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B EH FES TPAE, Folw AN AW P7) F 7] e gelAe RERA B, A 2HEE

A7) 7 A ok sby] ANk 1R HAE S ob At MAS ek fEel=Ql, ofety 24 E:

Xaal-Xaa2-Xaa3-Gly-Thr-Phe-Xaa7-Ser-Asp-XaalO-Ser-Xaal2-Xaal3-Xaal4-Xaal5—Xaal6-Xaal7-Xaal8-Xaal9-
Xaa20-Xaa21-Phe-Xaa23-Xaa24-Trp-Leu-Xaa27-Xaa28-Xaa29-Xaa30-R1 (4yk2 1, A <E¥H 3 103)

Xaal 3|~E|W (His, H), 4-olujrzolbAl” (CA), = EHZ2 (Tyr, Y)oliL
Xaaze 241 (Gly, G), E9-dE-a 74, T+ Aib (aminoisobutyric acid)ol™,
Xaa3< =592 (Glu, E) v 589 (Gln, Qola

Xaa72 E# 2 (Thr, T) Fi= o]&aFA (Ile, Dol

Xaal02 F21 (Leu, L), H&=A (Tyr, V), &4l (Lys, K), AJZ=H< (Cys, C), & 4 (Val, V)olaL,
Xaal2: 2141 (Lys, K), Al™ (Ser, S), & o]&2FA (Ile, DolH,

Xaal3> 5B (Gln, Q, E2A (Tyr, V), <ehd (Ala, A), T Al2HQD (Cys, O)olaL

Xaald= 741 (Leu, L), WEl2W (Met, M), T 2 (Tyr, Y)olH,

Xaal5= AlZ=HIQL (Cys, C), ob=32EAL (Asp, D), SF &4 (Glu, E), E= F41 (Leu, L)olH,
Xaal62 =22 (Gly, G), 784 (Glu, E), == Al” (Ser, S)oliL

Xaal7 ZFEY (Gln, Q), °F27]d (Arg, R), °l&FAl (Ile, 1), 2584 (Glu, E), Al2=HSA (Cys, O,
= 24 (Lys, Kolu,

Xaal82 <& (Ala, A), =FE (Gln, Q), °F27]d (Arg, R), Sl~Eld (His, H)ola
Xaalo: <Ekd (Ala, A), ZFEHY (Gln, Q), AlZ=H<l (Cys, C), T ¥ (Val, V)olH,
Xaa20-> 24l (Lys, K), 25FEY (Gln, Q), =& oFl27]d (Arg, R)°]aL

Xaa2le =594t (Glu, E), =FE (Gln, Q), 741 (Leu, L), A]Z=E|Q] (Cys, C), & o}x3=ZEXF (Asp,
D)olH,

Xaa23& o]|2FAl (Ile, 1) ®= & (Val, V)oli,

Xaa24+= <k (Ala, A), SFE9 (Gln, Q), Al=H<Q (Cys, ), oFx=3gk7l (Asn, N), o232 EXF (Asp,
D), v 54 (Glu, E)olH,

Xaa27> =9 (Val, V), 74l (Leu, L), 24l (Lys, K) =& #WEHd (Met, M)olar

Xaa28& Al~HQl (Cys, C), &4 (Lys, K), &&kd (Ala, A), of~92}70 (Asn, N), TE o} ATHEZEAL (Asp,
D)elH,

Xaa29+ Al&=H|Ql (Cys, C), =84 (Gly, &), &FE (Gln, Q), E#HSH (Thr, T), =584 (Glu, E), &
= S|~Hd (His, H)O]J_

Xaa302 Al=HIQl (Cys, O, =24l (Gly, 6), Al (Lys, K), == sl=Ed (His, HelAY, FEA8HH,

1& A 2HQl (Cys, C), GKKNDWKHENIT (A€W 35 106), m-SSGAPPPS-n (A E9¥H3Z 107), T+ m-SSGQPPPS-n (A
"ﬂ‘ﬂi 108) ol A, F-EAHH,
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7] Ak 1004,
Xaa2t 2241, dI-vEe-aF94k, = Aibo]al,

Xaa7< E# ool

A

Xaal0 EJ2A1, AJ2EHQl, Hi= w3lo]ar,

Xaal2¥ @Al = o] AFAalolH |

Xaal3> E]221, &epd, SFER, EE Al 2=HQlo]ar,
Xaald= F4l, |24, T vEoden,

Xaals®E= AlZ=EIQl, F4l, SR, EE of~gt2 EAbe]a,
Xaal7> =FET, ol27|d, o]AF

Xaalg ebd, SFEH, of27|d, e dxEdoe]ar,
Xaalo® dehd, SFE, &d, 5 Al2zERlo|H,
Xaa20-2 2|4l, ol=7|d, & FFEle]al,

Xaa2le 2% SFER, FAl, Al&HQ, B ofAadtE ELle]H|

Xaa23& o]AFAl e Hihelo|a

Xaa24= AZHY, debd, 78, ofxgddl, SF YA, B ofiau2ELboeln

Xaa272 74l = 2alel, oFshd A E.

7Y 16
& Egahe Aetol=el,

A1 EE A2l JolH, A7) AEel=t ay] A 2z mAHE ofulweat A

Xaal-Xaa2-GIn-Gly-Thr-Phe-Thr-Ser—Asp-XaalO-Ser-Lys—Xaal3-Xaal4-Xaal5-Xaal6—Xaal7-Xaal8-Xaal9-Xaa20-
Xaa21-Phe-Xaa23-Xaa24-Trp-Leu-Leu—Xaa28-Xaa29-Xaa30-Xaa31-Ser-Ser-Gly—-Gln-Pro-Pro-Pro-Ser-Xaa40 (¥}
21 2, AEHE 104)

7] kA 204,

Xaal 4-olm|thzolAd, S|2~Ed, EE= HEA)LL,
Xaa2+ =€4l, go-vd-=5¢

Xaal0& BJEAl, HE= A 2HRlolaL,

Xaal3e dephd, FFEN, 24, T AlzE]loln,
Xaald= F4l, WElH, EE ER2Z40]a,

XaalsE o} =B 2 EAL, FERAE, T Filon,
Xaal6> =4, SFEA, T A7olx
Xaal7> SFEHY, of27]d, o] &F

Xaalg> debd, SFEH, of27|d, EE dxEdo]ar,

Xaal9= gepbd, SFEH, AZ=HS, e ERiel



Xaa21<
Xaa23<
Xaa24+=
Xaa282
Xaa29+
Xaa30-
Xaa31<

Xaa40-

Al=EQL, SR, FFEE, 74, B ofavtEERben,

A+ 17

A1 = A2l lojA,

AF7] Anka] 104

Xaa2i= =E2l, Syl-w"d-ZF 8, T Aibolar,

Xaal3&
XaaldT
XaalbT
Xaal7&
Xaal8&
Xaal9T
Xaa20&
Xaa21l&
Xaa23&
Xaa24+—

Xaa27-&

B2, debd, B AlAEle]a,
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Xaald= F2 EE W o]y,
Xaalse A 2EHSl & ofamtE EAlel 1
Xaal6e SFgAate]H,

Xaal72 ot=27]d, o] &FAl, AlZ=HQl
Xaal8 &b, of27|d, = sl 2 dolH,
Xaal9+ &epd, SFEH, e A2HlolaL,
Xaa202 24l e 2

Xaa2l& 2%
Xaa23-> W ojn,
Xaa24+= SFER, of=3Elzl, e ofATtEEAlO|L,
Xaa272 FAlelw,
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Xaa2s Ouj-wjEl-Z2EAl w Ajpo|H

Xaa32 ZFE}Tlo]ar,

Xaa7S Eglodoln
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Xaal-Xaa2-GIn-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-Pro-Pro-Pro-Ser-Xaa40 (4yk2 3, A <&H

3 105),
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Xaa24+= FFE L= ofxagtelyloln

Xaa282 A|2E|Ql & olAnt2 EAlo]al,
Xaa29& Al2EHIY, 3|2Ed, BE FFEoY,
Xaa302 Al2=HQl & 3| ~E|Ho|aL,

Xaa3lS ZTEY wE A]xgelo]H

Xaad0L A|2HQ EE: BEA )

A3 22

A1 wE A2g] ol A7) RIS Al2H|Ql, GRKNDVKINIT (AE#3 106), CSSGAPPPS (AE®E 109),
GPSSGAPPPS (MWl 2 110). GPSSGAPPPSC (A1€Wl% 111). PSSGAPPPS (A<1¥l% 112). PSSGAPPPSG (A<l
113), PSSGAPPPSHG (AEW¥ & 114), PSSGAPPPSS (X E® & 115), PSSGQPPPS (A EW & 116), T+ PSSGAPPPSC
(MEH3s 117) 91 AY, F&EA 6=, sy A E.

A1g T A2dke] oA,

A7) MEPolE=E MEHT: 1 WX 1022 o] Fojx T RRE MEE olnwal IS ¥Iels, oFshz x4
=.
A3 24
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A3 26

A227 el oA, 7] FEre] == o]e] (ko] ofn=shE, ofsty A=,
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Bouve] e BAe 47 1 w4 4%, TAHeR 7t 2dow mAdE Aty AL 0% Haw 3
= A Felste] 3k £A3E FEsE Bue AT Rold

B ouve] e BAe 47 1 w4 kg, TAHeR 7t 2dow mAdE Aty AL o Haw 3
= Al Folste] 1k 24 uleln A7) AR B BE FUE FEat WHe AFeE Aol

shpe] PANRA, 7] W EY Ee 1 2H0R FHYstE 43
z =2 ¥ 3 =

Hae
shupel TAGNEA, 7] 2 BA kEe 5] Aury 19 opvlmat 4GS TP Aeolsel AL HFHow

B}

Xaal-Xaa2-Xaa3-Gly-Thr-Phe-Xaa7-Ser-Asp-XaalO-Ser-Xaal2-Xaal3-Xaal4-Xaal5—Xaal6-Xaal7-Xaal8-Xaal9-
Xaa20-Xaa21-Phe-Xaa23-Xaa24-Trp-Leu-Xaa27-Xaa28-Xaa29-Xaa30-R1 (4yk2 1, A€W 3 103)

7] duEA 1A,

Xaal 3|~EW (His, H), 4-olujrpzolAl” (CA), = EH 22 (Tyr, Y)oliL

Xaa2¥®= =22l (Gly, 6), &3-vWd-2FH4t, E+ Aib (aminoisobutyric acid)o]™,
Xaa3< =54 (Glu, BE) £ =%

Xaa7& EZlQW (Thr, T) Hi& o]&F4l (Ile, 1)olH,
Xaal02 74l (Leu, L), EIZA (Tyr, Y), Al (Lys, K), AlZ=H< (Cys, ), E&= ™ (Val, V)olaL
Xaal2¥ 24l (Lys, K), AE (Ser, S), T o]2FAl (Ile, DolH,

Xaal3> 5B (Gln, Q, E2A (Tyr, V), &ehd (Ala, A), T Al2HQD (Cys, O)olaL

Xaald= 741 (Leu, L), WEl2W (Met, M), T E2ZA (Tyr, Y)olH,

Xaal5= AlZ=HIQL (Cys, C), ob=32EAL (Asp, D), SF &4 (Glu, E), E= F41 (Leu, L)olH,
Xaal62 =22 (Gly, G), SF84 (Glu, E), == Al™ (Ser, S)oliL

Xaal7 ZFEY (Gln, Q), °F27]d (Arg, R), °l&FAl (Ile, 1), 2584 (Glu, E), Al2=HSA (Cys, O,
= 24 (Lys, Kolu,

Xaal8 <& (Ala, A), =FEH (Gln, Q), °F27]d (Arg, R), S|~Eld (His, H)ola
Xaalo® &Ebd (Ala, A), W (Gln, Q), Al=H"<2 (Cys, ), T+ 2 (Val, V)olH,
Xaa20-> 24l (Lys, K), 25EY (Gln, Q), =& oFl27]d (Arg, R)o]aL

Xaa21ld 252k (Glu, EB), ZFE (Gln, Q), F4 (Leu, L), A12=Ell (Cys, C), T of~dZEAL (Asp,
D)ol

Xaa232 o] AF4l (Ile, 1) e ¥ (Val, V)olar,

Xaa24+= <Ehd (Ala, A), SFEY (Gln, Q), Al=H<Q (Cys, ), oF~=3gk7l (Asn, N), o232 EXF (Asp,
D), v 54 (Glu, E)olH,

Xaa27> =9 (Val, V), 74l (Leu, L), A (Lys, K) =& #WEHd (Met, M)olar

Xaa28& Al=HQl (Cys, C), #A (Lys, K), &2hd (Ala, A), oF=32k) (Asn, N), T ofA~dZEAL (Asp,
D)ol
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[0043]

[0044]

[0045]

[0046]
[0047]
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[0051]
[0052]
[0053]
[0054]
[0055]
[0056]

[0057]

[0059]

[0061]

[0062]

[0063]

[0064]

[0065]

[0066]
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Xaa29+ Al ~H|Q (Cys, C), =84 (Gly, ¢), FFE9 (Gln, Q), E#LY (Thr, T), E2F (Glu, E), T
= S|=EY (His, H)olaL
Xaa30-> Al2E|Cl (Cys, C), =84 (Gly, &), #A (Lys, K), =& 3]2=Ed His, DoAY, F-EA354H,

R12 Al2=E]Ql (Cys, C), GKKNDWKHNIT (ME™ S 106), m-SSGAPPPS-n (M EWZ 107), HEi= m-SSGQPPPS-n (A
dWE 108) o] A, FEA ST,

714,
m< Cys, Pro, T=% Gly-Proo]aL

n< Cys, Gly, Ser, T+ His-Glyol|AY, H=A3t.

e FAARA, 7] BEelEn A%E AFA Feelw, ¥ A%F AFAL 7 fHey 1=
A, oFehd 242 AL BHoR A

(a4 1]

X-L-F

o} 74

Xz, 471 AuEA 19) ofmlwl QS Eeehs Hee] ol i;

c
flo
-

=3 Eds ;W B, A, A
R = T = ili*i, %71 zt %71 oA FrellMe] Exvt 7MY 12 Ae 5He=

o NS
MU

A F ol shupe] mE ofely 2ABEA, 37] 2B BelAel kB Age] Wad Aol oY
Asol Age7] A% AL SHow Bt

fr e

[

XA FA F o= st wE oFshH AEIA, AV T 2H FES Fo F A9 T/S HE
(tissue-to-serum ratio)©] s}7JollA A& s} o]l AE o= gt (a) F9 F 2 Al WA 5 At
oM T/S HlE&o] 25% WA 50%: (b) Fol 5 40 ARF A 50 Akl A T/S H]&o] 40% WA 60%: % (c) Fo
%160 A17F WA 180 A|Zrell A T/S HIE-o] 45% WA 75%.

XM FA A F oA she] wE ofgA AERA, AV 3 A EL Fo F kA9 T/S H&
(tissue-to-serum ratio)o] sh7]oll A AglE st o] dQl A& 5o R s} (a) FoJ & oF 2 A UA ¢
5 AlZre Al T/S Hlgo] oF 30% A <} a%,w)Eﬂ«igkm/¢ﬂuv1M5oﬂ?ﬂﬁ’NSﬂ%ﬂ oF 45%
AlZbll A T/S vlEo] oF 50% WA ©F 65%.

o

M FA e F o shfol] mE ofE Y AERA, AV F 14 FEL Fo & A9 T/S v&o] 317
oA MelEl 3l o]l AL EFo=E ) (a) FoJ F 4 AZHA T/S Hl% ] 35% WA 45%; (b) Fo
204 T/S H]&o] 45% W= 55%; 2 (¢) &

A FA F ol shtel me epkH 2HERA, 4] @ BH EE Tl F olA TS vgol 5]
= =] S

0
oA AEE s} ol AG SR Atk (a) T & ok 4 AIA T/S vlgo] o 41% A ok 43%: (b)
So] % of 20004 /S Wl &0l oF 48% UlA oF 526; L (¢) o] & oF 79lolA 1/5 Hl&o] oF 60% WA oF
65%.

HH A F o shifel me okt xAEA, Y] 1 BA HBe T F o3 22 o] gelAg 2
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[0094] Xaa27e 72l = gl 31s 5o g},

[0095] A A F ool shtel wE oA AEEA, A7) fEelee s17] dukA 22 A Y ofr gt A
de x3ste Perol=9l A 5H o= gtk

[0096] Xaal-Xaa2-GIn-Gly-Thr-Phe-Thr-Ser—Asp-XaalO-Ser-Lys-Xaal3-Xaal4-Xaal5-Xaal6—Xaal7-Xaal8-Xaal9-Xaa20-
Xaa21-Phe-Xaa23-Xaa24-Trp-Leu-Leu-Xaa28-Xaa29-Xaa30-Xaa31-Ser-Ser-Gly-Gln-Pro-Pro-Pro-Ser-Xaa40 (g}
2l 2, Ad¥s 104)

[0097] ’&7] Ldnk2] 200 A

[0098] Xaald 4-olm|thzolAd, 3| AEW, T EZl0)L,

[0099] Xaa2v =84l, Sy-wd-2F 93, =5 Aibo]H,

[0100] Xaal0e EJ&Al, i A 2HQlo|aL,

[0101] Xaald2 &dehd, ZFE, B2, TE Al2H<leH,

[0102] Xaald= 721, WEQY, L= El&2oln

[0103] XaalsE o} =B 2 EAL, FREHA, EE FiloH

[0104] Xaale> 2T, SFEA, T Al”e]aL,

[0105] Xaal7 SFE, o}27]d, o]AFAl, FFEAF, Al2EQl, EE gilo|n

[0106] Xaal82 &epd, SFET, of27|d, HE= 3 2E| oA,

[0107] Xaal9+ deEbd, SFE, A|2HA, T g,

[0108] Xaa202 #Al, SFEW, T of27|do]a,

[0109] Xaa2l> A=EHQ, 254, SFER, {2, B ofag2ELbon

[0110] Xaa232 o)AFAl T who]ar,

[0111] Xaa24&= Alz=EQl, dEhd, SFE, ofxuelyl, e FF Ak

[0112] Xaa28S glal, A|2H|Ql, ol xmElyl, EE ol iamE EAlo| AL

[0113] Xaa29+= 294, SFFET, A|2H, E= s g doly

[0114] Xaa30-2> Alz=Hel, S, #il, =& s|xEdo|a,

[0115] Xaa3le T2 T A AHloH |

[0116] Xaad0-2 Al=E| Ao AY, &A1,

[0117] A Ao T oo Fhfoll W ofehH 2AEEA

[0118] 2g7] duka] 10 A

[0119] Xaa2& 24, dy-md-FFEA, EE Aibolar

[0120] Xaa7& Ed e ol

[0121] Xaal0S E|ZA1, AJzE|¢l, T dhgo]a

[0122] Xaal2E 2|4l EE o]AFAlolH,

[0123] Xaal3 E]2A1, ZdEbd, Ti= AlAH oo,

[0124] Xaalds F2 E=E WE o do]y,

[0125] Xaaldi= A|Z~E|Q] = ofx~m 2 EXbe]al,

[0126] Xaal72 SFEH, of27]d, o] &FAl, AlZH[Rl, Hx g4loH



[0127]
[0128]
[0129]
[0130]
[0131]
[0132]
[0133]
[0134]
[0135]
[0136]
[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]
[0148]
[0149]
[0150]
[0151]
[0152]
[0153]
[0154]
[0155]
[0156]
[0157]
[0158]
[0159]
[0160]
[0161]

[0162]

Xaal2+&
Xaal3
Xaald+=
Xaalb+
Xaal6
Xaal7
Xaal8
Xaal9+
Xaa20-2
Xaa2l2
Xaa232

Xaa24+

uHelo]
ehd, FRER, A2EQ), opaTie], Ei ol Eleln,
Fal T e Ae PR

e, of2rd, Az, i g,
Srehyl, el=y]y, mi 5 sEdeln,

A", S, SFE, B ofam 2 Effo|aL,
o 24l i wlo]n,

Bl 24 E= A& ]lolaL,
2lAl E= o]aFaloln,

B2, defd, B AlzHRlola

FREA BE ojagi2 e,
wlo] v,
e, obsstell, Ei ohsvh e,
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[0163] Xaa27-& FAlojw

[0164] Xaa28e AlZz=E[Ql, dEpd, ofxaztalyl, i ofAFEEAQ AL EYoR iy,

[0165] W FAle] T o= Shrfell W ofdHA RAEEA,

[0166] ATARCIR ZARS LS Y

[0167] Xaal> 3| AE|W iz 4-on|thzoladolar,

[0168] Xaa2e &ub-wg-ZF5A B Aibolw,

[0169] Xaa3> & FEYIO] AL

[0170] Xaa7-> Ed o]

[0171] Xaal0 E]&Alo]5L

[0172] Xaal2& o] hfalelH

[0173] Xaal3 dehd Hi= AlxEQdo]ar,

[0174] Xaald= WE]2do]m,

[0175] Xaalse of=gtE E4Fo]aL,

[0176] Xaal6S =FEalo]H

[0177] Xaal72 olAFA T lale)al

[0178] Xaalge bl e & 2Edoln

[0179] Xaal9+ ZFEM T Al2H[ oA,

[0180] Xaa20 #lalolH,

[0181] Xaa2l e o} AT Z EAbo] L,

[0182] Xaa23& Tdojn,

[0183] Xaa24% of2mEhzlolar,

[0184] Xaa27& Faloln,

[0185] Xaa28< <rebd wi opxwhEtylo]ar,

[0186] Xaa29E FFEY £ Ef ooy,

[0187] Xaa30> AlZ=HIQl T glilol Ay, BEASe s 5Pow ¢

[0188] kA FA] F o shufo] wE oF A x A, A7) 3t7] ANk 39 ofm|iit A
= HEol =9l RS EF oz gt

[0189] Xaal-Xaa2-GIn-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-Pro-Pro-Pro-Ser-Xaa40 (Jul2]
5 105),

[0190] 247] dnka] 300 A

[0191] Xaal 3| AE|W L= ElZAlo]an

[0192] Xaa2v &o-vlE-=F 54 =5 AibolH

[0193] Xaal3 g, B2 EE AJ2ERle] 1

[0194] Xaal72 of=27]d, Al2EQl, e gilo]H

[0195] Xaalg depd = ol27|dola
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Xaal9: dehd = AlxEgloln

Xaa2le SFEAF E of g2 Ejle]al,
Xaa24+= FFE L= ofautelyloln

Xaa28L Al2gQl EE olAulZ EAlol1L

S| 2EY, = FFEloln

Xaa30X Al2HQl & 3| 2EdHo|aL,

Xaa29+ A]2=E| 9l

Xaa3le T2 F= A]xg o)y,
Xaad0& A|~HQl = FEASH
oM Al F o st W ofstE ZAEZA,

71 R12 AJ2=HQl, GKKNDWKHNIT (M E®E 106), CSSGAPPPS (M EWZ 109),
GPSSGAPPPSC (MWl & 111), PSSGAPPPS (M E®WE 112),
114), PSSGAPPPSS (M EdW % 115),
s Ag SHom @t
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A FA F ool shubel mE HBRA, 47] PA2YR W% w9 [0CHCHIn2A,
47] Metol= AgHA W [0CHCHIn F-919) H BxbeF, oAt FHd Eabako]

HA= Ae S A,
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[0261]

[0262]

[0263]

[0264]

[0265]

[0266]

[0268]

[0269]

[0270]

[0271]

[0272]
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4R W o) Rolzl AWl 47] FolA 2k BA ko] AR Fol ¥, gk B opEe] Rast tolA 4 %
2 A% guE 5 glont, old] ARHA et

7] oFslA AL zholAe] kB Age] Wad Adel oY mi Amo] Ager] A% oFbH 24EY
% 9k,

woagol A gof, "z EA oB'e 7 2Aow EAFD & b GBS ouad. 1 2ow mAsd
7] okmo] Fo F rhe A7lel Hla] relAe] BEAE ¥ AL @ = Qout, ole] AFHA etk A
7] 3 HA oFRe oMol kg Ago] Wad Aol U AnH BHL BAY v

A7) 78 BA GBS Fo] T 7lo Ao T/S Bl (tissue-to-serum ratio)o] 3t7]olA Aeld ) oA 4=
RO}, ol A=A FErh: (a) Fol F oF 2 AZF WA ok 5 A|ZFell A T/S HlEo] oF 25% WA °F 50%, °F

50%, <F 35% WA ok 50%, F 40% WA °F 45%, <k 41% WA oF 44%, W= oF 42% WA °F 43%;
oF 40 AIZF WA <k 50 AlZFel A T/S ®]&o] oF 40% WX °F 60%, °F 45% WX 2F 55%, °F 46% Ul
A oF 54%, °F 47% WX ok 53%, <k 48% WA <F 53%, F 48% WA <k 53%, <F 49% WX °F 52%, EE ok 49%
WA oF 51%; B (¢) Fo] F oF 160 AIZF WX 2F 180 A|zFell A T/S H]E&o] oF 45% WA °F 75%, °F 50% WA
oF 65%, °F 55% WA °F 65%, <F 58% WA °F 65%, °F 59% WA °F 65%, °F 60% WA °F 65%, °F 61% WA <F
65%, <F 62% WA <F 64%, T <F 63% WA 2F 64%. F7] 52 (a), (b) EE (c)dA Agd 17 o], 2

ool B 3 EFE g glon, old AEA S=t

71 b A FES Fo § gelA e T/S WlEe] srlelM AdEE i ol gl 4= glont, olo AFHA &
4 A7

A ok
=0 (a) 7o F oF 4 AzrelA T/S HlEo] oF 35% WA °F 45%, ©F 40% WA ©F 45%, °F 41% WA °F 43%,
oF 42% WA ok 43%, T oF 42.4%; (b) Fol T ok 2oA T/S u]&o] <F 45% WA oF 55%, °F 48% WA <k
52%, <F 49% WA oF 52%, °F 49% WA °F 51%, °F 50% WA F 51%, T oF 50.1%; Z (c) Fol F oF 74
A T/S HlEo] ok 55% WA <k 70&, °F 60% WA <k 65%, °F 61% WA F 65%, °F 62% WA <k 64%, °F 63% U
A oF 64%, T OF 63.7%. A7 BEAL (a), (b) EE (ool Aed 1) o)A, 27] o)A, Ex 7 B2FY

% 9lovn}, o]o] A|FE R =t}

tt. 1 &, T/S W& (tissue-to-serum ratio), T/S ratio (%)+= ZFAFTE/EAHFE x 100

T SAL AU AEd FELISA Y Fer Bd sxE I
%=

=~ »
gt ANAOE, oFRo] Aol Fold Ag, o EACR I L I I E LR JE S
4 ZANA RERE g 2A3 viwstel, o 24 W AF A ws) g 2HAe] 227 gol At
W, ol ¥ wgel gk A ofBo] AAAHOR 3k xAd EASHTE AL AU F A, olgelE F ¥
A opmo] Moz 3k Ao EASATHE A& HAT S Q= 1S MES SHste] 1 249 /S w4
Mg 5o 24 Awglel £ 5 v

47) 3 BA ke Fol F o] 24 oju] o)Al REMZE 1 ok 2 WA o 4.2, 1 oF 3 o 4.2, 1

o 3.2 WA ¢F 4, 10 9k 3.3 A ¢k 4, 10 oF 3.4 IR ok 4, 1: 9 3.5 WA oF 4, 1:
: 9, 1: °F 3.5 WA °F 3.8, 1: ¢k 3.6 A °F 3.8, 1: °F 3.6 A o 3.9, ®i= 1: ¢
3.65 WAl o 3.89 A 5 Qovk, ol AFHA kv,

1: 9F 3.2 UIx] 2F 3.9, 1: °F 3.6 WX <k
7 WA 3.9, T 10 oF 3.8 WX 2k 3.99] E¥u|d F 9

3.7, ¢k 7YoA 1t 2F 3.5
ot ofo] A7EA k=t
71 Fol 5 AR din) el e ZEHE= (a) Fol F 2A1%F WA SAIZEl A A Tiu] Zhell A o] N7 L
1.5 WA 3.00]aL; (b) o] 5 40 AR WA 50 AlZrell A A7 oin] ZhellAe] E2n7h 10 2.0 WA 3.00]aL;



[0273]

[0274]

[0275]

[0277]

[0278]

[0280]

[0281]

[0282]

[0283]

ZIHSd 10-2023-0095665

T 160 AIZE A 180 AlREell A Al win] ZRel A o) EENIZE 10 5.5 WA 7.091 & & ey, o
23

l%
5]

A7) ol A U] gl o) RE= () Fol F 241 WiH] SAIREel A A Tie] el A o] EEE|7E L
u 1

ok 1.5 x| ¢k 3.0, 1: ¢k 1.8 x| ¢ 3.0, 1: ¢k 2.0 x 2.8, 1: ¢k 2.1 Hx < 2.5 1: ¢ 2.2 YA
ok 2.80]aL; (b) Fo] 3 ¢F 40 AIZF W] ¢F 50 A7, ¢F 45A17F UIR] oF 50417, e oF 2dolA] A5G dib]

o}
el A o] ®xu)zF 10 ¢k 2.0 WA 3.0, 1 °F 2.4 WA 3.0, 1: ¢k 2.5 W= 3.0, 1: °F 2.6 A 3.0, 1: <

3.0, 10 ¢ 2.8 UIx] ¢F 3.0, = 1t ¢ 2.8 WX 2.9 o]ar; @ (¢) Fo] T <F 160 AIZF W#] <F
180 AIZE, <F 160 AIZF WA <F 180 A1ZF, T oF 7oA A oin] relAe] EEH[ZF 1 9F 5.5 WX <F
7.0, 10 2 5.8 WA 2k 7.0, 1: ¢k 59 WA < 7.0, 11 2 6.0 WA 2F 7.0, 1+ ¢k 6.1 HA < 7.0, 1: oF
6.2 WA ¢k 7.0, 1: ¢F 6.3 WX ¢k 7.0, 1: ¢k 6.4 A ¢k 7.0, 1: ¢k 6.5 WA ¢k 7.0, 1: °F 6.5 A oF
6.9, 1: ¢ 6.5 WA 2k 6.8, 1: 2k 6.5 A <k 6.7, 1: 2F 6.5 WA < 6.6, == 11 < 6.55 WA 2F 6.6

o}
A glont, olo AHA =Tt

A7) BEHE T/S(0)E o AT 5 Qo A T/SME 7] 12 & w FellA ] T/S(%)7F ©f
| QA 2 Gle = gl

£ 0ol A go}, "eF'e +0.5, £0.4, +0.3, £0.2, £0.1, £0.05 T BT T3t WAR, oF o) &
o] Hell o= A9 FEstAY Ak #9115 BF EFreld, o]dl AlghE A et

A7) 2 BH GBS 7 2Ho® ¥43tE 4 e BES T 4 . FAFHeR, AV 3 54 GBS
I EASLE FET F Ade ST FEAd Adete, 257 784, GLP-1 7&A, 2 GIP &l o
3 GdS zie FEtel=9 AES EFsE AY 5 Ark. 1 dR2, A7) dukA 19 opw| it AES EFE)
= JEols B olE Xt ALY AFA JEd = Jon, oo AdEA vk AV HEllEe 2
T EA, GLP-1 &A1, 2 GIP F&A da] &4 2z, Fetol= d & o, olof AGdHA &=
t}.

ghA, 2 oddgolA 2k 2F fEo] "FFEI FEA ARE S URIgE AN dd FES TEY 9 o
Adatals v dQomiy oz mAstd IS AER 2572 FE&AC 2FE s vidvs s ¢
gt B FAHoR | Y s TE I UE AYe F Aok 1A7F, Holk 4A3F, AojE 48A1F,
EE Aol 168417k 7] okEel V] WA &S ERISHS W, A, 9@, i, v, A, A,
2%, 9, 25, A%, B Hok 22 Aox shue] thE Arlel nlste] tel ExE ulEo] of 5% o, oF
10% o)Ak, °F 15% o4k, <k 20% o4k, oF 30% o]4F, X oF 40% oA =& AS on|sh), B3| olo] A3ty
Ae e

©
)

g Mefol== SFIFE, GLP-1, Z GIP F&A d& folst 29 4L /e udgs E4, 474
thFst HEfe| =g kst
EW3] o]o AgEE AL ofyLt, A7) FFIFE, GLP-1, 2 GIP F&Ad ta] o8 £ 4L A E
N @A ST, GLP-1, 2 GIP 783 T s e 1 olde F&A, FAFeR T e 1 oY
T3, By FAHeR A AN &2 BT Wl in vitro Aol Y F&A HAY = (AAY
FEF7ME, HAY GLP-1, 2 HAF GIP) thn] oF 0.1% o4, <F 1% oA, <F 2% o)A, < 3 % o]A, <F 4% o]
A, oF 5% o, oF 6% o], oF 7% o4k, F 8% o4k, oF 9% o], oF 10 % ol °F 20% ol °F 30% °],
oF 40% o], °F 50 % o, <F 60% o1/, <F 70% o], °F 80% o]/, <F 90 % o]/, °F 100% ©]’& ERd
F Ao, oo AsEA =

wrh pAde R, 47 4%

7)) tiH] oF 0.1% o7, °F 1% o1, oF 2% ©]%, 3 % o, °F 4% 1%, °F 5% ©l :

. ok 8% o1, ok 9% o1, ok 10 % o4, F 206 o1, F 30% o1, ok 40% oI, ok 50 % o
o

_I

)

[e]
’ ’ [
o4, °F 70% o4, °F 80% o4, ok 90 % o4, ok 100% o4& UEHD ot old] AREA e,



[0284]

[0285]

[0286]

[0287]

[0288]

[0289]

[0290]

[0291]

[0292]

[0293]

[0294]
[0295]

[0296]

[0297]

[0298]

[0299]

[0300]

[0301]

SIHS31 10-2023-0095665

o3t Atz A in vitro AL A5}
oo AgtE = AL ofr}.

A, A7) Hepel=t &) i) WA iii) = sy o), E o, AR A Mo F4e BiEE A, T

rr
o

e 2 gAMe d3dd 18 323 5 lod, 5339

) 277k 849 &438); i) GLP-1 =& &A43; 2 iii) GIP &A1 A3},

Bt} o FAHoR FEIE F8A e SHE BGe, GLP-1 F£&Ao e @4 W/w= GIP 8-

3k B4S Biste AY F oy, 53 oo AHAE ger

A7A, FEAE AN AL, HAY oin] F=g&A WS in vitro EA0] F 0.1% o, oF 1%

o], oF 2% o], oF 3 % o], <F 4% o], <F 5% o1, <F 6% °14, F 7% o1, <F 8% o], F 9% o]

oF 10 % o]AF, <k 30% ©17%, °F 40% o)A}, °F 50 % ©]F, <F 60% ©]%F, °F 70% |7, °F 80% 1
(e}

al l
&, ok 90 % o1, °F 100% oS UEhl= A5 d= 5 o vk 2y, old AldEe A2 ofyht.

EF, A7) Helelm JAY FFIRE, AAY GLP-1, 2 AAY GIP T ol st div] A ukr)rr St
B AY oy, B3I oo A= AL ofyr}

B3] old AgE= AL oY}, o]gdt v HEtol=E vxA¥ oz WAE (non-naturally occurring)
A = Aot

@, 5ue ol ARHE AL o, AW FHEALL e ot NAL AL 4 9

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 (M E¥HZ: 118)

TAReR, 7] HAolte HAY SFIHE A QoA Hojx 3hu o9 ofu|iitel]l X3k (substitution),
7} (addition), A|A (deletion), 2] (modification) % o]E9] X3to= 0]—?012]% T ]/‘1 AelE Wy
o] dojdt, HAF ZFFIEY obdRaYd F Jovt, Fod A AW AV T V] 3

XLV EuH, B oage] Held &3 4 Q..

oleldt e 2For AxH= FFITY ofdr1Y 04]?1, A FF7FEI opveal M o] sk o]
A trEa, N-2ere] ojuinAb @v)e] dtmb-gbag) AAW, FRIE S84, GLP-1 A, = GIP F=&A
el dds BHAT feol= Fol o, ofd AlFHA %‘Efﬁ, opgE Axs A% o WHEY ¢
2 E e HgHe Ay IR ofdRaE AXT F Utk

w 1_.
QA4S HATE) Aokl A% oS T ot EL v

T, AAE SF7Fe] opd =19 A 218k o] e WP -3 52 D-F opnat, H/EE v-dAdF
ol =2k o] 83 WY, W/hE HAY MIS JNE, dF o S FEr|e Wy, B W T4, oA
o, S 2 8 ¥4, wWEs), ofde, fulFes), QAks), ofmn-Eiks)l, nleo] e HIE St o] Ao r
A WMyPste As BT 23si

T3, HAY FFIELY ofux W/El JhEEA] ddde] s} il 1 o)At ofmiibo] FUlE AL R
B

A7) ABEAY FIMEE oAk A v A B o BEEE 20719 ofn|wmAHETE olyE} vy
3 EE v-xAd A ol ks AREE 4 Qv v[AY olmnate] AH EX o= Sigma-Aldrich,
ChemPep®} Genzyme pharmaceuticals?} Z3E ). o]#] sl ofn|w=ito] Z3ty HElo|=¢} AEH 2 ¢ HAElo|= NI

& AAgE FAelol= A 3|AF, oS Eo] 1|9 American peptide companyl} Bachem, X 39] Anygen
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[0302]

[0304]

[0305]

[0306]
[0307]
[0308]
[0309]
[0310]
[0311]
[0312]
[0313]
[0314]
[0315]
[0316]
[0317]
[0318]
[0319]
[0320]
[0321]
[0322]
[0323]
[0324]
[0325]
[0326]
[0327]

[0328]

[0329]
[0330]
[0331]

[0332]

SIHS31 10-2023-0095665

% Fa g4 2 o Abse.
gt HEAE A7 $Aem dF® 4 v, 1 dE d¥w SAW 4-olmdzopMEA (4-
[e]

S
imidazoacetic acid) &= AFHEE & it}

tlo

shube] FAA FEEA, 7] F 8H k=9 ST FE8AlL GLP-1 =84, % GIP &l dha)

] , zA 21 3
v, Heol=t 7] dwra 12 BAE oAt MEE 238 5 .

ot

Xaal-Xaa2-Xaa3-Gly-Thr-Phe-Xaa7-Ser-Asp-XaalO-Ser-Xaal2-Xaal3-Xaal4-Xaal5—Xaal6-Xaal7-Xaal8-Xaal9-
Xaa20-Xaa21-Phe-Xaa23-Xaa24-Trp-Leu-Xaa27-Xaa28-Xaa29-Xaa30-R1 (4yk2 1, A g3 103)

Xaa7e E#Fd EE o
Xaal0e =2

Xaal2e 2lal, A3, T olaRFAlolH,
Xaal3> SFEMY, B2, depd, s Al 2=gHQlolar,

Xaald= F4l, WElH, EE g2,

Xaaldy= A|Z=EIQl, of=I2EAL, SR, EE Falo]H,

Xaal6> =21, S5, EE Al”e]ar,

Xaal7> SFEN, of27]d, o] A/, SF A, AlZ=HS, EE gileH,
Xaalg> debd, SFEH, of27|d, EE d2Edo]ar,

Xaal9w &ephd, FFEN, AlzEQl, e ddo|n,

Xaa202 2l4l, SFEW, EE of27|de]ar,

Xaa2le &

=
=
Xaa23< o]AfFAl e ddola

=)
H
rir
it
-t
it
>
©
=

Xaa24= depd, SFEH, AZ=HS, ofaneil, ofAgEEL
Xaa272 e, 74, 24, Ee= vEedolar,

Xaa28> AlZ=H|Ql, 4, depd, ofx~utepil, HE of R ELbon
Xaa29+ AlZ=HIQL, 2

Xaad0& Al=HQd, =

R1S Al ~H|¢l, GKKNDWKHNIT (M<EWE 106), m-SSGAPPPS-n (M EWHZ 107), ®+ m-SSGQPPPS—n (M E¥s
108) o) AL, F-EAsHH,

o] 7]1A,
me -Cys—, -Pro-, T+ -Gly-Pro-°]aL,

ne ~Cys-, —Gly-, -Ser-, ®Ei= -His-Gly-o]| A, F-EA%.

7] A @A) AR, Adis: 1 WA 1022 o] ozl el A AdeiE opvmat AdS Edkehe A, A4
AE 1 WA 1022 o] Fojxl well ] AEE opmat AdR (Fd o) A Ad 5 oy, ol AR

_25_



[0333]

[0334]

[0335]

[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

[0342]

SIHS31 10-2023-0095665

ER, BEA 5 AGNER TYSE Wetel= ek AAse] Qv shulehE, s AGUEe] ol
AGR ol Fol7l Wetolmsh Y Fe A3t BHL Mt Aud Y AdNs opveit 4D 9
o Relud NE Frb EE AQHoR WAL F Yt FAMl, T oo AN FAWel (silent
mutation)& ALeH Aol ohm, ole@ NA F7h L& BNl A ASE Bel Wl Vel &3}
£ gle] Ak, Z, 9% 99l Ao} Yuleke DY FF o] PEY wr FUYS vehiy, Feld
AAel A A7 % A7) el Ee] Flolxe] BEEIL HrhW, £ wyel Welel 53 & v

o AR, 54 AduEE pARE Auels, ®R 54 AAWEE Tst Arielmel Holw 606 o)A,
65% o1, 70% o1, 75% o], 80% ©l/d, 85% ©1’d, 90% 1/, 91% oI, 92% ©l/F, 93% ©1’d, 94% o1, T

=050 o9 A BUYS AL PereluE 2T 5 gor], Foly A AW 7] F ) Pelol=
o QA REE Frhd, 59 AR AREA e,

B ol go), 54 (homology)' X U4 (identity) & F 7o) Fol ofuliat A E g17] A
g3 Nz BAE RS guise BEaz B9 5 Ao S0l 454 L BAHe FF JEABHOE o
849 5 Ak,

dojo] F FElolm= AdEo] HEA, FAM Er FYAEE #HEA oAF= olE £, Pearson et al
(1988)[Proc. Natl. Acad. Sci. USA 85]: 24440 x| ¢} 22 TJZE v e & o]&3lo] "FASTA" Z=2 133} &
& TAO AFEH dagFs olgste] 24" & Avk. Ee, EMBOSS #7IA ] YEwh 2229 (EMBOSS: The
European Molecular Biology Open Software Suite, Rice et al., 2000, Trends Genet. 16: 276-277)(¥ %
5.0.0 & olF wH)olA F=E= uie} L, YET-X] (Needleman-Wunsch) <312]% (Needleman and
Wunsch, 1970, J. Mol. Biol. 48: 443-453)°] AH&-5o] 24" < vk, (GG Z=17 H71# (Devereux,
J., et al, Nucleic Acids Research 12: 387 (1984)), BLASTP, BLASIN, FASTA (Atschul, [S.] [F.,] [ET AL,
J MOLEC BIOL 215]: 403 (1990); Guide to Huge Computers, Martin J. Bishop, [ED.,] Academic Press, San
Diego, 1994, % [CARILLO ETA/.]1(1988) SIAM J Applied Math 48: 1073& ¥ 3$3it}). o & E9, 4 AEFT
AR dolguo]2 Al e BLAST, HEi= ClustalWE ol&dte] ed, A v #d4s 24T & 3.

Helol= o] AEA | HFAME EE TUAMLS 42 5o, Smith and Waterman, Adv. Appl. Math (1981) 2:4829]
FAFE 2, S =9, Needleman et al. (1970), J Mol Biol.48: 4433} 7+ GAP AFE Z2 1S o] &3}
= T Atk QokslH, GAP T2 T Ad F o &2 HolA ]z

I
=3
ol
o
fru

)
i)

ol
i

FE 715 (5, oteib el 5 Uie @te® Aot GAP TeIHE 9% UIE dt
HHE (1) 3% v fEYA(EIdAdS Al 1 28 H-5Y43S A8 09 @ %) 2 Schwartz and
Dayhoff, eds., Atlas Of Protein Sequence And Structure, National Biomedical Research Foundation, pp.
353-358 (1979)°l <& 7/WAlE =, Gribskov et al(1986) Nucl. Acids Res. 14: 67459 7}s¥ vl wjEE
2~ (M= EDNAFULL(NCBI NUC4.4¢] EMBOSS ") A2k wfE™2); (2) ZF 1S 913 3.09] e 3 2z} elA
7y 7155 A% 719 0.10 HEE (= 3 i 8y 10, A A% HEy 0.5); 2 (3) 29 AE A% F

AEHE X3 = ok, wEka, 2 Sy Al RAo2A, fo] "FEAH" B "FIA"S AEEDS
A (relevance) & YERATE
ol Ug2 E e tE FAld 52 gE Yoz H8E 5 glony, o Ay e AL ofyr},

bl o=, 7] Auka 1ol Xaald= 74l H== )

ol
A
to
o
o,
)
&
o
&
rir
>
[>
=
2
©
[>
i
il
[t
=
H
rir
4
o

g 5 gk,
olelg Merol=el oz, AdwE: 1 A 12, 14 A 17, 2 21 WA 1022 ol Foldl oA Aeld vl
A ALE EFAAY, ol (BFHoR) THE ALI=E F 4 glor}, FWI ol ARHE AL
opjrt.

olelg Werol=t FEAE FEA, GP-1 FEA, 2 GIP FEA F sht o] 42 FolsA YR F 9
ov, 5w old] AFHE A ohynh. FARCE, (LP-1& FIA BHRAAY, Iz FRAE 5
A W/EE GIP £ 8AE foI5] BN A 5 ok, S8 oo ARHA g,
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[0343]
[0344]
[0345]
[0346]
[0347]
[0348]
[0349]
[0350]
[0351]
[0352]
[0353]
[0354]
[0355]
[0356]
[0357]
[0358]
[0359]
[0360]
[0361]
[0362]
[0363]
[0364]
[0365]
[0366]
[0367]
[0368]
[0369]
[0370]
[0371]
[0372]
[0373]
[0374]
[0375]
[0376]
[0377]

[0378]

Xaa7< Eflodoln

Xaald= F4l, B2, T vEoden,

XaalsE AlZ=EHIQl, F4l, SR, EE of~gt2 EAbe] A,

Xaal7> =FET, ol27|d, o|AF

XaalgL &epd, =F e, ol&27|d, & 3| ~Edoe|a,

Xaalo® dephd, SFE, &d, EE Al2ERloH,

Xaa20-2 2|4l, ol27|d, & FFEle]al,

Xaa2l& 2%

Xaa23& o)A FHAl e Hhelo)a

Xaa24= Al2=H], debd, SFE, ofauelil, SFEE, Ee ofamaElle|y
|

3] oo AgEE AL ofr}.

=
=
Xaa272 F4l =& A, Felol=d § 3oy, &

Xaa72 Efodoln,
Xaal0 EJ221, AJ2EHQl, Fi= w3lo]ar,
Xaal2¥ @Al = ol AFalolH |

Xaal3 E]ZA1, ZdEbd, Ti= Al oo,
XaaldE FA T vE ool
Xaals5e Al2EHIQ B ofavt2Esbe]al
Xaal7& SFET, o271, o)AFAl, A|ZH<Rl, EE gilolH,
Xaalg depd, of27|d, T d|2Edo]ar,

Xaal9= gepbd, SFE, e Al2EHRlo|H

Xaa20& 24l L= FFEo|a,

Xaa2le =%
Xaa232 ol
Xaa24& &od, &

=
=
Xaa272 74 = 2Ald 5 glov, 5H3E oo AFHA= Gt
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[0379]
[0380]
[0381]
[0382]
[0383]
[0384]
[0385]
[0386]
[0387]
[0388]
[0389]
[0390]
[0391]
[0392]
[0393]
[0394]
[0395]
[0396]
[0397]
[0398]
[0399]
[0400]
[0401]
[0402]
[0403]
[0404]
[0405]
[0406]
[0407]
[0408]
[0409]
[0410]
[0411]
[0412]
[0413]

[0414]

Xaa7& Efeoln,

Xaal0& EJ&A Hi= AlxEQlo]ar,

Xaal2¥ @Al = ol AFAalolH |

Xaal3& EJ&221, depd, E= Aj2=Elolar,
Xaald:= FA4l == HEgodo|H,

XaalsE Al Z=HQl HE of 2 EAbo] AL,
Xaal6x S FEqtko|H |
Xaal7-> of27)d, o]&
Xaal8 &, ol27]
Xaal9o® dephd, SFE, 5 Al2EloaL,
Xaa20& #Al s FFEHl ol |

Xaa2l& 2%
Xaa232 eloln
Xaa24= SFE, ofxuhElzl, Hi= ofxmpE Elboar,

Xaa27& FAloly

Xaa282 Al=H[l, depd, ofxuelz], HE ofiamEELN 42 9t

Xaal® 3] AE Y EE 4-olu|tizolyEo| it
Xaa2v Ly-vE-2F84F == Aibo]H,
Xaadd S FEMo]

al
Xaa7& Egodoln

Xaal2& ©]
XaaldS dehd = A Ao,
Xaald= WE] o],

Xaalbs ol A= EAXlo]a1
Xaal62 =
Xaal72 ©]
Xaal8< dehd = 9]
Xaal9e SFEHY HE Al Qlo]aL,
Xaa20 Aalolm,

Xaa2l& o}AztE Exlo]

Xaa232 o),

Xaa24+& ofxytEhylolar,

Xaa27& FA4lolH
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[0415]
[0416]
[0417]
[0418]
[0419]
[0420]
[0421]
[0422]
[0423]
[0424]
[0425]
[0426]
[0427]
[0428]
[0429]
[0430]
[0431]
[0432]
[0433]
[0434]
[0435]
[0436]
[0437]

[0438]

[0439]

[0440]

[0441]

[0442]
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Xaa28& bl L= ofavelio|a
Xaa29% SFEH s Edledoln,

Xaa30e A2EIQ] i Aol AL, REAT 5 ot

Xaa72 Egledo|n,

Xaal0> E]ZA, AlZ=EQl, ®e whylolar,

Xaal2= glAlolw,

Xaal3e E]ZAlo]al

Xaald® FAlo|H,

Xaalbi of~TfE ELloln

Xaal6> =E]4l, SF8AF, e Al-e]ar,

Xaal7e SFER, of27]d, AJZ=EQl, T FaleH,
Xaal82 &ejd, of27|d, HEi= 3 2E| o,

Xaal9t dehd E ZFElelY,

Xaa20e Al = FFERlAL,

Xaa2l =5
Xaa232 W o]ar,
Xaa24= &oid, 27
Xaa27& F4l L gilo]ar,

Xaa20% FeA, FRE, Edoy, Ex SAEUY & glov, 5uE ool AgHE e o,

ofgld fetolre IR 584 8 GLP-1 F8A9] @93 Amrt felstar, GIP 840l 8438t Yo
HlE) &7 GLP-1 8A), SF7k2 84 % GIP $&A9] B8t F=rh B foldu GLP-1 84
2 GIP 89 s Aot feleta, S#7ke 89 &Adstel vdf x2 Aol P 5 o, 5

W3] olo] AIFE A GF=rh,

GLP-1 &4 2 GIP F&A9] &3 A7t Fosta, 277k F8AY 43 A v8) & 45, A
T fa 28Y @/ 89 2d s8] By} 52 HEO|=EE AT 4 o, GLP-1 F&A, S5 &
A D GIP FEAY g3t A= BF7 9 A5, AS ZFAamrt suskE £ e olHe] k. 1y
53] oo AgtEE AL ofyy, toe® gAstE F 3, ES IR It gl A54 d4s BT F
ATHH B oo wed| x g

o213k MElol=9] o7, MEAHST: 8, 9, 21 WA 37, 39, 42, 43, 49 WA 61, 64 WA 83, 85, 86, 88, 89,
91 Wl=] 93, 95 Ul=] 1022 o]Fofzl oA Melg opuwAit MES X AY, o2 (FFHo=R) 44
Elo]=E & F o, B3I o] AgHE AL ofr).

shbel FAAZ, A7) b 4 4B feelnt sy Ay 22 BASE obwdt A9 EFSHE AY
%+ Qe

Xaal-Xaa2-Gln—-Gly-Thr-Phe-Thr-Ser-Asp-XaalO-Ser-Lys—-Xaal3-Xaal4-Xaalb-Xaal6—Xaal7-Xaal8-Xaal9-Xaa20-
Xaa21-Phe-Xaa23-Xaa24-Trp-Leu-Leu-Xaa28-Xaa29-Xaa30-Xaa31l- Ser-Ser-Gly-Gln-Pro-Pro-Pro-Ser-Xaa40 (<t

_29_



[0443]
[0444]
[0445]
[0446]
[0447]
[0448]
[0449]
[0450]
[0451]
[0452]
[0453]
[0454]
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exclusion chromatography) &2 ©]83}lo] Fc & pF'cE 8T § Atk O FAFQ AA FHdA= A3t

e Fe 99& MAEZYE 53 QXY A9=22Ed Fo 99|tk
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F 1
[0698] Agdis g A
1 HXQGTFTSDVSSYLDGQAAKEFIAWLVEKGC
2 HXQGTFTSDVSSYLDGQAQKEFIAWLVEKGC
3 HXQGTFTSDVSSYLLGQAAKQFIAWLVKGGGPSSGAPPP
SC
4 HXQGTFTSDVSSYLLGQQQKEFIAWLVKGC
5 HXQGTFTSDVSSYLLGQQQKEFIAWLVKGGGPSSGAPPP
SC
6 HXQGTFTSDVSSYLDGQAAKEFVAWLLEKGC
7 HXQGTFTSDVSKYLDGQAAKEFVAWLLEKGC
8 HXQGTFTSDVSKYLDGQAAQEFVAWLLEKGC
9 HXQGTFTSDVSKYLDGQAAQEFVAWLLAGC
10 HXQGTFTSDVSKYLDGQAAQEFVAWLLAGGGPSSGAPPP
SC
11 CAGEGTFTSDLSKYLDSRRQQLFVQWLKAGGPSSGAPPP
SHG
12 CAGEGTFISDLSKYMDEQAVQLFVEWLMAGGPSSGAPPP
SHG
13 CAGEGTFISDYSIQLDEIAVQDFVEWLLAQKPSSGAPPP
SHG
14 CAGQGTFTSDYSIQLDEIAVRDFVEWLENGGPSSGAPPP
SHG
15 CAGQGTFTSDLSKQMDEEAVRLFIEWLKENGGPSSGAPPP
SHG
16 CAGQGTFTSDLSKQMDSEAQQLFIEWLEKENGGPSSGAPPP
SHG
17 CAGQGTFTSDLSKQMDEERAREFIEWLLAQKPSSGAPPP
SHG
18 CAGQGTFTSDLSKQMDSERAREFIEWLENTGPSSGAPPP
SHG
19 CAGQGTFTSDLSIQYDSEHQRDFIEWLKDTGPSSGAPPP
SHG
20 CAGQGTFTSDLSIQYEEEAQQDFVEWLEKDTGPSSGAPPP
SHG
21 YXQGTFTSDYSKYLDECRAKEFVQWLLDHHPSSGQPPPS|xg A
22 YXQGTFTSDYSKCLDEKRAKEFVQWLLDHHPSSGQPPPS|2E 3dA
23 YXQGTFTSDYSKYLDECRAKEFVQWLLAQKGKEKNDVWKHN|xZE ¥4
I T
24 YXQGTFTSDYSKYLDECRAKEFVQWLENGGPSSGAPPPS|xg 4
25 HXQGTFTSDCSKYLDERAAQDFVQWLLDGGPSSGAPPPS
26 HXQGTFTSDCSKYLDSRAAQDFVQWLLDGGPSSGAPPPS
27 HXQGTFTSDYSKYLDERACQDFVQWLLDQGGPSSGAPPP
S
28 HXQGTFTSDYSKYLDEKRAQEFVCWLLAQKGKKNDWKHN
[T
29 HXQGTFTSDYSKYLDEKAAKEFVQWLLNTC g A
30 HXQGTFTSDYSKYLDEKAQKEFVQWLLDTC a7 g8A
31 HXQGTFTSDYSKYLDEKACKEFVQWLLARQ g A
32 HXQGTFTSDYSKYLDEKACKDFVQWLLDGGPSSGAPPPS|2E 3dA
33 HXQGTFTSDYSIAMDEIHQKDFVNWLLAQKC g A
34 HXQGTFTSDYSKYLDEKRQKEFVNWLLAQEKC a7 g8A
35 HXQGTFTSDYSIAMDEIHQKDFVNWLLNTEKC g A
36 HXQGTFTSDYSKYLCEKRQEEFVQWLLNGGPSSGAPPPS|2E 34
G
37 HXQGTFTSDYSKYLDECRQKEFVQWLLNGGPSSGAPPPS|xE 34
G
38 CAXQGTFTSDKSSYLDERAAQDFVQWLLDGGPSSGAPPP
S S
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39 HXQGTFTSDYSKYLDGQHAQCFVAWLLAGGGPSSGAPPP
S
40 HXQGTFTSDKSKYLDERACQDFVQWLLDGGPSSGAPPPS
41 HXQGTFTSDKSKYLDECAAQDFVQWLLDGGPSSGAPPPS
42 YXQGTFTSDYSKYLDEKRAKEFVQWLLDHHPSSGQPPPS|xE d4
C
43 YXQGTFTSDYSKYLDEKRAKEFVQWLLDHHCSSGQPPPS|x2e A
44 HGQGTFTSDCSKQLDGQAAQEFVAWLLAGGPSSGAPPPS
45 HGQGTFTSDCSKYMDGQAAQDFVAWLLAGGPSSGAPPPS
46 HGQGTFTSDCSKYLDEQHAQEFVAWLLAGGPSSGAPPPS
47 HGQGTFTSDCSKYLDGQRAQEFVAWLLAGGPSSGAPPPS
48 HGQGTFTSDCSKYLDGQRAQDFVNWLLAGGPSSGAPPPS
49 CAXQGTFTSDYSICMDEIHQKDFVNWLLNTEK a7 34
50 HXQGTFTSDYSKYLDEKRAKEFVQWLLDHHPSSGQPPPS|xy A
C
51 HXQGTFTSDYSKYLDEKRQEKEFVQWLLNTC a7 34
52 HXQGTFTSDYSKYLDEKRQKEFVQWLLDTC G
53 HXEGTFTSDYSTIAMDEIHQEKDFVNWLLAQC a7 34
54 HXEGTFTSDYSIAMDEIHQKDFVDWLLAEC e PA
55 HXQGTFTSDYSTAMDEIHQEKDFVNWLLAQC a7 34
56 HXQGTFTSDYSKYLDEKRQKEFVNWLLAQC G
57 HXQGTFTSDYSTIAMDEIHQEKDFVNWLLNTC a7 34
58 HXQGTFTSDYSKYLDEKRQKEFVQWLLNTEKC e PA
59 CAXQGTFTSDYSICMDEKHQKDFVNWLLNTEK a7 34
60 CAXQGTFTSDYSIAMDEKHCKDFVNWLLNTEK e PA
61 CAXQGTFTSDYSIAMDEIACKDFVNWLLNTEK a7 34
62 CAXQGTFTSDKSKYLDERAAQDFVQWLLDGGPSSGAPPP
S
63 CAXQGTFTSDCSKYLDERAAQDFVQWLLDGGPSSGAPPP
S
64 YXQGTFTSDYSKYLDECAAKEFVQWLLDHHPSSGQPPPS|x2E A
65 HXQGTFTSDYSKCLDEKRAKEFVQWLLDHHPSSGQPPPS|x2e A
66 YXQGTFTSDYSKYLDECRAKDFVQWLLDHHPSSGQPPPS|[ag A4
67 YXQGTFTSDYSKYLDECAAKDFVQWLLDHHPSSGQPPPS|xg 3A
68 YXQGTFTSDYSKCLDEKAAKEFVQWLLDHHPSSGQPPPS|[ag A4
69 YXQGTFTSDYSKCLDERAAKEFVQWLLDHHPSSGQPPPS|x2e A
70 YXQGTFTSDYSKCLDEKRAKDFVQWLLDHHPSSGQPPPS|[ag A4
71 YXQGTFTSDYSKYLDERACKDFVQWLLDHHPSSGQPPPS|ag g4
72 YXQGTFTSDCSKYLDERAAKDFVQWLLDHHPSSGQPPPS|[ag A4
73 CAXQGTFTSDYSKYLDECRAKEFVQWLLDHHPSSGQPPP |28 &4
S
74 CAXQGTFTSDYSKCLDEKRAKEFVQWLLDHHPSSGQPPP |xg &4
S
75 YXQGTFTSDYSKYLDEKAAKEFVQWLLDHHPSSGQPPPS|xE #A
C
76 YXQGTFTSDYSKYLDEKRAKDFVQWLLDHHPSSGQPPPS|xy A
C
77 YXQGTFTSDYSKYLDEKAAKDFVQWLLDHHPSSGQPPPS|xE #A
C
78 HXQGTFTSDYSKYLDEKRQKEFVQWLLDTEKC G
79 HXEGTFTSDYSTAMDEIHQEKDFVNWLLAQKC a7 34
80 HXEGTFTSDYSIAMDEIHQKDFVDWLLAEKC G
81 CAXQGTFTSDYSKYLDEKRQKEFVQWLLNTC e ¥4
82 CAXQGTFTSDYSKYLDEKRQKEFVQWLLDTC g PA
83 CAXEGTFTSDYSIAMDEIHQEKDFVNWLLAQC 1z ¥4
84 CAXEGTFTSDYSITIAMDEIHQKDFVDWLLAEC g PA
85 CAXQGTFTSDYSIAMDEIHQEDFVNWLLAQC a7 A
86 CAXQGTFTSDYSKYLDEKRQKEFVNWLLAQC G
87 CAXQGTFTSDYSIAMDEIHQEDFVNWLLNTC e ¥4
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[0704]

[0705]

[0706]
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38 CAXQGTFTSDYSKYLDEKRQKEFVQWLLNTEKC e A
89 CAXQGTFTSDYSKYLDEKRQKEFVQWLLDTEKC g A
90 CAXEGTFTSDYSIAMDEIHQEKDFVNWLLAQEKC e g8A
91 CAXEGTFTSDYSIAMDEIHQKDFVDWLLAEKC g A
92 CAXQGTFTSDYSIAMDEIHQEKDFVNWLLAQEKC e A
93 CAXQGTFTSDYSKYLDEKRQKEFVNWLLAQKC g A
94 CAXQGTFTSDYSIAMDEIHQEKDFVNWLLNTEKC e g8A
95 YXQGTFTSDYSKYLDEKRAKEFVQWLLCHHPSSGQPPPS|xg A
96 YXQGTFTSDYSKYLDEKRAKEFVQWLLDHCPSSGQPPPS|wug 34
97 YXQGTFTSDYSKYLDEKRAKEFVQWLLDCHPSSGQPPPS|ag A
98 YXQGTFTSDYSKALDEKAAKEFVNWLLDHHPSSGQPPPS|2E 34
C
99 YXQGTFTSDYSKALDEKAAKDFVNWLLDHHPSSGQPPPS|xE 34
C
100 YXQGTFTSDYSKALDEKAAKEFVQWLLDQHPSSGQPPPS|2E A
C
101 YXQGTFTSDYSKALDEKAAKEFVNWLLDQHPSSGQPPPS|x2E ¥4
C
102 YXQGTFTSDYSKALDEKAAKDFVNWLLDQHPSSGQPPPS|2E A
C
A7 F 1o 71AE AEol A X2 B7]E opnAke HlAd ofw] Akl Aib (aminoisobutyric acid)o]™, &
2 TAE oA WEE2 BAE oluxAtEe] M2 uEE FA4ste RS ou|dth. w9, AV ® 19
A CAE 4-o|ujthzolAlE (4-imidazoacetyl) S, Y& E|Z241E Quditt, A7) A5 a Jelol=s oo uf
= i

2f, C-2dhs o =siet AFdAdAR ol g3y, d, 7] el
Ao Azsiglon, C-Teke] opn=std AFadAel 45
OS2 Az A, C-deke opu=EstE flejA ofnfel= X

A 2: AF BAAY] ALY HIA A=

F wheko] 7bzh wrgoln=r] @ A3 =S X 10kDag] PEG, & @eo]u =-PEG-2Hl3| = (10kDa, NOF,

2 A 19 AFFAA (NG9S 21, 22, 42, 43, 50, 77, 2 96)9 A xH Frlo] HAZA 7] 9
ste], Arggg Al gy oln| =-PEG-LHs =9 EHE 1 0 1 WX 3, 9@9He FE5 1 A 5 mg/mZE 34
Ao 0.5 WA 3 A|ZE & vESAF T, ojuf, WS 50 mM Tris 5 (pH 7.5)°l 20 WA 60% oFo] A
23-&o] H7tE B4 sfollA Tﬁgﬂ“ﬂr Hgo]l FaH F, A7) 93NE SP AR HP (GE healthcare,
w=) el A-gste] Alz~H Rl Raw-#HdstE AhEddAE AT

UEom, A7l AAlE Re-ddstd AeddAet Haes2Ed Fo (MEWE 1399 EFolFA)E &1
O

[e)
1WA 5, e =5 10 WA 50mg/me= ko] 4 Wx] 8TelA 12 WA 18413F &4k wha A3t
100 mM IeHZE ¢5ef (pH 6.0)° 2dAIQT 10 HA] 50 mM 2T wAlopmB Zafo] Egtol =gt 10 x| 30 % of

olAaxeyEol HIlE A stelA FAEIUTE. ¥hEo] TRE 5, AV WEAE Fd AgE2~ FF ZAAAE
(GE healthcare, "=)3} Source 180 HAZH7 (GE healthcare, Vl=p)oll 4&35te], AFEAA e} dYgz2Ed
Feg xFste AFAE AA . AAE o] A&y AFAE 4 oA AsEAA Helel=, g
=8 F(PEG) ®AS Fe o]ZFA7F 1:1:19] = M2 3743 d4% Fxo|9, PEG ®¥A+= Fe o]akzﬂq = Zg
HEPolT ALE F 3 AbEolvE AAE ] Q.

g, A7) WEFEEY Fev A9WE 1399 ofn|icil Ag (221719 opn|Ato = FAE)S 2te oA 2
N7F Zb Aol 3w ofm| Akl AJZE|Q1 Alole] o]l AE F3 FFOIHAE FASAL, BV Tl
Ao deFAl= 27 Sy om 350 2 958 AlHEQl Zke] o] ofsksl e B 1419 B 199 o] AL

7 7

A GEutEady Gr)eA aEetEadgy 2 olwslt JEnEaYYE BX3 £ 95 ¢ o]
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219) AAFEA e} C-deg oy

[0707]
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5 FT® O F® T T T T ey, TRRETELE Feo b
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o o o o o o o — o) 1! rvallize] - —_—
- - - .= - .= : % o a g KOXP oy il N XK RV e
I~ =] larnl — o T
Moy EM o EM o BER L ERL EML Ry T W 3% g o VAHER L E
0 0 0 0 0 0 5 ° o o B 3 = 9 N s
w55 w55 i, T0S LT LT LTS LTS o ° K ~ . —_ " T o — o Uk
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T o T T I 0 o X N ] N X =
ol oy Mo Ly el Moo b owl Mo 2ol N Lo Mo & el = = o o HmXe 4 My E o
N B N el < < < B <n o m S =K e = o o= X =2 5 = L oI
T T T T g TarT T axT xS Sy _EEFRLCZC° TS
o o X o X o o X o o X ~ X W rT=E="N g3 4 o~ S4 -~
0 o ) o Sl o Sl o] Sl o Sl o ) o K| T oK = NOXETE = N .S NOX = D )
P N T T o F o T B gy F N gy F S gy ‘S S - ooy ol T Lo
T T o232 o Fa T4 Fa (R ¥ oxg . ol Y8TwT 8w . E g
X X X X X X X o w3 WEETFILFT T W E =T
ol & ol & ol & ol & ol & ol & o} Nog — do = N2 mp 2 = Ly O O o G
B R R 1 B oo o ouw B o <A B ° F 2 % B s T aR
Ee b B EE b B EE i B EE i B EE i B EE ui B EE i X T P N = o = OE [y Wi _ = = _zT
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105 7}
LANCE cAMP kit (PerkinElmer,

=

AZF GCG ] Ao A7)

o

=
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At

9

detection mix
[e]

Q.



[0720]

[0722]

ZIHSd 10-2023-0095665

A7) AAe 13 2014 AlzE AgEdAsl ole A& AFA] GIP B4 FHS 98 A3F GIPE 50nM F-E

4914 0.000048nM714] A&A oz sAstar, 7] AAld 13 2004 AlzE AFddAt o

400nM H-E] 4914 0.00038nM7bA] €A o2 3| EQltt. 7] wiYE AZE GIP F&A7F L@ E CHO Al A
= t

i
2 of

Hjgd S AASL AHH oz s|ME 7 BEAES 5 7] MxEe] H7re the, cAWP A7 2stE gFd
S 5 F7F 3 5 158 Fob Ao mjFstitt 2 T AEZgAN =N (cell lysis buffer)o] ETFH
B Aol A wEEAIH Y. A7) RESo] kmE AlE
= A 3]

1
detection mixE 10uA 7}std AEZE £3A]7]2, 90
231 &8 LANCE cAMP kit (PerkinElmer, USA)ell 2 o
STk, AZF GIP div] gdl 97k= sh7] & 2¢F ® 39 YERSITE. 7] %
2] 1029] AFEA HfEfol=E 3 % 3004 S FAs b
52 -] opn=slE AEdAdA|Eoltt.

¥ 2
A A Y A 97t BiE
AAd o= W¥] in vitro B4 (%)
AE¥ls vs GLP-1 vs Glucagon vs GIP
1 3.2 <0.1 <0.1
2 5.9 <0.1 <0.1
3 1.8 <0.1 <0.1
4 8.5 <0.1 <0.1
5 42.1 <0.1 <0.1
6 17.0 <0.1 <0.1
7 13.7 <0.1 <0.1
8 14.2 0.10 <0.1
9 32.1 0.13 <0.1
10 46.0 <0.1 <0.1
11 1.4 <0.1 <0.1
12 0.4 <0.1 <0.1
13 <0.1 <0.1 <0.1
14 28.0 <0.1 <0.1
15 79.2 <0.1 <0.1
16 2.1 <0.1 <0.1
17 0.2 <0.1 <0.1
18 <0.1 <0.1 <0.1
19 <0.1 <0.1 <0.1
20 <0.1 <0.1 <0.1
21 17.8 267 22.7
22 20.1 140 59.7
23 4.01 9.3 <0.1
24 41.2 9.3 <0.1
25 82.6 0.1 <0.1
26 64.5 0.2 <0.1
27 83.1 0.8 0.9
28 17.2 1.6 <0.1
29 38.5 6.0 <0.1
30 142 0.7 0.8
31 135 2.2 2.4
32 151 1.7 8.8
33 24.5 <0.1 10.4
34 19.1 0.92 0.6
35 7.5 <0.1 1.3
36 37.4 0.39 0.2
37 236 6.21 2.2
38 2.3 - -
39 13.9 0.53 <0.1
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40 75.2 <0.1 <0.1
41 34.3 <0.1 <0.1
42 33.9 205.8 7.8
43 12.6 88.4 3.70
44 1.3 <0.1 <0.1
45 6.6 <0.1 <0.1
46 1.4 <0.1 <0.1
47 2.4 <0.1 <0.1
48 1.5 <0.1 <0.1
49 29.8 <0.1 3.3
50 67.4 50.5 2.7
51 14.4 2.0 0.1
52 44 .1 7.5 0.3
53 161 8.4 1.3
54 30.6 1.4 0.1
55 27.1 0.7 2.4
56 57.9 4.9 0.8
57 11.7 <0.1 0.3
58 39.1 2.6 0.2
59 40.3 <0.1 4.0
60 106.2 <0.1 8.2
61 59.8 <0.1 2.8
62 5.2 <0.1 <0.1
63 15.3 <0.1 <0.1
64 64.6 60.1 92.9
65 95.4 25.2 11.6
66 15.8 172 17.2
67 28.5 46.2 39.8
68 27.9 8.8 107
69 24.3 9.6 62.8
70 15.1 71.3 64.4
71 90.1 12.7 94.7
72 11.5 1.0 1.6
73 22.6 5.4 3.0
74 12.9 0.9 1.0
75 35.1 8.5 18.0
76 10.3 47.6 11.7
77 38.7 12.2 35.5
78 51.0 14.0 0.12
79 41.5 4.9 1.4
80 8.1 0.0 0.1
81 7.8 0.3 <0.1
82 9.5 1.1 <0.1
83 47.3 1.3 0.4
84 4.2 <0.1 <0.1
85 4.3 <0.1 0.3
86 28.4 0.4 0.2
87 0.9 <0.1 <0.1
88 9.6 0.3 <0.1
89 7.1 0.7 <0.1
90 7.4 <0.1 <0.1
91 31.9 16.8 0.3
92 0.8 <0.1 0.4
93 5.7 0.3 0.7
94 0.5 <0.1 <0.1
95 2.1 0.4 <0.1
96 34.4 194.8 5.2
97 10.5 62.8 2.6
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140

Hepatic targeting drug and use thereof
1

HANMI PHARM. CO., LTD.

KPA191620-KR
KoPatentIn 3.0

30

EEE
<110>
<120>
<130>
<160>
<170>
<210>
<211>



<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<400> 1

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

GIn Ala Ala Lys Glu Phe Ile Ala Trp Leu Val Lys Gly Cys

20 25 30
<210> 2
<211> 30
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<400> 2

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

GIn Ala Gln Lys Glu Phe Ile Ala Trp Leu Val Lys Gly Cys

20 25 30
<210
> 3
<211> 41
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<400> 3
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His Xaa Gln Gly Thr Phe Thr Ser Asp Val Ser Ser Tyr Leu Leu Gly
1 5 10 15
GIn 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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<400> 4

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

GIn Gln Gln Lys Glu Phe Ile Ala Trp Leu Val Lys Gly Cys

20 25 30
<210> 5
<211> 41
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<400> 5

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

GIn 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
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<210>
<211>
<212>

<213>

35 40
6

30

PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>
<223>

<400>

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

1

(2)
Xaa is aminoisobutyric acid (Aib)

6

5 10

GIn Ala Ala Lys Glu Phe Val Ala Trp Leu Leu Lys Gly Cys

<210>

<211>

<212>

<213>

20 25
7
30
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

<400>

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

1

(2)
Xaa is aminoisobutyric acid (Aib)

7

5 10

30

GIn Ala Ala Lys Glu Phe Val Ala Trp Leu Leu Lys Gly Cys

<210>

<211>

<212>

<213>

20 25
8
30
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

30
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S Sdl

<222> (2)

<223> Xaa is aminoisobutyric acid (Aib)

<

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

GIn Ala Ala Gln Glu Phe Val Ala Trp Leu Leu Lys Gly Cys

20 25 30
<210> 9
<211> 30
<212> PRT
<213> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE
<222>  (2)
<223> Xaa is aminoisobutyric acid (Aib)
<400> 9

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

1 5 10 15

GIn Ala Ala Gln Glu Phe Val Ala Trp Leu Leu Ala Gly Cys

20 25 30
<210> 10
<211> 41
<212> PRT
<213> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE
<222>  (2)
<223> Xaa is aminoisobutyric acid (Aib)

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

1 5 10 15

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

Ser Ser Gly Ala Pro Pro Pro Ser Cys

<210>
<211>
<212>

<213>

35 40
11
41
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

<400>

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

1

Arg Arg Gln Gln Leu Phe Val Gln Trp Leu Lys Ala Gly Gly Pro Ser

(D
Xaa is 4-imidazoacetyl (CA)

11

5 10

20 25 30

Ser Gly Ala Pro Pro Pro Ser His Gly

<210>

<211>

<212>

<213>

35 40
12
41
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

<400>

Xaa Gly Glu Gly Thr Phe Ile Ser Asp Leu Ser Lys Tyr Met Asp Glu

1

GIn Ala Val Gln Leu Phe Val Glu Trp Leu Met Ala Gly Gly Pro Ser

(1)
Xaa is 4-imidazoacetyl (CA)

12

5 10

20 25 30

Ser Gly Ala Pro Pro Pro Ser His Gly

35 40
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<210> 13
<211> 41
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (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
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<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)

<400> 16

Xaa Gly Gln Gly Thr Phe Thr Ser Asp Leu Ser Lys GIn Met Asp Ser

1 5 10 15

Glu Ala Gln GIn 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> 17
<211> 41
<212> PRT

<213> Artificial Sequence
<220><223> Trigonal agonist

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

<400>

Xaa Gly Gln Gly Thr Phe Thr Ser Asp Leu Ser Lys Gln Met Asp Glu

1

(@H)
Xaa is 4-imidazoacetyl (CA)

17

5 10 15

Glu Arg Ala Arg Glu Phe Ile Glu Trp Leu Leu Ala GIn Lys Pro Ser

20 25 30

Ser Gly Ala Pro Pro Pro Ser His Gly

<210>
<211>
<212>

<213>

35 40
18
41
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

<400>

(D
Xaa is 4-imidazoacetyl (CA)

18

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

<210>

<211>

<212>

<213>

35 40
19
41
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

<400>

(1)
Xaa is 4-imidazoacetyl (CA)

19
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Xaa Gly Gln Gly Thr Phe Thr Ser Asp Leu Ser Ile Gln 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

<210>
<211>
<212>

<213>

35 40
20
41
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

<400>

(D
Xaa is 4-imidazoacetyl (CA)

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

<210>

<211>

<212>

<213>

35 40
21
39
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

(2)

Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>

<223>

(16)..(20)

amino acids at positions 16 and 20 form a ring
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<400> 21

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 Asp His His Pro Ser
20 25 30

Ser Gly Gln Pro Pro Pro Ser

35
<210> 22
<211> 39
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220>

<221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence
<220><223

> Trigonal agonist
<220><221> MISC_FEATURE

<222> (2)
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<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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
<211> 39
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence
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<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>
<223>

<400>

His Xaa Gln Gly Thr Phe Thr Ser Asp Cys Ser Lys Tyr Leu Asp Glu

1

(2)
Xaa is aminoisobutyric acid (Aib)

25

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

<210>

<211>

<212>

<213>

35
26
39
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

<400>

(2)
Xaa is aminoisobutyric acid (Aib)

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

<210>

<211>

<212>

<213>

35
27
40
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

(2)
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<223>

<400>

Xaa is aminoisobutyric acid (Aib)

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

<210>
<211>
<212>

<213>

35 40
28
41
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

<400>

(2)
Xaa is aminoisobutyric acid (Aib)

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

<210>

<211>

<212>

<213>

35 40
29
30
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

(2)

Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>

(16)..(20)
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<223> amino acids at positions 16 and 20 form a ring
<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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring
<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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222> (16)..(20)

<223> amino acids at positions 16 and 20 form a ring
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<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 Gln

20 25
<210> 32
<211> 39
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring
<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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222>  (16)..(20)

_67_



<223> amino acids at positions 16 and 20 form a ring

<400> 33
His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Ile Ala Met Asp Glu
1 5 10 15

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

20 25 30
<210> 34
<211> 31
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223

> amino acids at positions 16 and 20 form a ring

<400> 34

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 Lys Cys

20 25 30
<210> 35
<211> 31
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<

220><221> MISC_FEATURE

<222>  (16)..(20)
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<223> amino acids at positions 16 and 20 form a ring

<400> 35

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

Ile His GIn Lys Asp Phe Val Asn Trp Leu Leu Asn Thr Lys Cys

20 25 30
<210> 36
<211> 40
<212> PRT

<213> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

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

<223> amino acids at positions 16 and 20 form a ring

<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

35 40
<210> 38
<211> 40
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (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> Artificial Sequence
<220><223> Trigonal agonist

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

<400>

(2)
Xaa is aminoisobutyric acid (Aib)

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

<210>
<211>
<212>

<213>

35 40
40
39
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

<400>

(2)
Xaa is aminoisobutyric acid (Aib)

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

<210>

<211>

<212>

<213>

35
41
39
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

<400>

(2)
Xaa is aminoisobutyric acid (Aib)

41
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His Xaa Gln 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

<210>
<211>
<212>

<213>

35
42
40
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

(2)

Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>

<223>

<400>

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

1

(16)..(20)
amino acids at positions 16 and 20 form a ring

42

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

<210>

<211>

<212>

<213>

35 40
43
39
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

(2)

Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE
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<222> (16)..(20)
<223> amino acids at positions 16 and 20 form a ring
<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> Artificial Sequence

<220><223> Trigonal agonist

<400> 44

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

GIn 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> Artificial Sequence
<220><223> Trigonal agonist
<400> 45
His Gly Gln Gly Thr Phe Thr Ser Asp Cys Ser Lys Tyr Met Asp Gly
1 5 10 15
GIn Ala Ala GIn Asp Phe Val Ala Trp Leu Leu Ala Gly Gly Pro Ser
20 25 30

Ser Gly Ala Pro Pro Pro Ser
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35
<210> 46
<211> 39
<212> PRT

<213> Artificial Sequence
<220><223> Trigonal agonist
<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> Artificial Sequence

<220><223> Trigonal agonist
<400> 47
His Gly Gln Gly Thr Phe Thr Ser Asp Cys Ser Lys Tyr Leu Asp Gly
1 5 10 15
GIn 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> Artificial Sequence
<220><223> Trigonal agonist
<400> 48

His Gly Gln Gly Thr Phe Thr Ser Asp Cys Ser Lys Tyr Leu Asp Gly
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GIn Arg Ala Gln Asp Phe Val Asn Trp Leu Leu Ala Gly Gly Pro Ser
20 25 30

Ser Gly Ala Pro Pro Pro Ser

35
<210> 49
<211> 30
<212> PRT

<213> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)
<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 49

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

Ile His GIn Lys Asp Phe Val Asn Trp Leu Leu Asn Thr Lys

20 25 30
<210> 50
<211> 40
<212> PRT

<213> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222>  (16)..(20)
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<223> amino acids at positions 16 and 20 form a ring
<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

Ser Gly Gln Pro Pro Pro Ser Cys

35 40
<210> 51
211> 30
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

_76_

SIHS31 10-2023-0095665



SIHS31 10-2023-0095665

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 53

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

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

20 25 30
<210> 54
<211> 30
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222>  (16)..(20)
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<223> amino acids at positions 16 and 20 form a ring

<400> 54

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

Ile His GIn Lys Asp Phe Val Asp Trp Leu Leu Ala Glu Cys

20 25 30
<210> 55
<211> 30
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 95

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

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

20 25 30
<210> 56
<211> 30
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222> (16)..(20)

<223> amino acids at positions 16 and 20 form a ring
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<400>

56

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

1

5

15

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

<210>
<211>
<212>

<213>

20 25

57
30
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

(2)

Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>

<223>

<400>

(16)..(20)

30

amino acids at positions 16 and 20 form a ring

57

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

1

5

15

Ile His GIn Lys Asp Phe Val Asn Trp Leu Leu Asn Thr Cys

<210>

<211>

<212>

<213>

20 25

58
31
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

(2)

Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>

<223>

<400>

(16)..(20)

30

amino acids at positions 16 and 20 form a ring

58
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His Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu

1 5

15

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

20 25
<210> 59
<211> 30
<212> PRT

<213> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)
<220><221> MISC_FEATURE

<222> (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222> (16)..(20)

30

<223> amino acids at positions 16 and 20 form a ring

<400> 39

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

1 5

15

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

20 25
<210> 60
<211> 30
<212> PRT

<213> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (1)

<223> Xaa is 4-imidazoacetyl (CA)
<220><221> MISC_FEATURE

<222> (2)

30
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<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)
<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222> (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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

20 25 30
<210> 62
<211> 39
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist
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<220><221> MISC_FEATURE

<222>

<223>

(D

Xaa is 4-imidazoacetyl (CA)

<220><221> MISC_FEATURE

<222>
<223>

<400>

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

1

(2)
Xaa is aminoisobutyric acid (Aib)

62

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

<210>

<211>

<212>

<213>

35
63
39
PRT

Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>

<223>

(D

Xaa is 4-imidazoacetyl (CA)

<220><221> MISC_FEATURE

<222>

<223>

<400>

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

1

(2)
Xaa is aminoisobutyric acid (Aib)

63

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

<210>

35

64
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<211> 39

<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222> (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222> (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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
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Ser Gly Gln Pro Pro Pro Ser

35
<210> 66
<211> 39
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring
<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 Gln Pro Pro Pro Ser

35
<210> 67
<211> 39
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222> (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 67

Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Glu
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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> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE
<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence

<220

><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222>  (16)..(20)
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<223> amino acids at positions 16 and 20 form a ring
<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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (2)
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<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring
<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> Artificial Sequence
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<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)
<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence
<220

><223> Trigonal agonist

<220><221> MISC_FEATURE

<222> (1)

<223> Xaa is 4-imidazoacetyl (CA)
<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222> (16)..(20)

<223> amino acids at positions 16 and 20 form a ring
<400> 74

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

35
<210> 75
<211> 40
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222>  (16)..(20)
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<223> amino acids at positions 16 and 20 form a ring
<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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 77
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> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (2)
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<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 79

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

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

20 25 30
<210> 80
<211> 31
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222> (2)
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<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 80

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

Ile His GIn Lys Asp Phe Val Asp Trp Leu Leu Ala Glu Lys Cys

20 25 30
<210> 81
<211> 30
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222> (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence

<220><223> Trigonal agonist
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<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring
<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> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE
<222> (1)
<223>  Xaa is 4-imidazoacetyl (CA)
<220><221> MISC_FEATURE
<222>  (2)
<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE
<222> (16)..(20)
<223>
amino acids at positions 16 and 20 form a ring
<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
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<210> 84
<211> 30
<212> PRT

<213> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 84

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

Ile His GIn Lys Asp Phe Val Asp Trp Leu Leu Ala Glu Cys

20 25 30
<210> 85
<211> 30
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222> (1)

<223> Xaa is 4-imidazoacetyl (CA)
<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring
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<400> 85

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

1 5 10 15

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

20 25 30
<210> 86
<211> 30
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)
<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (1)

<223> Xaa is 4-imidazoacetyl (CA)

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

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 87

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

Ile His GIn Lys Asp Phe Val Asn Trp Leu Leu Asn Thr Cys

20 25 30
<210> 88
<211> 31
<212> PRT

<213> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)
<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222> (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 38

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 Lys Cys

20 25 30
<210> 89
<211> 31
<212> PRT

<213> Artificial Sequence
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<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222> (16)..(20)

<223> amino acids at positions 16 and 20 form a ring
<400> 90

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

1 5 10 15
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Ile His Gln Lys Asp Phe Val Asn Trp Leu Leu Ala Gln Lys Cys

20 25 30
<210> 91
<211> 31
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is 4-imidazoacetyl (CA)
<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring
<400>

91

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

1 5 10 15

Ile His GIn Lys Asp Phe Val Asp Trp Leu Leu Ala Glu Lys Cys

20 25 30
<210> 92
<211> 31
<212> PRT

<213> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (1)

<223> Xaa is 4-imidazoacetyl (CA)
<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

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

<223> amino acids at positions 16 and 20 form a ring

<400> 92

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

1 5

15

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

20 25
<210> 93
<211> 31
<212> PRT

<213> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (1)

<223> Xaa is 4-imidazoacetyl (CA)
<220><221> MISC_FEATURE

<222> (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222> (16)..(20)

30

<223> amino acids at positions 16 and 20 form a ring

<400> 93

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

1 5

15

Lys Arg GIn Lys Glu Phe Val Asn Trp Leu Leu Ala Gln Lys Cys

20 25
<210> 94
<211> 31
<212> PRT

<213> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE

<222> (1)

30
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<223>  Xaa is 4-imidazoacetyl (CA)

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 94

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

1 5 10 15

Ile His GIn Lys Asp Phe Val Asn Trp Leu Leu Asn Thr Lys Cys

20 25 30
<210> 95
<211> 39
<212>  PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222> (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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
<210> 96
<211> 39
<212> PRT
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<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring
<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 Gln 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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222> (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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

- 101 -



SIHS31 10-2023-0095665

<210> 98
<211> 40
<212> PRT

<213> Artificial Sequence
<220><223> Trigonal agonist
<220><221> MISC_FEATURE
<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 98

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 His His Pro Ser

20 25 30

Ser Gly Gln Pro Pro Pro Ser Cys

35 40
<210> 99
<211> 40
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222> (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 99

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

Lys Ala Ala Lys Asp Phe Val Asn Trp Leu Leu Asp His His Pro Ser
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20 25 30

Ser Gly Gln Pro Pro Pro Ser Cys

35 40
<210> 100
<211> 40
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<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 GIn His Pro Ser

20 25 30

Ser Gly Gln Pro Pro Pro Ser Cys

35 40
<210> 101
<211> 40
<212> PRT

<213> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)

<220><221> MISC_FEATURE

<222> (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 101
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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> Artificial Sequence

<220><223> Trigonal agonist

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is aminoisobutyric acid (Aib)
<220><221> MISC_FEATURE

<222>  (16)..(20)

<223> amino acids at positions 16 and 20 form a ring

<400> 102
Tyr Xaa Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Ala Leu Asp Glu
1 5 10 15
Lys Ala Ala Lys Asp Phe Val Asn Trp Leu Leu Asp GIn His Pro Ser
20 25 30

Ser Gly Gln Pro Pro Pro Ser Cys

35 40
<210> 103
<211> 30
<212> PRT

<213> Artificial Sequence
<220><223> General Formula 1
<220><221> MISC_FEATURE
<222> (1)

<223> Xaa is His (H), 4-imidazoacetyl (CA), or Tyr (Y)
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<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is Gly (G), alpha—methyl-glutamic acid, or Aib
(aminoisobutyric acid)

<220><221> MISC_FEATURE

<222>  (3)

<223>  Xaa is Glu (E) or Gln (Q)

<220><221> MISC_FEATURE

<222>  (7)

<223>  Xaa is Thr (T) or Ile (I)

<220><221> MISC_FEATURE

<222>  (10)

<223>  Xaa is Leu (L), Tyr (Y), Lys (K), Cys (C), or Val (V)

<220><221> MISC_FEATURE

<222> (12)

<223> Xaa is Lys (K), Ser (S), or Ile (I)
<220><221

> MISC_FEATURE

<222>  (13)

<223>  Xaa is Gln (Q), Tyr (Y), Ala (A), or Cys (C)
<220><221> MISC_FEATURE

<222>  (14)

<223>  Xaa is Leu (L), Met (M), or Tyr (Y)
<220><221> MISC_FEATURE

<222>  (15)

<223> Xaa is Cys (C), Asp (D), Glu (E), or Leu (L)
<220><221> MISC_FEATURE

<222>  (16)

<223> Xaa is Gly (G), Glu (E), or Ser (S)
<220><221> MISC_FEATURE

<222>  (17)

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

<220><221> MISC_FEATURE

<222> (18)
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<223>  Xaa is Ala (A), Gln (Q), Arg (R), or His (H)

<220><221> MISC_FEATURE

<222>  (19)

<223>  Xaa is Ala (A), Gln (Q), Cys (C), or Val (V)

<220><221> MISC_FEATURE

<222>  (20)

<223>  Xaa is Lys (K), Gln (Q), or Arg (R)

<220><221> MISC_FEATURE

<222>  (21)

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

<220><221> MISC_FEATURE

<222>  (23)

<223>  Xaa is Ile (I) or Val (V)

<220><221> MISC_FEATURE

<222>  (24)

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

<220><221> MISC_FEATURE

<222>  (27)

<223>  Xaa is Val (V), Leu (L), Lys (K), or Met (M)

<220><221> MISC_FEATURE

<222>  (28)

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

<220><221> MISC_FEATURE

<222>  (29)

<223> Xaa is Cys (C), Gly (G), GIn (Q), Thr (T), Glu (E), or His (H)

<220><221> MISC_FEATURE

<222>  (30)

<223> Xaa is Cys (C), Gly (G), Lys (K), or His (H), or is absent; and
Xaa can be further linked to R1, wherein R1 is Cys (C),
GKKNDWKHNIT, m=-SSGAPPPS-n, or m—-SSGQPPPS-n, or is absent, and
wherein m is -Cys—, -Pro—, or -Gly-Pro-, and n is -Cys-, -Gly-,
—-Ser—, or -His

<400> 103
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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> Artificial Sequence

<220>

<223> General Formula 2

<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is His (H), 4-imidazoacetyl (CA), or Tyr (Y)

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is Gly (G), alpha—methyl-glutamic acid, or Aib
(aminoisobutyric acid)

<220><221> MISC_FEATURE

<222>  (10)

<223>  Xaa is Tyr (Y) or Cys (C)

<220><221> MISC_FEATURE

<222>  (13)

<223>  Xaa is Gln (Q), Tyr (Y), Ala (A), or Cys (C)

<220><221> MISC_FEATURE

<222>  (14)

<223> Xaa is Leu (L), Met (M), or Tyr (Y)

<220><221> MISC_FEATURE

<222>  (15)

<223> Xaa is Asp (D), Glu (E), or Leu (L)
<220><221> MISC_FEATURE

<222> (16)

<223> Xaa is Gly (G), Glu (E), or Ser (S)
<220><221> MISC_FEATURE

<222> (17)
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<223>  Xaa is Gln (Q), Arg (R), Ile (I), Glu (E), Cys (C), or Lys (K)
<220><221> MISC_FEATURE

<222>  (18)

<223>  Xaa is Ala (A), Gln (Q), Arg (R), or His (H)
<220><221> MISC_FEATURE

<222>  (19)

<223>  Xaa is Ala (A), Gln (Q), Cys (C), or Val (V)
<220><221

> MISC_FEATURE

<222>  (20)

<223>  Xaa is Lys (K), Gln (Q), or Arg (R)

<220><221> MISC_FEATURE

<222>  (21)

<223>  Xaa is Glu (E), Gln (Q), Leu (L), Cys (C), or Asp (D)
<220><221> MISC_FEATURE

<222>  (23)

<223>  Xaa is Ile (I) or Val (V)

<220><221> MISC_FEATURE

<222>  (24)

<223>  Xaa is Ala (4), Gln (Q), Cys (C), Asn (N), or Glu (E)
<220><221> MISC_FEATURE

<222>  (28)

<223>  Xaa is Cys (C), Lys (K), Asn (N), or Asp (D)

<220><221> MISC_FEATURE

<222> (29)

<223> Xaa is Cys (C), Gly (@), Gln (Q), or His (H)
<220><221> MISC_FEATURE

<222> (30)

<223> Xaa is Cys (C), Gly (G), Lys (K), or His (H)
<220><221> MISC_FEATURE

<222> (3D

<223>  Xaa is Pro (P) or Cys (C)

<220><221> MISC_FEATURE

<222> (40)
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<223> Xaa is Cys (C), or is absent

<400> 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

35 40
<210> 105
<211> 40
<212> PRT

<213> Artificial Sequence

<220><223> General Formula 3

<220><221> MISC_FEATURE

<222> (1)

<223>  Xaa is His (H) or Tyr (Y)

<220><221> MISC_FEATURE

<222>  (2)

<223> Xaa is alpha-methyl-glutamic acid, or Aib (aminoisobutyric acid)
<220><221> MISC_FEATURE

<222>  (13)

<223> Xaa is Tyr (Y), Ala (A), or Cys (C)

<220><221> MISC_FEATURE

<222>  (17)

<223> Xaa is Arg (R), Cys (C), or Lys (K)
<220><221> MISC_FEATURE

<222>  (18)

<223>  Xaa is Ala (A) or Arg (R)
<220><221> MISC_FEATURE

<222>  (19)

<223>  Xaa is Ala (A) or Cys (C)
<220><221> MISC_FEATURE

<222> (21)
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<223>

Xaa is Glu (E) or Asp (D)

<220><221> MISC_FEATURE

<222>

<223>

(24)

Xaa is Gln (Q) or Asn (N)

<220><221> MISC_FEATURE

<222>

<223>

(28)

Xaa is Cys (C) or Asp (D)

<220><221> MISC_FEATURE

<222>

<223>

(29)

Xaa is Cys (C), Gln (Q), or His (H)

<220><221> MISC_FEATURE

<222>

<223>

(30)

Xaa is Cys (C) or His ()

<220><221> MISC_FEATURE

<222>

<223>

(31)

Xaa is Pro (P) or Cys (C)

<220><221> MISC_FEATURE

<222>

<223>

<400>

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

1

Xaa Xaa Xaa Lys Xaa Phe Val Xaa Trp Leu Leu Xaa Xaa Xaa Xaa Ser

(40)
Xaa is Cys (C), or is absent

105

5 10

20 25

Ser Gly Gln Pro Pro Pro Ser Xaa

<210>

<211>

<212>

<213>

35 40
106
11
PRT

Artificial Sequence

<220><223> R1

<400>

106

Gly Lys Lys Asn Asp Trp Lys His Asn Ile Thr

30
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1 5 10
<210> 107
<211> 8
<212> PRT

<213> Artificial Sequence
<220><223> R1
<400> 107

Ser Ser Gly Ala Pro Pro Pro Ser

1 5
<210> 108
<211> 8
<212> PRT

<213> Artificial Sequence
<220><223> R1
<400> 108

Ser Ser Gly Gln Pro Pro Pro Ser

1 5
<210> 109
<211> 9
<212> PRT

<213> Artificial Sequence
<220><223> R1
<400> 109

Cys Ser Ser Gly Gln Pro Pro Pro Ser

1 5
<210> 110
<211> 10
<212> PRT

<213> Artificial Sequence
<220><223> R1

<400> 110

Gly Pro Ser Ser Gly Ala Pro Pro Pro Ser

1 5 10
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<210> 111
<211> 11
<212> PRT

<213> Artificial Sequence
<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> Artificial Sequence
<220><223> R1
<400> 112

Pro Ser Ser Gly Ala Pro Pro Pro Ser

1 5
<210> 113
<211> 10
<212> PRT

<213> Artificial Sequence
<220><223> R1
<400> 113

Pro Ser Ser Gly Ala Pro Pro Pro Ser Gly

1 5 10
<210> 114
<211> 11
<212> PRT

<213> Artificial Sequence
<220><223> R1
<400> 114

Pro Ser Ser Gly Ala Pro Pro Pro Ser His Gly

1 5 10
<210> 115
<211> 10
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<212> PRT

<213> Artificial Sequence
<220><223> R1

<400> 115

Pro Ser Ser Gly Ala Pro Pro Pro Ser Ser

1 5 10
<210> 116
<211> 9
<212> PRT

<213> Artificial Sequence

<220
><223> R1
<400> 116

Pro Ser Ser Gly Gln Pro Pro Pro Ser

1 5
<210> 117
<211> 10
<212> PRT

<213> Artificial Sequence
<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> 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 Gln Trp Leu Met Asn Thr

20 25
<210> 119

<211> 12
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<212> PRT
<213> Homo sapiens
<400> 119

Glu Ser Lys Tyr Gly Pro Pro Cys Pro Ser Cys Pro

1 5 10
<210> 120
<211> 11
<212> PRT

<213> Artificial Sequence
<220><223> Variant of hinge region
<400> 120

Glu Ser Lys Tyr Gly Pro Pro Pro Ser Cys Pro

1 5 10
<210> 121
<211> 11
<212> PRT

<213> Artificial Sequence

<220><223> Variant of hinge region
<400> 121

Glu Ser Lys Tyr Gly Pro Pro Cys Pro Ser Pro

1 5 10
<210> 122
<211> 10
<212> PRT

<213> Artificial Sequence
<220><223> Variant of hinge region
<400> 122

Glu Ser Lys Tyr Gly Pro Pro Cys Pro Ser

1 5 10
<210> 123
<211> 10
<212> PRT

<213> Artificial Sequence

<220><223> Variant of hinge region
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<400> 123

Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro

1 5 10
<210> 124
<211> 8
<212> PRT

<213> Artificial Sequence
<220><223> Variant of hinge region
<400> 124

Lys Tyr Gly Pro Pro Cys Pro Ser

1 5
<210> 125
<211> 8
<212> PRT

<213> Artificial Sequence
<220><223> Variant of hinge region
<400> 125

Glu Ser Lys Tyr Gly Pro Pro Cys

1 5
<210> 126
<211> 7
<212> PRT

<213> Artificial Sequence

<220

><223> Variant of hinge region
<400> 126

Glu Lys Tyr Gly Pro Pro Cys

1 5
<210> 127
<211> 6
<212> PRT

<213> Artificial Sequence
<220><223> Variant of hinge region

<400> 127
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Glu Ser Pro Ser Cys Pro

1 5
<210> 128
<l1> 5
<212>  PRT

<213> Artificial Sequence
<220><223> Variant of hinge region
<400> 128

Glu Pro Ser Cys Pro

1 5
<210> 129
<211> 4
<212> PRT
<213>

Artificial Sequence
<220><223> Variant of hinge region
<400> 129

Pro Ser Cys Pro

1
<210> 130
<211> 10
<212> PRT

<213> Artificial Sequence
<220><223> Variant of hinge region
<400> 130

Glu Ser Lys Tyr Gly Pro Pro Ser Cys Pro

1 5 10
<210> 131
<211> 9
<212> PRT

<213> Artificial Sequence
<220><223> Variant of hinge region
<400> 131

Lys Tyr Gly Pro Pro Pro Ser Cys Pro
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1 5
<210> 132
<211> 9
<212> PRT

<213> Artificial Sequence
<220><223> Variant of hinge region
<400> 132

Glu Ser Lys Tyr Gly Pro Ser Cys Pro

1 5
<210> 133
<211> 8
<212> PRT

<213> Artificial Sequence
<220><223> Variant of hinge region
<400> 133

Glu Ser Lys Tyr Gly Pro Pro Cys

1 5
<210> 134
<211> 7
<212> PRT

<213> Artificial Sequence

<220><223> Variant of hinge region

<400> 134

Lys Tyr Gly Pro Pro Cys Pro

1 5
<210> 135
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> Variant of hinge region
<400> 135

Glu Ser Lys Pro Ser Cys Pro

1 5

- 117 -

SIHS31 10-2023-0095665



SIHS31 10-2023-0095665

<210> 136
<211> 6
<212> PRT

<213> Artificial Sequence
<220><223> Variant of hinge region
<400> 136

Glu Ser Pro Ser Cys Pro

1 5
<210> 137
<211> 4
<212> PRT

<213> Artificial Sequence

<220><223> Variant of hinge region
<400> 137

Glu Pro Ser Cys

1
<210> 138
<211> 3
<212> PRT

<213> Artificial Sequence

<220><223> Variant of hinge region

<400> 138

Ser Cys Pro
1

<210> 139

<211> 221

<212> PRT

<213> Homo sapiens

<400> 139

Pro Ser Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro Ser Val Phe Leu
1 5 10 15

Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu

20 25 30
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Val Thr Cys
35
Phe Asn Trp
50
Pro Arg Glu
65

Thr Val Leu

Val Ser Asn

Ala Lys Gly
115
GIn Glu Glu
130
Gly Phe Tyr
145

Pro Glu Asn

Ser Phe Phe

Glu Gly Asn
195

His Tyr Thr
210
<210> 140
<211> 442
<212> PRT
<213>

<220><221>
<222>

(1)..(44

<223>

Val Val

Tyr Val

His Gln

Lys Gly
100

Gln Pro

Thr

Met

Pro Ser

Asn Tyr

165
Leu Tyr
180

Val Phe

Gln Lys

Val Asp Val
40
Asp Gly Val
55
Phe Asn Ser Thr Tyr
70
Asp Trp Leu Asn Gly

90

Leu Pro Ser Ser

105
Arg Glu Pro Gln Val

120
Lys Asn Gln Val Ser
135

Asp
150

Lys Thr Thr Pro Pro

170
Ser Arg Leu Thr Val
185
Ser Cys Ser Val Met
200
Ser Leu Ser Leu Ser

215

Homo sapiens

MISC_FEATURE

2)

Fragment (homodimer)

His

Arg

75

Lys

Tyr

Leu

Trp

155

Val

Asp

His

Leu

Asn
60

Val

Lys

Thr

Thr

140

Leu

Lys

Glu

Gly

220

Ser GIn Glu Asp Pro Glu Val

45

Ala Lys Thr

Val

Ser Val

Tyr Lys Cys

95

Thr Ile Ser
110
Leu Pro Pro

125

Cys Leu Val

Ser Asn Gly

Asp Ser Asp

175
Ser Arg Trp
190
Ala Leu His
205

Lys
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Lys

Leu

80

Lys

Lys

Ser

Lys

Asn

Amino acids at position 1 to 442 form Human Immunoglobulin G4 Fc
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<220><221> MISC_FEATURE

<222>  (1)..(22D)

<223> Amino acids at position 1 to 221 form one monomer

<220><221> MISC_FEATURE

<222>  (222)..(442)

<223> Amino acids at position 222 to 442 form one monomer

<220><221> DISULFID

<222>  (3)..(224)

<223> Amino acids at position 3 and position 224 form an
inter-disulfide bond

<220><221> DISULFID

<222>  (35)..(95)

<223> Amino acids at position 35 and position 95 form an intra-chain
disulfide bond

<220><221> DISULFID

<222>  (141)..(199)

<223> Amino acids at position 141 and position 199 form an intra-chain
disulfide bond

<220><221> DISULFID

<222> (256)..(316)

<223> Amino acids at position 256 and position 316 form an intra-chain
disulfide bond

<220><221> DISULFID

<222> (362)..(420)

<223> Amino acids at position 362 and position 420 form an intra-chain

disulfide bond
<400> 140
Pro Ser Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro Ser Val Phe Leu
1 5 10 15
Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu
20 25 30
Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln

35 40 45

-120 -
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Phe Asn

50

Pro Arg
65

Thr Val

Val Ser

Ala Lys

130
Gly Phe
145

Pro Glu

Ser Phe

His Tyr

210
Pro Ala
225

Lys Pro

Val Val

Tyr Val

Glu Gln

Trp

Glu

Leu

Asn

Tyr

Asn

Phe

Asn

195

Thr

Pro

Lys

Val

Asp

275

Phe

Tyr Val

His Gln

Lys Gly
100

Gln Pro

Met Thr

Pro Ser

Asn Tyr

165
Leu Tyr
180

Val Phe

Gln Lys

Glu Phe

Asp Thr

245
Asp Val
260

Gly Val

Asn Ser

Asp Gly

55

Phe Asn

70

Asp Trp

Leu Pro

Arg Glu

Lys Asn

135
Asp Ile
150

Lys Thr

Ser Arg

Ser Cys

Ser Leu

215
Leu Gly
230

Leu Met

Ser Gln

Glu Val

Thr Tyr

Val Glu

Ser Thr

Leu Asn

Ser Ser
105
Pro Gln

120

Thr Pro

Leu Thr

185
Ser Val
200

Ser Leu

Gly Pro

Ile Ser

Glu Asp

265

His Asn

280

Arg Val

Val

Tyr

Val

Ser

Pro
170

Val

Met

Ser

Ser

Arg

250

Pro

Ala

Val

His

Arg
75

Lys

Tyr

Leu

Trp

155

Val

Asp

His

Leu

Val
235

Thr

Lys

Ser

Asn Ala Lys

60

Val

Lys

Thr

Thr

140

Leu

Lys

220

Phe

Pro

Val

Thr

Val

Val

Tyr

Thr

Leu

125

Cys

Ser

Asp

Ser

205

Lys

Leu

Lys

285

Leu

Ser

Lys

110

Pro

Leu

Asn

Ser

Arg

190

Leu

Pro

Phe

Val

Phe

270

Pro

Thr

-121 -

Thr

Val

Cys

95

Ser

Pro

Val

Asp
175

Trp

His

Ser

Pro

Thr

255

Asn

Arg

Val

Lys

Leu

80

Lys

Lys

Ser

Lys

Asn

Cys

Pro

240

Cys

Trp

Glu

Leu
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290

295

His Gln Asp Trp Leu Asn Gly Lys Glu

305

Lys Gly Leu Pro

Gln Pro Arg Glu

340

Met Thr Lys Asn
355
Pro Ser Asp Ile
370
Asn Tyr Lys Thr
385

Leu Tyr Ser Arg

Val Phe Ser Cys

420
GIn Lys Ser Leu

435

310
Ser Ser
325

Pro Gln

Gln Val

Ala Val

Thr Pro

390
Leu Thr
405

Ser Val

Ser Leu

Val

Ser

375

Pro

Val

Met

Ser

Glu

Tyr

Leu

360

Trp

Val

Asp

His

Lys

Thr

345

Thr

Glu

Leu

Lys

Glu

425

Tyr

Thr

330

Leu

Cys

Ser

Asp

Ser

410

Leu Gly Lys

440

300
Lys Cys Lys Val Ser
315
[le Ser Lys Ala Lys
335
Pro Pro Ser Gln Glu

350

Leu Val Lys Gly Phe
365
Asn Gly Gln Pro Glu
380

Ser Asp Gly Ser Phe

395

Arg Trp Gln Glu Gly
415

Leu His Asn His Tyr

430

- 122 -

Asn

320

Tyr

Asn

Phe

400

Asn

Thr
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