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[ZHAMB] (P3/HEX)
= & F ¥ £ /GLP-1/GIP 2 & & % B
-~ TRIPLE GLUCAGON/GLP-1/GIP RECEPTOR AGONIST
[ 3] .
AEHGER —BHMEAEE - GLP-1> kK GIP 2
TREAEEMZ=ERNE > REMR -
(3] "

The present invention relates to a triple agonist having

activities to all of glucagon, GLP-1, and GIP receptors and

uses thereof.
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RS

(RRE]
[(AExEEARE]: F ( ) B -
[(AREREZFFHREERA]:

(AXEFLEAR > FHTEEESEHEBENEEZA]:

AERELEZERK -
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Ao

Py

XU B H SR FH

(FRAERA - BF SUEEESH)

(ZHAR] (PIFEX)
= E JI B & /GLP-1/GIP % 8 & % i

TRIPLE GLUCAGON/GLP-1/GIP RECEPTOR AGONIST
ETLED | |

(00011 78 9357 B — 2 57 4 71 8 % - GLP-1 -
RGIPZSMHUAREEY SEEHMM RERS -
CXELD |

[0002) B fi 58 4B J% 7 (42 45 0 20 R 9 ) o 88 4 7
HAMGZARREANER -  HEEREEHR FRER
BB R EE o B 5 H AL B B %
B B B A B AR R A -

[0003) JE 7+ 8% 2 ft - 1(GLP-1) 8 % & 48 £k 8 1 {2 BB
BEUSKGIDAREEIBUEABETHE B A

ERKEBERMAZMEEZYE -ABZRBEBR B

MBRER HEFPARBELTHEYEXEFAZEMESE -
[0004] GLP-1 RHIMBRINBERMBEHR U
ME o CLP-1 ERMBEBEZTX > REBERTUEES
gy WAIHFRIFAESsM NEFPRBERMDEEZFH -
B4 > GLP-1 EA#BHMERAEERE T WEEREEE
HBHAEMFHAZACG UREAELHCEEEBEEEZHLR
VHRERRIBEEZAG - L4 BEHREEREH > K
BEY GLP-1 % H - EAMMHBRRREBEINE kS
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’! -

RMECBERAREXEEERRERRET  HERT

GLP-l EFEREENEHEABRZE S -

[0005)] GIPXE GLP-1° B EZHEEEFEE - &
B OK-AIFE A B MR b 4 EREBARTNE -
HaEEH > GIP GMMBEEREY TR BT RERRT W
BEESUNEEDRBREMBE L BUEBRES
GLP-1/E{bfEM ~ HREFEZHMA -

[0006] XMmiEEEMAE  BF - - RORERE
HEEE BT BT EETER - R
SR REO MR REEERFEE LA S MERS
EERE - -BRTHASOBERWES  FBEEGYE IR
O R R b B B AR MR UM AR S DL R A
By 5y B R BOHBE o 3B DU B B0 R BE R -

[0007] ﬁ%%%cnp1%%m%§&%ﬁ%§2
SOTE - BT B O BB GLP-1 5 5 36 58 58 17 7 28 B
EZEBER - B BWHBEREFEEE GLP-1 EHFL 50%
ek B8 5 OB 1 30 % FF Bk -4(Bxendin-HEE BB T - 5
e ER SR - AT AE&EH > B4 GLP-1
BRI R4 2 BB MR EE A 0 4 ¢ 0B Ik JUE L (Syed

YY., Drugs, 2015 Jul; 75 (10): 1141 - 52) -

[0008] Mo RTRHREEBEEZEAVNEKRRRE
R EMER GLP-1 2B EYE S 3 B B & E % GLP-1
ZREABREZE_EHHRAEEZEERVUE » BESE
Efn HRELEABERZRZE > MAULULLEBEMRERNZ

97472 2
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A

£

78

GLP-1 & HF » F 5 X BFE K #& & (Jonathan W et al., Nat Chem
Bro., 2009 Oct (5) ; 749-757) -
[0009) 4 FHE=Z=HREWUEBE(LXEFYE GLP-1-

GIP R AREZBHAREAEE )EBEZAR T  TXREZL

AN ERAE R EEEREMDREEE ST
B B4 58 I 8 5 = B 5 B 5 -1V (DPP-IV)(3 4 B 8 B8 M & T
GHRASEE) T N BAE LSS ERR— B
(Finan B er al., Nat Med., 2015 Jan; 21 (1): 27-36) = 281 °
HEE(LCEARASRE I NENATEE  TAYE==
{52 % B0 B L B R R B O M LG B <

[0010] UL - PABESE — 8T L& &S
GLP-1-GIP: RAMESBEIRAFAENBERKRERE
S ME AESERNEY HELSE R FEYE -

(00111 E:4h» REESE WS GLP-1- GIP - &
AEESRMEAAR SR FEYE - A0 > HAE
TR — E N P (S B ME B H 5 GLP-1 8 GIP 3 % {8
SR ABEEE TEAREBERE  EHHEEM
MERAETEENEZWE  REFE GLP-1- GIP- &

FEREBEAREUHZIYE HNUAEFREREZEZES

[BHAE]
[ 7i7 &) =2 ]
[0012] AHEHENZ —HFEE-BEHARBERR

CECBEARBRERKR-IGLP-DRZE KREGEREERERER

97472 3
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S

MEZHRGIHZEERFEH ZERRK -
[0013] AXHHS - HENGRUE-—ERBEZER

MZEZ%ER  BEZXIRETREERAHE - KREHE

SR ETBREEREGR I ERE -

[0014] ASBFEHEB - HENRREHE —BERNHEZ R
Bk > )5 3% - |

[0015] A#PEER—-HENWhARHE—EaszH
BBk > 4B B -

[0016] AHZHBES—HENRRHK —ELEEE
BRZ ik RAEHALEEXEBLEZERRKR A
EREBRKZERY - |

[0017] AHHEES -HENRRME —BEUZER
R R e L g -

[f S 55 17 ]

[0018) B THEMEMEN A% —HEEGSR
f—EHABEEIE  EABEEKR-UGLP-DSE  REE
EREEREEEEUESKGIPDSBAESH Z HEmK -

[0019) — HOAREEBSEMN P - LBk B KA
ECHEOY RERAABEFVTEL —EREBES
EEEAR - MR - MR - B REESFAERE D
it - |

[0020) S —HUIHEEBEREG S - 550K ®
HBFIGITEE RS GLP-1 BEB T - XK GIP B &
RS RRANERE -4 BEBFT - |
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A

bl

T0021] BE—EHEABEEAT ZRALE
MTITENXN IR ERERFIZERERK
Xaal-Xaa2-Xaa3-Gly-Thr-Phe-Xaa7-Ser-Asp-Xaa10-Ser-Xaal
2-Xaal3-Xaal4-Xaal5-Xaal6-Xaal7-Xaal8-Xaal9-Xaa20-Xaa
21-Phe-Xaa23-Xaa24-Trp-Leu-Xaa27-Xaa28-Xaa29-Xaa30-R1
(= 1> SEQ ID NO : 103)

He -\ 1F >

Xaal Ky &H Rz BR (His, H) ~ 4-BR M Z B & (CA) ~ B0 HB8 B B

(Tyr, Y) s

Xaa2 HEH BB (Gly,G) o -HE-H M - X Aib(lE £
ZETB.):

Xaa3 K %k B B (Glu, E)S % E& B% (Gln, Q)

Xaa7 B & BB (Thr, VS E H BB (Ile, D) 5

Xaal0 & & B BE (Leu, L) ~ BR B& BR (Tyr, Y) ~ B BE B (Lys,
K) - 3 Bt B B (Cys, C) ~ & B % (Val, V) ;

Xaal2 R BEREBE (Lys, K) ~ 45 B2 B& (Ser, S) - S E O B %
(Ile, 1) ;

Xaal3 % % B B (Gln, Q) ~ B8 B¢ B (Tyr, Y) 7 B B (Ala,
A) ~ B¢ F Bt B B& (Cys, C) s

Xaald B H B B8 (Leu, L) ~ BB B2 B& (Met, M) ~ SR &
B& (Tyr, Y):

Xaal5 B ¥ BEHCBEE (Cys, C) ~ RA B F& (Asp, D) ~ Bz
B% (Glu, E) ~ B¢ H & B (Leu, L) s

Xaal6 B H BB (Gly, G) ~ # B (Glu, E) ~ &K

97472 5
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j)

T

(Ser, S)

Xaal7 % %8R (Gln, Q) - ¥EBEHE (Arg, R) - & [E B M
(Ile, I) ~ %% B B (Glu, B) ~ Bt B% B8 (Cys, C) » 5% 8k B B8 (Lys,
K)

Xaal8 & N HE BE (Ala, A) ~ 25 BE BZ (Gln, Q) ~ 18 % B (Arg,
R) - =4 B B (His, H) ;

Xaal9 K P BEEE (Ala, A) -~ BB (Gln, Q) Bt Bx &
(Cys, C) ~ B & i B& (Val, V)

Xaa20 % W B B8 (Lys, K) -+ 2506 B (Gln, Q) - 5088 B¢ B8
(Arg, R)

Xaa2l % % [ B (Glu, E) - 3 B 1 (Gln, Q) ~ (5 I B (Leu,
L)~ % B B B& (Cys, C) ~ 30K & B B (Asp, D) 5

Xaa23 5 £ H B & (Ile, DECEE fE B (Val, V) ;

Xaa24 B 79 B BE (Ala, A) - BEEE B (Gln, Q) BB B
(Cys, C) + F & BE B (Asn, N) ~ K & B B (Asp; D) ~ B0 5% B B
(Glu, E) s

Xaa27 B 48 B BE (Val, V)~ 9 B B8 (Leu, L)~ B B2 B8 (Lys,
K) ~ 5% 5 5 B B (Met, M) ;

Xaa28 K ¥ PERE B (Cys, C) ~ BERF R (Lys, K) ~ W&
(Ala, A) + F L Bi B (Asn, N) ~ B F £ B B8 (Asp, D) ;

Xaa29 % % Bt B BE (Cys, C) » HBE B (Gly, G) - BBk
(Gln; Q) ~ #F B# B (Thr, T) - %k B% B (Glu, E) + 3¢ 43 BF B (His,
H) ; |

Xaa30 % 3 Bt B B (Cys, C) ~ H B¢ M (Gly, G) - Bl Bs

97472 6



1800478
y '
(Lys, K) ~ 204 B¢ E& (His, H) - KA FEE ' &
| R1 & 3 BE g % (Cys, C)» GKKNDWKHNIT (SEQ ID NO :
106) ~ m-SSGAPPPS-n (SEQ ID NO : 107) * 3 m-SSGQPPPS-n
(SEQ ID NO : 108) » B KR F 1 ; |
B
m & -Cys- > -Pro- ~ B, -Gly-Pro-
n £ -Cys-~ -Gly- ~ -Ser- ~ 2 -His-Gly- ~ WA FFE -
[0022] HBE—EHBERBEBER+ -
AL
Xaald HEHEBE R FRERE > X
Xaal5S B F BEHEE - REKEK - O EE -
[0023] HS—HEHBEEEBEREHNS » Bz 15
Xaa2 R HKEEK - o -FE-BRE - 5 Aib;
Xaa7 K &k B B
- XaalO R B R BE ~ F R BE - K
Xaal2 R BE R R B0 R 0 BB
Xaal3 ReBE B TR - WHeBE - B FE By ~ S0 REBEE
Xaald B EH B ~ FREHER - B MK EE S
XaalS R ¥ HEHEE - Bl E  BHE XL EES
Xaal7? REME - FEE  RolE - FHRER - 2
M B - EKOBE B B
Xaal8 B A EE ~ BFEKE - K - NEKEK
XaalO B A MEEE - B EE R - SR - HEREE
Xaa20 BB et - B - NEBER

97472 7
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Xaa2l RBEEK Bk SOBE - FHRER =X
£ Bg

Xaa23 K £ 8 M BE S B .

Xaa24 R FREEE - W - &0
B~ RELERE D K

Xaa27 % B & B 5Bk g B -

[0024] B> —HUHBRBEEANT ZRKEEL
TEAN2ARREERFIZHK
Xaal-Xaa2-Gln-Gly-Thr-Phe-Thr-Ser-Asp-Xaal0-Ser-Lys-Xaa

At

B~ REEERE - 8

13-Xaal4-Xaal5-Xaal6-Xaal7-Xaal8-Xaal9-Xaa20-Xaa2l-Ph
e-Xaa23-Xaa24-Trp-Leu-Leu-Xaa28-Xaa29-Xaa30-Xaa31-Ser-
Ser-Gly-Gln-Pro-Pro-Pro-Ser-Xaa40 (= 2° SEQ ID NO: 104)

AR 2 |

Xaal B 4-DK"M Z B & - HIE B - SCBS RE R

Xaa2 B HHEE ~ o -FE-BHE - 5 Aib;

XaalO B B& fzr Bk 20+ B B BK

Xaal3d R A EE - Bl - BEE - SCEHEE

Xaald o B g - W BE - B8 K&

Xaals B REZHE - B - 0K

Xaalo R HER - Bl - S8 KE

Xaall HEBHER - HHE - RO KE - BB - ¥ K
Bz Bk ~ BRBE RE BR

Xaal8 Wi - By - B - S(HBE

Xaald RN E. - MK - FHERE  NEHE

97472 8
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 Xaa20 BEEREE - B - B

Xaa2l B ERBEEEEE BB  BER - GBEBE - XX
LB

Xaa23 BB BB RE RS ;

Xaa2d BB - WHEE BB - RAEE W
B BB

Xaa28 BEERCEE - EMBE  RABE XKL HE ;

Xaa20 % H BEEE - BEEERE - EBEEE  RABE

Xaa30 B % BEBEEE - KRR - BEREEE - AR

Xaa3l Rl SR © K

Xaad0 K 3 Bt B B8 50K G2 7% -

[0025] W55 HUIREEBEEWAIS » WX 1P

Xaa2 R H B, ~ o -FE-BRKEE - = Aib;

Xaa7 K &k BB

XaalO B EEBEEE - EBEBEE - REEE

Xaal2 % BB Be % B 1 Bt |

Xaald B BS BEBE - PO BEEE - 5K BEBE R

Xaald B (1 B B 5% FF O B R

Xaals B BB B R R A BB

Xaall BMEEERE « WHETE - ROBEM - EMES %
WS

Xaals B PO BEEE - MRS - 4R ¢

Xaal9 B 7S BeBE  BEMERE - S0k BRI

Xaa20 o 8 B 86 5 2% B B

\

s

97472 9



1800478

Xaa2l BB BE - EHEE RELHS

Xaa23 Ky & B B

Xaa24 B - B - YR - RLBER - %
REEE R

Xaa27 R O MR BE B RE B, -

[0026] HS—FHHABARERS F > BxX2F

Xaald B P9 BB - BR Rk - o0 B RS

XaalsS By R4 Bt B& B0 % B B

Xaal7 Re xR B ~ fE e B ~ FRE R B - OBk BR B

Xaal8 B WHEEE ~ IEHEE - SO BRI

Xaa2l RV REHE L - BT - BEERR - MR L KK

Xaa23 R E O M G B

Xaa24d ¥l - Bl - XA RLBER

Xaa28 Ty T Mt R BE ~ REABME - WRLEE

Xaa20 B MG ~ F Rl - HNEBRE > K

Xaa30 B F Rkt - BEfeBt - NEKE -

[0027] H®HES—EHWEREEEMNS » BEX 14

Xaa2 B a - & -B BB Aibs

XaaTl B & B BR

XaalO Ay B B BE = 2 B R B%

Xaal2 B FF R 2 0 %

Xaal3 RSB - WHE - YR

Xaald By B FE Bk ¢ FF o B %

Xaals B ¥ EHE R BOR & BE %

97472 10
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97472

Xaal6 B E L

Xaall B A e lE - RO BB - LB -

Xaal8 B W B e - MR e - SRAA R

B B R BR

Xaal9 R REEE ~ BAEE T ~ ¥ BB e

Xaa20 R BERF BR SRR BE g 5
Xaa2l R B IR LK
Xaa23 B &

Xaa2d RBMEE - RLER - XL EE

Xaa27T K HEE K

Xaa28 B BEBEEE - B9 BEEE - R A BE B
[0028] HE—HAEEBEKG F
Xaal Ry & i BR3¢ 4-0K ME ZBR &
Xaa2 By o -F A& -Bk le ik =k Aib s

Xaa3 R S B Bz

XaaT B & & B

XaalO % B Bz B2

Xaal2 B & H KB ;

Xaal3 B N & BR B~ B i 8%
Xaald B 9B B% BR

Xaal5 B R % g &

Xaal6 & % g B

Xaal7 B £ 9 Bz B =8k e B

Xaal8 A N fZ B8 5k 4H i B8
Xaal9 R EAEE R S BB B8

11
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1800478

Xaa20 & B Bz B8

Xaa2l /R R X B 5

Xaa23 B GE Bz B8

Xaa2d B R & B BE

Xaa2l B H BB

Xaa28 B 7 M B 3K & BE B

Xaa29 B HMEGRERE 5 X

Xaa30 B £ BE B EE - RBEEE - XAGFE -
[0020) 75 5% — 78 5 B B B8 o5 i 61 b -
w1

Xaa2 B H BB - o -FE BB - R Aib;
Xaa3 k&8 iZ

Xaa7 £ & i 18

Xaal0 BESBEEE - EREMEE - NEHE ;
Xaal2 % B 5% B

Xaal3 K B% fZ B8

Xaald & H E &

XaalS B & X BB 5

Xaalo B H I - BHK - KKK
Xaal7T RRESBERE ~ fH e Bk ~ FREBE & - SRR R
Xaal8 RN HE B ~ fE e BR ~ SRE M

Xaal9 AN B Bk =5 5% B B
Xaa20 & B Bz % 50 % B BE
Xaa2l Rk fr e ~ LB - R LB

97472 12
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Xaa23 Fy & B %

Xaa24 A EE - BEE - ¥ HREE

Xaa27 R O B SBEREEE 5 K

Xaa20 R HIEE B - BHEK - & EE > (KK -
[0030] ®HEE—EHBEEEEREINT ZKEEE

WMTERIFIRAREERFIZK
Xaal-Xaa2-Gln-Gly-Thr-Phe-Thr-Ser-Asp-Tyr-Ser-Lys-Xaal3

-Leu-Asp-Glu-Xaal7-Xaal8-Xaal9-Lys-Xaa2l-Phe-Val-Xaa24

-Trp-Leu-Leu-Xaa28-Xaa29-Xaa30-Xaa31-Ser-Ser-Gly-Gln-Pr

0-Pro-Pro-Ser-Xaa40 (=, 3 * SEQ ID NO : 105)

97472

W 3 F
Xaal A 4H Bz 0% 20 B8 BE TR

Xaa2 koo -FE - BB B Aib

Xaald F 73 BEBR - BEBEEE - S0 BEBEEE
Xaall B 88 BE e 5 BE B 6~ 50 B B B
Xaal8 B 7 B 6 o 0% B 5

XaalO B 75 B B o 4 Bk B2 %

Xaa2l Fo 3 B HE S0 K & WS

Xaa24 Jo 3 66 B 50 & B B

Xaa28 B E MR R LB

Xaa20 25 % B EE G 41 EE - RIEEE B
Xaa30 ¥ Bk B B A R EE

Xaa3l B BB R L MBS : B

Xaad0 B EMBEBRBERAEFEE -

13



1800478

[0031] HBE—HHEBEEEEHF > R1 5¥E
B - CSSGQPPPS (SEQ ID NO : 109) * GPSSGAPPPS (SEQ ID
NO : 110) - GPSSGAPPPSC (SEQ ID NO : 111) + PSSGAPPPS
(SEQ ID NO : 112) * PSSGAPPPSG (SEQ ID NO : 113) -
PSSGAPPPSHG (SEQ ID NO : 114) - PSSGAPPPSS (SEQ ID
NO: 115)~ PSSGQPPPS (SEQ ID NO : 116) ~ 5, PSSGQPPPSC
(SEQID NO: 117) ~ A ETE - |

[0032] B —HHEBABERGF BN 1 E 3
B fE N-RIGHE 6 EREREE 20EEER LR K
% |

[0033] B —HABEBERBERAT »r ZKBEHEE
EH SEQIDNO: 1ZE 102FréiBETF 2 HEERFT -

[0034) HE —HHBEAEBERHA+  ZKEET
5l DE )P ED —EE M

‘i) 3&1E GLP-1 Z %8

i) EEAEEZE R

iii) &1k GIP Z 8 -

[0035] HHE—HUEHWEBERMAF  ZRKRIEXA
GLP-1~ RAFAMBEER - KX GIP #FE—FHEBFHNNE
BAEEE -

[0036] SS—EHHBERERA S »r ZHKZ2 C-RKin
R B Bz G -

[0037) AHEHSE - RBERBE—EFHEZEERZ
ZREH  AEZSRTRZ2EHARASERE REE&XRS

97472 ' 14
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REERENEERRIBZIBERE -
[0038] A #HEE -—BERERBE -—BEHEZXEERK

> ¥k .
| [0039] AZWEBES - mgRft - BEaEZE8K
>~ R -

[0040] —EWBEABTHA T  ZERYEEHE
4B Y -

[0041] —TEOIREE BB AT - %A KW & E R
T 0% 9 X O R B -

[0042] FEZ—THOIEE EABE MOk - & L IR
HEEREEH ST BEERGE R mEE
B MR R - R BE R B S 51 AR > B R AR i -
BIHRIGREEEAE - BIAREE (R - MO -

[0043] AHHFES—EHEH RRBLE—ELFEE
BRI A RAEHAREE EEREERKRA S
Rk AR -

[0044] ABHEFES - HEMHAEE—BUZEE
R R R NG EE LY AR -

7 8 B = 7 R 8 R )

[0045] MEASHIBEAHHABESE 8
FFME % B -1(GLP-1)2 88 ~ & % & 3 M 1% (2 B 8 2 1 5 IK
(GIP)Z 4B 3 » (0 T F-1 36 A 3 o 1B B -
CEYTLELD

e
i
3NN

97472 15



1800478

[ 50 5 R )

[0046] T XHESHMRBEEZH -

[0047] [ - AXFE RS RBEEFE> EBE
VI RN AR G BB - I8 A SR B
 REEFAAETIFEUAAHBRASHEE - k4 0 &
SHBEERESER T XREEHESRASA -

[0048] ASHMAS 2T FERAERZE
TREZFERBEARERARER B S TRERS
S ERBRELMBEER > Wa -BERTBAD) -
Sar(N-H & H BlE) - a-BE- BB -

[0049) ftéh- Rt k2 BE B & kB IUPAC-IUB

A ERAEE AT
A Bz & (Ala, A) M B (Arg, R)
KL Bz (Asn, N) RZWHE (Asp, D)
ERE B (Cys, C) - B E® (Glu, E)
£ BE Bz (Gln, Q) H K # (Gly, G)
4H fz Bz (His, H) EHME (I, D)
H Hz B& (Leu, L) BEMEEE (Lys, K)
H i g B2 (Met, M) KEWNHEE (Phe, F)
H B B (Pro, P) & B E& (Ser, S)
# fE B (Thr, T) - BB (Trp, W)
B (Tyr,Y) - &KEBE (Val, V)

[0050] A FH-—FHERERBE-—EEFHHEAREEZ
ZHECBEABERK-1GLP-DZRB -REFBEREERERES

97472 16



1800478

=M % Bk (GIP) 2 B8 2 55 M > BBk -

[0051) ABHED > HAEAARZSZE - BAEZ
Bk-1(GLP-1)% B8 - & % % M5 4k 18 % {2 B & & 1 % K (GIP)
SEEEAEECEBKTESERABXRER -

[0052] B-ERUBMTEEHABEE  GLP-1- K
CIP>SBEFEZEMHBEEZSBERAAVEW A » &1
k) -

[0053] ZHF 4% -GLP-1- RGIP > SBERE
EEUBE S EUE TESAEE - GLP-1- & GIP
SET-NSELE PUESCWERESESE  RE
%%%Zﬁﬁ;ﬁ%%vﬁ@%%@%%Zi%m%ﬁ%
FEEE-RAGLP- 1" R R A GIPD)T EEEBIER Y 0.1%
NES - 12HES 22K ES 3%HES - 42K E 5 -
SHRER  PRED - THRES - SIHERS - IPHER -
10%E & ~ 20 EE 30%HE 5~ 40%2KE S ~ 5005
FE 602K EST T02HES ~802HNESF ~ 909K E S »
R I0%HES > BEFZHSERRE -

[0054] MIESEE@BEZEBIEMZHETL
BRASHEN 2 BFRSHESHARE -

(00551 MM > ZERBHZEMENRLAE T O
BT -RSEEN PRSI HEZEER

1) JE4E GLP-1 28 i) S A EESE S R iDEL
GIP % % -
[0056] H®ESZ SBZELERTREMD -

97472 : 17



1800478

HEEBIEFUABRYEZBRAREL 019X
EIRHES - 2PHEE 3N ES - ADREG - SBR
FE PR ES 19REE - SIHES - O%HES - 10%
RER - 20%RKFEH - 309REE - 405RERE - S0PHE
= 60%ECE S - T0PHES 802K ESH ~ 0%XEF »
B I009XEFSZHF > BEZELERRAZERE -

[0057) Bt4h > Z=ERXH T 5 A Y B X R
GLP-1~ RAFMWE - AR GIP P E—FEEH N2 E
BAEEHE  BFRTHSHEURE -

(0058 Lt AMEELYTEEGAELE  BEF
2 5 % B R -

[0059] BHEERZ > BEEAKTAREXRIEEZEM
M) EFR S H SRR - |

[0060] MEABHIRAABZHEUY TLEME
 BRRAAREERNRERFIEEEL —2AE K &
HRARABEFI ZEHMEBH I RXAABE
5 L9 - |

C[0061]1 EE > RAABETAEETIHRERF
5l - {8 R 2 H % R
His-Ser-Gln-Gly-Thr-Phe-Thr-Ser-Asp-Tyr-Ser-Lys-Tyr-Leu-
Asp-Ser-Arg-Arg-Ala-Gln-Asp-Phe-Val-Gln-Trp-Leu-Met-Asn
-Thr-(SEQ-ID NO : 118)

[0062] BHEEE ~ > BEEMK T A XA HEE 2 EU
Y RERAKNBEFIZ2E) —EREBEEESEHN

97472 18
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R~ ek~ Bk - B8 KREEERMERBEPZEL > HE
TRHEHH R - |

[0063) [t4h BMEBZHNARTEEYEERK 2
REHRFERXRAEEWZEA -

- [0064)  BE4M - BZIIEC W £ K Z N-R I B2 /8¢ C-R I
ﬁﬁ°E%’%E%ZM&éﬁﬁﬁ%ﬁﬁﬁ’ﬁﬁ%m
1 EXELHE  2EBXESHE 3EXESHE - 4BHFES
B-SHEINEZHE - EXNELHE -TEHXESHE - 8 EHK
EZE -IEXELZHE - 0OEXRELHE - X 11 EHEZHE
BEMK  HERSZ KT EBEZRNK  EFA2H
LR AR -

[0065] HEHEESZ ZARBEEOUYITAEEEH
THEEEHBRRAABERCBRABFIIMCLE 123710
12~ 13~ 14~ 15~16~17~18~19+20> 21~ 23~ 24~ 27~

K2 ZEEBREKBETF I EXESE - 2EEE
ZME - -3ENREZHE 4ENRELSH - -SHEHHIXESZHE - 6 E
HESME - THHNESHE - SEHRELHE - IEKNESLHE -
OEXRESME - 11 EXESE - 2ERESME - 13 #@X
FEHE14EXESME ISELELME - 16 HEEZHE -
17 BEELME -~ 18 EHRELME - 19 HE L E - 520 #E
ERfgEMEERNARE LIt TEEEEHE C-Rig o
AIBURSZRMN I ERESHE - 2ECELSE - 3EXRE

Z@E - AENESZHE SEXESHE EBXEZE -7 E
NELZHE - SEXEZSZHE -IEXELSME- - I0EXNEZHE -

97472 19
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RIERESEEERE  EFZEEHARM -

[0066] EZFEHESY ZABZIEUYT R
 EHTEBRAHRRAABRE I EEBRFIPME 1
10\1'2\13~14\15~16~17‘18~19~20‘21~23‘24~
2728 R 2O ZHEEBMFERBEFP 1 ERELHE -2 E
RELE - 3ERESE 4ERELE SERESHE -
6ERFELME - TERESE - SERELE - IERES
10 ERESHE 11 EXRESME - 12 BRESME - 13
EEHEZLME - 14 EELME - 15 BHELHE - 16 B E
LE - 1TERESHE - ISKRESE - K 19 EREBREH
M EEBEAE - A TARBESES CRES BN
SHRMIBEXRESE - 2EXRESHE - 3EXESE - 4
ERESE - SERESE AXESHE-TERESME -
SERESME IMRESME - 0ERESE - K 11 EX
ELERERE  BASHSHHRE -

[0067) HEFTHESZ  ZABEZEOLDT BE
SHPEBERRAABRE L BRERFHHME 1
10~ 13~ 14~ 15~16~ 17~ 18~19~20~ 21~ 23~ 24~ 28~
B2 CEHEBRFERBETY 1 BERXRESHE -2 BRES
B 3ERESE AARESHE -SERXELE - 6 @R
FHE - TERESHE - SHEHRESME -IERESME - 10
EXELSHE -~ 11 ERESE- - REXESME - 13 BRE
%M~ 14 ERFELE 15 BERESHE - 16 ERESE -
KT EBEEREEMEERRAE L ThESER

97472 20



1800478

CAWMSHNBIRBIIFRM I ERESHE -2 ERESME -
SERESME 4 ERESE - SERESHE -6 EBRES
B 7TEHRXRESE SEXEFSHE IBEXFSHME - 10 EHR
FHSE R INERESERERE BRSHSHIRE-

[0068] EZEEHESY  ZABZELYTEE
SHPTEEHARNBEIREBFEI AT 12 13-
16~ 17~ 18~19~20~ 21~ 23~ 24~ 27 - K29 2R E
BRERETZ 1BEXRFESE 2ERXESHE - 3EXES
EH4ERELE - SEXELHE EREFLE 7 ER
FHE - SERESME -9 MRESME - 10 HRELE -
INEREZME - 2FENESHE - 3ERESZME - X 14 #H
BEBWEMEERNARE B TABSER CRIE
SRHBIURBHAFEMIERESE - 2BXELE -3 ER
FHE - 4ERESME - SERESHE -6 ERESE 7
ERELME -SERESME - I BERESME - 10 FRES
B %1 ERESEARERE  BFSHEEIRE -

[0069] #EBIZE LM RANBE BB TESH
BaBels ~ o -FE-B B Alb- FHEB - BHB - AF
B - BEREEE  BME - BOMR BHE - GEB - HE
B - PREEE - ERLIER SR WRE - KEAER XK
EHBFTER BT BFRZHEHHRA -

[0070] @l -MAMZBEBFEY ETBHFLE S
K GLP-1- K4 GIP RRANEMAK -4 B EBFF &
ZEL-BHREBFY -

97472 21
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[0071] EARZEUUR-ZERHHTAEST
NEBBEML  REXHRELESKE) EHRES Y B
BEBZRR PN EHGEABEENUR=ERK
M2 16 EREBRES 0 ERER ZHVRBIHR
(B R % 45 B R A - |

[0072) %38 46 W% &0 5 01 71 0 45 P9 B B 4% 2 (=X 9
B B ) -

[0073)  BE4h » FF8E Z ALY = & {2 % B A 5 B
FHEHITRENTAEEE  RAETrEENEYR
W B

[0075) i - RABMEELAYR= B2 %M T 5
Hoh 16 EAE N ERER Y REARY  BETHRE
CHBBRRBEBOA > BABEEUYR=ERANF
S HERH -

[0076] HBEAEABEELYR= ERBEN Y
B W B8 2 RO R BU A o LS E W R N B R Bk B
BRI PR B TY R R ERBA T H SR

[0077)  $R B b S5 J7 5% 2 4 & A B0 48 = 5+ 38 2 08
MR ES  TAEEBEEBFIERD — EREEEFER
RAFEE HHPE NKBEMGK o -5 - 55N
BEZ M GLP-1 28 - R GIP SHSS A S MK -
BFRSHERM - HBANKSE Y RAFBHENENY
MEHESAREL YN E Y SEFE A RS -

[0078) M4h > ASEZSEEME D » —BH B

97472 22
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%Eﬁﬂ?ﬁﬁf&ﬁﬁ%@ﬁﬁ??@f’«fﬂbé%ﬁiﬁ DL 5 4% B B
PR LN Z=Z2RERMAB2EBALZEZ  BEZX=ZERX
R 2 H KR B &

[0079] HEESZ ZMRITAEEFEHZ=ZEEX
Bl B ABE Y P E 2 EEERF S E AR DB %Wk Es
MBEMENMEEAYEHZRK  ET-EE KT B 2858
NIKEBEHBR C EERNEARANEH > MEERFH -

(0080 @& 4F - AREERAARREUAMZLSE
BT EEEN L- 2N DARERK/IFFERBRER ZFT
HEH  RIRKAFINZEH > fla > QIEELEE - HF
REEERER @GO EHEZBEREKRE) BFE/ - B
b BB BECKL EVEE LSS EEH -

[0081) B4 mEHIATREEREREEL FRM
—EXRZEEEBRERRAABRE IR EE & ERIE
A

[0082)] *EEERZWAHMNES r FETNERHE
ERMABEEEFZ 20 ERER T ERIERAAKIER
e B BE - R B A B 2 78 mm 2R JE AT & % Sigma-Aldriche
ChemPep Inc. ~ & Genzyme Pharmaceuticals - £ f& it & i &
BREMAMRFIZRATEEKREREEHRERE » 60
American Peptide Company  Bachem (USA) -~ B, Anygen
(Korea) °

[(0083] HWRMEEITAGHEEERSTEY > BOE
FHBIan - 4-DR M Z B -

97472 23
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[0084) L4t MBAZBHZRKRAIEE R IR -
FRZBEEH/NBERGEEE  GREREFHREELEE 6
iR N ERRKmANEER  ARNREEREREN
g EANEINIEZENSE -

[0085] HeESZ ' UMMEEAEEMKEG » H N-BH C-
KRG EE > HIEZWKZ N-B C-Rimgr] &8 2 B8
B g b HZRAZHEERFARA -

(00861 fbsh  MEAZHIKITEEFTARST Z
RA S - HE WO r HBZ @S 28) KHEBBEE
MFHEN - B ZRTEEAEELTEZZ L -

[0087] HEREERIAERINRAE - AN > ZERE
REERWN  WAHYIZ2HER  BEFXZHERH
PR & -

- [0088) fifsE TEHETMHES  GEZXVWEERE
BEHEZHET TWERIARSGENR T GFREESE
M R BERESEE -

[0089)] ANFHRAME BE LIUHEZZHE | %
& EE%;?%J:_JERZJ"ET%%E’&IE CAREBE - mETEZ
B cHBEBETEREER  SR% - WK BB -
% =R - SKRK - -BER - 2BEKR - ALK KEE -
BRI - HPREEE  BaAalK - 2F - E8E - FEEK -
i~ FXFR N _E Z2EE FTEREE -HEE
mETEAZEFEENTEAEREE > O - HFEF S kL
CB o W HESE -

><P
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[0090] A XFHRAME "BHHEY ., GERESR
BRHZMBEEEABBR T ZIHPRZEED -

[0091] —HEHBHEEERBEMRO T ZRIFEHEWD
THENIRRZIEEBFIZERERK |
Xaal-Xaa2-Xaa3-Gly-Thr-Phe-Xaa7-Ser-Asp-Xaal0-Ser-Xaal
2-Xaal3-Xaal4-Xaal5-Xaal6-Xaal7-Xaalg-Xaal9-Xaa20-Xaa
21-Phe-Xaa23-Xaa24-Trp-Leu-Xaa27-Xaa28-Xaa29-Xaa30-R1
(#= 1> SEQ ID NO : 103)

Eat@E= 14

Xaal R 4 BE 8% (His, H) ~ 4-BR Z R & (CA) ~ BUES 7
B& (Tyr, Y):

Xaa2 R H BB (Cly,G)> o -HE-BIE - % Aib(EE
ZT )

Xaa3 B 2 % B (Glu, E)3K %5 BE B (Gln, Q)

Xaa7 Fs & Bg B2 (Thr, T)E £ 5 B B (Ile, ) 5

Xaal0 % 5 B B (Leu, L) - BS B B (Tyr, Y)~ Bk B B8 (Lys,
K) » = BE & B (Cys, C) ~ B & BB (Val, V)

Xaal2 Ry B Bz BE (Lys, K) ~ %k B2 B& (Ser, S) » L £ 0 K Bk
(Ile, I)

Xaal3 B #ABE Bz (Gln, Q) ~ B BZ B (Tyr, Y) ~ W B BZ (Ala,
A) ~ B BE BE B (Cys, C) |

Xaald Ry 5 BZ B& (Leu, L) ~ H B B B (Met, M) - BCH&
B (Tyr, Y)

Xaal5 B F Bt g B (Cys, C)~ R& BB (Asp, D)~ # &
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B% (Glu, E) ~ 3¢ H B & (Leu, L) »

Xaal6 K H B B% (Gly, G)~ %k 8% B& (Glu, E)- 5 4 B B (Ser,
S)

Xaal7 B % B B (Gln, Q) #% B B% (Arg, R)~ & H B2 B (Ile,
1)~ % B B% (Glu, E) ~ F BB & (Cys, C) ~ BBk B2 B8 (Lys, K)

Xaal8 B 7 B BE (Ala, A)~ %k Bl B (Gln, Q) - #% 2 B (Arg,
R) ~ %40 % B (His, H) ;

Xaal9 % 7 BE Bk (Ala, A)~ B5EERE (Gln, Q) ~ ¥ Bt
(Cys, C) ~ B 48 BB (Val, V)

Xa220 B BB (Lys, K) S5BERE (Gln, Q) ¥ M B
(Arg, R)

Xaa2l B %k B B (Glu, E) ~ %5 BE B2 (Gln, Q) B B 8% (Leu,
L)~ F BB (Cys, C) ~ B0 X % B (Asp, D) ;

Xaa23 & £ 8 & B (Ile, 1)B & Bz B (Val, V)

Xaa24 By BB (Ala, A) > B58E B (Gln, Q) ~ ¥ PERE R
(Cys, C) ~ R X Fg B (Asn, N) ~ K& #B& (Asp, D) ~ EC & B B
(Glu, E)

Xaa27 B & 8BS (Val, V) H BE B8 (Leu, L)~ B B¢ B8 (Lys,
K) ~ B¢ H iR B Bk (Met, M) s

Xaa28 B ¥ Bt B B (Cys, C)~ 8 B2 B8 (Lys, K)* N B2 B (Ala,
A) ~ R & B BE (Asn, N) ~ B R £ B2 B (Asp, D) ;

Xaa29 B ¥ REEE (Cys, C)~ H BB (Gly, G) - B i &
(Gln, Q) ~ #F B B& (Thr, T) - %k B2 B% (Glu, E) + =X 48 B B (His,
H)

- 97472 4 26
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Xaa30 K F BB B& (Cys, C) ~ H BB (Gly, G) ~ BEbr g
(Lys, K) ~ B¢ 4H iz B (His, H) - LA FE &

R1 & ¥ Bt % B (Cys, C) ~ GKKNDWKHNIT(SEQ ID NO :
106) * m-SSGAPPPS-n(SEQ ID NO : 107) ~ ® m-SSGQPPPS-n - |
(SEQ ID NO : 108) - E/E/T\ﬁﬁ ;

oo

m & -Cys- * -Pro- ~ % -Gly-Pro- ;

n & -Cys- > -Gly- » -Ser- » B -His-Gly- - A FE -

0092 fla - Z=Z=BERABTAEPEFEEAH
SEQIDNO: 12 102 BT IHERFIIE > KHEF
(AR F)h#EEH SEQIDNO: 1% 102 FTeAREE T~ &
B PIpTéH i E » HAZHEHRH -

[0093] M4  BEAREHBA " HE E SEQIDNO
A ZRK > EAFEBR AT E RS E SEQ ID NO X BF A B8
‘%ﬂZL%&T%W&ﬁ%%%WWF@ZW% = AT A
BERABEZRE  HHEBREE NEZRKAEFHGOYE
SEQ ID NO Z R & B 5 45k 2 Bk 2 18 5 =k % FE 7% 4 Bl

 BIEE R BRI e % - KBRS BN A &
° |

[0094) kit %8 F3 7 A & B9 B fr B9 7 B B8 & M 01 =
B BEXRZHEHRM -

- {0095 BHHEES Z » EMBEA T > Xaald 7] B 0 B2 %
BT, 0 K Xaals O] REBERERE - RLBEEE - A K
B

97472 27
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[0096] Bk ¥ 6 & % & o & 45 ¥ &5 & SEQ ID
O:1&F 1214 17 k21 2 102FTeHEE S Z B A B2
FH R (EA EAHBER 2K BF 2 H SR
i ] -

[0097) Bt TEZELFABESE GLP-1 8 -
RGPESBYE) B HERSHEER B - HHES 2
S E B E D EZEEL GLP-1 2B RBAELAEE S
BE/N GIPZBEE HASESHIRE -

[0098] EZFHHEEZ  ZHKTH :

@R 1P

Xaa2 B H BB - o B BB - R Aib;

Xaal % Bk BE B |

Xaal0 BB RS - LRERAEE - B

Xaal2 B BE BS 5052 3 BE B

Xaald BESEEEE - PORREE - BEMEIE - SRLBEREES

Xaald B & B - L BEREEE - S0P MR MRS

Xaals B L RBEREES - HBEEE - BB - RELEE

Xaall RBAEERE - W - RAKE - LR HE - &
BE S - SRR B

Xaal8 B PIBEBE ~ BEEARE - WEREEE - SRALRERE

Xaal9 B TR s - SAERRE - SR OIS - BU K PR BR S

Xaa20 B EEREES - RERRER - UGB
Xaa2l BEBEE - BEEW - GME - EREE - RF

97472 28
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Xaa23 5y & H g Bk 5 8 i BE

Xaa24 R+ Rihglg - WK - Bl - RLERK -

W MELE K

Xaal27l K B M B S0 Rk i B, - fﬂxﬁ—iﬁ?%ﬁ“ﬁ%ﬂf
[0099)] HEEZEHESZ

@1 o

Xaa2 B HKEE - o -BE- BRI - 3 Alb;
Xaa7 B & KB

XaalO FoBE R BE - FREREEE - SNBRE

Xaal2 R EERBEEC R 0 BBk

Xaal3 HER ML - WHEER - S0P LR BR

Xaald B B Mz B 50 5 i B BR

XaalsS B F B RK LK

Xaal?l HEHE  -KFER EokEE - £HER -

i fE R

Xaal8 HWHE - BEK - S KE
Xaald KWK B - BEER - ¥ HRERE
Xaa20 B B B BE B0 5% B8R e

Xaa2l BB HE ~ FHBEE - XL KE
Xaa23 & &R 1z %

Xaa24d B - 88K - FHER - RLEE -

REER S K

97472

XaaT R HEBE SR - BEARAZERFARE -
[0100] ZEHHESZ
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97472

LAtz 14

Xaa2 B a -9 £ -Z BB 5 Aib;

XaaT R &f B2 BL

XaalO B B8 Bz B& 20 2 B Bz BE

Xaal2 R B BE FE B0 R H I B

Xeal3 mBs e BE - WHEE ~ Sev BB BE

Xaald 5 B B B 26 FF Wi B R

Xaals Ry FRCHEBE B0 R & e B

Xaal6 & % B

Xaall Rl Mk - RO BB - ¥R - SCBERE
Xaal8 B N R BE ~ fERE BE - S4H B %

Xaald R W HZBE ~ BXEE M - =0 B B B2

Xaa20 %y B B BR 5025 B BE

Xaa2l BB BB RLHE

Xaal23 Ry 8F B8 5

Xaa24 BB - REAEK - CRLA B
Xaa27 R/ H B 3 K

Xaa28 B F il B - Wl - R - R RA R -
[0101] HBHEEE Z
Fat@E= 1 g
Xaal By 48 Bz Bk 50 4-BKk M Z B &
Xaa2 By a -B - BB K Alb
Xaa3 R B EE BE ¢

Xaa7l F &r b % >
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97472

XaalO & B8 B% BR >

Xaal2 B 2 0 BB

Xaal3 Ry A Bz BE 20 F Bt g %
Xaald B 9 % Bz BR

Xaal5 B R & M

Xaal6 B B g

Xaal7 B £ 0 B BE =05k e BE

Xaal8 K N Ht BE B0 4H B R

Xaal9 & %k B B B0 BE R /2

Xaa20 &y B B bR

Xaa2l B R4 BB

Xaa23 Ky & 2 BB >

Xaa2d ks R 4 Bk

Xaa27 & B BB >

Xaa28 K N M B B0 K& B Bz

Xaa20 % 35 BE B R B R 0 R

Xaa30 ¥ M B ERKE A EFEE -
[0102] EHEEZ

Fat@E= 1 F o

Xaa2 B EHKEE ~ o -HE-BEEK - = Aib;
Xaa3 B 5 WE Bz

Xaa7l R & B B

Xaal0 HES R BE ~ FREREER - BUE L
Xaal2 Fs BE B BR
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Xaal3 B B bt BE

Xaald K A BB

Xaal5 B R & MW

Xaal6 R HEE - kB - &K FE

Xaal7 Re#rBE e - BHEEE ~ LB iE - BRI

Xaal8 B PYBCEE - WEMERE - AR

Xaal9 &y W M BE B0 % R B

Xaa20 K B bz B2 B0 2% B R

Xaa2l BB ~ FEREE - NRLBEE

Xaa23 K G g B

Xaa2d f W B

Xaa27 Ry 5 M L B0 B B B
5

Xaa28 B H MR - BEEE - MRl - SCHKEE

B
=
57
_H_.
=

B g

A

B R 2 555 5 R & -

[0103] LS TAENERE RS GLP-1 SBHEA
XM _OEEAEEZELEEZRK  RLEY CIPTE
EREEELBEZK YA CLP-1 S8« X
S K GIP SBUEREZELREEZK:: REFY
GLP-1 2R GIP B - H5EABEZELER  LHEH
BETREEREREBREZK EXSLSERRE -

[0104) %2 Ak% GLP-1 2B R GIP SE_EH7A
BEEELEE  LhEABESREAES S BER
HE Rt BEEE AN RN AN BEENE L AR
R E N E b MEZKEFRA GLP-1 28 - B X
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2B RCGIPREXHAFEZTLEER > NEEZHNT
KAEBRERBENE  EZFNEAZTHERHRH -

[0105] MESTEEHEFTEFEEBH SEQ ID
NO:8~9~21 & 37~39~42~43-49 %2 61~ 64 &£ 83~ 85~
86888991 & 93~ ROSE I02FEKEPIHER
FOlZH R EAXRE)EEMHEHEKZK r BEFRZEER
B PR

[0106] —THHBEAREERES T ZKRKITEBEAOT
B 2ARZEEBRFI -
Xaal-Xaa2-Gln-Gly-Thr-Phe-Thr-Ser-Asp-Xaal0-Ser-Lys-Xaa
13-Xaal4-Xaal5-Xaal6-Xaal7-Xaal8-Xaal9-Xaa20-Xaa2l-Ph
e-Xaa23-Xaa24-Trp-Leu-Leu-Xaa28-Xaa29-Xaa30-Xaa31-Ser-
Ser-Gly-Gla-Pro-Pro-Pro-Ser-Xaad0(i 5% 2+ SEQ ID NO: 104)

b @=L 2 J oo

Xaal Ko 4-UDK ™M Z B &~ 4H e B ~ S0 B8 B2 B

Xaa2 B H B ~ o -FE-BEE - 2 Aib;

XaalO JoBS Be B S0 £ BEBERE 0

Xaal3 RN KR ~ B - MEK - ¥ HREE

Xaald R B BZBE - W0 R BE ~ B0 B BR

Xaals R R &L g g ~ BB - B8 KK

Xaalo B H B - BHEK - N&GKEE

Xaal? RV -~ Bkl  EROKE  BEE - FB
MBS - BUMERE R

Xaal8 RN HEEE - BEiRr - BB - SCERE
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Xaald B W HEER ~ BAEERE - F At MR - SRE R
Xaa20 B HEf BE - BBy - B0 B
Xaa2l RFEEE - BRE - - SHBE - BEE - X

£ g B

Xaa23 R E O KK NEEEE
Xaa24d H¥ Ml  AEE - - BERK - LR -

%3%

B

Xaa28 R B ~ F BBl - KA - R LR
Xaa20 B H I BE - Bl - LR - KEKE
Xaa30 R F Rt % - H e BE - B Bt - S04 B g
Xaa3l BB EHER > X

Xaad0 B FEHEEXFEFRE -

[0107)] EWHHEsSZ LEHERK 2 -

Xaal3d B WK B - BE R EE - 50 F B Rz B8

Xaal5 R R X M B B2 R

Xaal7 ReBABE R ~ R BE ~ VBB EE - B0l %
Xaal8 A g ~ BEK - NEKRK

Xaa2l B ML - BB > BHE - AXLER
Xaa23 RE O BB EEKE

Xaa2d4 Ry FREHE MR - e - HRLBRE

Xaa28 R Rl - RLAME - L RL B

- Xaa29 REBEE - FER  SEKEE K

97472

Xaa30 R FRERZBE - BERe B - S4B -
[0108] Hﬁ%&ﬂﬂ@%@é‘%ﬁﬁa SEQ ID NO : 21 »
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22~ 42~43~50~64 F 77~ K 95 % 102 FréHREFT 2 B
ERFINZK FEHBESZ  B&2HEH SEQIDNO: 21 »
22~ 42~43~50~64F 77 K 96 B 102 FraAm BT 2 i
EBRFIZHK REALEEFHEEKZK  BEFAZH
5 45 51 PR A - |

[0109] —HPBABERIE > XK TLEMF
BAIRRZBEEBFY -
Xaal-Xaa2-Gln-Gly-Thr-Phe-Thr-Ser-Asp-Tyr-Ser-Lys-Xaal3
-Leu-Asp-Glu-Xaal7-Xaal8-Xaal9-Lys-Xaa2l-Phe-Val-Xaa24
-Trp-Leu-Leu-Xaa28-Xaa29-Xaa30-Xaa31-Ser-Ser-Gly-Gln-Pr
0-Pro-Pro-Ser-Xaa40(# = 3 SEQ ID NO : 105) >

FatE= 3 & o

Xaal & 4H W& BE SC B& Be BR

Xaa2 kK a -F B -%k B B B0 Aib s

Xaal3 B PO BEEE - B BE BE Bk BE B A

Xaal7 ReiE BE B8 ~ PRl iE - SNEBERRE

Xaal8 Ky N P B 50 %% B %

Xaal9 & N B B 5 3 BE B2 B

Xaa2l Ky %k B B8 50 R & B

Xaa24 K 25 B B B0 R 4 BE Bz

Xaa28 B P MBI R LR

- Xaa29 By FHE B BR - 4 Be BE -
Xaa30 % B B2 B o 41 B
Xaa31 %y M B B8 =R 3 B B R

%F

s

s
X
B
5

e
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Xaad0 B 2 B B BE K 72 £ -

[0110] FAEF TAEELEEEH SEQID NO: 21 »
22 -~ 42‘_43‘ 50642 71752 77~ &k 96 & 102 Fr 4R ik
BETh B EEE F I Bk S (EA E)AE M E R 2B
B R 2 %% B R A -

[0111] BE4h » L= 1 6F > R1 AT 52k Bk B g -
GKKNDWKHNIT(SEQ ID NO : 106) ~ CSSGQPPPS(SEQ ID
NO : 109) ~ GPSSGAPPPS(SEQ ID NO : 110) ~ GPSSGAPPPSC
(SEQID NO:111)~PSSGAPPPS(SEQ ID NO:112) PSSGAPPPSG
(SEQ ID NO : 113) ~ PSSGAPPPSHG(SEQ ID NO : 114) »
PSSGAPPPSS(SEQ ID NO : 115) ~ PSSGQPPPS(SEQ ID NO :
116) ~ 8, PSSGQPPPSC(SEQIDNO: 11N -EHAEE  HA
2 % R R -

[0112] ABHEXE—SHERE—EFEZERR
CHRER UERSLTHMIEARANE RS
SHEBRABEAEEREY HTE -

[0113] ZKGHEEMREHHR -

[0114] L4 EABH@HEN GEAKZEE
SREBRAEEARNERIE SIRES > PRS2
QSRRER > FHESY WINES  REZEHES Y
05 BE E & fF I — M2 %R -

[0115] AXFHEAME T HBEME , %5 % F
B ¢ B B 25 B P U SR B A BB UF B2 M LAE > T R R
ERF AT EEEEARENEEE - AT EEEER
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% EAERFESERI>E2EEETRAET S E %)
Fom o 3 T E B A S 2 B 2 R A (%) -

[0116] AXFIRMAME "EHABE , his DNA H#

SR > HP R EERK G )T S K DT
MAFREBEEZEGFF  UEREE@RTRE R E
8 R (B o BK) - |

(0117] HEGFIQETUBGE S HHT -
IR B (E MR T T - EHE S mRNA B
EATERZFES  RANEOESEEER LY F -
EABRECEBEACEE IR TR TRSELE
RS ERETHB I HMUNIIEER - RTESE AT
FREEESG -

[0118] A ZBFIRA > =48RBT HE AR -
AEZRETREEOETES S TRAEMEE LB
M HREBENT - ERACREES TEERAREAE
B MBEE RE RUEE - ASEERIRENAE
BEIRE  EHERE FEA AR RERBEETER -

[0119] NAZE4AREREWEIEHE > DES
B o > HELBBEBREESEZ —56)
TRNEHEEBE BERE > RESTAANEEES A
2 B Bk > 5 % 41 B B0 4 ik - |

[0120] AXFHREME B, SHECARE
HEENESRER SERBIEE Ml D - 5
EEIAR T RER SR TR B ELE - BB
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SREBRIAGECRABTIABZLAEBTIRURELEE
e REETEELZHEMFTRENT » ZWE
Pl EEEAN - |

[0121] M4 2R EFEREAEGHEEELEZ
DNA 8 RNA- ZZ B EBR T EEMAUKXS & REHTS]
EEFMBE T LAELETRENT - fl0 > AERTHBTE
REEZAKXGEBETHER ST  EEBEETRERTA
FEARATRZEANBEE ZREEEEBEUTEGR S
RNEFSRER 2B T  E& LM% BEBEST
R - REESEL LA ZREETEJUETEHEZR
HERAX - 4 ZEKERAS TSI EFETHME G
WA ERFAEREAE IR REBEHAETZRFS
BARZHERH -

[0122) BESh » AXFTHRAMWE " U TR T E
B GAEERSFFRIN(ERBUNEZEHEARAEZHEER
ZEHE R EBR2ES)E EAERFI 2B Z s H #EE -

[0123] ®WHHARAZHZBEBELLEBERIRA -

REHTRBEAZHASHKERNT  -BEFSITEFTEHE

BN KB EE B (Bscherichia)Z 1 E » W KB EE
coli) s BN E B (Bacillus)Z & - Ak E 8 & (Bacillus
subtilis) ; B N 1R BE I B (Pseudomonas)Z & » W R KR E
T8 B (Pseudomonas putida) ; B & > 1 B 7 B & (Pichia
pastoris) ~ BEE BE & (Saccharomyces cerevisiae) ~ . B2 #
YH B & (Schizosaccharomyces pombe) : & B4R » W E %

{3
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¥ (Spodoptera frugiperda)(ST9)~ R B ¥ 40 B - #40 CHO~ COS -

K BSC -
[0124] ASHEHIE -SERE -BREELK
7 %

I

(01251 & Bk fk 82 Lt 3009 40 /-

(01261  BE4h » 7 % 5 Bk o1 5% AR B 05 85 8 & 2
ko REHEEAR MG THRAEHKARE R
ETEERS R -

(0127] PIEEE > ABHEKTEEEESRE -
EEEELG  REMEE FEAEAE LS ERE - E
B S OIRK TR A S TE A S M 0 AL B4 F X
> 3%

(2) $RFG A BRI R B R B A KA BB 2
BEBR A BERED Y 7% R

) EETEAR TR REBELR T KB EEE - b4
EEREEY PE KRR EY S A R

() HEBMHH Y M EEBETFRN EaEE
Bl R TR R

R () () R(OEMHEZEE  BHKE B &
BYERH B o BE R o R M B % -

[0128] 76— EE BEEE Gl o g (0 IF AR &
RN HAENEEERAEAE I MALN KAk
MOHSHK HFBEUBREEEIERN  RERE
CEEE UERAEABR LY KUBAOELELR
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MM REEE- RTHEN P4 TRENEF Xa
BB MES Y E A E - CNBr> RAKERZ L&Y 2EE
BB Y2 DNA B @A RS Y S 56 EEY
B> %S

[0129] ABEED - SEEL - B HEK
S -

[0130] K8 EmsemEE -

[0131] BIREZ GRUITRBHUARY > BE
PR RARENREEARERE I BEARY -

[0132] A CFIRAATE "HEN L RiSHHRE L
M RARY AN REER B EREY FEER - 58

L, BEBEBALARRERYAKERE ALK
g5 % B IR BE R IR 2 BT OE

(0133) A XHRAIE T 105, GiEHHEES
B E S M A o E R 2 B R T T
[ R B R AR R PR - B o A B R P 4R
ARG - LN M TRE - K& ARE .
WO SRR @BNBE  GFARE . CHB
B EES s BRTEEM -

[0134] AXFRAME REFEEE, GEER
MR EEREBE AR OHBECSRTAER - BES
Y BRAEERRERENTAESE R 2R R -
SIEEBDE  REMASE - BT - BER - S mEE -
HEZMEES L HRELE  SHRBEFL - HREE
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b ~ RBLOWH BERARHEERM -

[0135] A XFRAeE "IEMHE., AEEEES
ZREBEBEEZEBER L  EEHBREEHEBGBML; &
EEGOBRUBEEPFIMZBE)R 5 RESRKRANEBE E
ZEREHFOA EHRERFHERYENERHBREERN
MITSIERERAENE EHERZERESIREZIAHRE
R oRESZEEHBERFESDEETEYE ReEHF4EH
DHREIEBE ~ BHATR - ROMERKZ A - T HA K#H
BEZXRREMH -

[0136] AXRHBHERRVWIERE - FTESBEL
IEZEE - BRPR - NEER c X T2

R B - SRR T OB IER R WA -

[0137] AXHFRANE "BELTHEZ , GEL
REABNEESENE EXGEEERAYEE B
AEGHELAREE Y A - RESRTO Y RERE -
MEREE - BE 2R B BERE - %A
BRI RERE  REFE  REEE  BEH -
RO SRR R Y (S E

[0138) 0 & 7 S B Bk 2 7K &5 U9 59 86 40 jR 4 T o —
S EEEE FTESHRA - REE LTSS RETAEA
RE OIS Ean - HEE - HER - R R - EEE
SRR ZER  BRHE - EEM - BERESS BRE
S EEE A LG NEE - SR 2R
mEs RSTECER RARANREY £8 - RV

%
S

{14
—F

97472 41
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o EEE  EMES

[0139)  HR% 7 25 9 41 ik ) 2 38 BC ) 20 86 T 4% B
PREH LTSS R A KN EEESE - e B
RNEOBEN > GRYITHEREN - D& BEX &
Bl BT B RIS . R EHE - ERY T
ERENHEERARSE B S - R W KT EE RS
B BT M OAE - BE FEERNEEVSS

[0140] FEF > SEZ®RHE - - BYHE  RHEH
BITT A A0E - AHENE - REME - LALME HEBE A
W RNEE FEEE RN SABE - BB -
EE O BEAS  WEE  BAE FHEEEE MaBe
E CRZAMBIER K SEXTBEE O NEEE®R
Wl - BE - EAEBE WUHES - o @Ry
—H R BB EEE - RORE Bk -
5 8 % 5

(0141 BE4h > A S B EME R Y T AN KRS B
SEm AU MR R B BE-BTR - NAREEE
T - B MEAEE  EAMEN - HEEEY R
B B8 B 4R PR B D 2 SR R B -

[0142] U4h > ERVTHE KBS B ES B &
for B0 > EL e G 4 8 B B I SRR U5 5% 3B I B B
BkOEE W) SUE - LU(E ER R AR O S 9E A B R R K L B 5 4B
R EEERP ALK EEARPY - BN - A8
PY LD I B BT - R -

‘97472 : 42
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By GEN R ET-BREN - XEEB BFZ
R -
[0143)  Bh4h » BBKTI B & MK R B E WS H
REEE MEE A WA RE MR - BT % E
R T AR AN R R
RELEOREMBRERETK 2680 EHFES D
2 B B
[0144) 7 8 B9 B8 26 40 Gk 9 2 18 % 81 B 9255 % T [

EERG GRS RAEAARERLERE 0B
R RERE BEZER G REE - RE
BHREY

[0145] A ZXHERADZEFRHETEE—HE
HABHNTRKEITERRE  RUKESENE - A H
BT AUEROCEIZSETREBRREES®RSE
bt -ARS ARPARZEBEHNETLRE ke BFE
Ef# A4 0.0001 mg = 500 mg° AT > %ZE?&“H%%’*%
EEEAHREAE RTBEZERYIRERTEL)
RS MBEBEBREZER BE - BERRK - %5 - &
FEREE B RHFHER - - LE > BHEBEKZEZ AL
REGAEBEECAZVHBEHRY ST EARZIEREE -
MEAZHBEZERYH AV ERERRCREREXNRAER
FIRR &) > REETETSAZHERE A -

[0146] X ZXHBEERVERERZEREANFE
MOBRYE AL IUEEZRREASHBEAR I REX

97472 43
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B9 R -

[0147] ABEED - EEEE - Ba%EEER
THE HOENAHBE ERNAERKRE S EE
Bk 4R - % E R R R T B AR B AR B -

[0148] EMERK  RAXZMAMY - REEHEES
OB R A B F R REEE -

(01491 AUAIRAME "M ) %5 EOUEBR
SEGHZER DR BEERNERE Y BB GRS
LB BEAE . KB 4%% RERARENSE
AR R R BE 2 BV o RN B RE 4E W R 2 b R A 4 9 Bk
ERZERVEHZER  GHRM -

[0150) ABHXERATOERHBRERE Y
SRS HEARY - RERY G 0B B b 5

SEME TRE > EZARY T — KB — KD A
BEBERR - AT > BTEABHZ B0 HEASEE
YR PSR AR R R E GBS EAE HE e
> AESEERAENEREE ESAEEHEY
BRZSE s ARy BEY AR BE  BERR -
MR REE REBEMARR GARWIHEER R
AZEREARYECEARAEERA R %y R e
S EEO T EUEE -

[0151] ABEES - BREEE—EUEHKNS
SHMTUERYNEERE L R  REETEARENR
B 9 A B 1R BE -

97472 44
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[0152] BEHKRERVERFEBEEGSR F @
50 A -

(01531 TFxeh » A0S % T 50 &0l 40
e AT S PSRRI Y B A TR S
Bl R -

[0154]
Bl 1 S AN

WG FTA GLP-1- GIP - B 738 % 2 M 19 0 05 1
SEREM REEBFAARTE -

it
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(01551 [ 1]

SEQ ID
NO

=l

=t B4

HXQGTFTSDVSSYLDGQAAKEFIAW
LVKGC

HXQGTFTSDVSSYLDGQAQKEFIAW
LVKGC

HXQGTFTSDVSSYLLGQAAKQFIAW
LVKGGGPSSGAPPPSC

HXQGTFTSDVSSYLLGQQQKEFIAW
LVKGC

HXQGTFTSDVSSYLLGQQQKEFIAW
LVKGGGPSSGAPPPSC

HXQGTFTSDVSSYLDGQAAKEFVAW
LLKGC

HXQGTFTSDVSKYLDGQAAKEFVAW
LLKGC

HXQGTFTSDVSKYLDGQAAQEFVAW
LLKGC

HXQGTFTSDVSKYLDGQAAQEFVAW
LLAGC

10

HXQGTFTSDVSKYLDGQAAQEFVAW
LLAGGGPSSGAPPPSC

11

CAGEGTFTSDLSKYLDSRRQQLFVQW

ILKAGGPSSGAPPPSHG

12

CAGEGTFISDLSKYMDEQAVQLFVE
WLMAGGPSSGAPPPSHG

97472
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CAGEGTFISDYSIQLDEIAVQDEVEW

P L LAQKPSSGAPPPSHG
CAGQGTETSDYSIQLDEIAVRDEVEW

Y L KNGGPSSGAPPPSHG
CAGQGTFTSDLSKQMDEEAVRLFIEW

P KNGGPSSGAPPPSHG
CAGQGTFTSDLSKQMDSEAQQLEIEW

¥ LKNGGPSSGAPPPSHG
CAGQGTFTSDLSKQMDEERAREFIEW

Y L LAQKPSSGAPPPSHG
CAGQGTFTSDLSKQMDSERAREFIEW

L KNTGPSSGAPPPSHG
CAGQGTFTSDLSIQYDSEHQRDFIEW

P L KDTGPSSGAPPPSHG
CAGQGTFTSDLSIQYEEEAQQDEVEW

X LKDTGPSSGAPPPSHG

|YXQGTFTSDYSKYLDECRAKEERVQW )|

2 LLDHHPSSGQPPPS | |
YXQGTFTSDYSKCLDEKRAKEFVQW |HHRE

2 LLDHHPSSGQPPPS
YXQGTFTSDYSKYLDECRAKEFVQW | R

2 |LLAQKGKKNDWEKHNIT
YXQGTFTSDYSKYLDECRAKEFVQW |

* |LKNGGPSSGAPPPS
HXQGTETSDCSKYLDERAAQDFVQW

» |LLDGGPSSGAPPPS

26 |HXQGTFTSDCSKYLDSRAAQDFVQW|

97472
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LLDGGPSSGAPPPS

27

HXQGTFTSDYSKYLDERACQDFVQW
LLDQGGPSSGAPPPS

28

HXQGTFTSDYSKYLDEKRAQEFVCW
LLAQKGKKNDWKHNIT

29

HXQGTFTSDYSKYLDEKAAKEFVQW
LLNTC |

30

HXQGTFEFTSDYSKYLDEKAQKEEVQW
LLDTC

31

HXQGTFETSDYSKYLDEKACKEFVQW
LLAQ

32

HXQGTFTSDYSKYLDEKACKDFVQW
LLDGGPSSGAPPPS

33

HXQGTFTSDYSIAMDEIHQKDFVNW
LLAQKC

34

HXQGTFTSDYSKYLDEKRQKEFVNW
LLAQKC

35

HXQGTFTSDYSIAMDEIHQKDFVNW
LLNTKC

36

HXQGTFTSDYSKYLCEKRQKEFVQW
LLNGGPSSGAPPPSG

37

HXQGTFTSDYSKYLDECRQKEFVQW
LLNGGPSSGAPPPSG

38

CAXQGTFTSDKSSYLDERAAQDFVQ
WLLDGGPSSGAPPPSS

39

HXQGTFTSDYSKYLDGQHAQCFVAW
LLAGGGPSSGAPPPS

97472
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HXQGTFTSDKSKYLDERACQDFVQW

 lLLDGGPssGAPPPS
HXQGTFTSDKSKYLDECAAQDEFVQW

H LLDGGPSSGAPPPS
YXQGTFTSDYSKYLDEKRAKEFVQW |HE

+ LLDHHPSSGQPPPSC
YXQGTFTSDYSKYLDEKRAKEFVQW | RKE

s LLDHHCSSGQPPPS
HGQGTFTSDCSKQLDGQAAQEFVAW

. LLAGGPSSGAPPPS
HGQGTFTSDCSKYMDGQAAQDFVA

% WLLAGGPSSGAPPPS
HGQGTFTSDCSKYLDEQHAQEFVAW

0 LLAGGPSSGAPPPS
HGQGTFTSDCSKYLDGQRAQEFVAW

Y LLAGGPSSGAPPPS
HGQGTFTSDCSKYLDGQRAQDFVNW

* LLAGGPSSGAPPPS
CAXQGTFTSDYSICMDEIHQKDFVNW | KK

M LLNTK
HXQGTFTSDYSKYLDEKRAKEFVQW |HBHE

>0 LLDHHPSSGQPPPSC
HXQGTFTSDYSKYLDEKRQKEFVQW |BRkE

! LLNTC
HXQGTFTSDYSKYLDEKRQKEFVQW |BRE

* lLipre

53 |HXEGTFTSDYSIAMDEIHQKDFVNW|KKE

97472
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LLAQC
HXEGTFTSDYSIAMDEIHQKDFVDVW |EEKE
> LLAEC
HXQGTFTSDYSIAMDEIHQKDFEVNW |EKER
> LLAQC
HXQGTFTSDYSKYLDEKRQKEFVNW |FEKE
>0 LLAQC
HXQGTFTSDYSIAMDEIHQKDFVNW o B ER
7 LLNTC
HXQGTFTSDYSKYLDEKRQKEFVQW |EEKR
8 LLNTKC
CAXQGTFTSDYSICMDE_KHQKDFVN ¥ iR
> WLLNTK
CAXQGTFTSDYSIAMDEKHCEKDFVN |FERKE
°0 WLLNTK
CAXQGTFTSDYSIAMDEIACKDFVNW |
°! LLNTK
CAXQGTFTSDKSKYLDERAAQDFVQ
°2 WLLDGGPSSGAPPPS
CAXQGTFTSDCSKYLDERAAQDFVAQ
° WLLDGGPSSGAPPPS
YXQGTFTSDYSKYLDECAAKEFVQW |EEE
o LLDHHPSSGQPPPS
HXQGTFTSDYSKCLDEKRAKEFVQW |EER
° LLDHHPSSGQPPPS
YXQGTFTSDYSKYLDECRAKDFVQW KR
0 LLDHHPSSGQPPPS

97472
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YXQGTFTSDYSKYLDECAAKDFVQW|HHEIE
a LLDHHPSSGQPPPS |
YXQGTFTSDYSKCLDEKAAKEFVQW |k
8 LLDHHPSSGQPPPS
YXQGTFTSDYSKCLDERAAKEFVQW |ERKE
* LLDHHPSSGQPPPS
YXQGTFTSDYSKCLDEKRAKDFVQW |HEKE
70 LLDHHPSSGQPPPS
YXQGTFTSDYSKYLDERACKDFVQW |
" LLDHHPSSGQPPPS
YXQGTFTSDCSKYLDERAAKDFEVQW |EHKE
"2 LLDHHPSSGQPPPS
CAXQGTFTSDYSKYLDECRAKEFVQ|FE
" WLLDHHPSSGQPPPS
CAXQGTFTSDYSKCLDEKRAKEFVQ |FEHKE
b WLLDHHPSSGQPPPS
~ |YXQGTFTSDYSKYLDEKAAKEFVQW |ERE
E LLDHHPSSGQPPPSC
YXQGTFTSDYSKYLDEKRAKDFVQW |H®KE
e LLDHHPSSGQPPPSC
YXQGTFTSDYSKYLDEKAAKDEVQW |BRIE
" LLDHHPSSGQPPPSC
HXQGTFTSDYSKYLDEKRQKEFVQW |FRE
78 LLDTKC
HXEGTFTSDYSIAMDEIHQKDFVNW |BEE
" LLAQKC
80 |HXEGTFTSDYSIAMDEIHQKDEVDW |FKE

97472
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LLAEKC
CAXQGTFTSDYSKYLDEKRQKEFVQ|EKE
. WLLNTC
CAXQGTFTSDYSKYLDEKRQKEFVQ|HBKE
i WLLDTC
CAXEGTFTSDYSIAMDEIHQKDFVNW |BRKE
> LLAQC
CAXEGTFTSDYSIAMDEIHQKDFVDW |ERKE
o LLAEC
CAXQGTFTSDYSIAMDEIHQKDFVNW |EKE
® liraoc |
CAXQGTFTSDYSKYLDEKRQKEFVN |FKE
0 WLLAQC
CAXQGTFTSDYSIAMDEIHQKDFVNW |ERKE
> LLNTC
CAXQGTFTSDYSKYLDEKRQKEFVQ|FEKE
° WLLNTKC
CAXQGTFTSDYSKYLDEKRQKEFVQ|EKE
¥ lwiLprre
cmXEGTFTSDYsIAMDEIHQKDFVNW'%&%
70 LLAQKC
CAXEGTFTSDYSIAMDEIHQKDFEVDW | &KE
! LLAEKC
CAXQGTFTSDYSIAMDEIHQKDFVNW | &k
72 LLAQKC
CAXQGTFTSDYSKYLDEKRQKEFVN |EHKE
» WLLAQKC

97472
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CAXQGTFTSDYSIAMDEIHQKDFVNW |BAE
LLNTKC

94

YXQGTFTSDYSKYLDEKRAKEFVQW |EEKE
LLCHHPSSGQPPPS

95

YXQGTFTSDYSKYLDEKRAKEEVQW |JKp
LLDHCPSSGQPPPS |

96

YXQGTFTSDYSKYLDEKRAKEFVQW|FEKE
LLDCHPSSGQPPPS

97

YXQGTFTSDYSKALDEKAAKEFVNW|FEKE
LLDHHPSSGQPPPSC

98

YXQGTFTSDYSKALDEKAAKDFVNW |BRHE
LLDHHPSSGQPPPSC

99

YXQGTFTSDYSKALDEKAAKEFVQW|EKE
LLDQHPSSGQPPPSC

100

YXQGTFTSDYSKALDEKAAKEFVNW|ERER
LLDQHPSSGQPPPSC

101

YXQGTFTSDYSKALDEKAAKDFVNW | ERHER
LLDQHPSSGQPPPSC

102

[0156] % 13RBEZFHd U X REZBEBRMR
EHERTHRMDbL EAFRARER R TMEEER
REETNHEBEEBBERRE - F 10 CARSE
AR ZERE R Y REBEER -

[0157])

A 2 S EAEROE 2 OE BN R E R
EH 1 WEZZERRBIEEGRELSNES
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GLP-1 28 - A £ (GCO)Z M - & CIP 2B EH > 4
M 1T O B8 A 40 BT M BT A S E -

[0158] k¥t & 40 FE #k & 7 & B & & U9 5 (CHO)
oh oo 4y B AN GLP-1 28 - AM GCG 28 - R AME
GIP SHYEREY  LEHTRBZ@AMEK FitES
W% GLP-1- GCG- & GIP 2 &M - Mt > AL XEH
4 B Rk R E S — B 2B

[0159] I EEH 1 Froes = B8 2 GLP-1 &
EEF > B9 A M GLP-1 72 50 nM €38 4-f% 3 4 55 52 5% 0.000048
nM > MEG 1FTHE=FERFZNEARKE 400 nM &# 4-f5F
E M E R 0.00038 nM © |

[0160] ##&E> CHOMMTB LB EE L5 A
A GLP-1 BB EH NEAEEREZ ZYWHEME CHO
Wt > RMBSRE Sule K% > FM SuL & cAMP
B EER REBRBEISSE - R%B RN 0L &
EHETERZBRARESY  KERAKE  REBRKE 90
8 o NIESSKEE » £ LANCE cAMP & 4f (PerkinElmer,
USA) > €& B~ cAMP» 3 E MK~ BECsofd - 3648
B c B AME GLP- 1B BB A RN TR 2

[0161] I EEH 1 Fras =228 2 GCG B’
% > i AE GCG % 50 nM £ 3B 4-4% 3 4 % B R 0.000048
nM o T8 B0 1 T BL4E = & (E BB B A 400 nM &EiB 4-f%
T2 0.00038 nM -

[0162] #m%E > CHOMM PR EIEER  HHA
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AN GCC SR DLEAEERMEBEZRXYWEME CHO
MR > RMEBSHR Sul- A% R 5S¢l & cAMP
HEEHER NEEEBE 1508 - A% R0l &
5@5@%&@?5&2@%5&%%  RABBER REREKE 90
438 o RIESSEIE » FH LANCE cAMP £ 4H (PerkinElmer,
USA)» BB EMRZ cAMP St EBHEKZ ECsofE » W H I
LB EE  #ABGCCHBZEHEBNRN TR 2.

[0163] HEEH | FHE=ZZRERWNEZ GIP F%
B > B A GIP £ 50 oM & 4-fFEE MM B E 0.000048
nM > TIER 1 Fref =52 ENE A # 400 nM &8 4-% %=
& ™ B L 0.00038 oM -

- [0164) B CHOMHEFBHERER Kb F
NEGIPZERE LA EERBZSYWEIMZE CHO 4
Boh o SRIMMES A B Sple K% R 54L& cAMP 5
Ba S EER o RERERE ISO8 - K% FiD 10el &
BHESEBERZ2BANREGY  REBRARKR RERKE 90
SéE o NESEKIF » £ LANCE cAMP E 4 (PerkinElmer,
USA)  EKHEEZ cAMP 5t E B MK Z ECsofH » W 2 Ik
B e - B A CIP LB 2 HH M I RR TR 2
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(01651 [k 2]=E (& s &l 2 M0 ¥ /& M L B

28.0 < 0.1 < 0.1

19.2 < 0.1 < 0.1

2.1 < 0.1 < 0.1

97472 a0
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0.2 < 0.1 < 0.1
< 0.1 < 0.1 < 0.1
< 0.1 < 0.1 < 0.1
< 0.1 < 0.1 < 0.1
17.8 267 22.7
20.1 140 59.7
4.01 9.3 < 0.1
41.2 9.3 < 0.1
82.6 0.1 < 0.1
64.5 0.2 < 0.1
83.1 0.8 0.9
17.2 1.6 < 0.1
38.5 6.0 < 0.1
142 0.7 0.8
135 2.2 2.4
151 1.7 8.8
24.5 < 0.1 10.4
19.1 0.92 0.6

97472




1800478

7.5 < 0.1 1.3
37.4 0.39 0.2
236 6.21 2.2
2.3 - .

13.9 0.53 < 0.1
75.2 < 0.1 < 0.1
34.3 < 0.1 < 0.1
33.9 205.8 7.8
12.6 88.4 3.70
1.3 < 0.1 < 0.1
6.6 < 0.1 < 0.1
1.4 < 0.1 < 0.1
2.4 < 0.1 < 0.1
1.5 < 0.1 < 0.1
29.8 < 0.1 3.3
67.4 50.5 2.7
14.4 2.0 0.1
441 7.5 0.3

B4R ak
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161 8.4 1.3
30.6 1.4 0.1
27.1 0.7 7 4
57.9 4.9 0.8
11.7 < 0.1 0.3
39.1 2.6 0.2
40.3 < 0.1 4.0
106.2 < 0.1 8.2
59.8 < 0.1 2.8
5.2 < 0.1 < 0.1
15.3 < 0.1 < 0.1
64.6 60.1 92.9
95.4 25.2 11.6
15.8 172 17.2
28.5 46.2 39.8
- 27.9 8.8 107
w 24.3 9.6 62.8
15.1 71.3 64 .4

KPR
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94.7

1.6

3.0

1.0

8.0

1

35.5

2

0.1

A4

1

1

0.

< 0.1

< 0.1

0.4

< 0.1

0.3

0.2

< 0.1

< 0.1

12.7

1.0

5.4

0.9

8.5

47.6

12.2

14.0

4.9

0.0

0.3

1

I

1.3

< 0.1

< 0.1

0.4

< 0.1

0.3

90.1

11.5

22.6

12.9

35.1

10.3

38.7

51.0

41.5

8.1

7.8

9.5

47.3

4.2

4.3

28.4

0.9

9.6

97432
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7.1 0.7 < 0.1
7.4 < 0.1 < 0.1
31.9 16.8 0.3
0.8 < 0.1 0.4
5.7 0.3 0.7
0.5 < 0.1 < 0.1
2.1 0.4 < 0.1
34.4 194.8 5.2
10.5 62.8 2.6
28.1 8.2 47.1
20.9 14.9 57.7
42.2 12.7 118.5
23.2 13.9 40.1
23.3 - 29.5 58.0

[0166] LM HFIHBAABEZFUDEA=F
WA ThEE > o LAVEIRLFT A GLP-1 288 - GIP % 8 ~ K F 13
Al AL ERAABERBELUDELGERESNHIER
BOEEBERFELCHREICBREZEREYE -

(01671 BB AZFEAMHMEK S 2 A+ kol 57 95 8l

97472 6i
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ATE  AEPITEFAEUNAZHARMHM I HNE LT L
T UHEMBPEENXER RNk FAXHBERZIERBERK
BIEMRRE  AEERAZHIRAEE - KZ > X%H
FTEAERENEZERS  THHEESEAARER
T B SR ROE AR W 8% 2 w5 R
EBRZAZHABEHGEENZ H A E I -

[FF5RE5H]

A
Niiin
AR}

97472 62
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<110>
<120>
<130>

<150>
<151>

<150>
<151>

<160>
<170>

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

55 105144155 SEEF|HFE
110 ££ 8 A 17 HEIEE#E

: [ F 3% ]
B8 25 22 AL 4 B R S B (HANMI PHARM. CO., LTD.)

= E SR /GLP-1/GIP 2 2 {2 3 &l
OPA16301

KR 10-2015-0191082
2015-12-31

KR 10-2016-0163737
2016-12-02

118
KoPatentln 3.0
1

30

PRT
ALF7

=75 {r RAl

MISC_FEATURE
(2)
Xaa B B B £ T B (Aib)

1

His Xaa Gln Gly Thr Phe Thr Ser Asp Val Ser Ser Tyr Leu Asp Gly

1

<210>
<211>
<212>
<213>

<220>

5 10
Gln Ala Ala Lys Glu Phe Ile Ala Trp Leu Val Lys Gly Cys
20 25 30
2
30
PRT
AT F%
=F R BH

<223>

<220>
<221>
<222>
<223>

<400>

1

<210>
<211>
<212>
<213>

MISC_FEATURE
(2)
Xaa B E E T B (Aib)

15

15

2
His Xaa Gln Gly Thr Phe Thr Ser Asp Val Ser Ser Tyr Leu Asp Gly
5 10
Gln Ala Gln Lys Glu Phe Ile Ala Trp Leu Val Lys Gly Cys
20 25 30
3
41
PRT
ANILF%

<220>

97472-B1 fE1EAR 1
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<223> =FHREHE
<220>

<221> MISC_FEATURE
<222> (2)

<223> Xaa B R B B2 T B (Aib)

<400> 3
His Xaa Gln Gly Thr Phe Thr Ser Asp Val Ser Ser Tyr Leu Leu Gly
1 5 10 15
Gln Ala Ala‘Lys Gln Phe Ile Ala Trp Leu Val Lys Gly Gly Gly Pro
20 25 30
Ser Ser Gly Ala Pro Pro Pro Ser Cys
35 40
<210> 4
<211> 30

<212> PRT
<213> AILRFF

<220>
<223> =y ]

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa 5 it 2 B2 T & (Aib)

<400> 4
His Xaa Gln Gly Thr Phe Thr Ser Asp Val Ser Ser Tyr Leu Leu Gly
1 5 10 15
Gln Gln Gln Lys Glu Phe Ile Ala Trp Leu Val Lys Gly Cys
20 25 30
<210> 5
<211> 41

<212> PRT

<213> ALFF
<220>

<223> = 1R =B E

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa B B E B2 T B (Aib)

<400> 5
His Xaa Gln Gly Thr Phe Thr Ser Asp Val Ser Ser Tyr Leu Leu Gly
1 - 5 10 15

Gln Gln Gln Lys Glu Phe Ile Ala Trp Leu Val Lys Gly Gly Gly Pro
20 25 30

Ser Ser Gly Ala Pro Pro Pro Ser Cys
35 ' 40

97472 2
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<210> 6

<211> 30
<212> PRT
<213> AL FEF3F

<220>

<223> =B

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa & B 2 B T B (Aib)

<400> 6

His Xaa Gln Gly Thr Phe Thr Ser Asp Val Ser Ser Tyr Leu Asp Gly

1 5 10 15

Gln Ala Ala Lys Glu Phe Val Ala Trp Leu Leu Lys Gly Cys
20 25 30

<210> 7

<211> 30

<212> PRT
<213> ATLF5l

<220>

<223> = F - A

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa B lEE E T B (Aib)

<400> 7

His Xaa Gln Gly Thr Phe Thr Ser Asp Val Ser Lys Tyr Leu Asp Gly

1 5 10 15

Gln Ala Ala Lys Glu Phe Val Ala Trp Leu Leu Lys Gly Cys
20 25 30

<210> 8

<211> 30

<212> PRT
'<213> ALRF7

<220>

<223> =y il
<220>

<221> MISC_FEATURE
<222> (2)

<223> Xaa B B & 8 T B (Aib)

<400> 8
His Xaa Gln Gly Thr Phe Thr Ser Asp Val Ser Lys Tyr Leu Asp Gly
1 5 10 15

Gln Ala Ala Gln Glu Phe Val Ala Trp Leu Leu Lys Gly Cys
20 25 30

97472 3
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<210> 9

<211> 30

<212> PRT

<213> ANIFF%
<220>

<223> =75 R E
<220>

<221> MISC_FEATURE
<222> 2)

<223> Xaa B EE T B (Aib)

<400> 9
His Xaa Gln Gly Thr Phe Thr Ser Asp Val Ser Lys Tyr Leu Asp Gly
1 5 10 15
Gln Ala Ala Gln Glu Phe Val Ala Trp Leu Leu Ala Gly Cys
20 . 25 30
<210> 10
<211> 41
<212> PRT
<213> NI EF3F
<220>
<223> =FRBH
<220>
<221> MISC_FEATURE

<222> (2)
<223> Xaa B EE T B (Aib)

<400> 10
.His Xaa Gln Gly Thr Phe Thr Ser Asp Val Ser Lys Tyr Leu Asp Gly
1 5 10 15
Gln Ala Ala Gln Glu Phe Val Ala Trp Leu Leu Ala Gly Gly Gly Pro
20 25 30
Ser Ser Gly Ala Pro Pro Pro Ser Cys
35 40
<210> 11
<211> 41
<212> PRT
<213> ATIFF
<220>
<223> =5 R A
<220>
<221> MISC_FEATURE
<222> (D)

<223> Xaa B 4-0Kk ™ Z FE & (CA)

<400> 11
Xaa Gly Glu Gly Thr Phe Thr Ser Asp Leu Ser Lys Tyr Leu Asp Ser

97472 4
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1 5 10 15
Arg Arg Gln Gln Leu Phe Val Gln Trp Leu Lys Ala Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser His Gly
35 40
<210> 12
<211> 41

<212> PRT
<213> AT

<220>

<223> = 7R R A
<220>

<221> MISC_FEATURE
<222> (1)

<223> Xaa /By 4-0k ™ Z BE & (CA)

<400> 12
Xaa Gly Glu Gly Thr Phe Ile Ser Asp Leu Ser Lys Tyr Met Asp Glu
1 5 10 15
Gln Ala Val Gln Le.u Phe Val Glu Trp Leu Met Ala Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser His Gly
35 40
<210> 13
<211> 41

<212> PRT
<213> ATIF

<220>
<223> = F 1 RE
<220>
<221> MISC_FEATURE
<222> (1)
<223> Xaa B 4-0k M Z g 2 (CA)
<400> 13
Xaa Gly Glu Gly Thr Phe Ile Ser Asp Tyr Ser Ile Gln Leu Asp Glu
1 5 10 15
Ile Ala Val Gln Asp Phe Val Glu Trp Leu Leu Ala Gln Lys Pro Ser
20 25 . 30
Ser Gly Ala Pro Pro Pro Ser His Gly
35 40
<210> 14
<211> 41

<212> PRT
<213> AL F7%

<220>
<223> = F A

97472 5
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<220> '
<221> MISC_FEATURE
<222> (1)
<223> Xaa B 4-0k ¢ Z HE % (CA)
<400> 14
Xaa Gly Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Gln Leu Asp Glu
1 5 10 15
Ile Ala Val Arg Asp Phe Val Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser His Gly
35 ' 40
<210> 15
<211> 41

<212> PRT
<213> AL

<220>

<223> =FRAHE
<220>

<221> MISC_FEATURE
<222> (1)

<223> Xaa B 4-Bk M 7 B & (CA)

<400> 15
Xaa Gly Gln Gly Thr Phe Thr Ser Asp Leu Ser Lys Gln Met Asp Glu
1 5 10 15
Glu Ala Val Arg Leu Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser His Gly
35 40
<210> 16
<211> 41

<212> PRT
<213> NI F3

<220>

<223> =R RE
<220>

<221> MISC_FEATURE
<222> (1)

<223> Xaa & 4-UDK M Z B & (CA)

<400> 16
Xaa Gly Gln Gly Thr Phe Thr Ser Asp Leu Ser Lys Gln Met Asp Ser
1 5 10 15

Glu Ala Gln Gln Leu Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser His Gly

97472 6
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35 40
<210> 17
<211> 4]
<212> PRT
<213> ALFH
<220>
<223> = F &% E
<220>

<221> MISC_FEATURE
<222> (1)
<223> Xaa & 4-Bk 8 Z fE £ (CA)

<400> 17
Xaa Gly Gln Gly Thr Phe Thr Ser Asp Leu Ser Lys Gln Met Asp Glu
1 5 10 15
Glu Arg Ala Arg Glu Phe Ile Glu Trp Leu Leu Ala Gln Lys Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser His Gly
35 40
<210> 18
<211> 41
<212> PRT
<213> ALFH
<220>
<223> =75 & %A
<220>
<221> MISC_FEATURE
<222> (1)
<223> Xaa B 4-Dk & Z BE E (CA)
<400> 18
Xaa Gly Gln Gly Thr Phe Thr Ser Asp Leu Ser Lys Gln Met Asp Ser
1 5 10 15
Glu Arg Ala Arg Glu Phe Ile Glu Trp Leu Lys Asn Thr Gly Pro Ser
20 : 25 30
Ser Gly Ala Pro Pro Pro Ser His Gly
35 40
<210> 19
<211> 41
<212> PRT
<213> ALFF
<220>
<223> =5 R BHE
<220>
<221> MISC_FEATURE
<222> (1)

<223> Xaa B 4-0k M Z f £ (CA)
97472 7
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<400> 19
Xaa Gly Gln Gly Thr Phe Thr Ser Asp Leu Ser Ile Gin Tyr Asp Ser
1 5 10 15
Glu His Gln Arg Asp Phe Ile Glu Trp Leu Lys Asp Thr Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser His Gly
35 40
<210> 20
<211> 41
<212> PRT
<213> AILRFF
<220>
<223> =7 R %
<220>
<221> MISC_FEATURE

<222> (1)
<223> Xaa B 4-0K M Z B 2 (CA)

<400> 20
Xaa Gly Gln Gly Thr Phe Thr Ser Asp Leu Ser Ile Gln Tyr Glu Glu
1 5 . 10 15
Glu Ala Gln Gln Asp Phe Val Glu Trp Leu Lys Asp Thr Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser His Gly
35 40
<210> 21
<211> 39
<212> PRT
<213> AILF7%
<220>
<223> =y
<220>

<221> MISC_FEATURE
<222> (2)
<223> Xaa B B EE T B (Aib)

<220>
<221> MISC_FEATURE
<222> (16)..(20)

<223> il E 16 R 209 RE BB KB

<400> 21
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys ' Tyr Len Asp Glu
1 5 10 : 15

Cys Arg Ala Lys Glu Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30

Ser Gly Gln Pro Pro Pro Ser

97472 8
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35
<210> 22
<211> 39
<212> PRT
<213> AILFF
<220>
<223> =77 & 3 Bl
<220>
<221> MISC_FEATURE

<222> (2)
<223> Xaa B B & £ T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fiE l6 M 20V ERE KR

<400> 22
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Cys Leu Asp Glu
1 5 10 15
Lys Arg Ala Lys Glu Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser
. 35
<210> 23
<211> 41
<212> PRT
<213> AL FF
<220>
<223> =77 R BAE
<220>

<221> MISC_FEATURE
<222> (2)
<223> Xaa B EE T & (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> TE 16 k 20 EEBE KR

<400> 23
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Cys Arg Ala Lys Glu Phe Val Gln Trp Leu Leu Ala Gln Lys Gly Lys
20 25 30
Lys Asn Asp Trp Lys His Asn Ile Thr
35 40
<210> 24

97472 9
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<211> . 39

<212> PRT

<213> AILF7F

<220>

<223> =R RE
<220>

<221> MISC_FEATURE
<222> (2)

<223> Xaa B EZE T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fIE 16 R 200 EBTE KB

<400> 24 -
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Cys Arg Ala Lys Glu Phe Val Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser
35
<210> 25
<211> 39
<212> PRT
<213> AILF7F
<220>
<223> =5 &3 HE
<220>
<221> MISC_FEATURE

<222> (2)
<223> Xaa B A E T B (Aib)

<400> 25
His Xaa Gln Gly Thr Phe Thr Ser Asp Cys Ser Lys Tyr Leu Asp Glu
1 5 10 15
Arg Ala Ala Gln Asp Phe Val Gln Trp Leu Leu Asp Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser
35
<210> 26
<211> 39
<212> PRT
<213> AN I FF 3l
<220>
<223> =5 R E
<220>

<221> MISC_FEATURE
97472 10
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<222> (2)
<223> Xaa B B E &2 T I (Aib)
<400> 26
His Xaa Gln Gly Thr Phe Thr Ser Asp Cys Ser Lys Tyr Leu Asp Ser
1 5 10 15
Arg Ala Ala Gln Asp Phe Val Gln Trp Leu Leu Asp Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser
35
<210> 27
<211> 40
<212> PRT
<213> AL F5
<220>
<223> =7 R 2 HE
<220>

<221> MISC_FEATURE
<222> (2)
<223> Xaa B B & 2 T B (Aib)

<400> 27
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Arg Ala Cys Gln Asp Phe Val Gln Trp Leu Leu Asp Gln Gly Gly Pro
20 25 . 30
Ser Ser Gly Ala Pro Pro Pro Ser
35 40
<210> 28
<211> 41

<212> PRT
<213> AILFEFH

<220> ‘
<223> =5 1R E
<220>
<221> MISC_FEATURE
<222> (2)
<223> Xaa B BEE B2 T B (Aib)
<400> 28
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Arg Ala Gln Glu Phe Val Cys Trp Leu'Leu Ala Gln Lys Gly Lys
20 25 30
Lys Asn Asp Trp Lys His Asn Ile Thr
35 40
<210> 29

97472 11
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<211> 30
<212> PRT
<213> AT RF3

<220>

<223> =FHREBHE

<220>

<221>" MISC_FEATURE

<222> (2)

<223> Xaa B B E B T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> ftE 16 R 20 VEEEBRFE KR

<400> 29
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Ala Ala Lys Glu Phe Val Gln Trp Leu Leu Asn Thr Cys
20 25 30
<210> 30
<211> 30
<212> PRT
<213> AL F7F
<220>
<223> = H A
<220>

<221> MISC_FEATURE
<222> (2)
<223> - Xaa B EEEET B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> frE 16 X 20 W E BB K E

<400> 30
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Ala Gln Lys Glu Phe Val Gln Trp Leu Leu Asp Thr Cys
: 20 25 30
<210> 31
<211> 29
<212> PRT
<213> - AILRF%
<220>
<223> =5 g X B
<220>

<221> MISC_FEATURE

97472 12
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<222> (2)
<223> Xaa B & E T B (Aib)

<220>
<221> MISC_FEATURE
<222> (16)..(20)
<223> it E 16 xR 20 9B EBE KB
<400> 31
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 : 10 15
Lys Ala Cys Lys Glu Phe Val Gln Trp Leu Leu Ala Gl
20 25 :
<210> 32
<211> 39

<212> PRT
<213> ATLF7%

<220>

<223> = F &% E
<220>

<221> MISC_FEATURE
<222> (2)

<223> Xaa B E & T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> filE 16 R 2089 E B ¥ Bk 3B

<400> 32
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Ala Cys Lys Asp Phe Val Gln Trp Leu Leu Asp Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser
35
<210> 33
<211> 31
<212> PRT
<213> AL
<220>
<223> =758 % B
<220>
<221> MISC_FEATURE
<222> (2) :

<223> Xaa BB EE T B (Aib)

<220>
<221> MISC_FEATURE
<222> (16)..(20)

97472 13
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<223> fr B 16 & 20 BY g £ B 2 Bk 3B

<400> 33
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 15
Ile His Gln Lys Asp Phe Val Asn Trp Leu Leu Ala Gln Lys Cys
20 25 30
<210> 34
<211> 31

<212> PRT
<213> A%

<220>

<223> ZHREWHE
<220>

<221> MISC_FEATURE
<222> (2)

<223> Xaa B E B T B (Aib)

<220>
<221>  MISC_FEATURE
<222> (16)..(20)

<223> TE 16 R 20 VBFEB P KB

<400> 34

His Xaa GIn Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Arg Gln Lys Glu Phe Val Asn Trp Leu Leu Ala Gln Lys Cys
20 25 30
<210> 35
<211> 31

<212> PRT
<213> ATLF 5

<220>
<223> = & X Al

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa o B 2 £ T B8 (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20) :
<223> ftE l6 R 20 EBE KRB

<400> 35
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 15

91472 14
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Ile His Gln Lys Asp Phe vVal Asn Trp Leu Leu Asn Thr Lys Cys

20 25 30
<210> 36
<211> 40
<212> PRT
<213> AL F %
<220>
<223> =Z=EHRBE
<220>

<221> MISC_FEATURE
<222> (2)
<223> Xaa & BF & & T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fIE 16 R 20 EBRTE KR

<400> 36
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Cys Glu
1 5 10 15
Lys Arg Gln Lys Glu Phe Val Gln Trp Leu Leu Asn Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser Gly
35 40
<210> 37
<211> 40

<212> PRT
<213> AILF%

<220>

<223> =F & ®E
<220>

<221> MISC _FEATURE
<222> (2)

<223> Xaa B M & E T B (Aib)

<220>
<221> MISC_FEATURE
<222> (16)..(20)

<223> LE 6 R 20 VR EBP KRR

<400> 37
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15

Cys Arg Gln Lys Glu Phe Val Gln Trp Leu Leu Asn Gly Gly Pro Ser
20 25 30

Ser Gly Ala Pro Pro Pro Ser Gly
97472 15
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35 40

<210> 38
<211> 40
<212> PRT
<213> ATLFE%

<220> ,
<223> =5 e E
<220>

<221> MISC_FEATURE
<222> (D)

<223> Xaa B 4-0Kk ™ Z B & (CA)

<220> ,

<221> MISC_FEATURE

<222> (2)

<223> Xaa REEER T B (Aib)

<400> 38
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Lys Ser Ser Tyr Leu Asp Glu
1 5 10 15
Arg Ala Ala Gln Asp Phe Val Gln Trp Leu Leu Asp Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser Ser
35 40
<210> 39
<211> 40

<212> PRT
<213> ALF7%

<220>
<223> =75 @B

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa BRI E &R T B (Aib)

<400> 39
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Gly
1 5 10 15
Gln His Ala Gln Cys Phe Val Ala Trp Leu Leu Ala Gly Gly Gly Pro
20 25 30
Ser Ser Gly Ala Pro Pro Pro Ser
35 40
<210> 40
<211> 39
<212> PRT
<213> ALFF3l
<220>
<223> =F R A

97472 16
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<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa & B 2 B T B (Aib)

<400> 40
His Xaa Gln Gly Thr Phe Thr Ser Asp Lys Ser Lys Tyr Leu Asp Glu
1 ~ 5 10 15
Arg Ala Cys Gln Asp Phe Val Gln Trp Leu Leu Asp Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser
35
<210> 41
<211> 39
<212> PRT
<213>  AILRF7%
<220>
<223> = F 2 WHE
<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa B & & &£ T B (Aib)

<400> 41
His Xaa Gin Gly Thr Phe Thr Ser Asp Lys Ser Lys Tyr Leu Asp Glu
1 5 10 15
Cys Ala Ala Gln Asp Phe Val Gln Trp Leu Leu Asp Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser
35
<210> 42
<211> 40
<212> PRT
<213> AILF7l
<220>
<223> = 7R %A
<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa B B E R T B (Aib)

<220>
<221> MISC_FEATURE
<222> (16)..(20)

<223> firE 16 R 209 EREE KE

<400> 42
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu

97472 17
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1 5 10 15
Lys Arg Ala Lys Glu Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser Cys
35 40
<210> 43
<211> 39
<212> PRT
<213> ALF5
<220>
<223> = RERBE
<220>

<221> MISC_FEATURE
<222> (2)
<223> Xaa B E E T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> frE 16 R 20 VEEERPE KR

<400> 43
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Arg Ala Lys Glu Phe Val Gln Trp Leu Leu Asp His His Cys Ser
: 20 25 30
Ser Gly Gln Pro Pro Pro Ser
35
<210> 44
<211> 39
<212> PRT
<213> AILFAF
<220>
<223> = F R FE

<400> 44
His Gly Gln Gly Thr Phe Thr Ser Asp Cys Ser Lys Gln Leu Asp Gly

1 5 10 15
Gln Ala Ala Gln Glu Phe Val Ala Trp Leu Leu Ala Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser
35
<210> 45
<211> 39
<212> PRT
<213> AR
<220>
<223> =518 % H
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<400> 45
His Gly Gln Gly Thr Phe Thr Ser Asp Cys Ser Lys Tyr Met Asp Gly
1 5 10 15
Gln Ala Ala Gln Asp Phe Val Ala Trp Leu Leu Ala Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser
35
<210> 46
<211> 39
<212> PRT
<213> ALF5
<220>
<223> =77 & 3 HE
<400> 46
His Gly Gln Gly Thr Phe Thr Ser Asp Cys Ser Lys Tyr Leu Asp Glu
1 5 10 15
Gln His Ala Gln Glu Phe Val Ala Trp Leu Leu Ala Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser
35
<210> 47
<211> 39
<212> PRT
<213> A%
<220>
<223> =Z=FRBHE
<400> 47 :
His Gly Gln Gly Thr Phe Thr Ser Asp Cys Ser Lys Tyr Leu Asp Gl
1 5 10 15
Gln Arg Ala Gln Glu Phe Val Ala Trp Leu Leu Ala Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser
35
<210> 48
<211> 39

<212> PRT
<213> AL EFH

<220>

<223> =77 8 3l

<400> 48

His Gly Gln Gly Thr Phe Thr Ser Asp Cys Ser Lys Tyr Leu Asp Gly
1 5 10 15

Gln Arg Ala Gln Asp Phe Val Asn Trp Leu Leu Ala Gly Gly Pro Ser
20 25 30
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Ser Gly Ala Pro Pro Pro Ser

35
<210> 49
<211> 30
<212> PRT
<213> ANITEFEF
<220>
<223> = 512 %
<220>
<221> MISC_FEATURE
<222> (1)

<223> Xaa B 4-Bk ¢ 7 B & (CA)

- <220>
<221> MISC_FEATURE
<222> (2)
<223> Xaa B BEE EZ T & (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> TE 16 R 20V EEBRE KE

<400> 49
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Cys Met Asp Glu
1 5 10 15
Ile His Gln Lys Asp Phe Val Asn Trp Leu Leu Asn Thr Lys
20 25 30
<210> 50
<211> 40

<212> PRT
<213> ALF%

<220>

<223> = F 2 H
<220>

<221> MISC_FEATURE
<222> (2)

<223> Xaa B EE T & (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fIE 16 R 20N EEBKE KE

<400> 50
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15

Lys Arg Ala Lys Glu Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
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Ser Gly Gln Pro Pro Pro Ser Cys

35 40
<210> 51
<211> 30
<212> PRT
<213> ALF%
<220>
<223> =F R MHE
<220>

<221> MISC_FEATURE
<222> (2)
<223> Xaa BHREEE T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fiE 16 Kk 20 E & & KB

<400> 51
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15

Lys Arg Gln Lys Glu Phe Val Gln Trp Leu Leu Asn Thr Cys
20 25 30

<210> 52

<211> 30

<212> PRT

<213> ALFRF7%

<220>

<223> = REE

<220> :

<221> MISC_FEATURE

<222> (2)

<223> Xaa & B E R T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fIE 16 R 20 NEEBREKRE

<400> 52
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Arg Gln Lys Glu Phe Val Gln Trp Leu Leu Asp Thr Cys
20 25 30
<210> 53
<211> 30

<212> PRT
<213> ALEF%

<220>
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<223> =F R WE
<220>

<221> MISC_FEATURE
<222> (2)

<223> Xaa BB E E T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> iIlE 16 R 20 B EBME RKE

<400> 53

His Xaa Glu Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 15

Ile His Gln Lys Asp Phe Val Asn Trp Leu Leu Ala Gln Cys'

20 25 30

<210> 54

<211> 30

<212> PRT

<213> ALFEF%

<220>

<223> =772 A

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa 7% B & £ T B (Aib)

<220> :

<221> MISC_FEATURE

<222> (16)..(20)

<223> firE 16 X 20 N EB P KB

<400> 54
His Xaa Glu Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 15
Ile His Gln Lys Asp Phe Val Asp Trp Leu Leu Ala Glu Cys
20 25 30
<210> 55
<211> 30

<212> PRT
<213> AL F7F

<220>

<223> =77 R 3 A
<220>

<221> MISC_FEATURE
<222> (2)

<223> Xaa B B E £ T B (Aib)
<220>
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<221> MISC_FEATURE
<222> (16)..(20)
<223> WE 16 R 200 REBRP KR

<400> = 55
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 15
Ile His Gln Lys Asp Phe Val Asn Trp Leu Leu Ala Gln Cys
20 25 30
<210> 56
<211> 30

<212> PRT
<213> AL F75

<220>

<223> =5 wmHE

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa B M E E T B (Aib)
<220>

<221> MISC_FEATURE

<222> (16)..(20)
<223> fuE 16 R 20V ERF KR

<400> 56
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Arg Gln Lys Glu Phe Val Asn Trp Leu Leu Ala Gln Cys
20 25 30
<210> 57
<211> 30

<212> PRT
<213> AL F %l

<220>
<223> =7 & % E

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa B B & £ T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fir B 16 208y Ix &£ BB KB

<400> 57
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 15

Ile His Gln Lys Asp Phe Val Asn Trp Leu Leu Asn Thr Cys
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20 25 30
<210> 58
<211> 31
<212> PRT
<213> AL
<220>
<223> =ZHREBE
<220>
<221> MISC_FEATURE
<222> (2)
<223> Xaa & i & 2 T B (Aib)
<220>
<221> MISC_FEATURE

<222> (16)..(20)
<223> ME I6 R 20N EEBERKE

<400> 58

His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 ) 10 15

Lys Arg Gln Lys Glu Phe Val Gln Trp Leu Leu Asn Thr Lys Cys

20 25 30

<210> 59

<211> 30

<212> PRT

<213> AILFRF3

<220>

<223> =R E

<220>

<221> MISC_FEATURE

<222> (1)

<223> Xaa K 4-BK B Z B & (CA)

<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa /5 B 2 £ T B (Aib)

<220>
<221> MISC_FEATURE
<222> (16)..(20)

<223> frE 16 R 209 EBRIP RE

<400> 59
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Cys Met Asp Glu
1 5 10 15
Lys His Gln Lys Asp Phe Val Asn Trp Leu Leu Asn Thr Lys
20 25 30
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<210> 60

<211> 30

<212> PRT

<213> AL F7
<220>

<223> =R XA
<220>

<221> MISC_FEATURE
<222> (1)

<223> Xaa B 4-Bk W Z §E E (CA)

<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa BB B E T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> rTE 6 R 20V ERFEKE

<400> 60 -
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 15
Lys His Cys Lys Asp Phe Val Asn Trp Leu Leu Asn Thr Lys
20 25 30
<210> 61
<211> 30

<212> PRT
<213> AL

<220>
<223> = RAAE

<220>

<221> MISC_FEATURE

<222> (1)

<223> Xaa B 4-Bk & Z B & (CA)

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa BB E E T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> © MME I6 R 200 ERFEKE

<400> 61

Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 15

Ile Ala Cys Lys Asp Phe Val Asn Trp Leu Leu Asn Thr Lys
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20 25 30
<210> 62
<211> 39
<212> PRT
<213> AL F7%
<220>
<223> =512 % HE
<220>

<221> MISC_FEATURE
<222> (D)
<223> Xaa B 4-0K M Z fE & (CA)

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa BB E &2 T B (Aib)

<400> 62
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Lys Ser Lys Tyr Leu Asp Glu
1 5 10 15
Arg Ala Ala Gln Asp Phe Val Glh Trp Leu Leu Asp Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser
35
<210> 63
<211> 39

<212> PRT
<213> AILRF7F

<220>
<223> =y

<220>

<221> MISC_FEATURE

<222> (1)

<223> Xaa & 4-5k % Z B & (CA)

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa B B & 2 T B (Aib)

<400> 63
Xaa Xaa Gln Gly Thr Phe Thtr Ser Asp Cys Ser Lys Tyr Leu Asp Glu
1 5 10 15
Arg Ala Ala Gln Asp Phe Val Gln Trp Leu Leu-Asp Gly Gly Pro Ser
20 25 30
Ser Gly Ala Pro Pro Pro Ser
35
<210> 64
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<211> 39

<212> PRT

<213> ALRF%
<220>

<223> =5 B E
<220>

<221> MISC_FEATURE
<222> (2)

<223> Xaa B g2 2 T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fIE 16 x 20 VR EMB P KB

<400> 64
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Cys Ala Ala Lys Glu Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser
35
<210> 65
<211> 39
<212> PRT
<213> ATLFF
<220>
<223> =R WE
<220>

<221> MISC_FEATURE
<222> (2)
<223> Xaa B B & BT B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fTE 16 R 209 EBP KE

<400> 65
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Cys Leu Asp Glu
1 5 10 15
Lys Arg Ala Lys Glu Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser
35
<210> 66
<211> 39
<212> PRT

<213> AILF3%
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<220>

<223> =F R E
<220>

<221> MISC_FEATURE
<222> (2)

<223> Xaa BB EZET K (Aibd)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fIlE 16 KR 20N EREPRR

<400> 66 '
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Cys Arg Ala Lys Asp Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly GIn Pro Pro Pro Ser
35
<210> 67
<211> 39
<212> PRT :
<213> AL F %
<220>
<223> =FRERHAE
<220>
<221> MISC_FEATURE
<222> (2)
<223> Xaa B Bt B 2T B (Aib)
<220>
<221> MISC_FEATURE

<222> (16)..(20)
<223> LE 16 R 209 EERP KE

<400> 67

Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Cys Ala Ala Lys Asp Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser
35
<210> 68
<211> 39
<212> PRT
<213> AL
<220>
<223> =R RE
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<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa B B E £ T B (Aib)

<220>
<221> MISC_FEATURE
<222> (16)..(20)
<223> fiIE 16 R 20 EMRT KR
<400> 68
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Cys Leu Asp Glu
1 5 10 15
Lys Ala Ala Lys Glu Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser
35
<210> 69
<211> 39
<212> PRT
<213> ALFRF7%
<220>
<223> =F R E
<220>
<221> MISC_FEATURE
<222> (2)
<223> Xaa & B & B2 T B& (Aib)
<220>
<221> MISC_FEATURE
<222> (16)..(20)

<223> B I6R 0MEEBRY KRB

<400> 69
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Cys Leu Asp Glu
1 5 10 15
Arg Ala Ala Lys Glu Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser
35
<210> 70
<211> 39
<212> PRT
<213> A IR
<220> :
<223> =7 R % E
<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa & B E E T B (Aib)
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<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> filE 16 R 20V EBR P KR

<400> 70
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Cys Leu Asp Glu
1 5 10 15
Lys Arg Ala Lys Asp Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser
35
<210> 71
<211> 39
<212> PRT
<213> AL FF%
<220> '
<223> =72z El
<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa B B E £ T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> frE 16 R 200BEBRTE KR

<400> 71
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Arg Ala Cys Lys Asp Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser
35.
<210> 72
<211> 39
<212> PRT
<213> ATLFF
<220>
<223> =5 R 3 HE
<220>
<221> - MISC_FEATURE
<222> (2)

<223> Xaa B B E B T B (Aib)

<220>
<221> MISC_FEATURE
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<222> (16)..(20)
<223> fLE 16 R 209 EBP KR

<400> 72
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Cys Ser Lys Tyr Leu Asp Glu
1 5 10 15
Arg Ala Ala Lys Asp Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser
35
<210> 73
<211> 39
<212> PRT
<213> ALF3
<220>
<223> = F 2 %A
<220>
<221> MISC_FEATURE
<222> (1)
<223> Xaa B 4-0k M Z B 2 (CA)
<220>
<221> MISC_FEATURE
<222> . (2)

<223> Xaa B B EE T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fTrE 16 R 209 EBPE KR

<400> 73
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Cys Arg Ala Lys Glu Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser
35
<210> 74
<211> 39
<212> PRT
<213> AL FFl
<220>
<223> =77 @ A
<220>
<221> MISC_FEATURE
<222> (1)

<223> Xaa B 4-Bk 1 Z ff & (CA)
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<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa B B B E T B (Aib)
<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> frE 16 R 209 EBRTE KR

<400> 74
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Cys Leu Asp Glu
1 5 10 15
Lys Arg Ala Lys Glu Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser
35
<210> 75
<211> 40
<212> PRT
<213> AILF5
<220>
<223> =77 & B E
<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa BB EE T & (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> frE 16 R 20VEERE KE

<400> 75
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Ala Ala Lys Glu Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser Cys
35 40
<210> 76
<211> 40

<212> PRT
<213> AILF5

<220> 4
<223> - = H B WE

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa B B BE R T B (Aib)
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<220>
<221> MISC_FEATURE
<222> (16)..(20)

<223> fTE 16 R 20 9 EBRTY KR

<400> 76
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu

1 5 10 15
Lys Arg Ala Lys Asp Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser Cys
35 40
<210> 77

<211> 40
<212> PRT
<213> AILF7

<220>

<223> =R R E

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa B B B E T B (Aib)
<220>

<221> MISC_FEATURE

<222> (16)..(20)
<223> fIE 16 R 2000 EBE KR

<400> 717
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Ala Ala Lys Asp Phe Val Gln Trp Leu Leu Asp His His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser Cys
35 40
<210> 78
<211> 31

<212> PRT
<213> AL

<220>

<223> =F R %A
«<220>

<221> - MISC_FEATURE
<222> (2) '

<223> Xaa B B E 2 T B (Aib)

<220>
<221> MISC_FEATURE
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<222> (16)..(20)
<223> fIE 16 R 20 EBRP KE

<400> 78

His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15

Lys Arg Gln Lys Glu Phe Val Gln Trp Leu Leu Asp Thr Lys Cys

20 25 30

<210> 79

<211> 31

<212> PRT

<213> ALFRF7%

<220>

<223> =5 1R % E

<220>

<221> MISC_FEATURE
<222> (2)
<223> Xaa B RE & &2 T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fIE 16 xR 209 FF E BB B IR

<400> 79

His Xaa Glu Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 15

Ile His Gln Lys Asp Phe Val Asn Trp Leu Leu Ala Gln Lys Cys

20 25 - 30

<210> 80

<211> 31

<212> PRT

<213> ALF 5l

<220>

<223> = 75 e & El

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa B B E E T B (Aib)

<220>
<221> MISC_FEATURE
<222> (16)..(20)

<223> E 16 R 200k ERFE KB

<400> 80
His Xaa Glu Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
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1 5 10 15
Ile His Gln Lys Asp Phe Val Asp Trp Leu Leu Ala Glu Lys Cys
20 25 30
<210> 81
<211> 30
<212> PRT
<213> AL F%
<220>
<223> = 4R HE
<220>
<221> MISC_FEATURE
<222> (1)

<223> Xaa B 4-0k ™ Z B % (CA)

<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa & B2 & £ T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fiiE 16 X 20 9 E BB &k B

<400> 81
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Arg GIn Lys Glu Phe Val Gln Trp Leu Leu Asn Thr Cys
20 25 30
<210> 82
<211> 30
<212> PRT
<213> ALF3F
<220>
<223> = REE
<220>
<221> MISC_FEATURE
<222> (1)

<223> Xaa B 4-0k M Z @i & (CA)

<220>
<221> MISC_FEATURE
<222> (2)

<223> - Xaa B EZET B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> LE 16 R 20 S EEBP KR
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<400> 82
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Arg Gln Lys Glu Phe Val Gln Trp Leu Leu Asp Thr Cys
20 25 30
<210> 83
<211> 30
<212> PRT
<213> AL F5l
<220>
<223> = F R
<220>
<221> MISC_FEATURE

<222> (1)
<223> Xaa B 4-0k M 7 B & (CA)

el

220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa B B B £ T & (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> flE 16 R 20 EBRE KB

<400> 83

Xaa Xaa Glu Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu

1 5 10 15

Ile His Gln Lys Asp Phe Val Asn Trp Leu Leu Ala Gln Cys
20 25 30

<210> 84

<211> 30

<212> PRT

<213> AR5

<220>

<223> =HRERE

<220>

<221> MISC_FEATURE

<222> (1)

<223> Xaa B 4-0k & Z B & (CA)

<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa B R E B T B& (Aib)

<220>
<221> MISC_FEATURE
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<222> (16)..(20)
<223> filE 16 R 209 BB K38

<400> 84
Xaa Xaa Glu Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 15
Ile His Gln Lys Asp Phe Val Asp Trp Leu Leu Ala Glu Cys
20 25 30
<210> 85
<211> 30

<212> PRT
<213> AL F35

<220>

<223> =7 R XA
<220>

<221> MISC_FEATURE
<222> (1)

<223> Xaa £ 4-Bk Mk 7 B & (CA)

<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa B B E T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> ftE 16 K 20 9l E B KB

<400> 85 .
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 _ 15
Ile His Gln Lys Asp Phe Val Asn Trp Leu Leu Ala Gln Cys
20 25 30
<210> 86
<211> 30

<212> PRT
<213> NN |

<220>

<223> =R %A
<220>

<221> MISC_FEATURE
<222> (1)

<223> - Xaa B 4-BR ™ Z B E (CA)

<220>"

<221> MISC_FEATURE

<222> (2)

<223> Xaa BB E £ T B (Aib)
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<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> frE 16 & 20 89 B¢ & 8 2 BK 3R

<400> 86
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Arg Gln Lys Glu Phe Val Asn Trp Leu Leu Ala Gln Cys
20 25 30
<210> 87
<211> 30
<212> PRT
<213> ALFEJ%
<220>
<223> =75 {2 3 &l
<220>
<221> MISC_FEATURE
<222> (1)

<223> Xaa B 4-0k I Z EE & (CA) -

<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa BRRE R T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20) .

<223> TE 16 R 20V EBFE KR

<400> 87

Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu

1 5 10 15

Ile His Gln Lys Asp Phe Val Asn Trp Leu Leu Asn Thr Cys
20 25 30

<210> 88

<211> 31

<212> PRT
<213> AL F35

<220>

<223> =FHRERAE
<220>

<221> MISC_FEATURE
<222> (1) :

<223> Xaa B 4-Bk & Z B & (CA)

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa R B & £ T B (Aib)
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<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fIE 16 K 2000 EBRPEKE

<400> 88

Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15

Lys Arg Gln Lys Glu Phe Val Gln Trp Leu Leu Asn Thr Lys Cys

20 25 30

<210> 89

<211> 31

<212> PRT

<213> ALFF

<220>

<223> = FEmAE

<220>

<221> MISC_FEATURE

<222> (1)

<223> Xaa B 4-Bk M Z EE & (CA)

<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa B B & £ T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fTE 16 R 20 9B EBE KR

<400> 89
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Arg Gln Lys Glu Phe Val Gln Trp Leu Leu Asp Thr Lys Cys
20 25 30
<210> 90
<211> 31

<212> PRT
<213> ALFEFF

<220>

<223> -+ = HRERBE
<220>

<221> MISC_FEATURE
<222> (1)

<223> Xaa B 4-0k M Z B 5 (CA)
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<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa Fo B 2 £ T & (Aib)

<220>
<221> MISC_FEATURE
<222> (16)..(20)

<223> fir & 16 X 20 W E R P KR

<400> 90
Xaa Xaa Glu Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 _ 15
Jle His Gln Lys Asp Phe Val Asn Trp Leu Leu Ala Gln Lys Cys
20 25 30
<210> 91
<211> 31 .

<212> PRT
<213> ALF7

<220>

<223> =5 &3 E
<220>

<221> MISC_FEATURE
<222> (1)

<223> Xaa B 4-vk ¢ Z i & (CA)

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa B B & £E T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> frE 16 X 200 ERE KIE

<400> 91

Xaa Xaa Glu Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 : 5 _ 10 15
Ile His Gln Lys Asp Phe Val Asp Trp Leu Leu Ala Glu Lys Cys
20 25 30
<210> 92
<211> 31

<212> PRT
<213> ATLF%

<220>
<223> =5 R IE
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<220>
<221> MISC_FEATURE
<222> (1)

<223> Xaa B 4-0DkK ¢ Z B & (CA)

<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa B EEE T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20) '
<223> TE 16 Kk 20V EBE KR

<400> 92
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 15
Ile His Gln Lys Asp Phe Val Asn Trp Leu Leu Ala GIn Lys Cys
20 25 30
<210> 93
<211> 31

<212> PRT
<213> ATLFF

<220>
<223> = 7 e % E

<220>

<221> MISC_FEATURE

<222> (D .

<223> Xaa B 4-Bk B 7 FE & (CA)

<220>
<221> MISC _FEATURE
<222> (2)

<223> Xaa B & £ T B (Aib)

<220>
<221> MISC_FEATURE
<222> (16)..(20)

<223> fLE 16 R 20 9 ERKRP KRR

<400> 93
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 : 5 T 10 15
Lys Arg Gln Lys Glu Phe Val Asn Trp Leu Leu Ala Gln Lys Cys
20 25 30
<210> 94
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<211> 31
<212> PRT
<213> AT F7F

<220>

<223> =F R MEAE
<220>

<221> MISC_FEATURE
<222> (1)

<223> Xaa B 4-0Bk ¥ Z B & (CA)

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa BREE E T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> frE 16 R 200 EBEI KR

<400> 94

Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 15

Jle His Gln Lys Asp Phe Val Asn Trp Leu Leu Asn Thr Lys Cys

20 25 30

<210> 95

<211> 39

<212> PRT

<213> ALFEFF

<220>

<223> =7 R % AE

<220>

<221> MISC_FEATURE
<222> (2) .
<223> Xaa B B B £ 7T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fiE 16 R 20 EEETV KR

<400> 95
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15

Lys Arg Ala Lys Glu Phe Val Gln Trp Leu Leu Cys His His Pro Ser
20 25 30

Ser Gly Gln Pro Pro Pro Ser
35
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<210> 96

<211> 39

<212> PRT
<213> ALF3%

<220>

<223> =HREBHE
<220>

<221> MISC_FEATURE
<222> (2)

<2235  Xaa B RE B T B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> frE 16 X 20 9l BB K&

<400> 96 ,
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Arg Ala Lys Glu Phe Val Glan Trp Leu Leu Asp His Cys Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser
35
<210> 97
<211> 39

<212> PRT
<213> ALFRFF

<220>

<223> = F & X H
<220>

<221> MISC_FEATURE
<222> (2)

<223> Xaa R ZEET B (Aib)

<220>

<221> MISC_FEATURE

<222> (16)..(20)

<223> fTE 16 X 20 W ERE B KB

<400> .97
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
1 5 10 15
Lys Arg Ala Lys Glu Phe Val Gln Trp Leu Leu Asp Cys His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser
35
<210> 98
<211> 40

<212> PRT
<213> ALFEF%
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<220>
<223>

<220>
<221>
T <222>
<223>

<220>
<221>
<222>
<223>

<400>

=77 e B Al

MISC_FEATURE
(2)
Xaa R B B R T B (Aib)

MISC_FEATURE
(16)..(20)

E 16 R 209 EBR P RE

98

Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Ala Leu Asp Glu

1

15

Lys Ala Ala Lys Glu Phe Val Asn Trp Leu Leu Asp His His Pro Ser

<210>
<211>
<212>
<213>

<220>

5
20 25
Ser Gly Gln Pro Pro Pro Ser Cys
40
99
40
PRT
AILR7%
=7 & 3 &l

<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>
<400>

MISC_FEATURE
(2)
Xaa B B & E T B (Aib)

MISC_FEATURE
(16)..(20)

TE 16 R 209 EKP KR

99

30

Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Ala Leu Asp Glu

1

5

15

Lys Ala Ala Lys Asp Phe Val Asn Trp Leu Leu Asp His His Pro Ser

20 25

Ser Gly Gln Pro Pro Pro Ser Cys

<210>-

<211>
<212>

<213>

<220>
<223>

97472
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<220>

<221> . MISC_FEATURE

<222> (2)

<223> Xaa R BE & £ T B (Aib)
<220>

<221> MISC_FEATURE

<222> (16)..(20)
<223> fTE 16 X 2009 R EZBE KB

<400> 100
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Ala Leu Asp Glu
1 ' 5 10 15
Lys Ala Ala Lys Glu Phe Val Gln Trp Leu Leu Asp Gln His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser CYs
35 40
<210> 101
<211> 40
<212> PRT
<213> ALF%
<220>
<223> =77 18 R AEl
<220>
<221> MISC_FEATURE
<222> (2)

<223> Xaa B BEEE T E (Aib)

<220>

<221> MISC_FEATURE

<222> - (16)..(20)

<223> fiE 16 K 209 EBPKE

<400> 101
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Ala Leu Asp Glu
1 5 10 15
Lys Ala Ala Lys Glu Phe Val Asn Trp Leu Leu Asp Gln His Pro Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser Cys
35 40
<210> 102
<211> 40
<212> PRT
<213> ATIF7%
<220>
<223> =7 & E
<220>

<221> MISC_FEATURE
<222> (2)
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<223>

<220>
<221>
<222>
<223>

<400>

1

<210>
<211>
<212>
<213>

<220>

Xaa B & R T B (Aib)

MISC_FEATURE

(16)..(20)
flE 16 K 20 EB T KIE
102 :
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Ala Leu Asp Glu
5 10 15
Lys Ala Ala Lys Asp Phe Val Asn Trp Leu Leu Asp Gln His Pro Ser
20 , 25 30
Ser Gly Gla Pro Pro Pro Ser Cys
40
103
30
PRT
AL
Bl

<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

97472

MISC_FEATURE
(1)
Xaa & His (H), 4-Bk ¥ Z B 2 (CA), = Tyr (Y)

MISC_FEATURE

(2)

Xaa & Gly (G), a -BHE -# . X Aidb
(BFEETR)

MISC_FEATURE
(3)
Xaa % Glu (E)Z Gln (Q)

MISC_FEATURE
(7)
Xaa & Thr (T)Z Ile (I)

MISC_FEATURE
(10)
Xaa & Leu (L), Tyr (Y), Lys (K), Cys (C),5 Val (V)

MISC_FEATURE -
(12)

Xaa B Lys (K), Ser (8),5 Ile (I)
MISC_FEATURE
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<222> (13)
<223> Xaa & Gln (Q), Tyr (Y), Ala (A),5 Cys (C)

<220>

<221> MISC_FEATURE

<222> (14)

<223> " Xaa & Leu (L), Met (M),5 Tyr (Y)
<220>

<221> MISC_FEATURE

<222> (15)
<223> Xaa & Cys (C), Asp (D), Glu (E),= Leu (L)

<220>

<221> MISC_FEATURE

<222> (16)

<223> Xaa & Gly (G), Glu (E),= Ser (S)

<220>

<221> MISC_FEATURE

<222> (17)

<223> Xaa & Gln (Q), Arg (R), Ile (I), Glu (E), Cys (C),8 Lys (K)

<220>

<221> MISC_FEATURE

<222> (18)

<223> Xaa & Ala (A), Gln (Q), Arg (R),= His (H)
<220>

<221> MISC_FEATURE

<222> (19)
<223> Xaa & Ala (A), Gln (Q), Cys (C),5 Val (V)

<220>
<221> MISC_FEATURE
<222> (20)

<223> Xaa B Lys (K), Gln (Q),2 Arg (R)

<220>
<221> MISC_FEATURE
<222> (21)

<223> Xaa & Glu (E), Gln (Q), Leu (L), Cys (C),5 Asp (D)

<220>

<221> MISC_FEATURE

<222> (23)

<223> Xaa & Ile (I)3 Val (V)
<220>

<221> MISC_FEATURE

<222> (24)

<223> Xaa & Ala (A), Gln (Q), Cys (C), Asn (N), Asp (D),2 Glu (E)

<220>

<221> MISC_FEATURE

<222> (27)

<223> Xaa & Val (V), Leu (L), Lys (K),5 Met (M)
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<220>

<221> MISC_FEATURE

<222> (28)

<223> Xaa & Cys (C), Lys (K), Ala (A), Asn (N),5 Asp (D)

<220>

<221> MISC_FEATURE

<222> (29) ‘

<223> Xaa % Cys (C), Gly (G), .Gln (Q), Thr (T), Glu (E),z His (H)
<220>

<221> MISC_FEATURE

<222> (30)
<223> Xaa & Cys (C), Gly (G), Lys (K),5 His (H), X AR E & ; &
Xaa Bl —F HEE Z RI,EF R1 & Cys (C),
GKKNDWXHNIT, m-SSGAPPPS-n,8 m-SSGQPPPS-n, B X & , &
& mAE-Cys-, -Pro-,5 -Gly-Pro-,& n B -Cys-, -Gly-,
-Ser-,= -His-Gly-, XA E &

<400> 103
Xaa Xaa Xaa Gly Thr Phe Xaa Ser Asp Xaa Ser Xaa Xaa Xaa Xaa Xaa
1 5 10 15
Xaa Xaa Xaa Xaa Xaa Phe Xaa Xaa Trp Leu Xaa Xaa Xaa Xaa
. 20 25 30
<210> 104
<211> 40
<212> PRT
<213> AL FEF5
<220>
<223> # A 2
<220>

<221> MISC_FEATURE
<222> (1)
<223> Xaa B His (H), 4-38 ¥ Z FE & (CA),= Tyr (Y)

<220>

<221> MISC_FEATURE

<222> (2)

<223> Xaa & Gly (G), a - & -B M, Aib
(BFEETER)

<220>

<221> MISC_FEATURE

<222> (10)

<223> Xaa B Tyr (Y)= Cys (C)

<220>

<221> MISC_FEATURE

<222> (13)

<223> Xaa & Gln (Q), Tyr (Y), Ala (A),5 Cys (C)
<220>

<221> MISC_FEATURE
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<222> (14)
<223> Xaa & Leu (L), Met (M), Tyr (Y)

<220>

<221> MISC_FEATURE

<222> (15)

<223> Xaa & Asp (D), Glu (E),5 Leu (L)
<220>

<221> MISC_FEATURE

<222> (16)
<223> Xaa B Gly (G), Glu (B),= Ser (S)

<220>

<221> MISC_FEATURE

<222> (17)

<223> Xaa & Gln (Q), Arg (R), Ile (I), Glu (E), Cys (C),5 Lys (K)

<220>
<221> MISC_FEATURE
<222> (18)

<223> Xaa B Ala (A), Gla (Q), Arg (R),= His (H)

<220>

<221> MISC_FEATURE

<222> (19)

<223> Xaa B Ala (A), Gln (Q), Cys (C),8& Val (V)
<220>

<221> MISC_FEATURE

<222> (20)
<223> Xaa % Lys (K), Gln (Q),Z Arg (R)

<220>
<221> - MISC_FEATURE
<222> (21)

<223> Xaa & Glu (E), Gln (Q), Leu (L), Cys (C),5 Asp (D)

<220>

<221> MISC_FEATURE

<222> (23)

<223> Xaa & Ile (1) Val (V)

<220>

<221> MISC_FEATURE

<222> (24)

<223> Xaa B Ala (A), Gln (Q), Cys (C), Asn (N),5 Glu (E)
<220>

<221> MISC_FEATURE

<222> (28)

<223> - Xaa B Cys (C), Lys (X), Asn (N),B Asp (D)

<220>

<221> MISC_FEATURE

<222> (29)

<223> Xaa B Cys (C), Gly (G), Gln (Q),= His (H)
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<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

MISC_FEATURE
(30)
Xaa & Cys (C), Gly (G), Lys (X),2 His (H)

MISC_FEATURE
(31)
Xaa & Pro (P)E Cys (C)

MISC_FEATURE
(40) '
Xaa % Cys (CO),H A &F &

104

Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Xaa Ser Lys Xaa Xaa Xaa Xaa

1

5 10 15

Xaa Xaa Xaa Xaa Xaa Phe Xaa Xaa Trp Leu Leu Xaa Xaa Xaa Xaa Ser

20 25 30

Ser Gly Gln Pro Pro Pro Ser Xaa

<210>
<211>
<212>
<213>

<220>
" <g223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

97472

35 40

105

40

PRT

AL 3l

AR 3

MISC_FEATURE
(D
Xaa & His (H)E Tyr (Y)

MISC_FEATURE
(2)
Xaa B a-FE-BFE,I A (BEET )

MISC _FEATURE
(13)
Xaa & Tyr (Y), Ala (A),5 Cys (C)

MISC_FEATURE
(17)- ‘
Xaa B Arg (R), Cys (C),= Lys (K)

MISC_FEATURE
(18)
Xaa & Ala (A)Z Arg (R)
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<220>
<221> MISC_FEATURE
<222> (19)

<223> Xaa B Ala (A)Z% Cys (C)

<220>

<221> MISC_FEATURE

<222> (21)

<223> Xaa & Glu (E)E Asp (D)

<220>
<221> MISC_FEATURE
<222> (24)

<223> Xaa & Gln (Q)E& Asn (N)

<220>

<221> MISC_FEATURE

<222> (28)

<223> Xaa B Cys (C)E Asp (D)

<220>

<221> MISC_FEATURE

<222> (29)

<223> Xaa B Cys (C), Gln (Q),= His (H)

<220>
<221> MISC_FEATURE
<222> (30)

<223> Xaa B Cys (C)E His (H)

<220> :

<221> MISC_FEATURE

<222> (31)

<223> Xaa B Pro (P)ZX Cys (C)

<220>

<221> MISC_FEATURE

<222> (40)

<223> Xaa B Cys (O, X EHLE

<400> 105
Xaa Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Xaa Leu Asp Glu
1 5 10 15
Xaa Xaa Xaa Lys Xaa Phe Val Xaa Trp Leu Leu Xaa Xaa Xaa Xaa Ser
20 25 30
Ser Gly Gln Pro Pro Pro Ser Xaa
35 40
<210> 106
<211> 11
<212> PRT
<213> AL
<220>
<223> R1
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<400> 106

Gly Lys Lys Asn Asp Trp Lys His Asn Ile Thr
1 5 10

<210> 107

<211> 8

<212> PRT
<213> ATLF%

<220>
<223> R1

<400> 107

Ser Ser Gly Ala Pro Pro Pro Ser
1 5

<210> 108

<211> 8

<212> PRT

<213> ALF%

<220>

<223> R1

<400> 108

Ser Ser Gly Gln Pro Pro Pro Ser
1 5

<210> 109

<211> 9

<212> PRT
<213> AL

<220>
<223> R1

<400> 109
Cys Ser Ser Gly Gln Pro Pro Pro Ser

1 5
<210> 110
<211> 10

<212> PRT
<213> ALFF

<220>

<223> R1

<400> 110

Gly Pro Ser Ser Gly Ala Pro Pro Pro Ser
1 : 5 o 10

<210> 111

<211> 11

<212> PRT
<213> AILEF
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<220>

<223> R1

<400> 111

Gly Pro Ser Ser Gly Ala Pro Pro Pro Ser Cys
1 5 10

<210> 112

<211> 9

<212> PRT =

<213> AL 3

<220>

<223> R1

<400> 112

Pro Ser Ser Gly Ala Pro Pro Pro Ser
1 5

<210> 113

<211> 10

<212> PRT

<213> AILF%

<220>

<223> R1

<400> 113

Pro Ser Ser Gly Ala Pro Pro Pro Ser Gly
1 S 10

<210> 114

<211> 11

<212> PRT
<213> AT F3

<220>
<223> R1

<400> 114

‘Pro Ser Ser Gly Ala Pro Pro Pro Ser His Gly
1 5 10

<210> 115

<211> 10

<212> PRT
<213> AL

<220>

<223> R1

<400> 115 :

Pro Ser Ser Gly Ala Pro Pro Pro Ser Ser
1 5 10

<210> 116
<211> 9
<212> PRT
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<213> AiE“ﬁU

<220>

<223> R1

<400> 116

Pro Ser Ser Gly Gln Pro Pro Pro Ser
1 5

<210> 117

<211> 10

<212> PRT

<213> AL

<220>

<223> R1

<400> 117

Pro Ser Ser Gly Gln Pro Pro Pro Ser Cys
1 5 10

<210> 118

<211> 29

<212> PRT

<213> %2 A\ (Homo sapiens)

<400> 118

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Ser
1 5 10 15

Arg Arg Ala Gln Asp Phe Val Gla Trp Leu Met Asn Thr
20 25
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55 105144155 SEEL | Hasg 22
111 4611 B 9 HIEEREKRE

FH 35 Bl 50 B

I, —EESRER HEABRZZE BEABERK-1(GLP-DXE
REREEERKBEEREREEESROCIDZEERTEHE
HegzKeesd TBAIRRIEEZRFI

Xaal-Xaa2-Gln-Gly-Thr-Phe-Thr-Ser-Asp-Tyr-Ser-

LLL

Lys-Xaal3-Leu-Asp-Glu-Xaal7-Xaal8-Xaal9-Lys-Xaa2l-
Phe-Val-Xaa24-Trp-Leu-Leu-Xaa28-Xaa29-Xaa30-Xaa3l-
Ser-Ser-Gly-Gln-Pro-Pro-Pro-Ser-Xaa40(EE@ =, 3 * SEQ ID
NO : 105) -
HEhg@wz 39
Xaal K BR B %
Xaa2 £y Aib ;
Xaal3d HE AR ~ BEEK - FHRER
Xaall HE R ~ L EE - S8 B
Xaal8 B AN B B 2085 e BE >
Xaal9 R N M B8 2 4 BY fg B2
Xaa2l HEBEHEB R KX KE ;
Xaa24 Fo 5 B B B R % B i
Xaa28 Ay K X g s
Xaa29 By F Rl - A& -
Xaa30 Ky 2 Bt Bz B 50 40 B B
Xaa3l B ICEE MR 0 &
Xaad0 B MERERUAEFERE > UK
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