i 4 2L X0 R 1 A 4 ()RR VR R DA T AR,
JR R B0 KT13 5 sl & 2 A R a s 3 R ) — A7 AE

[0204]  7EHEELSE J7 i, 78 BT IR 1 77 AR A T R R FbE — RS /B
IR T A5 A5 i AR BN/ B TR B 2 A A D — P R R 1 T A
AR EHARSTETT S, il B S fl A5 g B 20R 22 20— Pl 2L S 1 BT R
Mo A5 5 ARSI T 28 0, Bl BV R &5 ik i 2= L 22 /b — Pige 8 1 B R A F0 22 2D
— P EREEIL & BT A S SN TT R, B AR RS A S R R iR
1 P | 40 R — o st L 28 A BRI 9 o AE S BAR RS2 77 227, 8 A BT 4 2 SBTT AN
ME ARG, Prdedth, R AR KTT3 M A BEIL . 7£ 5 4RI SEitT7 29, 2840 1 BBI
SEATAEIME— B I BEHHI Y. AE HARSEETT =P, A0 IS 12 S V)AL T IS 5
i, 78 B BAR R SEiE 7 R, HoON EDTA. Al B A AL, A AL T IR R e . 1
HAR R SEE 77 28, BRI B F i A 1078

[0205] 7R HE LGS 75 22, 78 BT R 09 77 V5 AT A A Hh R A R R — AL R A
/ AL Ty A B A S TR A A B/ BT GLP—1 SR &2 /b — P ik i 1 BT 42
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FIRAS I o AT EAR RS T 2 7R, GLP—1 2Rl ] DL S ZETRAK . 8 Hifh st r &,
Fr RS R0 2 GLP—1 AU An 28 /b — Pt 3L 8 VR IR o 75 53 SN St 7 48
o, BT B RS RS GLP-1 A & /D — i i B 1 IS0 1 40 0 & /D — P 3L 2
HEGHIGI o 76 ARSI TT S5, Bl (RAS 5 & GLP—1 A4 — Phfige £ g 0
hl AN — P gt AL BT . AE S AR SCit 7 2, S R 2 SBTT AR A
IR . ATt , R AR KTT3 A ABGIR . 75 53 MW SR T7 28, 44k () BBI J2 47 1E
(R — g5 ARSI . 78 M st 77 b, AN BHES F 1B B AZ A TS HI , 7858
BARR S T7 26, HON EDTA. Al i BC M, VARSI AL T IR B #E b o A8 50 BAR RS2
7T &, BRI $e AR 78

[0206] 7% HoAh 52t 75 22, 78 5 d 19 77 A B A 400 T R TV A ) BB R 2 L
ABBK R TG ) EDTA SBTT I8 (B A . 76— SesZiE 7 b, IX N BRI &
G AP LA Gelucire 44/14. 78 HAMSZHETT 2, ZIRAHIFEEAS b HR SR CER
PRI E HE5R). EDTAL SBTTHIER (ARG ATIM AL o “FEAR g oo eee 2R AEIX AN BRI LA
N BE B SRR AS BRI A S A B R R AR ER AR AR AT A ] . AR A ST T £
Y VRS IR FH I e 25 SCZE TSR R TTE PH55) W EDTA LSBT T 411 & 11 B ATy 2H it o 7 HiAth
(0L 22 B HAA () S 77 S o, BRI Y () R I 25 L SCZE TR L EDTA SBTT 4018 1 B IR ANyl 1) =
4392 8—16mg. 150—-300mcg. 100—-200mg . 50—100mg . 20—-30mg £ 0. 4-0. 7m1, 3+ H 3 75 M 57
%40 Gelucire 44/14 W& 8-16% . 7R 5 BAR K SEHE 77 28 1, R R Ak B 2R SCZE T
JIk < EDTA. SBTT 41 &5 [ Bl ik Ay () & 43 ) /& 8—16mg. 150—-300meg- 150mg 65-85mg  22-26mg
F10.5-0. Tml, 3 R T IEERIG 0 Gelucire 44/14 BB & 8-16% . H2 ¥ AR St 77
A5 Tomg SBTI M 24mg #1EE FIEEAL . 78 HAR S 77 2 9, DL EH S Ye 5 28 1L AL B B
80, 7E—SEsfiti Ty &, Tl ALEERS 80 Mk 3-10% E & / E& (EFumE ) AET Il
AR ARSI T 2, BRI (BRifiz4h) Bfe iR, @l g i sia i T
T, AR — S ST R, ik iR AR SR BRI — . Al E R, DA A A
B PR EE. AlEBF M, Zitb /) KTI3 BLESCIR B &2 — 48 SBTI
TEAE . TEZPhSLiE 77 7, li4k BBI J2 4775 (1) AfE— &5 [ BT 614 35 52 DL 50-200mg =
7E HAh 52 77 28 7 BA 75-200mg ) & 7 HAth S 77 28 7 LA 75-180mg [ & /E HAh 5L 77 %8
Ll 75-150mg [ & 7E HAh 5Lt 77 22 LA 75-125mg 1) & 7 HA SZ it 77 22 LA 90-110mg
)& 7EHARSZ 77 25 BL 100-150mg [ & 7F HAR SEHE 77 2 7 B 110-140mg [ /£ H AR
SEJE 77 ZE LA 120-130mg [ & A HAth SR 77 %8 1 BL 120-160mg ¥ & 78 HoAt S8t 77 22 7 DA
130-150mg & /£ HARSZ e 77 2 7 LA 7omg 1 & £ HAR ST 77 22+ LA 100mg 1 & 78 HAth
SEE 77 Z LA 125mg ()& AE HARSE i 77 2 DA 150mg [F) & 78 HARSZ i 77 28 BA 175mg [
B R HARSEE 77 22 B 200mg (K E A7/

[0207] 7R 5E BARRI L 77 £, 7EROA I I A B A 1 R oR ] BRAS HRE S R  2
SCEEIBAR s A FLALA 5, BlanfE N () BBEBEH . B H . =B H I ER S A (b) JE
JI BRI PEG B sEDTA sSBTT #0188 FABGAK s FIyh VR S P 4l o 4 it o 78 Hofh seit 77 £ 9,
LIRS AR b i 25 TR AR . B FLAL 4 4 EDTA. SBTT 418k (A Mg AR ATy 2 a7
HARSETETT S, IS T 57 FH IR s 2 SCZE IR B LA 73« EDTA. SBTI. 4185 i ik A
TZ A AE F At ) 2 B HAK I SE i 77 S8, ) o R B 2R L SCZE TR IR EDTA . SBTI 4185
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FA il ok R 3 &0 31 2 8—16mg . 150—-300meg. 100-200mg . 50—100mg « 20-30mg A1 0. 4-0. 7ml,
JFFHAFAMAD I E S 8-16% . A HARK L 77 2, BRI i R i 2 L SCZE TR IR
EDTA. SBTT . #1185 11 il [k A3 1) & 43 1) /& 8—16mg. 150—-300meg- 150mg 65-85mg 22—-26mg FHl
0.5-0. 7m1, 3 H A FALH 5 B9 A 8-16 % o 48 T HAK [ 9t 77 240 % 75mg SBTI Al 24mg
N ABEIL . 75 AR S E T e, DL B S YNEE & KL BLEENS 80, /E— sty £, &
(AL EE RS 80 Rk 3-10% (G d ) EE / BRI T MRS HIR . /ERLLsET £
o, v 22 A0 B HITR 43 350 18 il P R A3, 90 A AR BB R T R, AE — SRS E T R, Arid
HAEARSCHRRBIZ — . PlEH B M, DL LA S BT E PRGN AR aE. 1l
R HL B A Y, A5G KTT3 DL ESCRR BN & 2 — B 4K SBTL A474E . 7EH A S T7 S, difk
[¥) BBI LA E3CKF SBTT R 2 &2 — 7 7E FF H R AFAEME— S B B 514

[0208] 7% HoAth SZit 75 &, 7R 0 77 A B S T R I A R A BB 3L ZETRRR R
T 7] EDTAS SBTTHIER (A BEAR AN . 78— L STt 77 S, iX AN BL & 4 21 10 3R T v 1k
AT LA Gelucire 44/14. AEHAMSLETT 225, A BRI B L ZEIBIA SR 1%
7 EDTA. SBTI.#ll & B IR A 2 i 7E HARSEE 77 2 7, I AS 57 H S ZE TR R 7%
PEFA\EDTA SBTT #1211 il O A ek 2 it o 7 LAt 1) S 2 B BLAA 1) St 77 S o, i) A o S0 38
FSAK . EDTAL SBTT . 1145 (A Bk Ay A & 43 51 2 150-300meg . 100-200mg . 50—100mg  20—-30mg
A0, 4-0. 7Tml, I HEEIEVPEFIB 0 Gelucire 44/14 & 8-16% . 7E44 T HAKIK SLit
J7 &, BRI AL SEZE IR AR EDTA SBTT . #I1EE (1 B PR Vi 149 & 43 ) /2 150-300meg. 150mg
65-85mg. 22-26mg A1 0. 5-0. Tm1, Jf HR MG LRGN Gelucire 44/14 K& 8-16% . +L
2 BRI ST 2 Tomg SBTI A 24mg ¥ 85 IR AK . 78 HAh s 77 £, DL B 59
AT R AL ES 80, AE— oSt 77 2, JKIL AR NG 80 Mk 3-10% H & / HE&E (4
Ui B ) BRI TV B VRS 50 o AEREES SR TT S, B iz SN R IR 1oy Z 7 i R R Ak, 461
VAR BRI T, 75— S8 St 77 27, Fridid e AR SRR BRI 2 — . Al et B 1,
UL B AV AT B PR A EE . nIEHb BRI, 2L KTT3 P SCIRBIM &2
— A SBTI fF1E. fEZMSLHETT E T, i) BB & A7 75 [ Mk — B8 (A B4 1 4 9 H A2 DL
50-200mg [ & 7EH AR S 77 22 1 BL 75-200mg 1) &  7E HARSE i 77 22 DA 75-180mg Y & .
7E HAh 52 77 28 7 BA 75-150mg [ & 7 HoAth S 77 28 4 LA 75-126mg [ & 7E HA 5L 77 %8
H1 L 90-110mg ¥ & | 7F HoAh 5256 77 42 LA 100-150mg [ = 7 HAth SE it 77 22 1 B 110-140mg
& 7EHARSZ 77 229 BL 120-130mg [ & 7F HAR ST 77 28 7 B 120-160mg [ /£ HAth
SEjE 77 25 LA 130-150mg [ & £ HAR SE 77 22 LA 7omg [ & | 78 HAth S 77 2+ BA 100mg
& A HARSEETT S B 125mg & 7E HAR S 77 22+ L 150mg (& 78 HoAth 52 77 2
LA 175mg & £ HAR ST TT 225 L 200mg I & A7 1L

[0209] 747y B HAK R Lt 77 2 0, FE IR B 77 VLB A A R VB i A 5 S ZE I
k. BAALLH 2 EDTAL SBTI 2 ARGAK (aprotinin) Myl . fEHARSERE TS, iZRAH]
FIFEA i ZE AL [ FLALLL 2 EDTA SBTT AR (A Bk Al 20 ple . 6 HiAth S i 75 =,
IR H S ZE IR | FLAK 4L 2 JEDTA LSBT T 30185 A1 Bl ik ALy 4 o 76 HiAth g L 25 0 L
MBS 77 2, 4550 B0 £ 38 ZE R Ak JEDTA L SBTT 4171 25 [ il ok A0t 16 & 43 391 & 150-300meg
100-200mg50-100mg 20—-30mg A1 0. 4-0. Tm1, 35 H H AN H S E 52 8-16% . £EA 5 HAK
) S it 7 B2 o, A 70 L ) 3 ZE TR IR« EDTAL SBTT I 1A Bl Bk AN vl 9 & 99 51 & 150—-300meg -
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150mg 65-85mg - 22-26mg F1 0. 5-0. Tm1, 3 H H AALH 5 F A2 8-16% 4 B HAR K 5L
JTEALE 7omg SBTI M 24mg 8 BRI . £ HAR ST T S, LA FAA W5 5K (LA
B 80, FERLLSLETT S, RILALEERES 80 Mk 3-10% & / & (dhum{E ) ATl
[RIRAS il 75 o 7EHELE ST 77 28 1, BRI AP R RT IR 140 35 A0 3 4R AL, 461 2 v i B i Tk
B, fE— S TT R, R e A S IR BTz — . Al BRI A, DL B S Y) AR
LB TRENAAREE. nlEhBEsN L, Aitb 1 KT13 P SCHR 21 = 2 — B4X SBTI 47
TEo fEZPPSLiETT S, Ak BBI 24775 1) AfE— 85 [ BT 614 3¢ 52 DL 50-200mg =
7E HAh 52 77 28 7 BL 75-200mg ) & 7 HoAth S 77 28 7 LA 75-180mg [ & 7E HAh 5L 77 %8
Pl 75-150mg [ & 7E HAh 52t 77 22 DA 75-125mg (1) & 7 HA S2 it 77 22 LA 90-110mg
[ 7EHARSZ 77 29 BL 100-150mg [ & 7E HAR SEHE 77 28 B 110-140mg = /£ H A
S 77 ZE LA 120-130mg (& A HAth SE i 77 %8 1 BL 120-160mg ¥ & | 78 HoAh 5Lt 77 22 7 DA
130-150mg & /£ HARSZ i 77 2 7 LA 75mg 1 & AE HAR ST 77 22+ LA 100mg 1 & 78 HAth
SEE 77 Z LA 125mg ()& AE HARSE i 77 2 A 150mg (1) & 78 HARSZ i 77 28 BA 175mg [
& R HARSEE 77 22 B 200mg (K E A7/

[0210] /8 HAh SE il 77 S, A5 AR (1 77 V4 B A4+ 1) VRS AL R B R
Gelucire44/14,EDTA. SBTI. I &5 (A B A« 72 H AN SLETT 2, AT A B %
B3 Gelucire 44/14.EDTA. SBTI.#1dE 1A AR AV A il o AE HARSEHETT 227, A 57
MR 2R Gelucire 44/14. EDTA. SBTL. &5 G AR A AL Bfe. 78 H A 1 L 22 B AR 52
Jii 77 Z& T, BRI RY ) i 2« EDTAL SBTI. #1185 1 g R AT 1) & 79 J3)) +2 8—16mg . 100-200mg
50—-100mg. 20-30mg F1 0. 4-0. 7ml, 3F H Gelucire 44/14 {1 & & 8-16% . £E47 T ELAK K SLiE
&, BRI I 2 JEDTA LSBT 411 8 11 g R A3 1) &2 43 771 & 8—16mg. 150mg . 65-85mg
22-26mg £ 0. 5-0. 7Tm1, 3 H. Gelucired4/14 (& /& 8-16% ., 2 H HAKRISLiET7 A&
75mg SBTI Al 24mg I 85 FABGIR . 7EHARSLHETT 220, LA FAS VA5 R L ALEENS 80, 1
— S 77 R, L ALEE S 80 MY R 3-10% H & / H & (ARG ) 1AL T K A& 1 771 o
FERLLE S 77 227, BRI Z AN BRI 5 7 3476 i Fp SR AL, 4 A A i BGR i T, /R — sk
77 e, B A SCH IR BRIz — o PIIEHL R M, DL B AV AT B R
AREE ., EMEEME, 2difb i) KT13 PLESCIRBIM &2 — &4 SBTT /778, L2 PhsL
77 Z T, ZEAK IR BBT A2 A7 7£ I HE— B 1 B4 4 9 HLJ2 DA 50-200mg 1) & 7F HAR St 77
Z DL 75-200mg (1) & 78 HARSL i 77 28 LA 75-180mg (1) & 7 HARSZ i 77 %8 H LA 75-150mg
& 7EHARSL 77 22 7 BL 75-125mg (& £ H A ST 77 22 BL 90-110mg 1 & 7E HAth 58
Jiti 77 22 LA 100-150mg ¥ & 7E HA SE it 77 S BL 110-140mg (1) & 78 HoAth S5t 77 22 7 DA
120-130mg [ & /£ HAth SEH 77 22 T BA 120-160mg (1) & A8 HARSL i 77 2 LA 130-150mg ]
= EHAR S 77 22 F LA Tomg [ & AE H AR SLE 77 22 5 DA 100mg 11 & 78 HoAth St 77 28 LA
125mg (& /£ HAR SZ i 77 2 7 DA 150mg ()& /£ HARSZ i 77 22 7 LA 175mg 1 & £ HAR S i
TTZEFLL 200mg I EAFAE.

[0211]  FEAT 58 BAR K SE 77 22, 7E 38 1 77 VR B -G W v R I 04 o R0 A 2 R I
#HFALA 7 EDTAL SBTI HN & AR AR A o A8 HARSZ 77 27, iR A RIS AR b R
B HFALL 7  EDTA. SBTIH8 FEE AR A 2 o AF HAth STt 77 22 H , 100 4 1) 77 E ik
B HAAL 5 EDTA, SBTI HI &5 (A B AR A Al ol o 78 HAD 0 B 28 B HAA R s 7 =,
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FEFRRL () B & 25 . EDTAL SBTT 41 85 (1 Bl ok FLvih 11 &2 43 73] /& 8—16mg+ 100-200mg 50~ 100mg
20-30mg A1 0. 4-0. Tm1, 3 H A AL KBS 8-16% . (ETH EARRSLit 7 =, &7
RUfR) R & 2 « EDTAL SBTT . #l15 1 B R il 1) & 93 ) 2 8—16mg . 150mg . 65-85mg , 22—26mg Al
0.5-0. 7m1, 3 H A FALH 5 B9 A 8-16 % o 48 T HAK [ 9t 77 240 % 75mg SBTI Al 24mg
A ABEAK . 72 HAh ST Z i, UL A YE & R L AL EERS 80, 7EREALsLiE 7 R, &
AL EERS 80 MRk 3-10% H & / HE (EFEumE ) BIE T RRAHR. 7Ry &
o, [543 2 A B A R 2 S S o AR AL, B VA R BB Tl o, AR B SEE T R o, ik
TR A SO AR B AT — o PR BN, UL A A IR B PR B R E . Tk
HBAA L, ZE40 [ KTT3 BA B SCIR B B2 — B4R SBTI A74E - 7 2 Fh Sjiti 77 £ 7, Alifk BB1
SEATAE I ME— S TR 19 I B2 DL 50-200mg 15 7 HAth STt 77 & 77 BA 75-200mg [ &
71 HAth SEiE 75 22 7 BA 75-180mg &  AE HoAth 52 75 % DA 75-150mg [ & 78 HAh St 77 &
H1 1L 75-125mg & /E AR S 77 % 1 B 90-110mg 1) & 7 HAh St 77 % # LA 100-150mg
)& 7R A ST 77 9 DA 110-140mg 1 & 78 HoAh S 75 Z€ 7 B 120-130mg (= 72 HAth
St 77 48 7 PA 120-160mg & 71 H AR S 77 42 1 BA 130-150mg i & 71 AR S it 77 22 1 DA
75mg & 7EH AN ST EH DL 100mg B & 7L H A ST 7 ZE H BL 125mg 1 & 78 HAth ST
77 WL 150mg B & AEHARSCHE 77 2 DA 175mg (= /£ HAM S E 77 284 DA 200mg 1) =47
1

[0212]  ASCHIEFALFIM LY HIE R TR AWM EE / HE"H 2 LR A G55 Fr i 5 (4
Wity ) IESE BRI, K 500mg ) 60mg Gelucir (H40) #L4 12% w/w, it
HAh Ay EE L2 /D, FH, %5 500mg 7R 5 1 50mg Tween—80 14 10% Tween—80,
[0213] 7R AL 77 =, ERIA K 77 VA B A TR H A B R KR . £
T PGS IFAEAE, B0t 2 A HAEY R, WIARERBAS BRI AT D2 ToK i o 7 3 L 5L it
TR, TR Fe A H A B IS . AEEBRAFE MM R
HaPRIREK. 725 — DL T, WAHFIAGTKELS . R 2 T —FhR A H5H
AEAE, BITE 2 1 A A, MR A7 DAAS S K B2 53 o 78 5 4 b s 77 &
HH, 356 RN JH < ST PR Jhh 22 RV 5 A vy | BE R Ve R U el S e R e g ) — Pk 22 b
& — P2 P 57 TR R AR R I ME— RS A oy o B — AR R, a2 — Rk
2 v 25 1) 70) P R B AR RO — S A o AR AN SERE T R, — PR AR A BRI
M — R AS 2 203 1 fa I S U B S I A BT

[0214]  {EF-BUSZiE T b, £8P (0 77 AL &4 b R I 508 — R S R S R
GLP-1 ZE4Ll47). EDTA Fa % b —Fofr fige £ 11 g 01 1] 40 %0 [l 25 ) ) o 7 B BAR RO S 77 6 0,
GLP—1 U] LA SCZE PR o 7F HAh S 77 28 5 i i 7 A0 5 i 15 25 L GLP—1 S50 \EDTA
A /> — P R % L B R A o AE H At S 75 e P, AR R B 2R L GLP-1 24
EDTA . & /b — Pt Jh 2 [ B R A A0 22 /0 — P R L B8 1 B R 4 A1 Ho A St 77 2, 12246
FMLE g 2 L GLP—1 S5AL4) . EDTA. — Pl it (1 RGP0 A0 — P gt 2L 25 B 4 A1
B EAAR RS T R, B ARG 8 SBTT A& ARG . R, B 4ifb i KT13 A
BABK. E2PhiETr =5, 250 BRI 2 A7 /EMIHE— & A R4 9% B o2& BL 50-200mg
()& AE A SE i 75 2 DA 75-200mg 1 & 78 HoAth SE it 75 % BL 75-180mg [ =\ 78 HAth
S 77 28 T BA 75— 150mg Y & | AE AR SE i 77 22 LA 75-126mg ()& A HAth 5Lt 77 % DA
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90-110mg ] & | 78 HAth S5t 77 22 7 LA 100-150mg 1 & A8 HoAth S 77 28 71 LA 110-140mg [
& E HARSEHE 77 2 B 120-130mg (15 /£ HARSE 77 28 BL 120-160mg ()& /£ HAR SE
Jiti 77 22 BA 130-150mg [ & 7F HAth S 77 22 DA 75mg [ & A HAth S 77 %+ B 100mg
)& 7R AR L 77 22 7 DA 125mg 1 & AE HAR S 77 %8 1 BA 150mg 1= 7 HAth St 77 58
LA 175mg [ & 7EH AN S 77 27 BL 200mg (I EATFAE . AT BCR S ML, [ 25 il 5512 F
[0215] AR SCRT FH A AE “ [ 25 4115707 F6 i A BEAN B AS ELAT VRAS 250 1) 7 771 B 3 571 R0
A 7Y o o B R MR SR 77 S R I AL T A TE B SLiE 77 b THE ST
16T MEK EDTA R 2 ARG & JF 4 I AR SR O A i iy T2

[0216]  7EHEELSLiE 75 2, 78 Frifid i 77 VAR A A4 T R B S — R A GLP-1 28
B VEDTA A1 23 2 —Fofu o 2 11 Wl 4000561 42 1 [ 25 o 7)o A8 B BAR B SEtE 77 22+, GLP-1 2844
A] DA IR IR o 7E HAh 52 77 28 7, i A5 GLP-1 Z4pl4%) JEDTA Al & /b — Pl gt 7. i
RIS . AR HAhSLE 77 0, Z B S GLP-1 4 EDTA. & /b —Fifif & (g0 1
YA &b — PR AL E ARSI . A HAR ST 25, &GRS GLP-1 284Ul EDTA.
— PR R A PR R LB R . AR BAR I S T R, B B4
& SBTI M AR . wadkdh, B ALY KTI3 A& AREAL . £E S 4MKSLiE T &, 4k
1L BB @ AFAE I ME— S ARSI . A B L, WA B T IR #erp . 7B
HARRSEE 77 22, RIS B F i AK (078

[0217]  FEIELLSTiE J7 R, 78 Bk 69 77 v Ml A9 TR R B 57 & — M S i s &
EDTA 1 F /b — ol fisks £ 13 FEA0 1) 4700 16 [ 285 10 791 o 7 HAth St 7 22 0, i1 79 5 55 & WEDTA
A D —Ph gt sl B BRI . AR H A S TT P, SR S 2 EDTAL 2= /b —Fh
i £ 1 B 1 A0 N 2 D — b fie gt L B BRI A o AE ARSI ETT S i S IR R
EDTA . — i fige £ [ 411 1) 10 R — o Jl s L 28 1 B A 4 o 76 5 B B St 77 2 7, 28 1 g
B4 2 SBTT ANl &5 FARGAL . ik, A AL ET KTT3 AN s ABEAR . 75 5 2 s2iE 77 %8
o, Al BBT A7 AE I ME— B AR . P M B AT AN M, VRS )AL T B IS IR B o
725 BAK ) St 77 S8+, B IR e AR 078 o

[0218]  H pRps A HAMAR i X L

[0219]  ARSCHRIR ML T AR SRR B8 & 25 77, T 36097 88 JK 98 » B B8 PR 76— 44
SEEJT R T 1A DM I HAE Hofh s2 s 75 & b 2 11 BY DML B $RAL I I 1 3238 3 e FH A SC P
1) 18 25 25 W RG T T 0 R s B 77 V25 o AE LSS 77 22, 4R MR K1, W 294 &k H
—IREE i B3R E . AE HARSEE T 2, W 25 A G ) 1) 52 3 il FH IR TR
[0220] 7 H Al S 77 & IR T AR STk B I8 2 251 57, Bk 8 25 25 ¥ 570 78 22 Fh sk
77 B IREER L GLP-1 B A S AR a2 sr , T Bs 2> 11 2408 R s
(T2DM) 1EEA Z RS 5233 PR . FEREL STt 77 2, A RS 523838 A vk T
“HEPRAETIHY A/ BUR S B & 5240 (I6T) o« 7S IR (FPG) 7K F7E 100-126 258 /
4t (mg/d1) Z (1R / B MR B & ik58 (OGTT) H i) 2 /NAEAE 140-200mg/d1 Z [A]fY,
— BN NAEAE 1GT 1 4T FPGE > 126 BY 2 /NBF OGTT {8 >200mg/d1, tA NAEAE T2DM. 2R 1M,
AL AN F IR, 152 TGT A T2DM B VAR HEA & IS8 11, IF H AT AT A HoAth 56, 5]
WNZE KL I ik PO R B 056 (FSTVGTT) AT HbALC 7K~F. 78 HoAh sEit 77 o, HA KUK
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(152 B R S WP RERE , A0/ BRORE R e s o AEREE ST R rh B A G
Vit FH ) S TR SE K o £ B B AR () St 77 22 7, ] LUK 25 W0 2EL 5400 R T P R s i) S 4, 1)
fH— B H R B H i R AR R il A 2 g I ) 2 BT BRI 4R 2

[0221]  ARSCHGEARAE T A SCHTIA B [E S 256150, T D iR o . ICiRAL T s 1A
X2 e AR SCHTIA B [ A 2 71, D 32 TN B 7T

[0222]  ARSCHUIRHRAE T ARSCHTIA M E A2 H1, T 38 0mhe 5 2 ik . 034t 7t
1] 32503 it FH A SC T I 1 (8] 245 2 il 591, 3050 PR 5% 25 o WA R 7 3 f%lﬂ%&mﬂﬁ%* W=
MR K, 2 A4 H— IR B U FH 252 i 78 HAth ST R, G 2 &
[ 52 43 it FH R ) E K

[0223]  ZARSCHUIRHRBE T A SCHTIA RIE S 2361, T TR M BRI s b R AR 28 . iR
P77 e [ 523 it FH AR SC R P ] 285 24 591, 7 ek sk 2 v TR P 7925 A HE L S i
77, WA M AKCE G A &R H— kB E REH 252 . A HAhSE T R,
W 25 A RS2 e IR TR

[0224]  ZRSCHVIRIRAL T A ST i 1] 75 2540 il 770 T TR 1k i/ P ey TR 25 490k o 4
L 8 171 323 it FH A ST 4 [ 285 250 59, SRR M i IR 28 2 WA R 7 7 o

[0225]  ASCHIRSRELAEZWA Y EA BBL X KT 552 w/w LL 254551, Brik 254
T 22 Pl 7 28 A iR B 2 L GLP-1 8B L L A1 A 2y, AT iB 97 i IR
(DM) , T3 408 PR 70— Lo S 75 2 v 2 T 28 DM, 3 BL7E o st 77 2 rp 2 11 28 DML o4t
I A2 R ] B R E BB KT () w/w LR 254170, 1697 DM B 75 1k o AESEtese
T 77 S, WA MR KCE, 2 A H — IRBULE il 252 . A8 HAh St T7 %6
K 22 A 1) 52 e FH IR RV RE K o 78 2 B STl 77 S8 29 &9 R AR SCRTR
TBARZ5 0 R BOAS SCHTIAR I [ A5 25057« BTIA R BBT X KTT ) w/w LLAE — L85 77 e
JEAE 1.5:1 M1 2.5:1 Z 0], fE HA ST 2 2 AE 1. 6: 1 F1 2. 40 1 2 [A], 75 H AR SL i 77 %8
JEAE L T:1 A1 2. 3:1 Z10), AE HA SR 77 2 2 AE 1. 8: 1 F1 2. 201 2 [A], 78 HAh SE i 77 %8
JETE L9 LA 2. 1o 1 Z ), 7R Hofh Sl 7 R A A2 7E 1. 95: 1 fH 2. 05: 1 Z [, 78 HoAh st 77 &
i 2: 1,

[0226]  fEHAhSTiE 77 iRt T A% E BBL:KTT w/w Lk (IZHHI57), Frid 259 5707E
Z PRt 77 R R 2 GLP-1 B A A 1 A R sy, T 0 s> T2DM
1EEAZIARE ()52 58 P o AR EE St 77 2, HA U (1) 52 502 4 A A T PR s
B, Bon 16T, Bon AR AN / BCEAA W PROp 2 S o AEREER ST 77 70, MG A&
Wit FH B TR G o £ BE B AR B St 77 28 7, ] LUK 250 2EL 5400 R Tt FH s i) 32 4, 61
fH—kBEH k. B H i AR G MG 2 shaE R T 2 BT SRR G 2. BT BBT X
KTT B w/w EUAE— S8 SEiE 5 R R AE 1. 5: 1 F1 2. 5:1 2 i), 78 HAth e 77 2 b 248 1. 6: 1 A
2.4:1 Z ), 7E HABSEE T R P e AE 1701 A1 2. 3:1 Z ), 78 o se i 7 & P Je 78 1.8:1 Al
2.2:1 22 0a), £E HAth SEiE 75 22 A0 1. 9: 1 A1 2. 121 22 Ji), 48 HoAth SE i 75 R b 2 4E 1. 95: 1 Al
2.05: 1 Z i), fEHABSLE T R A2 2: 1.

(02271 fufK

[0228]  fER-LLSLjiE 77 G T, TR IA R0 VBCAS R0 T 1 01t I e B 3 A, T I R B AE
BB ) St 77 R AN B F pH BUBME AR o AE HAh ST 77 22, [ A5 il 570 AT DA 0 B
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H pH BUBME AR TR . IR\ ARRX I, ARUUE AN ZERAE, 50 pH BUsk it aAH T LT
Fritk (515 G . AEHEE St 77 27, n] ORI -G 9070 52 3838 1 B i
FATAT AL o — %, IR BAACIEAE N B 2 /N RA P ASIEfR, I B8+ 483 30 4
B DL PN VA

[0229]  £F At SEite 77 28 1, A0 A0 B ARV P P 20 . AE LA St 7 2, M P K
B o AEHASLIETT b, AARAE LU FRIERZ — TR LAY R KBk ECD A
(aquacoat ECD coating) B% — AR B W) BEIR AT 4E 24028 —HIRNE . L FR4T 4 25 m
RIREG (CAT) FEERAF4E 2T Be RN A F AL A 4E R AR P IRESURBE IR L0548 R
RS -

[0230]  7EH AL 77 =, FIFH BB R i Pulsincap'™s

[0231]  {EARIEMSCHETT S, 24 pH AL B P AE/ERIYE L (LAY T B o pH 251% ) W,
AR SCHR BTNV RREBUZ S (SEE TSR ) 28 Bty £d, AR
pH UM G . L2 P Ed, iR B EBZ 260K,

[0232] fE—ASLHETT R, ORI, T ORI kARSI K (0, #l
U, Siepmann F 28 A, 2005) . 7 HARSEiE 7T R, FIH Eudragi t "B AE NG .
Fudragi t"AK & IR R A1, H FH & R AR SIS SN .

[0233] 7B 5 —AsLiE 7 &, M ARIE A SRR AGY T E BReEK. H
T B ALY T7 72 A AR A0 2N 14 9 HOJCHAE S8 [ B0 il L R A 5 2011/0305768 H
A, ik TR 51 875 OF AR SL

[0234]  FEHAhSZHETT EH, Frid 2 A T BRIV Stk i i B 5, Frid i Jis
R HE ] DA RO R e 3, BSAE A St 7 2 R R i B I 3 o T TR 5 T3 ) 570 51 N B
WSS B ) 77 1 e AN USR8 HAR R S 77 S8, PR B B AR By e i A 0.7 o

[0235]  Z2Ffr 1 ARSFIZY, o 79 e B 701) L) S GRIANIORL 51, BT DA T Br A i [ A 4 5
Vb o A IR AT LG FAEAS R T« AR IR A A4, 191 4 56 1 245 MR 25 40 T 57 = M}
FTids , B G0 H 58 B O 41 2 2R IR R A W IR BR S AV By R A7), 1 S0 3R 0 e e i
Ky RO TR 2 B R AR 4 25 5 A AA R, 19 S A8 B PR FR R 4 4 2 00 S K £ B BBV R 58 2 0 L g
i DA K SR 77, 6 B g B L B I L e VB T A AT D SterotexNF, 7F— 85
7T H, TIMEH G DA =S A A RS KA/ ERFEIE . ToRLRE I ALY
W BRI T R H A R R AR R R TIOMAL v f R IR IR BE . AR SE s 7 =,
TR A P I T RSy 7R B P B R kL o 7 B Sl 7 2 R, R P R A ), LA —
St 77 4 H ] T BT PR HE T R A S B 55 A . 7R A ST T S, DRI 2L
AL

[0236]  EARSCHURE AN A] 43 BSRFAE W a0 fige i 21 R I BT &= L GLP- 1 RAU BRI & &
ARSI & B S E . ANABE & IEE P A LA B E B A/ B
KBATE IR N LT =7 G LT, YRR B AT L E b & DA AR
ARICAFFBIA K ST SE 77 58

[0237]  BAAEFEREERNNS, ACH (g L3086 T 30) &5 LR LR HE
A R s 51 77 ORI

[0238] AN BH BH AT St i Bgt— 20 Ui B, A a] BAS] H At SE 77 S AT o IX 28
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I it 9] 2 A i BH A B T = PR o) S B

[0239]  SEEGTVEIAHS 7

[0240]  {EARSCHTIA A BN 5256, 78 W A0 A s 551 oo 1) ATt FH (030 44 77 28 m A48 2
RS EEE T 2 AL RGUE . MSAER B YRS TR R [ 2555 28 T DA i ]
PRI pE TR

[0241]  SEftifs] 1 K36 T 697 NAFLD f) IR GLP—1 ZRAUAT / B 5 2 il 771

[0242]  [m] AT NAFLD % 53 it A — PP a2 A LA pH BUB I LR IR B A / B 3, 1L
FEBTIA SR & —RhEk £ b (A BEHIY) EDTA F1 GLP-1 25404, i Pl 4n 1-24 S H 2z
) R 7)o A8 HAth SET6 P, i ALS A ZORT GLP-1 254 . U8R A8 oAb 5236 o, Al iz
BT B AT NAFLD (RS 52380 o 1 54N SB6 A 18] 38 BE A2 30 19 NAFLD R4, BA
KA AW A R

[0243]  sEjtf] 2 A6 AT H AR EHE RIE 1 1R GLP-1 SR / Bk & 25 il 771
[0244] Al A EELEIEE (Grundy 58N, 2004) Jiti FH—FrE 2 B 2 A pH BURPEA
KGRI/ B FE , HAE TR HEml B35 —Fh a2 phix B B 4010420 . EDTA A1 GLP-1 3848)
W, 3t B P 1-24 A H TR o 78 HoAh 5238 H, 12570 28 25 e 15 2 A0 GLP-1 284 - 1598
FEHADSEIG o, FHZ A A6 AT AR 2 EL ARG 1 2383 . 7E5E > S2 56 1A (R IE B
SR R ERE (9] i ot 0 =) S B [ B 7K ST v Vi = BB I 1L ApoB ZKF- L @ iH
[ B /HDL b, ApoB/ApoAl L EIBKSFAEREAL IR IR 285E (AL H A DUEE & C- RN &
FKCE R &) R MR AZAE (e 2m] Dl i ) & 4074 B J5080E 4 4 -1 [PAT-1]
AKOERER ) ML/ INMRBOE A7 AE N R D RRFRAG B AEAE Y5 AR ZEIRAS (cardioembolic
state) HIAFAERT / B % 20 3 A MLE BP 5K SR 3955 (Sung 55 A, 2012 sChatrath 25 A,
2012 sNseiretal, 2011) .

[0245]  SEJf] 3 AEBNRERL ARG I0 A T-I6 97 RO BT /R 2K g BRI 19 11 R GLP—1 2R 44
il 71

[0246]  {ERTIRIERS [, [A1 B /R R BRI AL TS 5 N I SLIS BN H & 7 — Fhal 2 i
B ARSI EDTA AT GLP-1 DA I — PhER 22 PRI 2L, B 0 p s 1-24 AN JE 22 W) B R[]
78 H A 25, 117705 B S R GLP—1 AU E NTE P2 76— Les23G b, S &
HEMRFEEZR (ST) 30 AD KEAA . STZ FIMiPvES S 3L tau 88 (13 BEREER 1L JF 38 R840
AD LRV . — e SIS Hdp A CSF i AE STZ BB PR ST 3h /e it B4

[0247]  HITREEEREMEE (—BRAEFISEILVNA) 3 a4 51 10 GLP-1 5=
AR (BInAEFRER K ) AbFR TR (], 76— Loz 36 A 5 /0 30 K,

[0248] 7 &b FE HH RN & 11 AR GLP—1 XHEAZ AR B B 70 &AM ma flp FE g . 7R TR 22
Jii » SOFEEND FF ELRE N A 2 A SR P i 5 A 5T GLP-1 /KPS JEM FE R B (AP) Fifir . tau
T R AN 28 bR ) o

[0249]  7E—LLsSEIG H, 75 5256 HA ()38 BE A2 & A KDIR A, BURAE Salcedo 28 A B H
5 H B S % SCIFTA AP IBAT PEZORIRAS, ISR SR a . T SCenT U —
SERRMETTE -

[0250]  JECEDIREE R E (RAM) AT45

[0251] I RAM 258 (Alamed) FRF AR T CEFEINZ) W30 TAEILIZ.

38




CN 104902921 A w Bf B 36/40 T

IR —MAE STZ 35 JLA H 34T .

[0252] i - AR (HB) 1%

[0253]  FEEVEURNIN S 2% HB 2% B A H 2 S BB 1% E & B Plexiglass
R [ Se ) — RPN B RE A B BRI & A — DN LSS S B AR, KT IS E B . 1%
I IR AT A B ER (drrb ) G RTAE TS ' WEE I (RR ) RN 58
FAZ S R[]

[0254] AWk ZHE 5

[0255]  7E 58 AT N 5 I K B4 22 SR B, F HOGE ] 5 1) i S it A= P04k 27 Ak 98 A2 232
FE—BESRIG H , N BREI B B AN Je J2 FF T A A 22 5, R SCR R L
[0256]  AfithyE M GLP=1 K

[0257] 487 B (1) h R o A Rz B A i B 10 fi A B K4 11 50mM T iR #h 22 i £h 7K (pH 7. 8)
— AW BGEIRIR TU ZE45 IE TAG T GLP—1.A B 42, tau 18 bR &Y. AT LAE A
B ELISA BRI 560 E 1 GLP—1 AT A B 42 /K.

[0258] Ul E%E{L tau (p—tau)

[0259]  WERM 2 SURN 57 2 20 23 FF 34T 8 1 o EdE 3

[0260]  JU&E INF-a JKEHI IL-1B /K

[0261] ] DA A A 3R45 (%) ELTSA 5 &, T &g 5 A 5 2 51 (1) TNF-a 7K A
IL-1B KF,

[0262] A2z Rses uit 2k

[0263]  “¥& g 5 A1 R 5T 7] v I S IR R oy 58 AR O (CV) Bt I HLAE A BUR 3 A o i
BRI TC. CV FH MR B S B X R 2 LU, I BN R 3RA8 U0 7 59 P 4u e vk
o

[0264]  SEjfafhl] 4 «AEZNPREAL ARG IS AT Y6 97 FTIRE A 0 59 ik GLP—1 S4B il 571)
[0265]  FEZNH) A AL AL A 56 1l GLP—1 AL UMy A TR o SR — MR K
B ) PR R Y A A Y, JH o O R 422 52 K I 3 Uk 3R T 2 90 4Bt o FREEVE 2 HTRN / B2 )
JUH AR A GLP-1 AU B i . AT PRt 22 45 R L AR A 2 A8 AL AT/ BUREBE KN )
Pl AT LM A 2 R Bederson 156 7E 1A 28 7 19— AN B LN I 7] S 08 2 27 D e, 6,
Al LA BRAE K SR ME LA 22 9T . AE— SLSREG b, SRAT 40 &) 1 T 00 &= 0 R 7P R PR 4
AR/ BCR S G20 23 LI & 18 P R AR IR (VEGF) 7K (Sato 58N ) »

[0266]  SEjiafs] 5 AEBPIBLAL e 36 T35 97 AT T 18 <6 498 1) T il GLP—1 ALk il 57)
[0267] iR AIMAEARR (PD) M FEAL B LAFESZ Ik GLP-1 RUE 2 &%) 12 M H .
& PD HEfE, ££—Leff L NAEIE AL PD 29 5 N & . a0, e3P ha 4 — e fm
PE &R (MDS-UPDRS) AJ PAAE— 61 i N 72367 21 18] 1 LA B 8] o5 0 HLAE — 264 0l R 78
H—PiEv e S — B2 AR AR A A (Aviles—0lmos EAN ) o

[0268]  SEjiafs] 6 /£ B WA oA 56 FH T 3697 A TR AME PERR 4545 (TBI) %) 0 ik GLP-1
FAUA L5

[0269] 374 1k GLP—1 AU I R 7 G52 TBI B3 M TBI FEEIIGE /7. fE— 85K
o, ¥ GLP-1 ZRAUMFER A G e R U H o AT RS R ) — /5 2R A A R R s i a9 A Y
(Eakin 5E A ) o AT LA 40 Mo 20 T (05 A A SN S se ) & . WA En D se il & (1) 41 2
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Morris 7Kk B FASCHTIA B HAR N A5 .

[0270]  SEHafs] 7 AESNPIRE AL GRS IS TR T AT A0 AR 4 4 1 0k GLP-1 2548l
il 1)

[0271] VP 1 GLP—1 AL il 51 O3 50 52 A1 JE #4295 98 BRATE i AR JEL M 2 5 R .
[FIRE 770 T AT A — A AL AR MR B R 2404 . GLP-1 SR B AR AE B 4
A5 Ja AN 0 F 3 HL4k 44 T SR i % H B8R o« 38 A2 A8 B M 2B T 10 K B AT o R W B o
RETZ AL AR FEThREEAS AR RIL (TA) 2545 . mIEIE P50 E o B0 H BOEUE I S0 22 1)
Re AR IRE IR B4R / BEASEL WIEE (Yamamoto ZEA ) .

[0272]  SEJEM 8 A5 F TR 7 A FRBT DA SN AR I B A 4 1 Ik GLP—1 A4 1l 57

[0273]  7EHAMSLES o, VP IR GLP-1 ZA il 7367 0URH B [ A | 80 T E A
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