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7 Al A
789
37 1
Speta (1)9] oprliett HAe Edshe WEI=Y, SEHE, T old Hoz sgHE 9.
X1-X2-X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16-X17-X18-X19-
X20-X21-X22-X23-X24-X25-X26-X27-X28-X29-X30-X31-X32-X33-X34-X35-
X36-X37-X38

(1)

X5 FA(L)elx
X6 o}~iylH o] E(D)o]aL

X7& 2 (V) T D (V)o|a

X102 2]21(K), SFEHE(R), 3=HUM) & S22 (G)o]a

X112 o] & FAl

X12& #AlKolar, A7) AdA] gl 4o AdE-oh| 7| IHN-A3F BolojEd FHFHo= Ay
X132 2FE7Q) == ARl
X14+= o] AF2I(D), FA(K) TEE 2-oln| o] AFE] 2AF(Aib) o] i

X165+ FAl(L)o]aL;
X162 FAl(L) =& Hddebd(F)ola

X17& &

X182 SFERI(Q) o) 1L;

X19+ ¢epd(A), SFEOE(E) e SFERI(Q) o]
X202 ZA(K) EE o277 (R)o]L

X212 SFERIQ) & Al el

X22& YAK), oF=271d(R) v SFEHo]E(E)o]iL;

X232 #AI(K) = 2-opw] o] AN 24k(Aib) o] 1

X24= SFEHQ), 2-op| o] 2FE ZAH(AID), FAI(L) e SFEMOE(E)o]aL
X25+= o271 (R), 2AI(K) Ex= 2-opn|mo] A El 24k(Alb) o] aL;
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X262 debd(A), SFEHOIE(E), 2-ofv| o] AR E 24k (Aib) e SFEI(Q)o]aL

X272 SFERI(Q), 2-opr| o] ARE = 4k(Aib) Ex 2Al(K)olaL

X282 ebd(A)olaL;

X20% FFEHOIE(E) T 2Al(K)o]x

X302 2A1(K) & Edod(T)ola

X312 of2=mEhI(N) B debd(A)o]x

X32= Al(K), €Ehd), =AW, EFd(T), SFEOIE(E) H 2-ofu| o] AKE] 24H(AIb) o] 1L
X33& of2Z7|d(R), #Al(K) Ee SFERI(Q) o]

X37S FFE(Q) EE ol27|U(R)o]x
X388 o] AFAI(]) T W (V)olt}
A3 2

X102 gA(K) =& ZFEA(G)o]aL;
X11&

X132 AlK) =& F
X14+= €

X16& FAl(L)o]aL;
X19& 2ehd(A) T FFEHo|E(R)o]ar;
X21& SFER(Q o) 1L;

X22% SFEMOIE(E), o271 R) Ev Al(K)ela

X232 FA(K) Ee 2-opr o] ARE|24HALb); 53] FAl(K) el
X24= SFEMOIE(E) v SFEUWQ) EE 2-olH]| o] ARE E4H(Aib) o)At

X256+ A(K) e ol27]d(R)o]a
X262 &deEbd(d), SFEHOIE(R) B FFEQ); 53] FFEHOIE(E) £ FFEF(Q)o]aL;

X272 2-opn| o] Bl 24H(ALD); HAl(K) Ee S FERIQ): 53 A e SFERI(Q); BY 58
EFRI(Q) o] aL

X29+ SFEM o] E(E)o]xL

it
ut

X302 gAl(K) = EFod(T); E3) gal(K)o]x
X312 of~mERl(N)o]aL
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X102 2]21(K) = 28A(6); &3] AK)ola;

X19+ 4Efd(A) 5 SFEHOIE(E); 53] SFEMo|E(E)o]L;

rr

X34+ 2-olH| o] AFE EAL(AiD), e FAl(K); E3] A (K)oliL;
X24% 2-olH| o] AFE] 2AL(AiD), BE FFER(Q); E3 FFEHI(Q)o]iL;

X25& ol27|d(R)o]aL;

X262 SFERIQ), &Ehd(A) Ex= FFEHMOIE(E): 53 =FE(Q Ee SFEMCIEE); Bu 53 =7

Efd| o] E(E) ] aL;
X278 SFERI(Q) E= ¥

X302 Ef (T = f(K); 53] 2al(K) o]

X33& olZ7|H(R) EE &

X362 &ebd(A) Ee= FFEHCIE(E); 53] debd(A)o]aL;

X378 o}l27|U(R) =

X19% =FEHo]E(E)o]aL;
X24= SFERI(Q) O] aL;
X25% oF2 7] (R)o]3L;
X26> =FEF[o]E(E)o]aL;
X278 SFEI(Q)o]aL
X302 #Al(K)olaL;

X332 =FERI(Q) ] aL;

X362 el (A)o]aL;
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Adsk= & T o= 3 ol 3ofA,

SgEe 8 (D9 obvlxit Ads] FEsolxm, HAeHoR §7] X19] opvleit 271 ohi@shEm, A
o= 47] X3gel olvliAl WY1 olEsl: HEE; ER oo oetdow Hgu: 9.

A5l A,

X389] obrlaedt A7) C-TE 17} obr| =2 A opvEshE, BEE.

ro

Addsts & F o=

_a‘

ol SlejA,
oloJ¥]= 3}eha] (119 7191, shete:

=]
o

2
L
!

~Y-Z-C(O)R'(I1)

871 AellA,

YE AEEA, {AEEA},, {AEEA};, Gly, {Gly},, {Gly}s, N-MeGly, {N-MeGly}s, {N-MeGly};olA1} EAakA ekar, 4
7] Aol A ABEA= [2-(2-otv] ol FA)) ol S A] [-obAlE & YEhaL;

7+ gGlu, {gGluko)AY SA8A &aL;

R -(CH,)COOH H+= -(CH),CH;, 53] —(CHy),COOHO]AL 7] Aol A x= 12 WA 229 A4, 33t

~AEEA}2-gGlu-C(0)(CH2)16COOH;
~AEEA}2-gGlu-C(O)(CH2)18COOH;
~AEEA}2-{gGlu}2-C(0)(CH2)16COOH;
~AEEA}2-{gGlu}2-C(0)(CH2)18COOH;
-C(O)(CH2)16COO0H:;
-gGIu-C(O)(CH2)16COOH:;
-gGIu-C(0)(CH2)14COOH;
~AEEA}2-gGlu-C(0)(CH2)14COOH; =
~{AEEA}2-{gGlu}2-C(0)(CH2)14COOH.

AR m-Ag TolojE]E= —{AFEA},—gGlu-C(0) (CH,) 4COOH; 3= —{AEEA},~gGlu—-C(0) (CHy)sCOOHS!, 3}H5tE.

3FgHE2 SEQ ID NO 1 WA 227 & f49l9] shvhe] HE= T o] ofstyoz 385 E d, 3FE.

A1l ol



[0001]

[0002]

[0003]

[0004]

[0005]
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3}§E-2 SEQ ID No 3, 7, 35, 83, 130, 135, 136, 137, 138, 139,140, 141, 142, 147, 149, 151, 152, 171,
172, 173 % 174 % <)o) shpe] HEE mi olo] epbAom e @, SR,

AT 12

Aeste & F ox= 3 o] FFgE 9 s om HEHE A, A e HAE Xt oFs 24
=.

AT 13

A Z A AFEE] A%, A1E WA A11E T o= 3 o] e T A2 ofs 2AE.
AT 14

gApol A A A, W

o 2 s
=@ g e e AL

H
fr
T

Juel AR EE oy Pl A A%, A1 B4 ALY F o
yel ot 24 E.

e~
o0k

ATE 15
AEERIEZ-E 1AL 584 2(CRF2) 9] A8AI=A ARES7] 9, AR WA AF F o= & Fe] &
T e A% oF 24E

B NN e F2ERERZA-UE <A 4284 2(CRF2: corticotropin-releasing factor receptor 2)¢ Z+&
Aol e L x5, B3 Ay sk, uwk @ gxdo) g mE ol o]o fko] B3I Ao},
I

FZF2E(UCN: Urocortins)< 28 G 9@ A-ZA3 483 (GPCR: G protein—coupled receptor)®l, I2E|FZE
23 -"9= QA (CRF: corticotropin-releasing factor) F&AS Ea &3t WAA FHAE =olt}. (RF &
A sidEl= CRHRL F--AFe] 93] Zd¥E CRF1 83, ¥ CRHR2 FdAbddl o] =¥ (RF2 FE&AE

ERFAAA EAYE Al 7R SR Ulg fFEI 2" EAgtl: UCNL, UCNZ ¥ UON3. &2 9 A4 %
Fgol = Bahal, CRF1 R CRF20] tied o)5 El=e] A Adolstth. (RF1 2 CRF2:E CRH 2 UCN1el 3]
H-Meid oz A3y W, UN2 2 UN32 CRF2-A 8% z-g-Aot}. 53], UN2&E CRF2-23t(a), -HIE}
(B) ¥ -Zrh(y)oF 22 d8A oAy S XE33le], (RF2 A5 Agyoz dA3IA 7] 38719 ofn]i=it
SRR

fF232d 9 o] F&AT gyt ~Egsae HegE s digh 417 S =& (neurohumoral) HEE-ol o]
drh. 53, fEaEde A9d mds Jrd Ee ade 34 mRA A dRdsty ang e
o, 2329 2 CRF 845 A 2 dddA FdHw, (RF2e AEsiA Hds 1 (RF1S Hadto=
ure] El o) (23 [Waser et al., Peptides, 2006, 27, 3029-3038] #=%). 28 mdo]r, (RF2 A= E3) =
|3t FEIE2EL 3 Ao gste; A2 FEFFL(inotropic) 2 o] (lusitropic) &S T3 A3
715 JRAsE Aoz YebgTth. oA dTelA], UN2 2 UCN3S #A73sE Qa2 ARA skajoA] 23 A2l
dueY 48 3

3l Ao ® yepd whdA (3 ([Stirrat et al., Br. J. Clin. Pharmacol., 2016, 82, 974-
982] , UON2E T3 AR Sxtel A AMtE®S S7HA7Ia 83 AYS A7 Zo® UBEgt (i
&l [Davis et al., Eur. Heart J., 2007, 28, 2589-2597]; X 3%l [Chan et al., JACC: Heart Failure, 2013,
1, 433-441] =), UN3e] AxF ofAlHolE & v A AFAd ko] b7t AFelA AutEss 7
Asta g3 AgS dAaA7E Aoz Yelt (3 [Gheorghiade et al., Eur. J. Heart Fail., 2013, 15,
679-89] F=).

ey
w

ot PN

H AFdA = wf-Zol A UN2 Z/H= UCN3 F-Ar ddo] A% 75wt olyet =532 A2 (glucose
disposal )%= A 7= Aoe® YEFTH(ES [Giamouridis et al., JACC: Basic to Translational Science,

2018, 3, 2] Fx). wF, HAdstd UON2¢] Jst AL SF32 WS /MAdsta 420 SF32 555
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[0006]

[0007]

[0008]

[0009]

[0010]
[0011]
[0012]
[0013]
[0014]
[0015]
[0016]
[0017]
[0018]
[0019]
[0020]
[0021]
[0022]
[0023]
[0024]
[0025]
[0026]
[0027]

[0028]
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F7HAIZIAA S22 AR AdE T8 Aes TAA7IE AR UERt(Ed[Borg et al., Diabetes, 2019,
1403-1414] #=x). olgst A¥e fFRIER] A8 Ao =8 ofyE} d E vk e "y
Aze 78 F s AAMET.

aJfeE Bslal, fFRIZFS] SE2 F2 drE ol X=A AMgd uig 3t |
[Davies et al., JACC, 2007, 49, 461-471] ZZx). dAA7A, 232" 5= WA A £ glo)+= A
2 4 ok 28y, A dad EBE ARA 33X #Ee Fr] 9 b ATb-Folel] A3t X5 e
=

olglgt eAE HES] % AER, g FRIEER AL AJMEJT. GdE Eol, HAISFHI
1020180138033 (Alsina-Fernandez; Eli Lilly and Company)oll& "4 A1 A&k 2 118 gxwy 728 Ay
X 7ol &3tk WAE UCN29] A7 AAA o] .

2] g
AL el A, B ARG S (D] obrlaedt A (SEQ 1D NO: 186) ek AE=
ool fstH o Heslt A AT

e
b
ot
1
i
e

X1-X2-X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16-X17-X18-X19-
X20-X21-X22-X23-X24-X25-X26-X27-X28-X29-X30-X31-X32-X33-X34-X35-
X36-X37-X38

(D) e Added(F)ola,;

X3 FAl(L)e]aL;

X4= A-(S)o)a;

X5 FAl(L)e]aL;

X6L of23tH o] E(D)o]aL;

X7 HAV) B (V) olar;

X8 ZEH(P)oaL;

=<
©
rr
o
[
i
127
i
s
(m
o
to
o
=
o
K

X12= gal(Kyelar, 7] 24 S49] A E-opver]s G R-Ae HolojEld w2 or Asar;
s N
=

X13& SFEWQ) =& gAl(K)o]aL;
X145 o] AFAI(D), BAI(K) T 2-oln] o] AR E]ZAH(Aib) o] aL;



[0029]
[0030]
[0031]
[0032]
[0033]
[0034]
[0035]
[0036]
[0037]
[0038]
[0039]
[0040]
[0041]
[0042]
[0043]
[0044]
[0045]
[0046]
[0047]
[0048]
[0049]

[0050]

[0051]

[0052]
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FER(Q) o] L
X19% dehd(A), SFEIOIE(R) EE SFFERI(Q)o]aL;

X21& SFEI(Q) = FAl(K)olaL;

X22= Al(K), °oF27H(R) EE =FEHOE(E)o]1L;

X232 2A1(K) HE= 2-opn| o] ARl 24H(Aib) o] aL;

X24&= FFERNQ), 2-obv]imolARE 2AHAID), FAL) Ei FFE o] E(E)e]aL;
X255 oF271A(R), Al(K) B 2-obv| o] AFE] 24F(Aib) o] 3t ;

X26& debd(A), SFEOIE(R), 2-obv]mo] AR 24H(AIb) e FFERI(Q)o]3L;

X27& SFE(Q), 2-oFr] o] AFE|24H(AID) EE LK) e]aL;

X295 S FEH0]E(E) EE gAl(K)o]a;
X302 FA(K) T EFOU(T)o)aL;
X318 olAmelzl(N) T dabd(A)o]ar;

X32& ALK, debd ), FH W), EHL(T), SFEHOlE(E) E 2-ofr| o] AN-E 24k (Aib) o]

K

X332 ot=7]d(R), #AI(K) e SFE(Qe]aL

I~

B AANEe A2 FelolA, B AAULe] SEE 9 oketxow

)
o

CER S EREER RS

oo AN 3gE 2 ok 2AHES X5 F8F 5 o (RF2 5 ﬂg %528 (agonism)S 3 o}

ot Ao A7 HEm ofWolA AREE 4 Qrh. ohEkA, T2 GEelA, MAN S 54, 53] 4d

o A%, v G F3AZF(sarcopenia), w-°] %9 %F (muscular dystrophy) A Ag ) H ngek, 2%

= 3 A3, 4R, 2 24 8 X85 EE o, 53 AEHE ¥3bste AEH 43 v 2 g
Mz

= <!
T ol M e shekbe 9 ofst 24 Ee] Sk w7 Aol

|

% 12 SEQ ID NO: 359 3= (=4 9), Fx IF=(FA 9) E+= H|F
Aglgk, 1A AolE AdF ek C57BL/6N mk-2=(DI0)9] FoF 717k &< S

AFLE YERI y-F2 &4 AHZF(OH G9)E YERY. g& He £ P9 %
error of the mean)% eI},

T 2% SEQ ID NO: 359 31HE (54 91, #Z FFE(3A ) == A3 Z(Ha )= ds2 Agd, 1A
W Ao)lE AdF S C57BL/6N ul9-2=(D10) 9] F<F 713F &< AUl Als WstsE Yeid a2 zog. x-F2 AT
ds VeI y-F2 AdE AT wsh(% 39 E JERAY. gE Ho £ Hie 125 LAHSED R YER

T 3 HAAsE MY R4S Zie 2 dhd mE JHE= diiEAHQl AEEA, o7]A Klsemals
K[gGlu_C(O)(CHg)MCHg] g L}‘E}“



[0053]

[0054]

[0055]

[0056]

[0057]
[0058]
[0059]
[0060]
[0061]
[0062]
[0063]
[0064]
[0065]
[0066]
[0067]
[0068]
[0069]
[0070]
[0071]
[0072]
[0073]
[0074]
[0075]
[0076]
[0077]
[0078]

[0079]
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Wy A7 Hek FAF g

& WAIWHEE UON29] fri=Ao]a CRF2 84 #eAl=2AM #8&3 3gtaol #3 Zoltt. 3gt=< C(RF2
F8A, 53] (RF1 =&Alet wdsto] npebzgh g4 5l AedS vepditnt oz}, #d $& ZdoA 7iA
| okestd 54 2 {3 44 o) adE dekdia. £33, SFES v 2Ysiets 54, A8 59
b A gei= 2 bdAS dEhde], st dee A & AFel W s FRIF HA . sieke
< A5, 53 Ady &, vnt, dud, ST, o9, A 2, A a"st, 2x o 29, 4
<, &EA, 2 24 sde] AR e A 53] ARdS 26k Add A, ARt 2 dawe] A8 ®
i delA 83ttt

WAl A, ofr|AkE o] ] WA <Ql, TUPAC-IUB AJ3hst =
C |

g3 3 A V1 Ee D) 24 V2R AT 2-obu o] AR E| 24kl tigh Aibol e, thE ofv|idt
s}

of Wl Yo HEHE I B4 mEE £F AEE # dnh 9e ANEA 9= @, B ARG 3
o] ALgE BE olulmibe L-o]wmatolth, whebd, o2 Hof, LW "wRI', V' i Val'z 4%
Wi o, e pAE o os)h el A,

A, X9%& o] AFAI(D)o]T}.

gl
gl
gl
el
Bjoll A, X118 FAl(L)o]t}.
Hloll A, X14% o] &aFAl(1)elt}.
e A, X162 FA1(L)e]tt.
ol A, X19% ZEhd(A) T SFEYOE(E)elt.
Hol A, X2l FFERI(Q) o]t}
Bjoll A, X22%= 241 (K)olt}.
Bl A, X24= SFFERI(Q) HiE 2-ofv] o] AFE] 2 4k(Aib) o] T},
A AN A, X255 27U (R)o]t}.
gloll A, X262 debd(A), SFEolE(E) e SFERI(Qeolt.
Hlol A, X27& FFERI(Q ol
Blol A, X29%= SFFEHHC]E(E)eltt.
Bl A, X318 ofawepzl(N) ol Tt
Hlol A, X32+ 2Al (K)o},
e A, X332 oF27]d(R) e SFERI(Q O]t
el A, X34+ o] aFAl(1)elt}.
el A, X35 FAI(L)©
ElollA], X382 &7 (V)o]t},
Efjell A, X382] ofm] At zH7)3= ofn| =3l H ),
El

oA, X1 opw]=it V)= opAdshE T

_10_
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[0080] A A A

[0081] X1& o] &fFAl(1)o]aL;

[0082] Xo& e (V)e]aL;

[0083] X9& ol&FAl(I)e]aL;

[0084] X10& 22(K) e F221(6)0)aL;
[0085] X112 FAl(L)e]aL;

[0086] X143 o] 2FAI(1)0]aL;

[0087] X162 FAL(L)e]aL;

[0088] X19% el (A) i ZREO|E(E)o]aL;
[0089] X21& SFERI(Q) ] aL;

[0090] X22%= #al(K)olaL;

[0091] X24E= SFEI(Q) EE 2-otu o] ARE|Z2H(Aib) o)1 ;
[0092] X25% o271 (R)e]aL;

[0093] X262 &Ehd(d), SFEHOIE(E) e SFERIQ)o]L;
[0094] X278 FFERI(Q) ] 3L;

[0095] X29¢ SFEHHOIE(B)e]aL;

[0096] X31& ofx=etzl(N)o]aL;

[0097] X32& #al(K)olaL;

[0098] X332 ol27J(R) ®E ZFFE(Q)o]xL;
[0099] X34+ o] 2FAI(1)o]aL;

[0100] X35 FAl(L)e]aL;

[0101] X382 e (V)o|t},

[0102] A A FE A

[0103] X102 g2l (K)olaL;

[0104] X19% S5 e o] E(E) ] aL;

[0105] X24= SFEI(Q) Ol L;

[0106] X26& FFEFH O] E(E) o]t}

[0107] A AA A

[0108] X33& FFEI(Q) Ol L;

[0109] X372 SFERI(Q )T},

[0110] A A G A

[0111] X1 o] &FAl(I)e]aL;

[0112] X2E W (V)o]aL;

[0113] X9+ o]AFAI(I)o]ar;

[0114] X102 Al (K)olaL;

[0115] X112 FAI(L)elaz;

_11_



[0116]
[0117]
[0118]
[0119]
[0120]
[0121]
[0122]
[0123]
[0124]
[0125]
[0126]
[0127]
[0128]
[0129]
[0130]
[0131]
[0132]

[0133]

[0134]

[0135]

[0136]

[0137]

[0138]

SIHS31 10-2023-0051583

X29+= SFEHo]E(RE)o]a;
X312 ofxmg I (N)o]az;

X32+= 2lAl(K)olaz;

47) vl vhe} o), & AAMIESl SR e (DolA Xi2z EAE A9 W3E PAK) 21E
Egekel, o7)4 PRU-AF wolofEl e S3e] JUE-ofv]wr
g

=
ok H
Ho
)
o
fu
ih)
%
i,
Auj

Eol| A ALgE B "AHRT-AZ; HoJolE]"= I EE Hl-FH Af el s &Evle] A3 5 AT Ho
oAElE A Feth. A AAFHA, GREV-AF HolAqE & H-Ff Al 93] drnle] A3 5 k. &
HR-Ag BolojEl= Aal, TERAlold, Fuld, ZEtR ol HEZAO|FH, Y g, ofdItE A
e oA E AN XA, 4 oy, FY rE MY HEE 2 ol {U]FS e, dE-XF WIS
b fFEAL, f7] d5, 2 ERER 9 EEY fRARYE MAuse 7|5 LAY o2 o]Fojd 4 9l
t}.

EA4% AAFGHA, dER-AF BolojEl= A AFe od] & FAC o8 g S gAE-ohvx
71ell A3e Cld4-C24 AA7IE 23T, ZolA AREE o] "C14-C24 AL S 14 WA 2470 &4 A
g zE AHake 34 A2k (monoacid) EE 23} o)4H(diacid)¥ 4 Utk "E

O 1o pud
T Aate] ©A-vA o]F EE ©A-thA AT A4S XA FeS on st

E3h C14-C24 AAke] o= mE|2EANE ERu7leAl; (14 d4b), HEZGHZIT 4HCL4 o2, sE A4t
(FEreZheA; €15 gAE), FERZFeAR(CLS ol4h), W EAN (AU ZAE; C16 d4b), SAAMHZET] 2 4H(CL6
ol4h), mIEZIEAR(FEN 7L A, C17 I4b), FEHIZIT] 24H(C17 o]4h), ZHol2AH(EEHH 7t wAt; €18 Ui,
SEHA T QAH(C18 o]Ah), m=ubElAAF(=udFheAl; C19 E4E), =u ezt @AH(C19 ©]2h), ofgFhEAk(d o]
FAbE C20 db), ole]ZARe]AH(C20 ol4h), deejmAL(F o] 7kt €21 dAb), #Fele]mAite]4k(C21
ol4h), WA A==, C22 UAh), =AY 4k (C22 o)), FanAZA(HE:
FAP=AR(C23 DAE), EFZALRAR(C23 o)A W HEZIAIT] 9 AHC24 o) Ah) S E3HsI),

f
H
>~
>
i
24
(@)
Do
g
1o
2
m
i)

-

“—~

-

A AA PR, Cl14-C24 APt FW EAR(EAL 7R At €16 LA, SIAMEIIE @ 4H(CL6 o]th), ZHo
AHE e 74 €18 dA4h), SEHHEIREE @
(C20 o]3h) o= o] e

C14-C24 A4

&l e gAdE-obrlel AfHer Agd 4 dnh. HijkH o, C14-C24 AgAk
F7E F 2l 3 =

k. WA= [2-(2-obv] il S A ol FA] JopAl | (<1 ol



[0139]

[0140]
[0141]

[0142]

[0143]

[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

2HE3d 10-2023-0051583
A "AEFA"® A H®), FEA(Gly), N-mldZg A (N-MeGly), 3-[2-[2-[2-(2-0}H| o EA])-of| E-A] [-of| ZA] ]-o]|
EA]-Z 23 24HCAS N° 663921-15-1, ©o}"|=-PEG4-AF == (PEO)4-olv]| =X 2322072 delx] 95), ofn
+=-PEG6-2F(CAS N°  905954-28-1), o}m]=-PEG8-AH(CAS N°  756526-04-2) % 7bul-ZFFElu||o] E (gGlu) ZH-E
dels=; 58] AREA, Gly, N-MeGly, 2 gGluzFH Mes=; Boh 53] AREA, % oGlu= e AdEH= sh

o] 7l xFE & AU,
|

3t WolojE]= g8l (11)9] 7)ot}

d HAAFEf A, FRE-
-Z'-Y-Z%-C(O)R! (I
7] Aol A

Yi= AEEA, {AEEA},, {AEEA}s, Gly, {Gly},, {Gly}s, N-MeGly, {N-MeGly},, {N-MeGly}seol Atk EAatA okar;
7 9 7e 77 SYH O glu, {g6luy, {gGluts, {gGlub,23E ABHAY Ea8% 9;

R ~(CH,),C00H 4 ~(CH),CHy; 58] ~(CH,),C00H0] 7 A7) Aol xi= 12 A 222] Q4o]T},

o AXNFENA, 7L EAHA G, Y {ABEALO T 7' oGlu X {gGlu}olT}.

o) AN 7S ghlu EE {ghlu}o]l T, Y= {ABEALOI T 7= ghlu X {gGlu},0]T}.

o) AANFHA, 7& EAeH %1, Vi EAEA @3 7= gblu B {gGlu}olTh.

_ 1 2 - —
4 AAFEAA, Y R 7 H 7 BF EAeA e
frel 7 Aske 23et

3] AN RE Wusich. webd], S ARG, RS ~(CH),CO0HOl 3L, 7] HelA xi= 14, 16 &=

rle
O
o
4
=
i
o

$t RolojEl7} JAE CRF2 ABIAS Ztetes Fo] EHAR

[
e
)
'
%2
X

= 18¢]aL; 53] 16 T 180]al; Hu} 53] 14 & 160]aL; B} ¢ 53| 14|t}

o AN, RS —(CHy),CHy0l 3L, 7] AlelA] x= 14, 16 T 180]1; £3] 14 2 16|t}

_13_



[0151]

[0152]

[0153]

[0154]

[0155]

A AAGEA, dFR-AT RolojEl= ] werRE AddEn:

-(9GIu)n=14-C(O)CH2}14CHs
~(gGIU)n=14-C(O)(CH2)14COOH
-(gGlu)n=14-C(O)(CH2}16CHz
~(gGIu)r-14-C(O)(CH2)1COOH
L(gGIU)=14-C(O)(CHz)eCHs

-(9Glu)n=14 -C(O)(CH2)1sCOOH

(AEEA)=1 —(gGIU)n=14.C(O)CH2)1aCHa

(AEEA )1 2-(gGIU)=14-C(O)(CHz)1COOH
~(AEEA)n=1 2--(gGlu)n=14-C(O)(CH2)16CH3
-(AEEA)n=1 2- ~(gGlu)=14-C(O)(CH2)16COOH
~(AEEA)-1 —(gGIU)-1.4-C(O)(CH:)1sCHs

-(AEEA)n=1 2-(gGlu)n-1.4-C(O)(CHz2)1sCOOH
~(GOIU)omtt-(AEEA) =1 2-(gGI)e14. C(O)(CH2)1sCHs
(GGIU)r-14-(AEEA)1 5~(gGIU)rc14-C(O)(CH2)1aCOOH
{(GIU)n=14 (AEEA)s=1 2—{(gGIU)n=1.4-C(O)(CH2)16CHs
-(gGlu)n=1-4-(AEEA)r=1 2- -(gGlu)n=14-C(O)(CH2)1sCOOH
-(9GIU)n=14-(AEEA =1 2--(gGlu}n=14-C(O)(CH2)1sCH3
-(gGIu)n=14-(AEEA)n=1 2-(gGIU)n=14-C(O)(CH2)1sCOOH

A A EA, dFR-AT RolojEl= ] werRE AddEn:

~(@GIU)n=14-C(O)(CH2)14COOH
~(gGIu)-14-C(O)(CHo)1sCOOH
~(@GIU)n=1.4 -C(O)(CH1)1sCOOH

-(AEEA)=1 2--(gGlu)n=14-C(O)(CH2)14COOH
-(AEEA)n=1,2- -(9GlU)n=14-C(O)}CH2)16COOH
-(AEEA)n=12~(gGlU)n=14-C(O)(CH2)1sCOOH
-(9GIU)n=14-(AEEA -1 2-(9Glu)n=14-C(O)(CH2)14COOH
-(9GIu)n=14-(AEEA)n=1.2- -(@Glu)=14-C(O)(CH2)16COOH
-(gGIU)n=14-(AEEA)n=1,2-(gGIU)n=14-C(O)(CH2)1sCOOH

_14_
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[0156]

[0157]

[0158]

[0159]

[0160]

[0161]
[0162]

[0163]

A AAGEA, dFR-AT RolojEl= ] werRE AddEn:

-{AEEA}>-gGlu-C(O)(CH2)16COOH;
-{AEEA}»-gGlu-C(O)(CH,)1sCOOH;
-{AEEA}>-{gGlu}.-C(O)(CHz2)16COOH;
-{AEEA}-{gGlu}z-C(O)(CH2)18sCOOH;
-C(0)(CH2)COOH;
-gGIu-C(O)(CH2)1COOH;
-gGIu-C(O)(CH2)1aCHs;
-gGIu-C(O)(CH2)1COOH;
{AEEA}-gGIU-C(O)(CH2)1«COOH:;
-{AEEA}2-{gGlu}.-C(O)(CH2)14COOH;
-{AEEA}>-gGIu-C(O)(CH>)14CHs; &
{AEEA}-gGIu}-C(O)(CHa}aCH.

A ANFHAA, BRY-AF BolojEl: ] FoEyE Atk

-{AEEA}-gGlu-C(O)(CH:)1sCOOH;
-{AEEA}-gGlu-C(O)(CH2}1sCOOH;
-{AEEA}-{gGIu}-C(O)(CH2)1COOH;
-{AEEA}-{gGIu}>-C(0)(CHz)1sCOOH;
-C(O)(CHz2)1sCOOH;
-gGIu-C(0)(CH2}1sCOOH;
-9GIu-C(0)(CH2)1sCOOH;
-{AEEA}-gGlu-C(0)(CH2)1sCOOH; ¥
-{AEEA}-{gGlu}>-C(O)(CH:)1aCOOH.

A ANl A, FPR-AG Wolofel 7] womRE Audth:

-(gGlu)n=14-C(O)CH2}14COOH;
-(gGlu)n=14-C(O)(CH2}16COOH;

-(AEEA)n=1 2--(gGlUu)n=14-C(O)CH2)1aCOOH;

-(AEEA)n=12- -(gGlu)n-14-C(O)(CH2)16COOH;
-(9GIU)n=1-4-(AEEA)n=1.2—(gGIU)r=1-4-C(O)(CH2)14COOH; 5!
(9GIUYn=14~(AEEA) -1 2 «(gGIU)s=14-C(O)(CHz2)1eCOOH.

A AAGEA, dFR-AT RojojEl= ] werRE AddEn:

{AEEA}»-gGlu-C(O)(CH2)COOH;
-{AEEA}z-gGlu-C(O)(CHz)14COOH;
-{AEEA}>-{gGlu}>-C(0)(CH2)1sCOOH;
-{AEEA}>-{gGlu}>-C(O)(CH2}12COOH,;
-C(O)(CH2)1sCOOH;
-C(O)(CH2)12COOH;
_gGIu-C(O)(CHz)1sCOOH; X
-gGlu-C(O)(CH2)14COOH.

_15_
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ZIHSd 10-2023-0051583

[0164] A ANGE NN, SRR-A RolojEl 8] ForrE AYdr)
-(gGlu)n=14-C(O)(CH2)14COOH;
-(AEEA)n=12-(gGlu)n=14-C(O)}(CH2}14COOH; U
[0165] -(gGIU)n=14-(AEEA)n=1 2-(gGlu)=14-C(O)(CH2)1sCOOH.
[0166] o A Gl A, GARI-ARE RolofEl= dhr] womNE HdEdn:
-{AEEA}>-gGlu-C(O)}(CH2)14COOH;
-{AEEA}-{gGlu}»-C(O)(CH2)1aCOOH;
-C(0)(CH2)14COOH; 2!
-gGlu-C(O)(CH2)14COOH.
oy "9GI-CO)CH:)
[0168] A AANFElAN,  dER-AF HolojEli= —{AEEA},-gGlu-C(0)(CH»),COOH; ¥ -{AEEA},—gGlu-
C(0) (CHz)16CO0H®] T}
[0169] olg]gk 7]¢] s}st = g IUPAC A2 8] & 1o yehy glem, 7|4 R X124 24 719 4 -
o7l digk 7t o] AL vhehi:
[0170] [ 1]
7] stet 7= 2L IUPAC 33
5 HO. O
R\ﬂ/\o/\/o\/\w/u\/o\/”\o/\/nj-h/\tﬂ
H H
0 0
-{AEEA}>-gGlu-C(0O)(CH2)1sCOOH
HO
0
[2-2[2-[12-[2-[2-[[(48)-4-7+5 A -4-(17-7HE A A ELE 7R D o} v 1 ) 2 FL = Do} o] ol S]]
Al ZAl-okAl Blotr] ol S A ol 5 Aok A 2 -
0 HO (0} o
R\ﬂ/\o/\/o\/\m/u\/o\/\o/\vn\(\/\ﬁm
H H
0 0
~-{AEEA}>-gGlu-C(O)(CHz)1sCOOH
HO
0
[2-[2-[2-{[2-[2-[2-[[(4S)-4-7}-5 A]-4-(19-7HE Al e L Bl PR = D o} v 1 ) R EL = Do v) = ]ol| S A]]
o] S Al]-oFAl 2 ]o}E] ol S Aol S Ao} Al E -
[0171]
7] slot 7z 2 IUPAC 93
HO_ O o]
e H e H
R\Tl/\o/\/O\/\ﬁ)k/O\/Ao/\/N\ﬂ/(\\/\t N
~{AEEA}2-{gGlu}o-C(O)(CH2)1sCOOH ¢ G © HO-0
J\n/\/\/’/\\/\_./\/\/
(e}
[2-[2-[2-[[2-[2-[2-{[(48)-4-7} 5 2] -4-[[(4S)-4-7} = 4] -4-(17-7F 5 A R B E 7= D o} i)
FEhe G]obr] w3 Ehie Blokr] ] S A -l S A [ob A ’] ok i]ol F Aol S AT Job A 2 -
o HD\rO o /Ou
H 1 H
Rj(\o/\/o\/\Nk/o\/\o/\/N\n/"\/\,\/ St
o H ] H i
~{AEEA}2-{gGlu}2-C(O)(CH2)1sCOOH HO HO” S0
\n/\/\/\/\/\/\/\/
[o]
[2-[2-[2-[[2-[2-[2-[[(4S)-4-7} 5 A -4-[[(4S)-4- 7+ 5 A-4-(19-7H 5 A e L ] 7= D 01 7] 1) F-Fl = D]
opH] = Eb = Dot w) te]ol] S Aol S A [ Al Blo k] =]o) E Al S Al ok H - -
[0172]

_16_



[0173]

[0174]

[0175]
[0176]

[0177]

[0178]

ZIHSd 10-2023-0051583

7l

3let 7% 2 IUPAC 33

-C(0)(CH2)1sCOOH

6}
| OH
R/\/\/\/\/\/\/\/W

o
18-S 2 S eh | T it

-gGIu-C(O)(CHa)1sCOOH

(0] o
o
R o
Y\INMVWM
o (o]

AB([(18)-1-7H 2 A]-4-% o 5 ¥ O} 1] 18- 228 v 6] 2 A

-gGIU-C(O)(CHz)14CHa

Iy

(28)-2-(BAH| 7h i B o} o] 1 )-5-2 4 -H EL e

7l

3¢t 7% 2 IUPAC 33

-gGIu-C(0)(CH,)1sCOOH

R

A o

+AEEA}-gGIu-C(0)(CH;)1COOH

-
0A\/°\/\0/\l
HN/\/’\/\A{H
2 oM

HNW(\/\/\NWQ?\W

+AEEA}L~{gGlu}>-C(0)(CH:)1sCOOH

Koo
LaMaet
o

o oH
; 3

71

stet 7+ 2 IUPAC 33

~AEEA}-gGIu-C(O)(CHz)1sCHs

cj\/G \/NA’

RN

o

W\M/V\A/

~AEEA}R-{gGIU}-C(O)(CH214CHs

A SN

-—a W \/\o/\“

N
7 B
GI o 9
9 2
d
o

54T AA A,

o 1o
2
g >
2ot
fu
2
>
o
?L'

] AA e A, &3ES SEQ ID No 3, 7, 35, 83, 130, 135, 136,
151, 152, 171, 172, 173 2 174 #
T o2 AA g, &%E-2 SEQ ID NO 35, 130,

855 o},

o}y -4k Uo]o—]E]
%= —{AEEA},~{gGlu},~C(0) (CHy) 1uCOOHO . Bt} 543
Glu=C(0) (CH)15CO0HO] T}

SEQ ID NO 1 WA 227 &

AAGENA, &

_17_

% Qo] shtel obrlt A4

—{AEEA},-gG1u-C(0) (CHy)16COO0H; —{AEEA};—gG1u—-C(0) (CHz)1,CO0H;
RRl-AF wolole:

—{AEEA},-

O I FEL
& ek

e

HE= FEE o

137, 138, 139,140, 141, 142, 147, 149,
Qelo] shtel ofpliwit AP EFSHE Y= Ei o]o] et 5
135, 137, 140, 142, 149, 151 % 152 <



[0179]

[0180]

[0181]
[0182]
[0183]
[0184]
[0185]
[0186]
[0187]
[0188]
[0189]
[0190]
[0191]

[0192]

[0193]

[0194]

[0195]
[0196]
[0197]
[0198]
[0199]
[0200]
[0201]
[0202]
[0203]
[0204]
[0205]
[0206]

[0207]

SIHS31 10-2023-0051583

deole] slte] ofmial MEE ¥ gt FE =0tk A HAAFHAA, FFELS SEQ 1D NO 35, 130, 83, 135,
136, 137, 138, 139, 147, 151, 174 2 99| 3l }e] olulial MAS Fakal= AE|so|t), B} =719 A
el A 3FES SEQ ID No 35, 130, 135, 137, 138, 139,140, 141, 142, 149, 151, @ 152 = ¢9l¢] sl
o] oAt MEE X3 FEIE = o] sty oz FEEE Hdolrt,

AN, SFFEES B (D obrlt Ade] PElEEA, AeHo 7] HelA K1e] obvluw
= oolddsEn Augon g7] Aol x3ge] ofrlwal A7 ojvEstE ALt ole] eptHow 3§
ol

AAFEANA, SRS B34 (Do) obvlwit Qo] FWE= w09 ofspHom

7

fr @y e

rr

i)

&5

dolm; 471

X112 FAl(L)o]at;
X132 ZAl(K) e 25

X14%= #2l(K) E= o)AFA(D); 53] o]afal(l)e]ar
X16& FAl(L)o]aL;

X19& LEd(A) e SFE O E(E)o]aL;

X212 SFERI(Q) o) 1L;

X22:= SFEHCIE(E) E= ofl27dR) Exe 24K 53] of27|dR) = grlK); B 53] 2] (K) o]

X23< 2AI(K) s 2-opn| o] Nl 22k (Aib); 53] 2Al(K)elaL

X24= SFEMOIE(E) B SFEW(Q) E&E 2-olu| o] K E24HAIb); 53] SFEQ) E 2-olH]| 9]
AH-E]Z24F(Aib) o] AL

X25= HA(K) Ex= ok27IdR); 53] ok=7d(R)olaL;

X262 &ed (), SFEOE(E) v SFERI(Q); 53] SFEIE(E) e SFETI(Q)o]aL;
X27& ZAlK) Ee SFETWQ); 53] gAK) e SFERQ); 2o 53 SFET(Q)o]L;
X29& SFEpo]E(E)o]aL;

X302 2Al(K) T EFd(T); 53] 2alK)olaL;

X312 ofzapehzl(N)e]aL;

X32& #AI(K) e debd ) 53 #alKela

X332 o271 (R) Hi FFERI(Q o)L

X345 o] &FAl(I)o]aL;
X35 FAl(L)elaL;
X362 &ebd(A) E= FFEHOIE(R); 53] SFEHHo]E(E)olaL;
X372 olZ7|IR) B &

X382 & (V)olar;
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[0208]

[0209]

[0210]
[0211]
[0212]
[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]
[0235]
[0236]

[0237]

[0238]

[0239]

[0240]

Hegow 7]

X2=

o
N
%

oA X19] ofmliat 271 odEstE L HEHen

il

AldEfell A, sk sheha] (D] opvliedt Ade] JE= e

o= 7] (R)o]aL;

TC -

EE SFENIQ Ee debd)e]ar;

=FERI(Q) o] aL

=T B o] E(E)
=FERI(Q); 53]

ofx e}zl (N) o]
g Al (K)o] 1 ;

K

ol2 71 (R) = FFEI(Q) o] L;

>

JoIA X1e] ofnlit 7] opMEstEn Hudow

J

AGEA, SRS S84 (Do) obrlwit Ao HAEE we

k- (V) o] aL;

_19_
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2ol A X389 ofu|xAF 7] o}



SIHS31 10-2023-0051583

[0241] X9+= o] aFAl(1)o]aL;

[0242] X102 g2l (K)elaL;

[0243] X112 FAH(L)e]aL;

[0244] X4+ ol &aFAl(1)o]aL;

[0245] X162 2l (L)olaL;

[0246] X19% SFEHC]E(E)o]aL;

[0247] X212 SFE(Q)o)x;

[0248] X22+= #Al(K)olaL;

[0249] X24= SFER(Q)o)1;

[0250] X25% oF27]d (R)o]L;

[0251] X262 =FEFHO]E(E)o]aL;

[0252] X272 =FERI(Q)C]aL;

[0253] X29%= =FEHO]E(E)o]aL;

[0254] X31& ofx=etzl(N)o]L;

[0255] X32+= #Al(K)olaL;

[0256] X33 FFEFI(Q)o]aL

[0257] X34 o] AFAI(I)o]aL

[0258] X35% F2l(L)elaL;

[0259] X37& FFEFI(Q)o]a

[0260] X382 W (V)o]aL;

[0261] Aoz 7] AoA X19 ofn| it 7| & ol EstE L MeH o0& 7] AelA] X389 ofw| Al 7] o)
n =shE vt

[0262] A AAFENA, sFE-e 58k (1) opuil AEo] JEE e o9 oftAoR §&H= dolal; VI
2] o] A

[0263] X7& D-E=I(V)ola;

[0264] X102 gAlo]at;

[0265] X19% SFEHOIE(B)e]aL;

[0266] X24= SFERI(Q) O] aL;

[0267] X25% oF2 7] (R)o]3L;

[0268] X26& FFEFH O] E(E)o]aL;

[0269] X272 =FERI(Q)C]aL.

[0270] X302 #Al(K)olaL;

[0271] X332 =FERI(Q)°]aL;

[0272] X362 b (A)o]a;

[0273] X37& FFEI(Q)o]aL

[0274] Aoz 7] AeA X19] opw]ieal 27]= opAdstE i AeHor A7) oA X389 ofn|wAt 7] of
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[0275]

[0276]

[0277]
[0278]
[0279]
[0280]
[0281]
[0282]
[0283]
[0284]
[0285]
[0286]
[0287]
[0288]
[0289]
[0290]
[0291]
[0292]
[0293]
[0294]
[0295]
[0296]
[0297]
[0298]

[0299]

[0300]
[0301]
[0302]
[0303]
[0304]
[0305]
[0306]

[0307]

n =3kt

d HAAFHONA, e 315k
2ol A X389 ofn| At 7= 13f ofn| =R ofn| =shE ),

d AANGENA, SFetE BHek (De] oAt Ao HE=
2] ol A
X1 o] &FAl(I)e]aL;

X102 2]A1(K) ==

il
k)
>
e
©
=

X11&
X14%&=
X16& FAl(L)o]aL;

X19% Zehd(A) T FFEHo|E(R)o]ar;
X212 SFERI(Q) ) 1L;
X22& FAl(K)ola;

X24+= SFEQ) EE 2-olu =o)X

E]2AF(Aib)o]aL;

4z

X25& ol27|d(R)o]aL;

X262 &Eld(A), SFEHOIE(E) B

il

FERRI(Q) o] aL;
X272
X29&= SFERHO]E(E)o]aL;
of2= b1 (N) 0] 3L ;

ZA(K) o] az;

X31&
X32%&
X33&
X34+
X35+ FAl(L)o]aL;
X382 ™ (V)o]aL;

247] Aol A X389 obm Al )= 13} olu =R oln| =shE ),

A ANFEelA, S FetA (D] ot Ade] He=
Aol A
X1 o] 2 FAL(1)o] 3L

X102 2A1(K), SFEHoE(E) & =821(G)o]aL;

X112 FAI(L)e]at;
X14=

X15%= FAl(L)e]ar

X162 FAI(L)o]at;
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SIHS3 10-2023-0051583

[0308] X19+= &Ehd(A) E= SFEO|E(E); 53] =FEMo]E(E)o]1L;

[0309] X218 SFEFRI(Q) ] 3L;

[0310] X22% 2Al(K) Hi FFEHo|E(R)o]aL;

[0311] X23 2-o}u] o] AK-E] 24F(Aib) 0] AL

[0312] X24= SFERI(Q)C]AL;

[0313] X25% o271 (R)e]aL;

[0314] X262 FFEH O] E(E)o]3L;

[0315] X27& FFERI(Q) Ol L;

[0316] X29¢ SFEHHO|E(B)o]aL;

[0317] X312 ofzmehzl(N)o]aL;

[0318] X32+= Al(K) =& ZFEMOIE(R); 53] ZFEMO|E(E)o]laL;

[0319] X332 ZFEMRI(Q )AL

[0320] X34+ o] 2FAI(1)o]aL;

[0321] X35 FAl(L)e]aL;

[0322] X382 W (V)olaL;

[0323] A7) Aol X19] olreal R7)= olalE st X389 ofu]=Al W)= 13} ofu| =R olm=3slE ),

[0324] A AAFAA, e et (D)9 ot Ade] HEE wE o] okl o FgHE ol Y]
2 o] A :

[0325] X1& o] AFAI(1)o]ar;

[0326] X2& e (V)e]aL;

[0327] X9+= o] aFAl(1)o]aL;

[0328] X102 g2l (K)olaL;

[0329] X112 FAl(L)e]aL;

[0330] X143 o] 2FAI(1)0]aL;

[0331] X162 FAl(L)e]aL;

[0332] X19% S5 e o] E(E)]aL;

[0333] X21& SFERI(Q) ] aL;

[0334] X22& #al(K)olaL;

[0335] X24E SFERI(Q) O] AL;

[0336] X25% o271 (R)e]aL;

[0337] X26& FFERH O] E(B)o]aL;

[0338] X278 SFERI(Q) O] aL;

[0339] X29& SFEHHOIE(B)e]aL;

[0340] X312 ofxdEtl(N)o]az;

[0341] X32&= #al(K)olaL;

[0342] X332 =FERI(Q)°]aL;
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[0343]
[0344]
[0345]
[0346]
[0347]

[0348]

[0349]

[0350]

[0351]

X34E o] AFAI(I)olaL

X35& F4l

X372 =

47] Aol A x38] o}

d AAgEedA], skgtES SEQ ID N0 1 WX 227 &

olth. oleld AE = 8]
[e)

A

WA 7] 13 opu =R ofn] = shen,
Jele] st WEE Ei= oo ofatHoZ FEHE A
3 20 DA} glon], 7] Kz xmvu SR w A71% vehia, R

ZIHSd 10-2023-0051583

B oorul-Ag mololEE eha, Act N-RHo] ohAEstd S vehy:

b1 ol oprlmake AL Uehat:

[3 2]

SEQID NO ota =4t ME Re

1 IVLSLDVPIGLK*QILLEQEKQEKEKQQAETNAQILAQV-NH2 -gGIu-C(O)(CH2)1CHs

2 IVLSLDVPIKLK*KILLEQEKQEKEKQQAETNAQILAQV-NH2 -gGIu-C(O)(CH2)1.CHs

3 IVLSLDVPIKLK*KILLEQEKQEKEKQQAEKNAQILAQV-NH2 -gGIu-C(O)(CH2)iuCHs

4 IVLSLDVPIGLK*QKLLKQEKQEKEKQQAETNAKILAQV-NH2 -gGlu-C(O)(CH2)CHs

5 IVLSLDVPIGLK'QKLLKQQRQRKERQQAETNARILARV-NH2 -gGIu-C(O)(CH2)CHs

6 IVLSLDVPIGLK*QKLLKQQRQRKERQQAEKNARILARV-NH2 -gGIu-C(O)(CH:)1CHs

7 IVLSLDVPTKLK*QKLLKQERQRKEREQAEKNARILARV-NH2 -gGlu-C(O)CH2)uCHs

8 FTLSLDVPTKIK*QKLLKQEKQKKQRQKAKTAAQILAQV-NH2 ~gGIu-C(O)(CH2)1.CHs

9 FTLSLDVPTKIK*QKLLKQEKQKKQRQKAKTAKQILEQV-NH2 -gGIu-C(O)(CH2)uCHs

10 FTLSLDVPTKIK*QKLLKQEKQKKQRQKAKTNKQILEQV-NH2 -gGIu-C(O)CH2)uCHs

11 FTLSLDVPTKIK*QKLLKQEKQKKQRQKAKTNAQILAQV-NH2 ~gGIu-C(O)(CH2)1.CHs

12 FTLSLDVPTKIK*QKLLKQEKQRKQKQQAKTNAKILARV-NH2 -gGIu-C(O)(CH2)1CHs

13 FTLSLDVPTKIK*QILFKQQKQKKERQQAEKNKQLLEQI-NH2 -{AEEA}>-gGlu-C(O)(CHp)1sCOOH
14 FTLSLDVPTKIK*QKLLKQEKQRKQKQKAKTNAKILARV-NH2 -gGIu-C(O)(CH2)uCHs
SEQIDNO. | Ofo|lic At M R®

15 FTLSLDVPTKIK*QKLFKQAKQKKQRQKAKTNAQILARV-NH2 -gGlu-C(O)(CHa)uCHs

16 IVLSLDVPIGLK*QKLLKQQRQRKERQQAEKNARILARY-NH2 ~{AEEA}-gGIu-C(O)(CHz)1sCOOH
17 IVLSLDVPIKLK*KILLEQEKQKKQREQAETNKQILAQV-NH2 -gGlu-C(O)(CHz)1CHs

18 IVLSLDVPTKLK*QKLLKQERQRKEREQAEKNKRILERV-NH2 -gGIu-C(O)(CH2)uCHs

18 IVLSLDVPTKLK*QKLLKQERQRAIDEREQAEKNKRILERV-NH2 ~gGIu-C(O)(CH>)1CHs

20 IVLSLDVPTKLK*QKLLKQERQRKAIbREQAEKNKRILERV-NH2 -gGIu-G(O)(CH>)1CHs

21 IVLSLDVPTKLK*QKLLKQERQRKEAIDEQAEKNKRILERV-NH2 -gGlu-C(O)(CH>)1CHs

22 IVLSLDVPIKLK*QILLKQERQKAIbQRQKAEKNKQILAQV-NH2 ~{AEEA}-gGIu-C(O)(CHz)1sCOOH
23 IVLSLDVPTKLK*QKLLKQERQRKERADQAEKNKRILERV-NH2 -gGIu-C(O)(CH2)1CHs

24 IVLSLDVPTKLK*QKLLKQERQRKEREQAEKNKRILERV-NH2 -{AEEA}-gGlu-C(O)(CHz)1sCOOH
25 IVLSLDVPTKLK*KKLLKQERKRKEREKAEKNARILERV-NH2 -gGIu-C(O)(CH)uGHs

26 IVLSLDVPTKLK*KKLLKQERKRKEREAIBAEKNARILERV-NH2 -gGlu-C(O)(CH:)1CHs

27 IVLSLDVPTKLK"KKLLKQERKRKEREQAEKNARILERV-NH2 -gGIu-C(O)(CHz)CHs

28 IVLSLDVPTKLK"KKLLKQERKRKEREKAEKAARILERV-NH2 -gGIu-C(O)(CH2)1CHs

29 IVLSLDVPTKLK"KKLLKQERKRKEREAIDAEKAARILERV-NH2 -gGIu-C(O)(CH2)CHs
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[0352]

[0353]

ZIHSd 10-2023-0051583

SEQIDNO. | Oo|:=4F A€ R?

30 IVLSLDVPTKLK*KKLLKQERKRKEREQAEKAARILERV-NH2 -gGIu-C(O)(CH2)14CHs

31 IVLSLDVPTKLK*QKLLKQERQRKEREQAEKNAIbRILERV-NH2 -gGIu-C(O)(CH2)14CHs

32 IVLSLDVPTKLK*QKLLKQERQRKEREQAEKNVRILERV-NH2 -gGIu-C(O)(CH2)14CHs

33 IVLSLDVPTKLK*QKLLKQERQRKEREQAEKNTRILERV-NH2 -gGIu-C(O)(CHa)14CHs

34 FTLSLDVPTKIK*QKLLKQEKQKKQRQKAKTNKQILEQV-NH2 -{AEEA}>-gGIu-C(O)(CH:)1sCOOH
35 IVLSLDVPIKLK*KILLEQEKQKKQREQAETNKQILAQV-NH2 -{AEEA}>-gGIu-C(O)(CH,)1sCOOH
36 IVLSLDYPTKLK*QKLLKQERQRKAIbREQAEKNKRILERV-NH2 -{AEEA}>-gGIu-C(O)(CH:)1sCOOH
37 IVLSLDVPTKLK*QKLLKQERQRKERQQAE TNKRILERV-NH2 -{AEEA}>-gGlu-C(O)(CH:)1sCOOH
38 IVLSLDVPTKLK*QKLLKQERQRAIbERQQAETNKRILERV-NH2 -{AEEA}>-gGlu-C(O)(CH,)1sCOOH
39 IVLSLDVPIKLK*QILLEQERQRKERQQAETNAQILAQV-NH2 -{AEEA}>-gGlu-C(O)(CH:)1sCOOH
40 IVLSLDVPIKLK*QILLEQERQRKERQQAETNVQILAQV-NH2 -{AEEA}>-gGlu-C(O)(CH:)1sCOOH
41 IVLSLDVPIKLK*QILLEQERQRKERQQAEKNVRILERV-NH2 -{AEEA}>-gGIu-C(O)(CH:)1sCOOH
42 IVLSLDVPIKLK*QILLEQERQRAIbERQQAEKNVRILERV-NH2 -{AEEA}>-gGlu-C(O)(CH:)1sCOOH
43 IVLSLDVPIKLK*QILLE QAKQKKLRAQAETNVRILERV-NH2 -{AEEA}>-gGlu-C(O)(CHs)1sCOOH
44 IVLSLDVPIKLK*QILLE QAKQKKERAQAETNVRILERV-NH2 -{AEEA}2-gGlu-C(O)(CH:)1sCOOH
SEQIDNO. | Ofbji-it ME Re

45 IVLSLDVPIKLK*QILLEQAKQKAIbLKAQAETNVRILERV-NH2 -{AEEA}-gGIu-C(O)(CH2)1sCOOH
46 IVLSLDVPIKLK*QILLEQAKQKAIbLRAQAETNVRILERV-NH2 -{AEEA},-gGIu-C(O)(CH2)1sCOOH
47 IVLSLDVPTKLK*KKLLKQERKRAIbE REKAEKAARILERV-NH2 -{AEEA}>-gGIu-C(O)(CH2)1eCOOH
48 IVLSLDVPIKLK*QILLEQERQRAIbERQQAE TNVQILAQV-NH2 -{AEEA},-gGIu-C(O)(CHz)1sCOOH
49 IVLSLDVPIKLK*QILLEQERQRAIDERQQAETNVRILERV-NH2 -{AEEA}>-gGIu-C(O)(CH2)1sCOOH
50 IVLSLDVPTKLK*QILLKQERQRAIbERQQAETNVRILERV-NH2 ~{AEEA}>-gGlu-C(0)(CH2)1sCOOH
51 FTLSLDVPTKIK*QILLKQQKQKKERQQAEKNKQLLEQI-NH2 -{AEEA}z-gGIu-C(O)(CHz)1sCOOH
52 FTLSLDVPTKIK*QILLKQQKQKKERQQAEKNKQLLERV-NH2 -{AEEA},-gGIu-C(0)(CH,)1sCOOH
53 FTLSLDVPTKIK*QILLKQQKQKKERQQAETNKQLLERV-NH2 -{AEEA},-gGIu-C(O)(CH2)1sCOOH
54 FTLSLDVPIKLK*QILLKQQKQKKERQQAETNVQLLERV-NH2 -{AEEA}»-gGlu-C(0)(CH2)1sCOOH
55 FTLSLDVPTKIK*QILLKQQKQKKERQKAETNVQLLERV-NH2 -{AEEA}>-gGIu-C(O)(CHz)1sCOOH
56 FTLSLDVPIGLK"QILLKQQKQKKERQQAETNVQLLERV-NH2 -{AEEA}-gGIu-C(0)(CH2)1sCO0H
57 FTLSLDVPIGLK*QILLKQQKQKKERQKAETNVQLLERV-NH2 -{AEEA}-gGIu-C(O)(CH2)1sCO0H
58 FTLSLDVPTKIK*QILFKQQKQKKERQQAEKNKQLLEQI-NH2 -{AEEA}-gGIu-C(O)(CH2)1sCOOH
59 FTLSLDVPTKIK*QILLKQQKQKKERQQAEKNKQLLEQI-NH2 -{AEEA},-gGIu-C(O)(CHz)1sCOOH
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[0354]

[0355]

ZIHSd 10-2023-0051583

SEQIDNO. | ofoj=4t ME R?

60 FTLSLDVPTKIK*QILLKQOKQKKERQQAEKNKQLLERY-NH2 -{AEEA}2-gGlu-C(0)(CHz)1sCOOH
61 FTLSLDVPTKIK*QILLKQOKQKKERQQAETNKQLLERV-NH2 -{AEEA}2-gGlu-C(0)(CH>)1sCOOH
62 FTLSLDVPIKLK*QILLKQQKQKKERQQAETNVQLLERV-NH2 -{AEEA}>-gGlu-C(O)(CHz)1sCOOH
63 FTLSLDVPIKLK*QILLEQQKQKKERQQAETNVQLLERV-NH2 -{AEEA}-gGlu-C(O)(CH2)1sCOOH
64 FTLSLDVPTKIK*QILLKQOKQKKERQKAETNVQLLERV-NH2 -{AEEA}»-gGlu-C(O)(CH2)1sCOOH
65 FTLSLDVPIGLK*QILLKQOKQKKERQQAETNVQLLERV-NH2 -{AEEA}>-gGlu-C(O)(CHz)1sCOOH
66 FTLSLDVPIGLK*QILLKQQKQKKERQKAETNVQLLERV-NH2 -{AEEA}-9Glu-C(O)(CH2)1sCOOH
67 IVLSLDVPIKLK*QILLEQEKQKKQREQAETNKQILAQV-NH2 -{AEEA}>-gGlu-C(0)(CH2)1sCOOH
68 IVLSLDVPIKLK*QILLEQERQKKQREQAETNKQILAQV-NH2 -{AEEA}>-gGIu-C(O)CH2)1sCOOH
69 IVLSLDVPIKLK*KAIbLLEQERQKKQRE QAETNKQILAQV-NH2 -{AEEA}-gGlu-C(O)(CH,)1sCOOH
70 IVLSLDVPIKLK*QILLEQERQKKQREQAETNAibQILAQV-NH2 -{AEEA}2-gGlu-C(0)(CHz)1sCOOH
71 IVLSLDVPIKLK*KAIbLLEQERQKKQRE QAETNAIbQILAQV-NH2 -{AEEA}>-gGlu-C(O)(CH2)1sCOOH
72 IVLSLDVPIKLK*QILLEQERQKKQRQQAETNAIbQILAQV-NH2 -{AEEA},-gGlu-C(O)(CH2)1sCOOH
73 IVLSLDVPIKLK*QILLEQERQKKQRQKAETNAbQILAQV-NH2 -{AEEA},-gGlu-C(O)(CH2)1sCOOH
74 IVLSLDVPIKLK*QILLEQERQKKQREQAETNAibQILERV-NH2 -{AEEA}2-gGlu-C(0)(CHz)1sCOOH
SEQIDNO. | ojOj ot M\ R?

75 IVLSLDVPIKLK*QILLKQERQKKQRQQAETNAIbQILAQV-NH2 -{AEEA}>-gGIu-C(O)(CH,}1sCOOH
76 IVLSLDVPIGLK*QILLEQERQKKQRQQAETNAibQILAQV-NH2 -{AEEA}>-gGIu-C(O)(CHz)1sCOOH
77 IVLSLDVPIKLK*QILLKQERQKKQRQKAETNKQILAQV-NH2 -{AEEA}2-gGlu-C(O)(CHz)1sCOOH
78 IVLSLDVPTKLK*QILLEQERQKKQREQAETNAIbQILAQV-NH2 -{AEEA}>-gGlu-C(O)(CH.)1sCOOH
79 IVLSLDVPIKLK*QILLEQEKQKAIBQREQAETNKQILAQV-NH2 -{AEEA}-gGIU-C(O)(CHz)1sCOOH
80 IVLSLDVPTKLK*QILLEQERQKKQREQAETNAIbQILAQV-NH2 -{AEEA}>-gGlu-C(O)(CH2)1sCOOH
81 IVLSLDVPIKLK*QILLEQEKQKAIbQREQAETNKQILAQV-NH2 -{AEEA}>-gGlu-C(O)(CH.})1sCOOH
82 IVLSLDVPTKLK*QILLKQERQKKAIbREQAETNVRILERV-NH2 -{AEEA}2-gGlu-C(O)(CHz)1sCOOH
83 IVLSLDVvPIGLK*QILLKQERQKKAIbREQAETNKRILERV-NH2 -{AEEA}>-gGlu-C(O)(CHz)1sCOOH
84 IVLSLDVPIKLK*QKLLEQEKQKKQREQAETNKQILAQV-NH2 -{AEEA}>-gGIu-C(O)(CH2)1sCOOH
85 IVLSLDVPIKLK*QILLKQERQKKQREQAETNKQILAQV-NH2 -{AEEA}-gGlu-C(O)(CHz)1sCOOH
86 IVLSLDVPIKLK*QILLKQERQKKQREQAKTNKQILAQV-NH2 -{AEEA}2-gGlu-C(O)(CHz)1sCOOH
87 IVLSLDVPIKLK*QILLKQERQKKQREKAKTNKQILAQV-NH2 -{AEEA}>-gGlu-C(O)(CH,)1sCOOH
88 IVLSLDVPIKLK*QILLKQERQKKQREKAKTNAIbQILAQV-NH2 -{AEEA}2-gGlu-C(O)(CHz)1sCOOH
89 IVLSLDVPIKLK*QILLKQERQKKQREQAKTNAIbQILAQV-NH2 -{AEEA}2-gGlu-C(O)(CHz)1sCOOH
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[0356]

[0357]

ZIHSd 10-2023-0051583

SEQID NO.

opfj= it ME

R?

90

IVLSLDVPIKLK*QILLKQERQKKQREKAKTNVQILAQV-NH2

-{AEEA}-gGlu-C(O)(CH2)1sCOOH

9

IVLSLDVPIKLK*QKLLKQERQKKQREKAKTNAIbQILAQV-NH2

-JAEEA}-gGIu-C(0)(CH2)1sCOOH

92

IVLSLDVPIKLK*QKLLEQERQKKQREQAETNAIbQILAQV-NH2

-{AEEA}:-gGlu-C(0)(CHz2)1sCOOH

93

IVLSLDVPIKLK*QKLLKQERQKKQREKAKTNVQILAQV-NH2

-JAEEA}-gGIu-C(0)(CH2)1sCOOH

94

IVLSLDVPIKLK*KILLKQERQKKEREQAETNKQILAQV-NH2

-{AEEA}>-gGIu-G(0)(CHz)1sCOOH

95

IVLSLDVPIKLK*QKLLKQERQKKEREQAETNKQILAQV-NH2

-{AEEA}>-gGIu-C(0)(CHz}1COOH

96

IVLSLDVPIKLK*QILLKQERQKKEREQAETNKQILAQV-NH2

-{AEEA}-gGIu-C(0)(CH2)1sCOOH

97

IVLSLDVPIKLK*QKLLKQERQKKQREQAETNKQILAQV-NH2

-{AEEA}»-gGIu-C(0)(CHz)1sCOOH

98

IVLSLDVPIKLK*QKLLKQERQKKAIbREQAETNKQILAQV-NH2

~{AEEA}>-gGIu-C(O)(CHz)1sCOOH

99

IVLSLDVPIKLK*KILLKQERQKKAIbREQAEKNKQILAQV-NH2

-{AEEA};-gGIu-C(0)(CHz)1sCOOH

100

IVLSLDVPIKLK*KILLKQERQKKAIbREQAETNAibQILAQV-NH2

-{AEEA}>-gGIu-C(0)(CHz)1sCOOH

101

IVLSLDVPIKLK*KILLKQERQKKAIbREQAETNKQILERV-NH2

-{AEEA}>-gGIu-C(O)(CHz)1sCOOH

102

IVLSLDVPIKLK*QILLKQERQKKQREQAETNKQILAQV-NH2

-{AEEA}-gGIlu-C(O)(CH2)1sCOOH

103

IVLSLDVPIKLK*QILLEQERQKAIbQREQAETNKQILAQV-NH2

-{AEEA}>-gGIu-C(0)(CH2)isCOOH

104

IVLSLDVPIKLK*QILLKQERQKAIbQREQAETNKQILAQV-NH2

~AEEA}-gGIu-C(O)(CH2)1sCOOH

SEQID NO.

ofo| =k ME

R?

105

IVLSLDVPIKLK*QILLEQERQKAIbQRQQAETNKQILAQV-NH2

-{AEEA}>-gGlu-C(O)(CH2)1cCOOH

106

IVLSLDVPIKLK*QILLEQERQKAIbQREQAETNKQILERV-NH2

~{AEEA}-gGIU-C(O)(CHa)1sCOOH

107

IVLSLDVPIKLK*QILLKQERQKAIbQREQAETNKQILERV-NH2

~{AEEA}2-gGIu-C(O)(CHz)1sCOOH

108

IVLSLDVPIKLK*QILLKQERQKAIbQRQKAETNKQILAQV-NH2

~{AEEA}~gGIu-C(0)(CHz)1sCOOH

109

IVLSLDVPIKLK*QILLKQERQKAIbQREKAETNKQILAQV-NH2

~{AEEA},-gGIu-C(O)(CH2)1sCOOH

110

IVLSLDVPIKLK*QILLKQERQKAIbQRQQAETNKQILAQV-NH2

-{AEEA}-gGlu-C(O)(CH2}sCOOH

111

IVLSLDVPIKLK*QILLKQERQKKQREQAETNKQILEQV-NH2

~{AEEA}-gGIu-C(0)(CH2)1sCOOH

112

IVLSLDVPIKLK*QILLKQERQKKQREKAETNKQILAQV-NH2

~{AEEA}>-gGlu-C(O)(CHz)sCOOH

113

IVLSLDVPIKLK*QILLKQERQKKQRQQAETNKQILAQV-NH2

~{AEEA}-gGIu-C(0)(CH2)1sCOOH

114

IVLSLDVPIKLK*QILLEQARQKAIbQRAQAETNKRILERV-NH2

~{AEEA}-gGlu-C(O)(CH2)1sCOOH

115

IVLSLDVPIKLK*QILLKQERQKAIbQREQAEKNKQILERV-NH2

~{AEEA}gGlu-C(0)(CHa)1sCOOH

116

IVLSLDVPIKLK*QILLKQERQKAIbQREKAEKNKQILAQV-NH2

~{AEE A}>-gGlu-C(O)(CH2)1sCOOH

17

IVLSLDVPIKLK*QILLKQERQKAIbQRQQAEKNKQILAQV-NH2

-{AEEA}>-gGIu-C(O)(CH2)1sCOOH

118

IVLSLDVPIKLK*QILLKQERQKAIbQRQKAEKNKQILAQV-NH2

~{AEEA}-gGIu-C(O)(CH2)1sCOOH

119

IVLSLDVPIKLK*QILLKQERQKKAIbRQKAEKNKQILAQV-NH2

~{AEEA}-gGIu-C(O)(CHz)sCOOH
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[0358]

[0359]

ZIHSd 10-2023-0051583

SEQID NO.

ofoj =4 ME

R?

120

IVLSLDVPIKLK*QILLKQERQKKQREQAEKNKQILEQV-NH2

-{AEEA}-gGIu-C(O)(CH2)1sCOOH

121

IVLSLDVPIKLK*QILLKQERQKKQREKAEKNKQILAQV-NH2

<{AEEA}-gGIu-C(O)(CHo)sCOOH

122

IVLSLDVPIKLK*QILLKQERQKKQRQQAEKNKQILAQV-NH2

-{AEEA}-gGIu-C(0)(CH2)1:COOH

123

IVLSLDVPIKLK*QILLEQARQKAIbQRAQAEKNKRILERV-NH2

-{AEEA}>-gGlu-C(O)(CH2)1sCOOH

124

IVLSLDVPIKLK*QILLKQARQKAIbQRAQAEKNKRILERV-NH2

-{AEEA}-gGIu-C(0)(CHo)1sCOOH

125

IVLSLDVPIKLK*QILLEQARQKAIbQREQAEKNKRILERV-NH2

-{AEEA}>-gGlu-C(0)(CH2)1sCOOH

126

IVLSLDVPIKLK*QILLEQAKQKAIbQRAQAEKNKRILERV-NH2

-AEEA}-gGlu-C(0)(CH2)1sCOOH

127

IVLSLDVPIKLK*QILLEQAKQKAIbQREQAEKNKRILERV-NH2

-{AEEA}-gGlu-C(O)(CHz)1sCOOH

128

IVLSLDVPIKLK*QILLKQARQKAIbQREQAEKNKRILERV-NH2

-IAEEA}-gGlu-C(O)(CH2)1sCOOH

129

IVLSLDvVPIKLK*QILLEQERQKAIbQREQAEKNKQILAQV-NH2

-{AEEA}>-gGIu-C(0)(CH2)1sCOOH

130

IVLSLDVPIKLK*QILLKQERQKAIbQREQAEKNKQILAQV-NH2

-{AEEA}>-gGlu-C(O)(CH2)1sCOOH

131

IVLSLDVPIKLK*QILLEQERQKAIbQRQQAEKNKQILAQV-NH2

+{AEEA}-gGIu-C(O)(CHz}sCOOH

132

IVLSLDVPIKLK*QILLEQERQKAIbQREQAEKNKQILERV-NH2

~{AEEA},-gGlu-C(O)(CHz)1sCOOH

133

IVLSLDVPIKLK*QILLKQERQKAIbQREQAEKNKQILERV-NH2

~{AEEA},-gGIu-C(O)(CHz);sCOOH

134

IVLSLDVPIKLK*QILLKQERQKAIbQREKAEKNKQILAQV-NH2

-{AEEA}>-gGIu-C(O)(CHz)1sCOOH

SEQ ID NO.

ofal i A MY

R?

135

IVLSLDVPIKLK*QILLKQERQKAIbQRQQAEKNKQILAQV-NH2

-{AEEA},-gGlu-C(0)(CHz);:COOH

136

IVLSLDVPIKLK*QILLKQERQKKAIbRQKAEKNKQILAQV-NH2

~{AEEA},-9GIu-C(O)(CH,)1sCOOH

137

IVLSLDVPIKLK*QILLKQERQKKQREQAEKNKQILEQV-NH2

~{AEEA}»gGIu-C(O)(CH2)1sCOQH

138

IVLSLDVPIKLK*QILLKQERQKKQREKAEKNKQILAQV-NH2

~{AEEA},-gGIu-C(O)(CHs)1sCOOH

139

IVLSLDVPIKLK*QILLKQERQKKQRQQAEKNKQILAQV-NH2

-{AEEA}>-gGlu-C(O)(CH2)1sCOOH

140

IVLSLDVPIKLK*QILLEQARQKAIbQRAQAEKNKRILERYV-NH2

{AEEA}-gGIu-C(O)(CH2)1sCOOH

141

IVLSLDVPIKLK*QILLKQARQKAIbQRAQAEKNKRILERV-NH2

{AEEA},-gGIu-C(O)(CH2)1sCOOH

142

IVLSLDVPIKLK*QILLEQARQKAIbQREQAEKNKRILERV-NH2

-{AEEA}>-gGlu-C(O)(CH2)1:COOH

143

FTLSLDVPTKIK*QILLKQEKQKKQRQKAKTNKQILERV-NH2

~{AEEA},-gGIu-C(0)(CHs)1sCOOH

144

FTLSLDVPTKIK*QILLKQERQKKQRQKAKTNKQILERV-NH2

-{AEEA}>-gGlu-C(O)(CH2)1sCOOH

145

FTLSLDVPTKIK*QILLKQERQKKQRQKAKKNKQILERY-NH2

{AEEA}-gGlu-C(O)(CH2)1sCOOH

146

FTLSLDVPIKLK*QILLKQERQKKQRQKAKKNKQILERV-NH2

~{AEEA}-gGlu-G(O)(CH2)1sCOOH

147

IVLSLDVPIGLK*QILLKQERQKKAIbREQAETNKQILAQV-NH2

{AEEA}»-gGlu-C(O)(CH2)1sCOOH

148

IVLSLDVPIGLK*QILLKQERQKKAIbREQAETNKRILERV-NH2

~{AEEA},-gGIu-C(O)(CHz)1sCOOH

149

IVLSLDVPIKLK*QILLKQERQKKAIbREQAETNKRILERV-NH2

-{AEEA}-gGIu-C(O)(CH:)1sCOOH

_27_




[0360]

[0361]

[0362]

ZIHSd 10-2023-0051583

SEQIDNO. | ofo|i it M R

150 IVLSLDVPIGLK*QILLKQERQKKAIbRQQAETNKRILERV-NH2 ~{AEEA}>-gGlu-C(0)(CH2):sCOOH
151 IVLSLDVPIGLK*QILLKQERQKKAIbREQAEKNKRILERV-NH2 ~{AEEA}>-gGlu-C(O)(CH:)1sCOOH
152 IVLSLDVPIKLK*QILLKQERQKKAIbREQAETNKRILERV-NH2 ~{AEEA}»-gGlu-C(O)(CH,)1sCOOH
153 Ac-IVLSLDVPIGLK*QILLEQEKQEKEKQQAETNAQILAQV-NH2 ~{AEEA}-gGlu-C(O)(CH;)1sCOOH
154 IVLSLDVPIGLK*QILLEQEKQEKEKQQAETNKRILERV-NH2 ~{AEEA}-gGlu-C(O)(CH,)1sCOOH
155 IVLSLDVPIGLK*QILLEQEKQEKEKQQAEKNKRILERY-NH2 ~{AEEA}>-gGlu-C(0)(CH2)1sCOOH
156 IVLSLDVPIGLK*QILLKQERQKKAIbREQAETNAQILAQV-NH2 ~{AEEA}>-gGlu-C(0)(CHz)1COOH
157 Ac-IVLSLDVPIKLK*QILLEQARQKAIbQREQAEKNKQILEQV-NH2 ~{AEEA}»-gGlu-C(0)(CH,)1sCOOH
158 Ac-IVLSLDVPIKLK*QILLEQERQKAIbQREQAEKNKQILEQV-NH2 ~{AEEA}-gGlu-C(O)(CH:)1sCOOH
159 Ac-IVLSLDVPIKLK*QILLEQERQEAIbQREQAEKNKQILE QV-NH2 ~{AEEA}>-gGlu-C(0)(CH2)1sCOOH
160 Ac-IVLSLDVPIKLK*QILLEQERQEAIEREQAETNKQILEQV-NH2 ~{AEEA}>-gGlu-C(0)(CH2)1sCOOH
161 Ac-IVLSLDVPIKLK*QILLEQERQEAIDEREQAEKNEQILEQV-NH2 ~{AEEA},-gGlu-C(O)(CH:)1sCOOH
162 Ac-IVLSLDVPIELK"QILLEQERQKAIbQREQAEKNKQILEQV-NH2 ~{AEEA}»-gGlu-C(0)(CH,)1sCOOH
163 Ac-IVLSLDVPIHLK*QILLEQERQKAIbQREQAEKNKQILE QV-NH2 ~{AEEA}gGlu-C(0)(CH,)1sCOOH
164 Ac-IVLSLDVPIGLK*QILLEQERQKAIbQREQAEKNKQILEQV-NH2 ~{AEEA}>-gGlu-C(0)(CH2)1sCOOH
SEQIDNO. | ofo|x At ME R

165 Ac-IVLSLDVPIKLK*QILLEQARQKAIbQREQAEKNEQILEQV-NH2 {AEEA}-gGlu-C(O)(CH2)1sCOOH
166 Ac-IVLSLDVPIKLK*QILLEQERQKAIbQREQAEKNEQILEQV-NH2 -{AEEA},-gGIu-C(O)(CHz)1<COOH
167 Ac-IVLSLDVPIGLK*QILLEQERQKAIbQREQAEKNEQILEQV-NH2 -{AEEA}-gGIu-C(O)(CH2)1sCOOH
168 Ac-IVLSLDVPIELK*QILLEQERQKAIbQREQAEKNEQILEQV-NH2 ~AEEA}-gGIu-C(0)(CH,)1sCOOH
169 Ac-IVLSLDVPIKLK*QILLEQERQEAIDQREQAEKNEQILEQV-NH2 ~{AEEA}>-gGIu-C(O)(CH>)1sCOOH
170 Ac-IVLSLDVPIELK*QILLEQERQEAIQREQAEKNEQILEQV-NH2 -{AEEA}-gGIu-C(O)(CH2)1sCOOH
171 IVLSLDVPIKLK*QILLKQERQKAIbQREQAEKNKQILAQV-NH2 ~AEEA}-{gGlu}o-C(O)(CH2)sCOOH
172 IVLSLDVPIKLK*QILLKQERQKAIbQREQAEKNKQILAQV-NH2 ~{AEEA}{gGlu}o-C(O)(CH2)sCOOH
173 IVLSLDVPIKLK*QILLKQERQKAIbQREQAEKNKQILAQV-NH2 {AEEA}-gGlu-C(O)(CHz)1sCOOH
174 IVLSLDVPIKLK*QILLKQARQKAIbQRAQAEKNKRILERV-NH2 ~/AEEA}>-{gGlu}-C(O)(CH2)sCOOH
175 IVLSLDVPIKLK*QILLKQARQKAIbQRAQAEKNKRILERV-NH2 -{AEEA}-gGlu-C(O)(CH2)1sCOOH
176 IVLSLDVPIKLK*QILLKQERQKKQRQQAEKNKQILAQV-NH2 <{AEEA}-{gGIu}s-C(O)(CHz)1sCOOH
177 IVLSLDVPIKLK*QILLKQERQKKQRQQAEKNKQILAQV-NH2 -{AEEA};-{gGlu}-C(O)(CHz)sCOOH
178 IVLSLDVPIKLK*QILLKQERQKKQRQQAEKNKQILAQV-NH2 ~AEEA}-gGIu-C(0)(CH2)1sCOOH
179 IVLSLDVPIKLK*QILLKQERQKAIbQREQAEKNKQILAQV-NH2 -gGlu-C(0)(CH2)1sCOOH
SEQIDNO. |ofo|:=i M R

180 IVLSLDVPIKLK*QILLKQARQKAIbQRAQAEKNKRILERV-NH2 -gGlu-C(O)(CH2)1COOH

181 IVLSLDVPIKLK*QILLKQERQKKQRQQAEKNKQILAQV-NH2 -gGlu-C(O)(CH2)1COOH

182 IVLSLDVPIKLK*QILLKQERQKAIbQREQAEKNKQILAQV-NH2 -C(O)(CH2)1eCOOH

183 IVLSLDVPIKLK*QILLKQARQKAIbQRAQAEKNKRILERV-NH2 -C(O)(CH2)1COOH

184 IVLSLDVPIKLK*QILLKQERQKKQRQQAEKNKQILAQV-NH2 -G(0)(CH2)1eCOOH

185 IVLSLDYPIKLK*QILLKQERQKKAIbRQKAETNKQILAQV-NH2 ~{AEEA}-gGIu-C(0)(CH2)1sCOOH

223

IVLSLDvPTKLK*QKLLKQERQRKEREQAEKNKRILERV-NH2

-gGIu-C(O)(CH:)uCHs

224

IVLSLDVPTKLK*KKLLKQERKRAIbEREKAEKAARILERV-NH2

~{AEEA}gGIu-C(O)(CH2)1sCOOH

225

IVLSLDVPTKLK*QKLLKQERQRKEREAIDAEKNKRILERV-NH2

~gGlu-C(ONCH2)1aCHs

226

IVLSLDVPIGLK*QKLLKQQRQRKERQQAEKNKRILERV-NH2

-gGlu-C(O)(CH2)14CHs

227

IVLSLDVPIKLK*QKLLKQQRQRKERQQAEKNKRILERV-NH2

-gGIu-C(O)(CH2)14CHs
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[0363]

[0364]
[0365]

[0366]

[0367]

[0368]

[0369]
[0370]

[0371]

[0372]

[0373]

[0374]
[0375]

[0376]

[0377]

[0378]

[0379]

[0380]

[0381]

[0382]

[0383]

[0384]
[0385]

[0386]

ZIHS3dl 10-2023-0051583

Ql

oA AAFH A, setES aF7] ofnmat A (SEQ ID NO: 7)¢] HE=; HE o9 ofgtHom & &HE ¢l

IVLSLDVPTKLK*QKLLKQERQRKEREQAEKNARILARV-NH2
71 Aol A

912 129] K A7)(K 2 FAE)E o9 =9 JAE-olu 7|7} -gGlu-C(0)(CH,) ,CO0HS] BG4 o2 Adtew

IVLSLDVPTKLK*QKLLKQERQRKEREQAEKNVRILERV-NH2

&7 Aol

*

9= 129 K Z7|(K & FA1E)E o9 a9 QA E-olu 7|7} -gGlu-C(0)(CHy) 4COOHo| &F-2 o2 AggE =
% 33}
-NH2&=

3|

N
o

=

e

R T

4

Wik oprt Z7)7F 13 ofv|E' opm=shE A& yERdlT

C_
AR A, SRS al7] ofrliat AA(SEQ 1D NO: 35)9] AEE, Ei ole] ofstHom s gHE 9ol

i

{Lruz

IVLSLDVPIKLK*KILLEQEKQKKQREQAETNKQILAQV-NH2

71 A ellA

5

9= 129 K 7K &2 FAE)E o9 9 gAE-oln 7|7} —{AEEA},~gGlu-C(0) (CHy) x(COOHOl &§-2 o &
A EE 3o M,
-NH2E C-et ofv|islt Z7]7) 13} ojn| =2 olu=3lE RS el

A AAIFE A, SFES 7] ofu| Ak A A (SEQ ID NO: 83)°] HE|=, Hi= o]9] Ao R 3 &H= o

IVLSLDVPIGLK*QILLKQERQKKAIbREQAETNKRILERV-NHZ2

o

}7] 2 ol A

9% 12¢] K ANE 2 BAEE o9 S @AB-olwwr]7b -gGlu-C(0)(CH,),COH; 2 -gGlu-
C(0)(CHy) 1 CH; o2 H-E] Mels]s dET-A3 Holojgd FH4oz AP s 4oz Hygsa;

NH2<= G- opwliedl Z7]7F 1) obm| =2 opu]=8he Sl et

A AAFE A, sE2 517] ofu|wmal AA(SEQ ID NO: 130)9] HE=, = o] ofgAoz FHEH= 4

1t}

IVLSLDVPIKLK*QILLKQERQKAIbQREQAEKNKQILAQV-NHZ2

(]

o

7] Aol A

9 129 K /(K2 FAE)E ol = QaZ-olun7|7} —{AEEA},-gGlu-C(0)(CH,)1COOH; —gGlu-
C(0)(CHz)14CO0H;  —{AEEA},~gGlu—C(0)(CHz)14COOH;  —{AEEA},~{gGlu},~C(0) (CHy) 4COOH;  —gGlu—-C(0)(CHz)14CHs;
—{AEEA},-gGlu-C(0) (CHy) 1,CHz; 2 —{AEEA},~{gGlu},~C(0) (CHy)1,CH3; 53] —{AEEA},~gGlu-C(0)(CHy)CO0HZ5-¥

_29_



[0387]

[0388]

[0389]
[0390]

[0391]

[0392]

[0393]

[0394]
[0395]

[0396]

[0397]

[0398]

[0399]
[0400]

[0401]

[0402]

[0403]

[0404]
[0405]

[0406]

[0407]

[0408]

ZIHSd 10-2023-0051583

AEEE EFR-Ae EolojEd FRrHor AgHEs st or MYl

-NH2&= C-dt ofr] =4t 2717 13} ofn| =2 ol =3lE Z1S UErd

*

A AAFENA, SHFES 3H7] ofn Ak A A (SEQ ID NO: 135)9] HE =, & o9 ofgtxow 38y

rlr
o2

IVLSLDYPIKLK*QILLKQERQKAIbLQRQQAEKNKQILAQV-NH2

o

7] Aol A

912 129 K A7|(K2 FAE)E o] =9 PAZ-olu] 7|7} —{AEEA},-gGlu-C(0) (CH,) 1 :CO0H; = -gGlu-
C(0)(CHy)14CO0H; B3] -{AEEA},-gGlu-C(0) (CHy)1COOHEF-E] HAeixE= 4R wl-A3 Holojgd FHFHoz Ad
HEE 3ot og WyE 1,

NH2<= G- opwliedl Z7]7F 1) obn| =2 opu]=she Sl vEhin

hu

A AAFE A, sFgES 517] ofn|mal AA(SEQ ID NO: 136)9] FE=, i o] ofgAoz L= 4

=

[*]

IVLSLDVPIKLK*QILLKQERQKKAIBRQKAEKNKQILAQV-NH2
&7 Aol

92 129 K KR BAE)E ole ZH9 @PE-otu]:w=7)7b -gGlu-C(0)(CHy)1,COOH; —{AEEA},~gGlu-
C(0)(CHy)14C00H;  —{AEEA},~{gGlu},~C(0) (CHy)1,COOH;  —gGlu-C(0)(CH,)1sCHs:  —{AEEA},~gGlu-C(0) (CHy)14CHy: 2
—{AEEA};~{gGlu},-C(0) (CHy) 1iCH; O = H-B] M EE = AP W-ZA3 HoJojd] FfHAom AjfE =S gstsown
MY a1

-NH2E C-2eh opmliat 7|7F 14} opm| = ofm =gty Z1S LhERT,

oA AAFE A, FeES aF7] obn 4k AL (SEQ ID NO: 137)9] HE|=,
]t}

IVLSLDVPIKLK*QILLKQERQKKQREQAEKNKQILEQV-NH2

rlr

(e}
©

e

o
_|Zi
o
fru
Qi
oo
il
rlr
@

[

o

7] Aol A

994 129 K A7 (K2 TAE)= ol9] =9 Aa=-olu]w7]7} -gGlu-C(0) (CH)14CO0H; -gGlu—C(0) (CH;) 14CHs;
% —{AEEA},~gG1u-C(0) (CH2)16C00H; 53] —{AEEA},~gG1u-C(0) (Clly) 1xCOOHZ -] A B &= H5-R1-2 3 Bolofg]
THAow AFHEE gledow WYL,

NH2<= G- opwliedl Z7]7F 1) ofn| =2 ofu]=8hel Sl vrEhin

hu

9 ANFHAA, SRS o] ot AA(SEQ 1D N0 138)9] HEE, wi o)e] okaton o gE: o

=

[*]

IVLSLDVPIKLK*QILLKQERQKKQREQAEKNKQILEQV-NH2

o

F7] 2ol A

92 129 K A(K R BEAR)E oo =9 QaZ-olun7]7} -gGlu-C(0)(CH)uCO0H; 2 —gGlu-
C(0)(CHy) 1 CH; .2 H-E] Mels]s dET-A3 Holojgd FHF4os AP s 4oz Hygsa;

N2+ C-et ofu| it 27|71 14) ofw| =2 ofu|=stE RS YERT.

A AAFE A, sES 517] ofumal AA(SEQ ID NO: 139)9] FE|=, = o] ofglAoz FHEH= 4
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[0409]
[0410]

[0411]

[0412]

[0413]

[0414]

[0415]

[0416]

[0417]

[0418]

[0419]
[0420]

[0421]

[0422]

[0423]

[0424]

[0425]

[0426]

[0427]

[0428]

[0429]

[0430]

[0431]

ZIHSd 10-2023-0051583

Sk

IVLSLDVPIKLK*QILLKQERQKKQRQQAEKNKQILAQV-NH2

o

}7] 2ol A

9% 12¢] K ANE 2 BAEE o9 =9 @AB-olwwr]7b -gGlu-C(0)(CH,),COH; 2 -gGlu-
C(0) (CHy) 1 CH; o2 H-E] Mels]s dET-A3 Holojgd FH4oz AFFH s 4oz Hygsa;

NH2<= G- opwliedl Z7]7F 1) ofm| =2 ofu]=she Sl e

A AAFE A, sES 517] ofu|mal AA(SEQ ID NO: 140)9] FE|=, = o] <fgl Aoz L= 4

1t}

IVLSLDVPIKLK*QILLEQARQKAIbQRAQAEKNKRILERV-NH2

(]

7] Aol A
92 12¢] K A7 (K2 BAE)E oo =9 IaR-olu 7|7} —{AEEA},~gGlu-C(0) (Cly) sCOOHS] 54 o
A EE 3o HEPya;

N2 G- ofuidt 2717F 13k ofv|ER ofu| =5 A ekt

A ANFEelA, SFES o] opulat AA(SE 1D N0: 1419 AE=, wE o)e] ohetdon & 4EE o

371 2ol A
92 129] K A7)(K 2 FAE)E o]e =z AaZ-oln|x=7]7} —{AEEA},~gGlu-C(0)(CHy) COOHO E-&-2 o &
At == 3letd o g W E

NH2<= G- opwliedl Z7]7F 1) obm| =2 ofu]=shel Sl et

d AAFENA, setEe 8] obnlmal AA(SEQ 1D NO: 142)¢] JE|=, mE o]o] oo 38 ¢

IVLSLDVPIKLK*QILLEQARQKAIDQREQAEKNKRILERV-NH2

7] Aol A
912 12¢] K A7 (K2 BAE)E ole =9 IaR-olu] 7|7} —{ABEA},~gGlu-C(0) (Cly) sCO0HS] 54 o=
A EE 3o HEPa;

N G-k ofuidt 2717F 1k ofv|ER oful =5 A ekt

d AAFeeA, FFgEL 317] ofulit AA(SEQ ID NO: 147)9] HME|=, =
=%

IVLSLDVPIGLK*QILLKQERQKKAIbREQAETNKQILAQV-NH2

rlr

(e}
©

2

o
2
lo
ft
qlr
oo
il
rlr
@

[

71 A ellA

94 129 K WK R BAE)E ol Zao dE-obwr]7F -gGlu-C(0)(CHy)1,CO0H; —{ABEA}~gGlu-
C(O)(CHZ)MCOOH, —{AEEA}Z—{gGlu}Z—C(O)(CHz)MCOOH, _gGIU_C(O)(CHz)MCH:;; _{AEEA}Z_gGIU_C(O)(CHz)MCH.’g; ‘%‘
-{AEEA},~{gGlu},-C(0) (CHy) ,CH; S R FE] el = GHFI-ZAF Holojgd FHAOZ AFHES 3oz

iR
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[0432]

[0433]

[0434]

[0435]

[0436]

[0437]

[0438]

[0439]

[0440]

[0441]

[0442]

[0443]

[0444]

[0445]

[0446]

[0447]

[0448]

[0449]

[0450]

[0451]

[0452]

[0453]

[0454]

[0455]

[0456]

2WE3 10-2023-0051583
N2 G-k ofu it 21717F 13k ofv| =R ofvl =5 A ekt

A ANFEelA, SFRES o] opuleat AA(SE 1D N0 149)8] AE=, EE o)e] ohetdon & gEE o

IVLSLDVPIKLK*QILLKQERQKKAIREQAETNKRILERV-NH2
71 A elA

912 12¢] K » (K2 BEAH)

rr

ole] 2] QE-obu]%7]7h ~(ABEA}~gGlu-C(0) (CHy) (COOHol B2 © 2
AGHES e on MY
N2 G- oAl 2717 13} ol =R oju=se A% vhehi,

9 AAGEAA, e S7] ohulwt AG(SE 1D N0: 150)9] HE=, i o)e] ophom FHEHE o
et

IVLSLDVPIGLK*QILLKQERQKKAIbRQQAETNKRILERV-NH2

[

A7) Al A
g5 129 K AK= EAE)E oo Zse @AE-olw=s7h -gGlu-C(0) (CH)yCO0H; % -ghlu-
C(0) (CH) (0278 Aejs Prl-Ag Wolofele] 37402 AYHLS Fopon Wg=m

N2 C-HE ohvliat 2717 13} o= opvEste A% vhehdic,

Q ANGEelA, FEe d7] opvlnal AA(SI 1D N0 15D HAEE, EE ole] cftHon HgHE o
et

IVLSLDVPIGLK*QILLKQERQKKAIBREQAEKNKRILERV-NH2

[}

&7 Aol

‘ﬂi] 12‘04 K ;1{_].'7] (K*i E}\]%)}\f 0194 %—éﬂfﬂ O\BAE]%_O]'U]—‘T—7]7}‘ gGlU_C(O)(CHg)MCOOH gGlu C(O)(CHQ)MCHg x
~{AEEA},-gG1u-C(0) (CH,)16CO0H; 53] -{AEEA},~gGlu-C(0)(CH,)1cCOOHZH-E A ¥s]= GH-T-A3 HoloEe] &
#FHow AYHES M on WP,

N2 C-EE ohvlat 2717 13} obn] =2 opvEste A% vhehdic,

o

) AAGEA, SR S7] olulnal AA(SEQ ID N0 152)9] BES, Ei olo] ofelHoR FHEuHE o
It

IVLSLDVPIKLK*QILLKQERQKKAIbREQAETNKRILERV-NH2

[}

A7) Aol A
9% 129 K A7|(K = TAE)E ole =9 )aE-obu]x7]7} ~{AEEA},-~gGlu-C(0) (Cly)1sCO0HS] &H-4 o2
AT == 3ty o WML a1,

N2 G- ofuidt 2717F 1k ofv|ER oful =5 A ekt

A AAFE oA, 35S aF7] ofn| il AA(SEQ ID NO: 174)9] HE|=, = o] <fgtAoR FEHE 9

IVLSLDVPIKLK*QILLKQARQKAIbQRAQAEKNKRILERV-NH2
71 A ellA

g4 129] K ANEKE BAP)E o Z4o fAE-olmr]7b —g6lu-C(0) (CH)uCO0H; 2 -gGlu-
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C(O)(Clp) yCH; 0.2 58] A e s GH-Rl-Ag Bolojglo] 4o Agsties gsteom MygHal;

NH2= G- opwliedt Z7)7E 1) ol =R o] =8he AE dERdTh

RG] SRE S ot o S EHE 9 FHE AXHAY of&E & vk, AR FEHE ¢
2 olo] Az WS A & dHA AH(AE £, £#[Stahl, et al. "Handbook of Pharmaceutical
Salts: Properties, Selection and Use", Second Revised Edition, Wiley-VCH, 2011]; % <% [Berge, et
al., "Pharmaceutical Salts," Journal of Pharmaceutical Sciences, 1977, 66, 1] *x%). ¢fsty oz 3|85
© A9 e EYETFROMIHCIE ¢, olAHolE & H eI Rdels ¢S e

5112 3hA]

AR steES Axsty] flal kg el AHEE S Yk Sete e 55 e B AAe 3 &
Mol A = A AA A o FAel o Az B & Uk, OitHor, JFHEE JFEHEE FYsE DNA
Aol =dd &5 AToNA FA THd o8 AxE 5 Jdrh. FAA FHS T AE A|AEE o] &3HK
gl FAaE g dvk. e 29 I ARRE S Qv

A S04 4 el olal Az S dvh 4 AEE gAe @ Syn Pt
, 3 [Stewart and Young, "Solid Phase Peptide Synthesis", Pierce Chemical Co., Rockford,
I11., 1984]; % 3 [Atherton and Sheppard, "Solid Phase Peptide Synthesis: A Practical Approach",
Oxford-IRL Press, New York, 1989] #%).

T vwd B 2Abs 1 g4 ZAE ARESHY SEES AR ¢ . Asstd fEE Ve A5
E£°] Applied Biosystems(P]= ZBE]EYol5= ¥ 2E AJE 4A]) % Protein Technologies Inc. (7= offg]x1L}
T FAE RADERE AGHeR ol § JhEeitt. 4 FE T A dEE A gA o1& ThE
stth. 4 AT whE, AEY, RS 2wk ofu| ko] A Bk obu|eAbS Heshy] 99k, 17
(interfering group)?] et f&l AzPA e x| wa} A2 4= Q).

_‘

o
e
oX,
o
\y
N

f
>,

d

=)
my)

i
i

(o

fr

3

=

>

i

0E£

Eey 54, 22REAY 4, $lng) £4 £ FARIK $49 F gom, ol
2 A9 BS ARAET) S FAR AR el WX Ls}wmoc Aefol AHgEE 7
a-obrxer] g BuEats] 9la) AgE e

2 N @ e R
LT
N [

o
I
%
>
offt
o

T

rom Mo

59 AL opliite] 1Al AAA] AGE F, olel@ obvliite] a-olvle BB/ oF B
SPAEAHIFY) Ei syl & Aok Abgetel AAR. oA UmA nEd opvite
= AZY Aoke Agstel HEE Aol os) x@N wAU v 48 DHES, 2
SEER Hbt U w5 oplwmile 44T ofE AZY AokS ALgste] AHE AY
@Az v 34" deEs, EdWEcs mb odedgEcEs ddE AZYEAY
A7hATh, ABYAL o WA oFE-1-AS A Ee) A (v Pobrl i) EATF HAET-Q 22 0] E(B0P),
2¥2dolE MzEdolE HENHY FREWBI), ANIL 2T E oAMEE}E
Eohile §2 (AT, Tol4 X 27-7hu o] n = (DIC), 1-31 =% AW E 2o} (HOBt) 2 1-8] =5 A]-7-ok 4}
MEEHOlE, W o5e] 27L EFAY. AFHoD, AZYE UrUEF oI =ONF), N-v D] FelE (WP
Ei O2R2deO0) e B84 goldA Ao S,

ol
o U |o
ko |
Mo

—.~
=)

o (m
[

g

dukrl o | olmike] WA SHVE AT AdU|E BoET. old Hovle dite FHET 2HE
o] AAEY T 27 sl FAZFEH Yt AAEY A FA AAE 5 vk, Bur] 2 olE
o] =9 Hxak= GdAlel & dEA du(dE £°], T [Greene and Wuts, "Protective Groups in Organic
Synthesis", 3rd ed., 1999, Wiley & Sons] #x). H3%7]9 o+ tert-FEZA]7FEd (tBoc) 2 EF2ddd
EA 7 (Fmoc) S X33},

GHRI-AG wolojEl= X122 FAE AAGA HAl(K) 7E Aoz Zlesigtosn =dd 5 v, w
A, Zal )= dEAoR AAE F de S BIvlE XEE 5 e v gE S REve 24
FHE fFAste], 2RsE 2l A7)7p dARR-Ae RolojEd] o MdEHow Yiwskd ¢ dn. Al 54
of fdZ-otnwmrlol ek dR-R-Ag olojEje] Hghe opdst vbg He= FAAlCl exE vE AgE wb
= S8 edE Ao
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A5 5o, Al 7= DIF 9 4% sl=ebdy) 22 ake] A A7) EebAd, 1-(4,4-tWE-2,6-t] %

SAtolZ R A ~-1-A g wl)-3-mEFE ("ivDde") HI7]E H 4 AH(F3 [Chhabra et al., Tetrahedron

Lett. 1998, 39, 1603]1%%)). welA, N-Zeh oju]xry] 2 = | AF B2 BIV|R BIE=

A%, ivDde 71& 1E9 fdi*é A7NE AHE3te] MY oz AA" = Ak, olox BAGHE fE ofvr]=

o5 Eof ofalsle 93] LR-AF HolojEd HFgH & Aoz, gl 7=, ofHNEA B UE
13 B

22He Fo EEFoRoetE g2 wlg- oFs Abo] Bl (4-wEAINY) fHlddE ("Mmt") R E7]
2 ®B3oE 4 i3 [Dubowchik et al., Tetrahedron Lett., 1997, 38(30), 52571). wh&hA], N-hk olm]-
7] 2 RE S sl At %Oféf‘z} H37|vto = EiE] A, Mmt 7] 04]~ So] gZzave Fo
LA EALT E =

YEFerAEEY] EFE(AE 50, 1:2:7 H[ER)S ARGt Aoz AAd + Stt. o
+r )& dlE B0l ofdstel o3| 4R RI-A7 HoloJEd H3d 4 Urt.
gerdow AEZY FEURA HA7lestd WY E5S AREFoRd JH= A SF dnl A Kololy
7F A A =99 5 k. oly3dk dr)edE WY EF9 o= Fmoc-L-Lys(Palm-L-Glu-0tBu)-OH 2
Gl

ke B9, WEE AL N-REe, dF Sof ohdusidl os) WEw & Ao w9 o= P F
3ol 7%, YARink) ohvl= 4-vEwl = =Ll BHA) B YA Rink) ohvl= A 9AE T 547}

o
oft
_&4

© =2 Fmoc FAol AF&EE wbA | MBHA X dWbd o2 (Boc g0 Al&H T},

g3 Ael WEe Agele] B4 F4 guEe Wl w4 ANAZTEH A, o

4 &5 ¥, FH=EE =

= 7 (King)9 ZrHYd(E#[King et al., Int. J. Peptide Protein Res., 1990, 36, 255-266]) Z¥ @Al

A FAeE Ao Y-S AFEske] g4 E ¢ Q).

ARE BLF A4S ARvEadY (1 o] BHE RP-HPLOZ AP + %lv}. = HAEEt duHow

0.05 WA 0.1% EEFLZOIAEA(TFA)OIA E-olHEYUEL Fuls A3 T (18 AgolA RP-

HPLCE AR&ste] AAldTh. FH= 4 TEE 448 RP-HPLCE Fld = Q). )“E] 4 g2 A7 FAHO
e F oAk, SFES FEARY 2L VEs AHESte 1A FH(AE B, Ax BUEA)R wydE

AT},
MANEL =g 2 ggtEo] A A Ag5r] 9% FHA FdEEe #d Aok, 53], 7] X1 WX
X11 2 X13 WA X380] 38k (1)= %%6}04 AFE oulE zta X12&
o] o}t AL ¥EIE= I =

E] -
o AzelN FHARA AEE & 9on, ol BRN-AF wololy

e -hl-ﬂl

Aggrozn DR P2 wolojEle] Arke WEEsF wel Je] RAHo| At %
P8 4 ok, RE-AF HololE g A F, W= FARRE PEe] gAE 5 Al
B iAW) SHES Alxs] f1F 54 gAgo] sy AAldol ZlEHo] vk, isd zhzbe] Aol die
=74 %“é SAlE SRS Alxsty] 919k doldh el =¥E 5 Aok AleF % 2 542 RolskA o
o]
AR

2 MAWEY SRHE 9 o Ho R FEHE HA e FPAE Eete ofst 2AdE0] E B A=
ok oFsl 2AES oF 0.1 =% WA F 99.9F %] 2 MAUES] SFE F oF 99.9F %% WA F 0.15%F%
o] 3huf o] el oA o R S & E= WA, FEA B MAE FHT 5 vk, ddleA, T 2dES
5 %% WA oF 75 T 2 JANEY IFES X, U= AEe ofsHd @A, 4A e
FgAe|tt. ofst 2AHES Axste WHLS FA IO AAU, olE E°] £ [Remington: The Science and
Practice of Pharmacy, 22 Edition, Pharmaceutical Press]¥ #& F3 o 2HE ©dxtoA HuE Aot

d AAGENA, oFst 2AELE sh o]}l FUF ABAS FUEE AR

o 2ABE WAT AR, ¥ Bol, AT, AN, AW W, %P W, 2% o, A w3 G Folo] <3
Sk & S5 Felol AT & Ark. @ AA3 s
b EA A bR 2B

ot
ot
i
rlo
[
ol
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Au)
o
2
o]
js=}
=
o
oo
=
e,
=)
i
t
rlr

W= 3 2 FVAE BREAE Fhds &rfolA
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k. wep, o

S A A Fo
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Aol 1 mg/ml, Hol:=
25CellA =4 pll 6 A

=
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=Pk
=]
=

o o
I

shedl ALg

S

Fa; o714 &

Y et

[<)

°©

a .J..’E = L:_ O — =
ol%= 10 mg/ml TEE Aolx 20 mg/mle Fo = EA
s

So], pH 7.0 T+ pH 7.4)¢] pH
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5 mg/ml,
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5
AlGEA, 27 o),

=

=

H

e
=)

23 (PAD: Peripheral Artery

u

Foltt.

°

50 1 ml ¢
qE AFFAH]

=

=

ool

o

2 ml °]

o

Oo]:

539

=
#9)

)

]

A

AEEE)
MAge] A

]

=

A
Disease),

]

i

i

[e]

[0493]
[0494]

A

Aol A 53]

.

[¢)

Qo

THAI U

K

)
B

o

w
W

)
B

A ZFol o

A

s

=N

EEREREE S

3 a4 JAA(ACE::
angiotensin II receptor blocker), °]xA], 1}

i

k)
o

B

angiotensin converting enzyme

R

o)

of

=
T

=)
=

sfof o

[<)

2

|59k W8

7 %

=

HE-Fe A, mu g2 a2 E] s
=

st o]l

[<)

ki3

o #&

d] ZFekA] (ARB:
sodium glucose co-transporters inhibitor),

] A Al (SGLTi -

l

inhibitor), <A

oA, HRkE A

[l

Il

wir

[l

—_

H
o

o

A
o

bl =

A

=3} H]

B
el Apow 1}

o

Aol
=

(kg)

L

=
3

t}. BMI

o) A

o)
2)
=l

A

L

L

.9

o]

NS

Ead

2

ghom AoEr kg/m 9=

body mass index)”7} 30 kg/m

A7 A4 (BMI:

wjr
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=
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ol 84
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S

A o
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[0505] "Aib"= 2-obm|l-o] ARE| 2AE A A e

[0506] "AUC"= Al e WAS A A g

[0507] "CAMP'E 38 ol B F AW ES 2| H e

[0508] "Boc"+= tert-FEHSATE LS XA gt

[0509] "BOP"E (MlEEgolE-1-dSA) E A (Yudolv| ) XA A F LRI T o|ES A A gt);
[0510] "BSA"E & ¥H 4FNS A}

[0511] "tBu"& 3AF RS A A g}

[0512] "DN"-& HER2WES X A3}

[0513] "Dde"= 1-(4,4-tH[E -2, 6-t] S Aol SR g - e & A AT}

[0514] "IvDde" = 1-(4,4-TIH| € -2, 6-t] SaAte] SR A g d)-3-w e -F-d5 A3}

[0515] "DIC"E N N'-Ho|AZ 2 AR o|u| =5 2| A}

[0516] "DIPEA"= N N-tjo] Az g golwlS %3 3lr};

[0517] "DMEM"-2 Dulbecco W& Eagle WX & X3 3t};

[0518] "DNF"= e ol =5 A A}

[0519] "DMSO" = YH" AZAI=E XA g}

[0520] "EDT"& ollgh TE &S A3}

[0521] "FA"E EEAMS A A3

[0522] "FBS"= - Hol A& A A g

[0523] "Fmoc" & FFHUIHESA IR IS XA 3T}

[0524] "gGlu"E S FE O] E(yE)E XA 3

[0525] "HATU" &= O-(7-olApfl 2 ER]o}E-1-)-N NN -N-HEZHEfF 25 IAEFLREAFNES A H g}
[0526] "HBSS"E A~ #¥ d 89 (Hanks' Balanced Salt Solution)S #| 3 3ht};

[0527] "HBTU" & 2-(IH-WlZEgolE-1-9)-1,1,3, - HEHHEF2H A EFLEXATES A A3}
[0528] "HEPES" & 2-[4-(2-3]| ==Alol &) d # 2} R-1- |l eF A Z LS %3 3o}

[0529] "HOAt "= 1-3| EEA|-7-ol A R ER]o}E&ES A A gty

[0530] "HOBt "= 1-3| =F AWl Eg|o}&S A A g}

[0531] "HOSu" &= N-3|=FA|Saloln =5 A3 e}

[0532] "HPLC" & AT A I3 2ZvtE 189 (High Performance Liquid Chromatography)s A& 3t}
[0533] "hr"& AlZF(hour)S XA 3T}

[0534] "HTRF"+= w2 A7+ &3 333 (Homogenous Time Resolved Fluorescence)S #33lt};

[0535] "IBMX"E 3-o] ARE-1-WE e S x| F 3t}

[0536] "iv."e AW e AT

[0537] "kDa"+= AERYES A H )

[0538] "LC/MS"E A aRetE gy /de 248 (Liquid Chromatography/Mass Spectrometry)< *| % 3k},
[0539] "Mnt"E RiewlEA-ERYS A3

[0540] "MS'E AE EANS AT

_37_



[0541]
[0542]
[0543]
[0544]
[0545]
[0546]
[0547]
[0548]
[0549]
[0550]
[0551]
[0552]
[0553]
[0554]
[0555]

[0556]

[0557]

[0558]

[0559]

[0560]
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"OtBu"E O-tert-F¥€& A3}

"Palm"-2 ZHELS A g}

=
T
=
a~)
o
@
s
12
0%
k]
oX
ofr
12

A azrtEanE AQa;

"Stea't 2ElolA S A B
"TIPS"+= Eglola

"TFA"E EE|EF QRN EANS XA g}
"Tri'e EdEE AFF e
s A8 A X B
A 2 a

st7] &2 24 2 e & A Ve 9 Aol ARt

BARink)-ol = FA(dE 5o, 4-(2' 4" -t SA #Hd-Fnoc-otv| = d)-H[5A] ofA| Eoln] -1 2740}
ny-me 2] Merck Biosciences; 4-[(2,4-t#|EA#D) (Fmoc-o}r] =)W E JH|5A] ofAEolnx WY 44,
Agilent Technologies)Z 0.2 WX 0.7 mmol/g2] W =E ZHsle] HE= ofn=9] FAlo] ALE3}ATE. tiord
o2, AHdEdHE F(Wang) A (A5 9 ((O)-(H-ZF¢d-9-A) e (1-(tert-F-EA)-3-F AL T27-2-4)
Fhabelo] E 44 Fmoc-Ser (tBu)-%(Wang) 4|, Bachem)E 0.2 W*] 0.7 mmol/g ¢ WHZ Zdste] FH=
2ol Ao ARg-akltt.

Fmoc-®R.& ¥ FA4 o} :=2FS Protein Technologies Inc., Senn Chemicals, Merck Biosciences, Novabiochem,
Iris Biotech, Bachem, Chem-Impex International X+ MATRIX InnovationC ZH-E T3} c}. s17] £+ of
v - AL kAo A AFR-3}9 T Fmoc-L-Ala-OH, Fmoc-Arg(Pbf)-OH, Fmoc-L-Asn(Trt)-OH, Fmoc-L-Asp(OtBu)-OH,
Fmoc-L-Cys(Trt)-OH, Fmoc-L-GIn(Trt)-OH, Fmoc-L-Glu(OtBu)-OH, Fmoc-Gly-OH, Fmoc-L-His(Trt)-OH, Fmoc-L-
Ile-OH, Fmoc-L-Leu-OH, Fmoc-L-Lys(Boc)-OH, Fmoc-L-Met-OH, Fmoc-L-Phe-OH, Fmoc-L-Pro-OH, Fmoc-L-
Ser (tBu)-OH, Fmoc-L-Thr(tBu)-OH, Fmoc-L-Trp(Boc)-OH, Fmoc-L-Tyr(tBu)-OH, Fmoc-L-Val-OH. 3k, 3&}7] o}
e aks 719 FUd FEAAREEH O FYUSATE: Fmoc-L-Lys(ivDde)-0H, Fmoc-L-Lys(Dde)-OH, Fmoc-L-
Lys(Mmt )-OH, Fmoc-Aib—-OH, Fmoc-D-Ser (tBu)-OH, Fmoc-D-Ala-OH, % Boc-L-Tyr (tBu)-OH.

7] S iYW 558 AU FHEAeRNH gAY dE S F 53] (N104356224 % (Liu; Hangzhou
Adlai Nortye Pharmaceutical Technology Co. Ltd.)ol] 7]&% ulel o] @AA A = v JAS E3
A3 Yk Fmoc-L-Lys(Palm-L-Glu-0tBu)-OH; Fmoc-L-Lys[{AEEA}»~gGlu(OtBu)-C(0)(CHz)1,C(0)0tBu]-OH; Fmoc-

AEEA-OH; Fmoc-AEEA-AEEA-OH; Fmoc-L-Ile-Aib-OH; 2 Boc-L-Tyr-Aib-OH.
7] =3 WY E=2& AdEA FFL(dE 59| Chengdu Pukang) C2FHE Y AY FAESFN
W02009022006 % (Madsen; Novo Nordisk A/S), =1#|53]-&70W02009115469% (Madsen; Novo Nordisk A/S) HE+

A &3] W020150289665. (Barlos; Chemical & Biopharmaceutical Laboratories of Patras S.A.)ol] 7]|<% u}
o} Zo] @AH I T uA FAS Tl FASFAY: HO-{AEEA},~gGlu(0tBu)-C(0) (CHy) 1C(0)0tBu; HO-

{AEEA },-gG1u(0tBu)-C(0)-(CH,) 5C(0)0tBu; HO-{AEEA },—{gG1u(OtBu) },C(0) (CHz) 16C(0)OtBu; HO-{AEEA},—
{gG1u(0tBu) }s~C(0) (CH,) 15-C(0)0tBu;  HO-C(0) (CHy)15C(0)0tBu;  HO-C(0)(CHy)1sC(0)0tBu; 2 HO-gGlu(OtBu)-
C(0) (CH,)15C(0)OtBu.

Z HEJ=ZE Akta Purifier System, Jasco semiprep HPLC System, Agilent 1100 HPLC A]2®l X 5-AF3F HPLC
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[0561]

[0562]
[0563]

[0564]

[0565]

[0566]

[0567]

[0568]
[0569]

[0570]

[0571]

[0572]

[0573]

[0574]

[0575]

[0576]

[0577]

[0578]

[0579]

[0580]
[0581]

[0582]

ZIHSd 10-2023-0051583

Al ="l A FASATE. AT = AE o] Foll wel olgh Ao} Aol &) 58 RP-C18-HPLC ZHH
S ARESSIY. FAld o R &y HAYS ALESlItE: Waters XSelect CSH C18 OBD Prep 5 pm 30X 250mm,
Waters SunFire C18 OBD Prep 5 um 30><250mm, Waters SunFire C18 OBD Prep 5 upum 50%X150mm, %
Phenomenex Luna Prep C18 5 pm 21.2x250mm. OMEYEZHB) @ & + 0.1% TFAA) == & + 0.1% FAA) S
SEdomA ALt A E-IF T8S FHE Y sA0xs], AFASE TFA Jo=24 GAdE B4E
= F533.

gk o® | 517] HaE T3 ofHolE domA FHES sttt SFES Eol &3A7]aL NaH(0s&
AFgElo] &8 pH 7.05%2 2SS, olojA, &dlH 3}FES RP Kinetex 21.2%250 mm(ZA¥H F-3] CV 83
ml, 5 um, C18 100A, Akta avant 25)= AASATE. AdHS v A3 X CV)E HIF3star, =S =Y
oh2 &l A(95%) ¢+ &u B(5%)S] == 3 CVE AlAH3Att. olofA, o &u A:B(95:5)lA4] A:B(20:80)
7HA 15 (V2 Agsieltt. AAd =S st sddx830 . A9 Kinetex AXIA 5 pm C18 21.2X
250mm; vl A(H040.5% ©oFAIEAE) : B(ACNHH040.5% ©FAIEAF) (5 7 ml/F); Tl 95:5(0 ¥#)ollA

95:5(37%) ol A 20:80(180%) A 0:100(6%) 71A].
#2418 HPLC / UHPLCE 3&}7] W F shufoll uhet F-efshsict:

A

mlo

%
e

214 nmell A #HZ=
A2 50T A Waters ACQUITY UPLC® CSH C18 1.7 pm(150%2. 1mm)

L1 1 H,040.05%TFA : ACN+0.045%TFA(F< 0.5 ml/%)

Tl 80:20(0) ol Al 80:20(3) oA 25:75(23+%)ollA] 5:95(23.5+4 )4 5:95(26.54) A 80:20(27% )l A
80:20(33+)

Aeidom Aeg FA17] & LCT Premier, 7] &5 &ol& E=

A2l 50Tl A Waters ACQUITY UPLC® CSH' C18 1.7 um(150x2.1mm)

|-l : H0+0.05%TFA : ACN+0.035%TFA(+< 0.5 ml/+)

Tl 80:20(08) oAl 80:20(3F) oA 25:75(23F) oA 2:98(23.5% )0l A] 2:98(30.5% ) A 80:20(31%F ) A
80:20(37%)

AaF BX7]: Agilent 6230 Accurate-Mass TOF FE+ Agilent 6550 iFunnel Q-TOF; = =% Dual Agilent Jet

Stream ESI o] &gl &= .
W C

214 nmell X A=
Ael: 70CA A Waters ACQUITY UPLC® CSH C18 1.7 pm(1502.1mm)

|l H,0+0.05%TFA : ACN+0.035%TFA(F+% 0.5 ml/%)

THl: 63:37(0F) A 63:37(3F) oA 45:55(238) oA 2:98(23.58) A 2:98(30.58 )0 A 63:37(31F )N A
63:37(38%)

AeF BA7): Agilent 6230 Accurate-Mass TOF, Agilent Jet Stream ESI

AN 10 AFsE mak FEl= Axpd o3 s}stE o] FhA]

Prelude Peptide Synthesizer(Mesa Laboratories/Gyros Protein Technologies) %=+ CS Bio AHs3td $4d7]
£ A}g3to] ¥ Fmoc 318 2 HBTU/DIPEA = HATU/DIPEA 243}E Algate] a4k §HAdel o8] 3= A
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[0583]
[0584]
[0585]
[0586]
[0587]

[0588]

[0589]

[0590]

[0591]

[0592]

[0593]
[0594]

[0595]

[0596]

ZIHSd 10-2023-0051583

GHS: 2 X 2.5% &<t 20% I #H = d/DIF.

A2 7 < DNF.

AL 208 EoF 23] DIF %9 2:5:10 200 mM AA / 500 mM HBTU / 2M DIPEA.

A2 5 < DNF.

HBTU/DIPEA &A38ts RE %+ AZHol AME3ISIth. HATU/DIPEA &43tE 3l7] AZH el AMEskAlth: lle-
Aib, Aib-Lys[{AEEA},-gGlu(OtBu)- C(0)(CH)16C(0)0tBul, Lys[{AEEA},—gGlu(0tBu)-C(0)(CHy)1C(0)0tBul-Asp,
Gln-Aib, 2 Leu—Leu. HATU AER2 grd o 4047 9t 23], wwje 1AZF 5k 23], 2 B3 Ho 1243

HEE 24l S39 49, Fmoc-L-Lys(Mmt)-0HE &}8t2] (1)9] X122 HAIE XA ALEsISct. §4 o=
Z A2 158 %< AcOH/TFE/DCM(1/2/7)o.2 W& X glste] Mmt7]E A AT e, A4S DM, DM =9
5% DIPEA 2 DCM/DMF %<¢] 5% DIPEAR wHE-Ad oz A Hs}gitt.

Mmt71& AAS &, FAE BRid P EEU-A3 BolojEY &R0z A, dF &, HATU(3S
), HOAt(3% %), 2 DIPFA(4R ) E ALAd&A3El DMF =9 HO-{AEEA},-gGlu(0tBu)-C(0)(CH;)14C(0)0tBu( 1%
F) fHqoz X5 AHste] —{AEEA},-gGlu-C(0)(CHy)1sCO0H EololE]|E E$tst= JE|=E AT, oo
A FRE )9k ol AlFEH Y. 0tBu B37]|E A RFE FF A= Ao dasdin.

82.5% TFA, 5% #|&, 5% &, 5% E]QolZ, @ 2.5% EDTE o] A 1(King)ﬂ A ZH| Y == 82.5% TFA,

5% HE, 5% &, 5% E]leoluL, 2 2.5% DODTE o] Fojzl Wiy
Ahs Fsiglh. FAdol ARES A= C-Eeto] 14k O}UlEiH #X]i%iﬂ HebEE Aolgt).

mZi
i
82
£
e
[o
>~
el
oo
ol
ol
s
+
N
i
-z
An)
1o,
',
A
f

olojr 2 FHE=E Yo' EE folAX2d JE Fof %J@Al?lﬂ, QARG 1, TAAXIY. =S
B IPLCE BAsla ESI Ak BEgwow Felslgdtl, % WE =2 EArM] B8 Rp-PLC AA At <]

& GAlskATt.

TEAA EA Al oal sEs £ Ak dAlH] Aart skr] ZleEe] v

Az¥ FA(Rink) o}7)= MBHA %(0.3 g; 0.5 WA 0.8 mmol/g)E Zzegd FAE7 A2E Zgdga
g7)0] @Atk A= DOM(15 mD) ol A 1A17F &9k 2 DMF(15 ml)ol A 1A1ZF 5ok BEAZ T, 42 Fnoc”]| S
20%(v/v) IHAHY/DNF gQhoz 58 2D 158 Fo+ F W gste] @R 53T, XS DMF/DCM/DMF(ZH2t
6/6/63)2 MA3sIA T, 1A AAANZFE Q] Fmoc AMAE &elsly] H&l 7ol A (Kaiser) A (A BH; &
% [Kaiser et al., Anal. Biochem., 1970, 34, 595-598] F%)& A&l AZX DMFY C-2¢t Fmoc—olw] =
AH(gA] 290l dlFete 59 H HF)S BREH FAd HUlela thS Fmoc-ob]:=4ke] AZH S DWFolA 5%
% AZe] DIC ® HOBT= Al&sGith. whe EgdEolA 7 vhg=9 Fxe oF 0.4 Mok, £3=S A2olA
2417 BoF ZEOA FAAAT. FAE st DMF/DOM/DMF(ZHZE 6/6/63]) 2 Al et A 985 A
O o

PE = A4 ZFAZF o 7holA AP FAAR(SH, Aol Aol gls). A WA ofumil 2 5 5
Aol = el mukg o) 7b = A5, oMAEAL Farw /3 e /DIM(1/8/8) S AREEte] 208 E<3t A
Fatol o] AAlE WA Y. WP F, A5 DOM/DME/DCM/DMF(2H2F 6/6/6/63]) &= A& skalvt. fEld 5
Aol F-2g -2k opv|iedbe] Fmoc7]i= 20%(v/v) o2 d/DNF &Koz 52 3 158 ¢ F ¥ Adsio] &
B35 8h3lth. xS DMF/DOM/DMF(ZH2 6/6/63]) 2 Al 5kith. Fmoc-BHE ¢85 Al JEE= 52 T3 ol et
Zhol A A2 oIt

WA (Rink) o}H|= MBHA +4] o] FA Ado ywx] o] iks DMFolA 4 i%oﬂ 6H%6% 5 B I
S AR8-319 Fmoc AA/DIC/HOBt WS AME3le &Aatd oz AZHAIZ. *1% =
oF 0.4 MOtk EFES A2 242 5 ZE A IAHARAY. FAE
2 AHeRT. 449 AZY 9A 2 Fmoc BHE WA 3, F1o]A AFE FaPslo] w-g-9 9&72*3% el
shalrt.
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[0597]

[0598]

[0599]

[0600]

[0601]

[0602]

[0603]

[0604]

[0605]

ZIHSd 10-2023-0051583

A Ade 94 5, o QAE-oln 7] (DdeZ HRIEH)E DNF £ 2.5% =gtz 5385 ALg3te] 15
i 5ok 23] @R F38kaL DMF/DCM/DMF(Z2 6/6/63)) % A& 38ttt DMF S0l A DIC/HOBt W (524 2o thal

5
59% HF)S AHE3F] Fmoc-Glu(OH)-OtBuE AM&-3te] SFF4ate] y-7H84 dehs Lyso] fAE-ofn| 7]
FAARAT. EFES A2oA 2/ S ZHAA S HAIZT. FAE o #skal DMF/DCM/DMF(Z-2 6/6/63]
Zvzh 30 m) & MH s, 2394 Fmoc] S 20%(v/v) 3#H W /DIF fNo g 58 2 158 (47 25 ml) =
P o Aelete]l 2R ST, A4S DMF/DOM/DME(ZH2E 6/6/63]) 2 M X kT, Fuoc-2H35 98 Al %ﬂﬂ
= A EF e gisk ghol A g g elqlTt.

N
FUO

=3 BA7F F1e x-S FEAE 2gske HEl=e 49, DMFlA DIC/HOBt W (5% 2ol uisf 5 3=
HeF) & ARgste] y -2 F e fE] opn|wr|2e] RS 98] A2 Fmoc-Glu(OH)-0tBug A 4= 9dtt.
%%3 AL A 2A17F T ZE A S AAZTE. FAE o3k DMF/DCM/DMF(ZH2 6/6/63], 27+ 30 ml)=

: FEE Aol Fmoc71E 20%(v/v) HHE|d/DMF &olo g 58 2 158(25 ml) &<t 23] A3}t
o gR33TE. £X2 DMF/DOM/DMF(ZHZE 6/6/63] )2 A A 3HTE. Fmoc-E2R3E S8 A] HEE %] B3k
EH N

F}do

>
>
o
~
>
o
=
©
o
K

>4
09:,"
QL
2
2
T
_1
it
™
)
f
fol
N
il

REEREE

U A% RoloElE HE= A AEH FJEURA gild ol FabE Ho|oEZL ng
225 AMESte] =sidt. oye date Aud g@RS dA¥nk ofyg g HRE A
4 & 2zte]l JaAe H3itt. o2 E9], Fmoc-L-Lys[{AEEA},-gGlu(OtBu)-
C(0)(CHy)16C(0)0tBul-0HE = A5 AFE3EFATE. 0.67mmol 2] o}m|h-7] SHF HE=
TFAE 20 mle yHEXEoln|=2 A ZHEAY.  Fmoc-L-Lys[{AEEA},—gGlu(0tBu)-C(0) (CH;)15-C(0)0tBul-0H
2.93gS 310 mge] J=BAMEEZ0E S35 ¢ 0.32 ml9 UolhAxR2dItHjoln| =g} 3 oW dEF ol
= 20 mloll &33k3ith. 5% Bt wwkek § fAS F=Xo YUtttk FAE 20412 St wNkek ofs 747
20mle] tWdxEoln|=2 33 MGt g X AES AqF s Fho]H APy F=2kd(Chloranil)
A FE R THES] [Vojkovsky, Peptide Research 1995, 8, 236-237] #%).

o
!
=2
oft
)
o
ol
N
do
:O{:,I‘
v}
oo
i)

ARul-Ag wololele] AZH F, FEY FAZ DMG6X10 ml), MeOH(6x10 m1) 2 B (610 ml) 2 423}
X vAAelH A B A ZAIZ T, 3LA] Xlxliﬂiﬁﬂ FE| =0 Ao AL 3 WA 427 FF f‘]
oF ZHE| Y (92% TFA, 2% E]QolU<s, 2% &, 2% & 2 2% TIPS) 2 FE=-5A2 o zn ST,

o ERES AT 93 —r;fj 3l FA1E TFA(2 ml1) 2 DOM(2 X 5 ml)e =2 A& 3R, ko] TFA % DCME
A slo|A AFor EEsta A% DM WA 10 ml)S FFEo Hrlelar A stol A Z=UA AT, o] I}
A& 3 A 43 HPEOM e I BEaES AANRY. AFES 0CE YZstn F45= oEHE Atk
o HAHEE AN, A" FE=E dAEgsa, 4 dEHE AAS AL, A dEE HEEY] A
7Vetar ALdAREEAT. = AES BFE IPLCE AAsta sAAZEAT. HE = HAE LOSE Eels)
ATt

AAle] 3: SEQ ID NO: 359 HE|=9f 314

SEQ ID NO: 359 3}s&ES Ao 1o 7128 dxajel] whe} A%k, Novabiochem ¥ 3 (Rink)-oFH|= =4
(4-(2" 4" -t EA g d -Fmoc-oln] .| &) -F| 5 A of A Eopn] - 2 F A -opn| v 5=%]), 100 WA 200 w4,
0.36 mmol/g®l 29 A&ttt AH53te Fmoc 4 AeFS ofw|w=al M do| uwial HBTU/DIPEA-2A 3t H&
HATU/DIPEA-Ed 319} 347 A gakgdch. 9% 120014, Fmoc-Lys(Mmt)-OHES 4 34 TR EFo] AL&st3itt.
Mt 71 & AAe 14 7]E® uke} o] HME=RRE AdEdth. o] HO-{AEEA},-gGlu(0tBu)-
C(0)(CH,)1,C(0)0tBuZS DIPEAS ¢371% AM&-38al HATU/HOAt S #1Z% A ko g Algste] falg oln=7lo] AZ
ARG, HE=E A (King) o] ZEHIES AHgste] FAZFE dAuslqltt. ofAEYEYL/E 74](0.1% TFAS
= 2 AFE3}o] Waters Z ¥ (Waters SunFire C18 OBD Prep 5 pm 50150 mm) AollA &3 -8 HPLCE &

S AAEYT. AAE FE =S LS B2 B4t AF Alzro] 11,1982 3 o}
A aAE A AT fgIZEFAL oA gk 5154.063 AX| sk FE|= A 5154.092 YEFATH

AAld 4: SEQ ID NO: 1419 FE]=9] 3HA

SEQ 1D NO: 1419 3}§&E& Ao 1o 7]AlE ZHAfe] wal AZ=3FSIth. Novabiochem ¥ 2 (Rink)-o}n| = 42X
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[0606]

[0607]

[0608]

[0609]

[0610]

[0611]

ZIHSd 10-2023-0051583

(4-(2" 4" -t Z A H d -Fmoc-o}7| .| & )T 5 A op A Eopn] - 2 FAl -oln| emd =%]), 100 WA 200 =],
0.34 mmol/ge] 2= ARESIATE. A-e3Hd Fmoc 974 =S obvliedl Aol we} HBIU/DIPEA-24 8 B
HATU/DIPEA-ZAd slo} & H&38k9ct. YA 12914, Fmoc-L-Lys[{AEEA},~gGlu(0tBu)-C(0) (CHz)1s~C(0)0tBul &
3% 3 ZREF AREEIST. FEEE A (King) o ZHEHIYE AMEete] FAEHEH Adsiit. ofEUE
/5 F(0.1% TFAE X33 =)E AF83ske] Waters AH (Waters SunFire C18 OBD Prep 5 pm 50150 mm)
Aol WA #HE IPLCE &3 & AHES BAT O oMAEYEL/E 79(0.1% 254 23 2)& AR
&to] Waters A ¥ (Waters Xselect CSH Prep C18 5 um 30<250 mm) oA 38 HPLCE T3 AASIY. 4
A" FAE=E FHst1 41X, AA" JEEE LS BE 2433l AR Alzke]l 9.974#<1
= opefell A WAE A o] tTEFAL A gk 5163.173 AAsk= FE = A7F 5163.185 LEF

A Ao 5: SEQ ID NO: 171¢] el 3HA]

SEQ ID NO: 1719 3= AAld 1o 71215 Aol uwhe} #|Z3F ). Novabiochem ™ 3 (Rink)-o}v] = 424
(4-(2", 4" -t F A 9 D -Fnoc-ob] e | &) -] 5 A oA Eotm] - 2 /pa] -obu] e v’ 5=2]) 0 100 WA 200 <,
0.35 mmol/g®] W& A3t AF&3E Fmoc-FAd AefE obv| =4t Aol w2} HBTU/DIPEA-E/ 3} H+=
HATU/DIPEA-2Ad 3k} 34 A&stdtt. 914 12014, Fmoc-Lys(Mmt)-OHS 14 g4 T REF| AFR3IT).

Mnt7]& Al 19l 7" wkel Zeo]l fHEEREH  ddsgiv. o]F HO-{AEEA},~{gGlu(OtBu) -
C(0)(CH»)1sC(0)0tBuE DIPEAE 47|12 AME3Ral HATU/HOAtE AEE Alofo & AMgste] freld ofwwr]o] #AE

FAZHT. HE=E A (King)el ZHYES AMEste] FAZREH ddsigitt. otAEYUEL/E Fu](0.1% TFAE
X33 E)S AL83F] Waters Z ™ (Waters SunFire C18 OBD Prep 5 um 50150 mm) AFelA 38 HPLCE %
3 = AES AT, AAE FAH=EE LOS(EHE B2 E480 Y. A5 Algte] 9.94F<1 33 ofgfol A
u} X

A9 A A5 UEEBEZHLE oA} 3t 5294.137 AX5tE HAE = dgF 5204.218 LE
A 6: F7F FE|= o A
AAld 1 WA 5o 7]Ed" difel whel FrF HEEE FAEAT. ol HE = A AR 9 HA A 2
AF AIZFE 3171 F 39 FASRN oW, AAd 3 WA 59 3FHES AN A 2 A4 dAeg 2 AF AE
shAl FAIE O] Q)
[E 3]

SEQ ID NO. HArHE | MF EHZ M A7ZHE]

1 4650.68 4650.64 13.55

2 4721.75 4721.79 12.18

3 4748.80 4748.84 11.69

4 4664.78 4664.80 11.26

5 4802.92 4802.91 10.44

6 4829.96 4829.99 10.26

£ 1224.49 1224.92 (M/4+H)+ | 13.50

8 4741.90 4741.93 10.13

9 1216,2 1216.33 (M/4+H)+ | 11.40

10 4899.97 4899.99 9.77
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[0612]

[0613]

SEQIDNO. | AAF & | Ax HE MZHIR]
11 4784.91 4784.91 9.97
12 4812.95 4812.92 9.52
13 5309.07 5309.09 9.60
14 4812.99 4812.95 9.38
15 4788.93 4788.95 9.88
16 5280.15 5280.18 9.28
17 1203.23 1202.60 (M/4+H)+ | 11.96
18 5006.03 5006.03 9.81
19 124251 12435 (M/4+H)+ | 11.66
20 1242.28 1242.6 (M/4+H)+ | 11.52
21 1235.51 1236.4 (M/4+H)+ | 11.56
22 1202.84 1292.67 (M/4+H)+ | 10.60
23 1242.28 1242.8 (M/4+H)+ | 11.52
24 5354.19 5354 21 8.62
25 4949.08 4949.10 9.36
26 4906.04 4906.06 9.59
27 494905 4949.06 9.52
28 4906.08 4906.09 9.407
29 4863.04 4863.04 9.80
30 4906.04 4906.05 9.62
31 4962.99 4962.99 10.11
32 4977.01 4977.02 10.04
33 4978.99 4978.99 10.04
34 5248.13 5248.15 8.39
35 5154.06 5154.09 11.19
36 1329.36 1329.05(M/4+H)+ | 9.93
37 5326.16 5326.18 8.33
38 5283.11 5283.16 8.54
39 1290.04 1289.95(M/4+H)+ | 10.82
40 1297.06 1296.96(M/4+H)+ | 10.87
41 1066.09 1065.90(M/5+H)+ | 10.56
42 1067.47 1057.29(M/5+H)+ | 10.76
43 1278.82 1278.82(M/4+H)+ | 10.81
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[0614]

[0615]

SEQIDNO. |4 H3F | My A H&F AZHIR]
44 1282.81 1282.67(M/4+H)+ | 10.77
45 1261.05 1260.94(M/4+H)+ | 11.14
46 1268.06 1267.94(M/4+H)+ | 11.08
47 5236.06 5236.09 11.42
48 5137.97 5137.99 11.14
49 5252.06 5252.12 10.37
50 5239.08 5239.07 .68
51 5275.09 5275.13 9.42
52 5289.12 5289.15 9.11
53 5262.07 5262.10 9.31
54 5245.08 524512 9.98
55 5233.08 5233.07 9.31
56 5174.01 5174.00 10.20
57 5174.04 5174.07 9.93
58 1336.11 1336.00 (M/4+H)+ | 11.01
59 1327.61 1327.45 (M/4+H)+ | 10.92
60 1331.12 1330.92 (M/4+H)+ | 10.85
61 1324.35 1324.15 (M/4+H)+ | 10.94
62 1320.1 1319.91 (M/4+H)+ | 11.1
63 1320.34 1320.17 (M/4+H)+ | 11.34
64 1755.8 1755.58 (M/3+H)+ | 10.99
65 1736.1 1735.83 (M/3+H)+ | 11.46
66 1302.33 1302.18 (M/4+H)+ | 11.32
67 5154.03 5154.01 10.11
68 5154.04 5154.02 10.13
69 5138.99 5138.98 9.49
70 5111.00 5111.04 10.68
71 5138.01 5138.06 9.94
72 5138.01 5138.05 10.66
73 5138.04 5138.02 10.31
74 5225.04 5224.99 10.20
75 5137.06 5137.09 10.26
76 5066.93 5066.97 11.09
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[0616]

[0617]

SEQIDNO. |4 H¥ | Ax| H&F MZHIE]
77 5180.14 | 5180.13 9.61
78 5126.05 | 5126.95 10.19
79 5110.98 | 5111.01 10.46
80 1290,55 | 1290.30 (W/4+H)+ | 11.28
81 1286.56 | 1286.41 (M/4+H)+ | 11.52
82 5211.11 | 5211.07 9.12
83 5181.10 5181.06 10.03
84 1294.06 | 1293.90 (W/4+H)+ | 10.25
85 1297.08 | 1296.90 (M/4+H)+ | 10,60
86 1296.84 | 1296.70 (M/d+H)+ | 10.54
87 1206.85 | 1296.68 (M/4+H)+ | 10.43
88 1286.09 | 1285.89 (W/4+H)+ | 10.78
89 1286.08 | 1285.00 (M/4+H)+ | 10.87
90 1289.59 1289.43 (M/4+H)+ | 10.70
91 1289.84 | 1289.63 (M/4+H)+ | 10.35
92 1290.30 | 1290.14 (M/4+H)+ | 10.68
93 129335 | 1293.21 (W/4+H)+ | 10.46
94 1297.33 | 1297.16 (W/A+H)+ | 10.44
95 1301.08 1300.85 (M/4+H)+ | 10.25
96 1207.32 | 1297.16 (M/4+H)+ | 10.88
97 1300.83 | 1300.70 (M/A+H)+ | 10.48
98 1290.07 | 1289.91 (M/4+H)+ | 10.54
99 516516 | 5165.20 9.71
100 5095.07 5095.07 9.86
101 522416 | 522417 9.09
102 1297.08 1296.92 (M/4+H)+ | 11.12
103 1286.55 | 1286.34 (W/d+H)+ | 11.14
104 1286.31 1286.13 (M/4+H)+ | 10.99
105 1286.30 | 1286.12 (M/4+H)+ | 10.98
106 1308.07 1307.85 (M/4+H)+ | 10.94
107 1307.83 | 1307.65 (W/4+H)+ | 10.87
108 1286.08 | 1285.86 (M/4+H)+ | 10.70
109 1286.32 | 1286.00 (M/4+H)+ | 10.68
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[0618]

[0619]

SEQIDNO. |AM EHY | AN X3 HE Az IR]
110 1286.07 1285.87 (M/4+H)+ | 10.81
111 1350.88 1350.70 (M/4+H)+ | 11.16
112 1336.38 1336.15 (M/4+H)+ | -
113 1336.13 1335.92 (M/4+H)+ | 13.15
114 1325.35 1325.12 (M/4+H)+ | 11.49
115 1314.60 1314.40 (M/4+H)+ | 10.73
116 1293.09 1292.95 (M/4+H)+ | 10.63
117 1292.83 1292.64 (M/4+H)+ | 10.78
118 1292.84 1292.70 (M/4+H)+ | 10.86
119 1292.85 1292.66 (M/4+H)+ | 10.62
120 1318.36 1318.17 (M/d+H)+ | -
121 1303.86 1303.68 (M/4+H)+ | 10.44
122 1303.60 1303.41 (M/4+H)+ | 10.59
123 1292.83 1292.63 (M/4+H)+ | 10.84
124 1292.59 1292.44 (M/4+H)+ | -
125 1046.07 1045.90 (M/5+H)+ | 10.77
126 1028.86 1028.72 (M/5+H)+ | 11.02
127 1040.47 1040.26 (M/5+H)+ | 11.05
128 1307.10 1306.94 (M/4+H)+ | 11.04
129 1034.85 1034.63 (M/5+H)+ | 11.11
130 5165.09 5165.11 10.09
131 5165.05 5165.07 10.50
132 525208 5252.09 10.22
133 5251.14 5251.14 10.01
134 5165.13 5165.11 1013
135 5164.10 5164.09 10.19
136 5164.18 5164.16 9.73
137 5266.14 5266.15 9.95
138 5208.17 5208.16 9.64
139 5207.15 5207.14 9.82
140 5164.12 5164.11 10.36
141 5163.17 5163.18 9.97
142 522212 522215 10.61
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SEQIDNO. | A4 HY | My M H&F AMzZHR]
143 5261.16 5261.17 8.97
144 5289.16 5289.21 9.43
145 5316.21 5316.27 9.28
146 5328.25 5328.24 9.62
147 5067.00 5067.01 10.82
148 5181.10 5181.14 10.86
149 525217 5252.21 9.82
150 5180.11 5180.10 10.37
151 5208.14 5208.15 10.06
152 525217 5252.18 9.54
153 5040.85 5040.82 13.61
154 5169.98 5170.00 10.41
155 5197.03 5197.07 10.13
156 5009.95 5009.91 10.67
157 5208.05 5208.08 12.36
158 5266.05 5266.11 12.20
[0620]
159 5267.00 5267.07 12.93
160 5240.94 5240.96 13.57
161 5268.93 5268.97 13.36
162 5224.99 522502 11.31
163 5233.01 5233.03 10.55
164 5152.97 5153.01 11.42
165 5166.98 5166.98 11.06
166 5224.99 5224.97 10.86
167 5153.92 5153.95 11.54
168 5225.94 5225.96 11.53
169 5225.94 5225.96 11.58
170 5226.88 5226.92 12.42
171 5294.13 5294.21 9.94
172 5322.16 5322.17 10.63
173 5193.12 5193.15 10.82
174 5292.21 5292.24 9.71
175 5191.20 5191.23 10.89
[0621]
SEQIDNO. |4 HZF | Ay Xz & Az [E]
176 5336.19 5336.23 9.99
177 5364.22 5364.22 10.70
178 5235.18 5235.20 10.87
179 4874.94 4874.97 10.46
180 4873.02 4873.01 10.51
181 4917.00 4916.97 10.39
182 4745.90 4745.91 11.12
183 4743.98 4743.99 10.89
184 4787.96 4787.97 10.69
185 1325.38 1325.14 (M/4+H)+ | -
[0622]
[0623] 2Ae] 7: Q1ZF CRF2 a F&A AN 34 Hr}
[0624] A7t FEEIEZA-EE QA 2a(CRF2 o F&AD dig F§ES] a5278S A (RF2 o FE&AE 3
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[0625]

[0626]

[0627]

[0628]

[0629]

ZIHSd 10-2023-0051583

)
(o

W8 3k= TeloHEAC AIXEF2] cAMP HHS SH3h= 75 BMoz AAssict.

A EZ wiA] (DMEM/10% FBS)ol A 7] AZFAA7A] 37Co] & T175 ik Zekx=olA A&7 10005 U
] 5000%F M /mle] FE2 10% DSOS FHr3le *1ﬁ HjF iAol A 2 ml wpol el R, 7 vpo] ol
= 1.8 mle] A=} 501 UTH. Hio|YE o]AZERZA 0T E ] FHAZ v BaE 98] 4A 2
22 FHT. ARES] A, s4" AEE 37 COHH WEA EstL 20 ml AE 9= (1x HBSS; 20 mM
HEPES; 0% %=+ 0.1% HSA) .2 Al H&FTH900 rpmoll A 58). AES B4 =N (AE S2N + 2 mM IBMX)l
A@derstal 18Rk AEZ/mle] AX =2 283500, A4S 9, 384-9 Zdo]Ee] 5 ul AXE(HZF 20007)
AE/A) 25 ule A sES Hrlekal, A2olA 307 &<k SlFHlo]ldskqitt.

A2Ee] cAMP =S HIRF(:d AlZE 23 33) 7199 Cisbio Corp.(FFEE1 W3 AM4PEC) FIEE A-g-3)d]
AQstct. &3 S4FATNE T4 84)e 3|AE HIRF AekS AHA7EeE &, Z#o]lEE 1AL &<t 5ol
%, 665/620 nmell A FF HE&ES SAAY. HAMNE &d Fh(ED) 1000 nMe] iiaa 2(UCN2)E 100%
AAste] ARk, Hol wh-g9 50% FASHECS0)E st FEE A IFE ANYH ) 5%
skt aint.

HEH B0 % 3] E 40 AFHAT:

ot pob g

[F 4]
EC50 [nM], | EC50 [nM],
SEQ ID NO.
0% HSA 0.1% HSA
1 0.01
2 0.01 0.01
3 0.01 z
4 0.04 =
5 0.04 =
6 0.16 0.18
7 0.02 0.03
8 0.20 -
11 0.02
12 0.09 =
13 0.98 64.1
14 0.18 -
15 0.88 -
16 0.30 -
17 0.02 -
18 0.03 =
19 0.01
20 0.01 -
21 0.02 .
22 0.12 -
23 0.02 -
24 6.95 =
25 0.09 =
26 0.01 =
27 0.01
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[0630]

SEQID No, | EC%0 [MM], [ECS0 [nM],
0% HSA 0.1% HSA

28 0.14 N

29 0.12 -

30 0.16 S

31 0.01 =

32 0.01 n

33 0.20 -

34 6.85 -

35 0.24 3.82
36 1.45 =

37 1.60 =

38 20.90 =

39 0.65 =

40 15.40 -

41 15.60 "

42 15.40 -

43 1.90 s

44 13.70 -

45 3.77 =

45 0.52 <

47 6.85 -

48 2.20 -

49 12.70 -

50 17.20 =

51 0.32 214
52 0.70 458
53 1.01 55.1
54 0.57 245
55 48.50 .

56 22.90 =

57 38.80 5

58 0.28 :

59 0.15 17.4
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[0631]

SEQID No, | ECO0 NN, [ECS0 [ni]
0% HSA 0.1% HSA

60 0.48 :

61 0.38 5

62 0.80 :

63 063 -

64 13.20 -

65 9.31 =

66 25.40 =

67 0.57 =

68 0.20 =

69 0.61 .

70 0.91 -

71 3.15 =

72 0.65 7

73 2.60 2

74 212 =

75 0.48 -

76 13.40 "

77 0.33 -

78 10.60 -

79 0.46 :

80 0.90 92.52

81 0.14 185

82 10.10 -

83 0.07 2.99

84 1.85 617

85 0.10 3.58

86 0.11 57

87 023 16.2

88 0.68 25.7

89 0.30 15.6

90 3.91 926

91 14.30 =
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[0632]

SEQID NO, | EC20 InM]. [ ECS0 [nM],
0% HSA 0.1% HSA
92 917 f
93 50.90 =
94 1.73 49.1
95 25.00 -
9% 0.38 .
97 1.66 .
98 2.36 -
99 0.06 16
100 0.51 205
101 0.11 4.28
102 0.07 -
103 0.84 -
104 0.32 -
105 0.41 15.3
106 0.53 13.2
107 0.81 16.1
108 0.23 =
109 0.95 -
110 0.18 B
112 0.66 68.9
113 0.10 11.9
114 0.16 12.4
115 2.77 =
116 0.70 .
7 0.11 -
118 0.04 2.13
119 0.13 497
120 1.27 61.1
121 0.73 a3
122 0.04 171
123 0.33 5.74
124 0.1 437
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[0633]

SEQID NG, EC50 [nM], | EC50 [nM],
0% HSA 0.1% HSA
125 0.47 19.9
126 0.22 5.59
127 0.16 5.14
128 0.64 20.1
129 0.15 3.02
130 0.05 2.1
131 0.11 2.44
132 0.38 8.76
133 0.09 3.19
134 0.07 3.44
135 0.04 1.48
136 0.05 2.4
137 0.04 1.78
138 0.06 3.12
139 0.03 1.31
140 0.04 1.27
141 0.03 0.97
142 0.05 1.42
143 1.44 93.8
144 1.36 76.3
145 1.46 96.9
146 0.1 4.36
147 0.18 8.17
148 0.29 14.3
149 0.06 2.54
150 0.07 3.99
151 0.08 3.87
152 0.09 4.94
153 33.70 -
154 15.00 15.28
155 8.87 -
156 1.06 -
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[0634]
[0635]

[0636]

[0637]

EC50 [nM], | EC50 [nM],
SEQID NO.

0% HSA 0.1% HSA
157 0.12 2.53
158 0.42 5.63
159 1.27 27.4
160 8.56 28.9
161 36.00 977
162 2.00 30.46
163 0.24 3.91
164 0.69 10.1
165 0.28 5.06
166 0.90 14
167 3.95 74.4
168 13.90 _
169 4.01 98.1
170 62.09 -
171 0.17 2.62
172 0.04 2.76
173 0.03 3.49
174 0.07 0.88
175 0.06 3.64
176 0.11 3.05
177 0.07 5.19
178 0.04 3.77
179 0.03 1.88
180 0.05 1.74
181 1.18 15.3
182 0.03 3.13
183 0.12 1.58
184 0.05 2.83
222 0.01 -
224 6.85 -

A 8: WE (RF2 a FE&ANAMe &4 AU}

AAle 7ol 7]

HEE AEF

&9 AT e, dE RFR o FEAGNA L)
g 2 A7) AT

tE A ¢l BEC50 %S 817)

¥ 59 AFsFct:
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[0638]

[0639]

# 5]
SEQID NO. ECS0 [nM],
0% HSA
8 0.11
11 0.01
13 25
15 1.38
18 0.02
24 4.94
35 0.81
36 13.3
39 2.04
43 11.5
45 47.3
46 8.97
51 0.87
52 0.76
53 1.32
54 1.51
58 0.72
59 0.34
60 1.35
61 0.94
62 2.9
63 4.73
67 0.66
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[0640]

[0641]

sea b No. | to20 [nM].

0% HSA
68 174
59 733
70 872
72 a3
75 1.71
77 326
79 3.99
80 5.2
EY 0.4
83 783
85 073
86 069
87 749
a9 .62
100 752
701 7.02
130 013
131 038
132 0.79
135 013
136 038
137 0.14
136 026
139 o1
140 01
141 0.05
142 02
146 052
147 253
151 0.49
157 114
158 526

EC50 [nM],
SEQ ID NO.

0% HSA
159 15.6
162 48.57
163 15
164 2.6
165 2.41
166 9.99
167 76.9
173 0.83
174 0.42
182 059
183 112
184 0.42
225 0.12
226 0.04
227 0.61
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[0642] 2Ald 9: d-F 7 CFRIR F&ANM] A H7}
[0643] A 79 VEE HAE AFEEFY], F-%F (CRFIR FE&AdAM 31gE9 A4S Hriehsitt. ACRFIR-3Hetd
CHO AEFE B Ao AFE-3F T
[0644] Q] EC50 % Emax g 317] E 60 AT
[0645] [¥ 6]
EC50 [nM]
SEQID NO. Emax (%)
0% HSA
4 =1000 17.45
5 =1000 37.41
6 830 47.16
[0646]
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[0647]

sEQiDNO. | o Ml (%)
0% HSA
7 588 58.57
8 >1000 15.96
9 >1000 14.86
10 >1000 10.23
11 >1000 12.74
12 >1000 41.82
13 >1000 43
14 >1000 14,08
15 >1000 7.75
19 571 57.4
21 618 59.16
24 >1000 1.48
32 >1000 27.04
35 >1000 T
39 >1000 13.28
46 >1000 5.88
51 >1000 3.38
52 >1000 53
53 >1000 414
54 >1000 2.72
58 >1000 9.12
59 >1000 11.12
60 >1000 484
61 >1000 3.31
62 >1000 2.28
63 >1000 468
67 >1000 9.18
68 >1000 12.34
69 >1000 0.02
70 >1000 3.03
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[0648]
[0649]
[0650]

[0651]

ZIHSd 10-2023-0051583

SEQ ID NO. ECS0 [nM] Emax (%)
0% HSA
72 >1000 258
75 >1000 27
77 >1000 1.56
79 >1000 8.74
80 >1000 12.68
81 >1000 23.34
83 >1000 7.51
85 >1000 0.14
86 >1000 15.9
87 >1000 -0.2
89 >1000 3.25
100 >1000 5.06
101 >1000 -0.34
130 >1000 20.3
132 >1000 36.94
135 >1000 28.4
136 >1000 2175
137 >1000 22.5
138 >1000 4.38
139 >1000 37.61
146 >1000 1.03
147 =>1000 4.54
151 >1000 9.07
160 >1000 20.76
161 >1000 3.42
164 >1000 25,82
165 >1000 26.95
166 >1000 5.94
167 >1000 -0.46
171 >1000 7.54
172 >1000 25.56

Ao 100 HQIA 1ZF CRF2E sk Alxoxo] a4 w7}
&

fol
_ﬂ
il
=
rO
oX,
O
_‘_,
o
=
5]
[\
mlm

W s NCI-H82 A zollA] 3 7}slgltt.

Herl Zo] NCI-H82 MEZE 5 uple AE uix](RPMI + 1mM IBMX)oll 300007) AMZ/de] Wx=2 =8 384-4
ZdolEd Zgol”aldtr. ZHOIEE 800 rpmoll A Hdd] ARSI AlxE dEdo] Ao nlgo R o] 53}

=5 g o 22 B9 37T, 5% 02914 |lFtHlel st oloiA AlF wiAlel 3 MF AHF (10

A 3x10 )9 A = 5 nlE 3349 EdolER &tk €43 i ¥, AHEF tL3AE HIRF AA
Aleks H7teted wbgS FHslglth. 2719 Aok A A 3 ghzolol A 20w S|AE 5 pl/de] -
cAP-Z e | E 2 HFA 2 &) AFHolA 208 3]s 1/99] cAMP-D2o]it}. o5& 7% o A A2
A INTE Bor glFol s & ZH o]EE (Clariostar AX oA #ESYTH. HIRF AEE 620 2 665 nmol A
deplar ot ol AXtskedtk: BlE HIRF = [(A13 665 nm)/(’di 620 nm)] < 104. cAMP A& EC50 #k

Hn:

wl
=
5

'C ol:o ﬂl\ﬂz
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FF AP 410,17 nM WA 712 niD)S AF&3le] A4kt

o 1w 1
[0652] E A EC50 S 3ty X 7ol AlEeqivt
[0653] [ 7]
SEQID NO. | EC50 [nM]
35 23
59 6.8
81 110
101 4.1
130 43
135 110
137 120
138 8.4
139 18
141 12
[0654]
SEQ ID NO. | EC50 [nM]
143 a3
147 13
151 7.4
[0655]
[0656] AMAld 11: AZ3 CRF2E WA= HEK MEAM ] A AT
[0657] 3 Ee] 84 23S (RF2 a (h) (FHEA] YA EIEE) A48 Ag3ste] Hrtslslth
[0658] AzE QAZF CRF2E Ld3tE HEK AIXE 9 AXE Y3 89 FFdoz AMEs3T. [1251]14H1F
(Sauvagine) & CRF2 F=&Ad gt AA t=2A] AMRSIIYE. Al 33ES [1251]144]%1(0.1 nD 2 4 A3k
o] o] FZoA 1AIZF Bt AFH oMty IF AFS AAS NG, FqE 4TS CRF29] Eo]&<l [1251]
2817 Aol 9 A= AL
[0659] IC50 (= Bold Agtel Ak H JAE Fadsle v%) 2 Hill AF(DE Hill 344 34 Igs
AFEsle] it HaA| oz AW AR FAo nAy 7 B o @Xéﬂi’it}. A 45(Ki)E Cheng
Prusoff W22 [Ki= IC50/(1+L/KD)S AM&3te] Altetsion, 7] Ao L& A oA WA Ezt=e] sko]
i, KD F8Ad uigh WA Et=e stk e|th). Scatchard E%& AH8-ske] KDE ZAAsISiT).
[0660] A Ki 2 nll g 317] & 8l A|&3Art:
[0661] [ 8]
SEQID NO. | Ki[nM] | nH
17 4.4 15
35 7.9 1.7
51 4.3 0.8
[0662]
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[0663]
[0664]
[0665]

[0666]

[0667]

[0668]

[0669]

[0670]
[0671]

[0672]

[0673]

[0674]

ZIHSd 10-2023-0051583

SEQ ID NO. | Ki [nM] | nH

58 7.2 0.6

68 5.4 0.8

Al SRHES] &Ne FE(FF A7) 0.22 nlDE Fal ofHstal Fat 2oA EFH el ARk AR A
iE 2 ulE ‘7l: st wastalth. 29 v wFFS 5TeF 40T 204 28<d

S Basgivk. o] AR $, A1ES 2500 RCFolA] 15+ &< J@an}‘ﬁq. IY v A EA g2 A

Mol 2 pl AMES UPLC-IVE —EAB‘HM. s}8h4 Mg & %)

1/ (5CelA 28d

1 X 100%= AAFstgict.

- (40TelAM 289 F
vz 94 seE)/(F 4

[ A
T2)] X 100% WA R AEAY. FEE

WEA A welEE a7 & 9o AFHAT:

[¥% 9]
SEQ ID NO, Jétl'iil =
==[%]

6 1.9

35 4.45

36 3.65

59 2.85

68 6.00

77 3.60

130 4.25

135 3.55

136 3.10

137 4.80

138 2.85

139 3.05

140 4.30

141 2.90

\<

Ao 13: g3i= Hrt

33E] LIS 57 gEH A|A"HoA HIsEY T 100 mM oA H o) E kZ pH 4.5(¢=H A); 100 mM
olAEHIOIE 25N pH 4.5, 2.7 mg/ml m-AHZH(E B); 2 100 mM S13FE k=l pH 7.4(HE C).

Sl SA4S Fstr] Mo, WPLC/NSE T3l e =8 AAsdt. &l AFe B5, 5% s=5
10 mg == 3hgt=/mlolvh. webA, Al gEe] 95 oldol Z2AE £X%E 722 10 mg/nl 3= §=

o 9% Azl Azaher).

UPLC-UVE 2500 RCF(AF] ¢4 7} % (relative centrifugal acceleration))oﬂ*1 158 B9k AR &
2 AN 1A B F=RA adkslk Sof =3s)ein). %3]1 g 111082 /]@1 F AWEY
Uy ¥ WHY FEE du 9 %

A =
dold W F33 Ales Zold opvieil A del 7] x5} 74]{5}313 %E 14011"1 j?ﬂ%}

o},

32



[0677]

[0678]
[0679]

[0680]

Al g% YolEE 317] ¥ 109 AZss):
[3& 10]
SEQID | ot=of o Zo| |HZNWB T | etxof ¢ F9
NO. SHE[mg/ml] | [mg/ml] | I3} [mg/mi]
2 a >7.6 -
3 = >8.8 -
4 = >0.6 -
6 - >85 >8.1
7 - >89 =
10 - B >10.0
12 >9.1 - >8.7
17 = = >10.7
18 >10.2 >9.3 -
19 >10.2 >10.8 5.7
20 =95 >g.1 6.8
23 - : 81
22 = _ >10.1
32 - - 8:8
35 z =87 >9.8
36 - . i
3 . N 10.3
a3 - - >0.8
51 - >8.8 =0T
58 m >3 5 >94
59 - ~0.4 >9.1
60 - >11.5 >11.0
81 - >10.6 >0.5
67 - 6.8 7.5
68 - >08 >8.9
72 = >10.7 =
75 = >9.0 >7.9
77 = >8.0 >9.0
79 = 18.9 >8.8
81 - 20.4 >9.6
99 >10.0 = -
135 >8.4 >9.2 7.5
SEQID | gtzoll o Zo| |t=W B F2| | otxol ¢ =9
NO. SlE[mg/ml] | 3= [mg/ml] | 3= [mg/ml]
136 >84 >8.6 78
137 8.6 >8.4 >8.7
138 >8.6 >8.7 8.2
139 >9.1 >8.6 >8.8
141 - >83 E
142 - >8.7 i
146 = - >8.8
Al 140 EoFEgl T #A1S AMESE EelA Al AUt
EleS2hl T(ThT) 245 AREste] b=l wd4 g ds 37
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[0681]

[0682]

[0683]

[0684]

[0685]

[0686]
[0687]

ZIHS3d 10-2023-0051583

FE= godo] e FEH A2 ofdRo|= yHY FAPo = olojd = glom o= MIAA T AHHH
A EeFe] AdlEA FxRE #EEY, dx A FHoR ojojd 4 gtk Thive ZX ¥ o A
E=AE AZEtela AFEkslelsd de] AFEETH(E3 [Biancalana et al., Biochim. Biophys. Acta, 2010,
(e}
[e)

1804(7), 1405] Fz). ofdzmol= S A ¢} o], MBUo A ), A= FAd dF =4S ey
(3 [Naiki et al., Anal. Biochem., 1989, 177, 244]; %2 &3 [LeVine et al., Methods. Enzymol., 1999,
309, 274] #=x). IEE FAo dig A AAE TT A FA EAAHA BGS w2Zn AA7](lag
phase), W2 A7&7](fast growth phase) @ A% X]<7|(plateau phase)d Al 9oz FEE 4= Q). Ay

puN T <]
49 Wy Y4 HPe RRHoR W PEI} Angz ABY Fo| FEY WF I FasdA g
AQANNA AFEE, A A Sel AA WFol AYHE Aol AFAT. T F, AT AF WAL o
o Ax WY wEst A48 FrhATh. WA, Tiel @ GY Bmel Frksh F7h Ad e SHFe
24, W=l FuAs A% AP & 9or, olF Fil PEsol BeH gHS 4T F Ak,

2 AFolA, AE SFES 3 ng/mlY HF w22 S ATk, o)A, 20 ule 10.1 mM ThT 4
SAS 2 mLe HE= Fdof HILste] 100 puM ThTe HFE 55 AATh. A2 27F4] &F 4 100 mM oFA
HolE &3 d pH 4.5(&4F A); 2 100 mM ofAElo]E &5 M pH 4.5 & 2.7 mg/ml m-ZHZ(LF Y B)S
A&kl Feseltt.

Fluoroskan Ascent FL H+ Fluoroskan Ascent 83 5475 ALgste] 2Eg 2 shoA =9 mB s} 7
s AAsrt. 200 plL *‘E%% 96-4 wlo]A2E}lolE] EHO|E PS, HHS v, Greiner Fluotrac No.
655076 2Att. ZYo]EE Scotch Tape(Quiagen)® WH&F T, AMZo] 960 rpmoll A 10% %<+ WE&ta 37
TollA 50 §<¢ FASH: A% F712 2Ed2=E FU. 208wt 33 =g F43d guyg das

Jegstgich. 2 Bl dal, se BARe sttt

kol Ao A FEI hEAQ SHEA HolE7) shr] E 110 ATl gloen, 974 "FI'E Y AEE A

fd

(& 11]

SEQ ID NO. | FI 7} | X[ A|Zt [h]
4 AS |18

6 gie >45

35 e >45

60 S | >45

75 ey >45
| 141 gg | »45

146 #e | >45

g5 Boll A 53 tHEAQ] A wlelE I shr] & 120] Alg o] gt
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[0688]

[0689]
[0690]
[0691]

[0692]

[0693]

[0694]

[0695]

SIHS3 10-2023-0051583

[ 12]
SEQ ID NO. | FI &7t | X[ A7t [h]
6 o= >45
7 e >45
35 8= >45
60 8a >45
72 A2 | 347-410
75 9= >45
77 U2 | 23.0-297
83 9= >45
99 2SS >45
130 S >45
131 8= >45
132 =S >45
135 = >45
141 = >45
142 g >45
146 = >45
A 15: 54 F Abek EAS A8 S84 bdAd Hot

SEel B4 YL T FH PG AL Aol Brhskan.

2 % AH(DLS: Dynamic Light Scattering)e H e} (Brownian) 52 A& A1 mm < ¥4 < 1 pm)
b wle SR oldd 5L AAsh &) A Afole] FE ofd FEHM, A AAE A o

e e Ade] A LES AVFo AA WES 2T

Scattering: Applications of Photon Correlation Spectroscopy", Plenum Press, 1985]). At 7= wWFo]

Z1FE I A7) R HEEn, AT S4E Ag Farel HdEy, & U iRkl E4t Al D7F =

29 5 Ak W AFE Y QA4S S 2520kl e (Stokes—Einstein) B S Fal fA9 84

H

1 Ry(TEe W7 252 W) E ARkt ARgETE. o]# e AXS =4l ¥F 15013321, Methods for

o [

ke

(%3] [Pecora, "Dynamic Light

Determination of Particle Size Distribution Part 8: Photon Correlation Spectroscopy, International
Organisation for Standardisation (ISO) 1996; % =A] ¥ 15022412 Particle Size Analysis - Dynamic
Light Scattering, International Organisation for Standardisation (ISO) 2008¢] 2= o] it}.

r&]

o

DLS 458 ARSI E A7t Y g w

fr

fu

=9l AR AT ALS Ay 93 HEo|t(E
#[Yadav et al., J. Pharm. Sc. 2010, 99(3), 1152]; % &% [Connolly et al., Biophys. J. 2012, 103,
69]). =2 S A% Flnet)-vHEE & 485 Yehda, @ #S Tnet)-A8E YeERAT. wEbA ke

2 Ao, 4 F(0F) R 40TelA 45770 B 5 ZR7] FAg9shd A3 Ry, A A=) R A

SPEC] S Se] ol dFl AAEIA FTEESITE: 100 mM oFAMEIO]E 4F ) pH 4.5(8F A);
100 mM o}AlElC|E , 5, 2.7 mg/mL m-I#Z(LEN B); 20 mM 14 &= pH 6.2(2+=9 C);
20 mM Q14Fd &M, pH 7.4(5 D); L 20 mM ofAHIOIE k5o pH 4.5(%F E).
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[0696]

[0697]

[0698]

[0699]

[0700]

[0701]

[0702]
[0703]
[0704]

[0705]

ZIHSd 10-2023-0051583

Ag sgEe 7t g fiE), fAsH WA R, 2 i A5 D(EEAs-oRIGER] WA AS T #a
E 33 FH dg Fyor AT, F RS E 9T 45N AR AR OE S9E v
(|2 o], Ry 2 Dyt 1 mg/ml 2 Ry 2 Dyt 5 mg/ml, Ryo 2 Dy 10 mg/ml) oA AR, we HAE= 5
Tob 2 PE|= FE Alole] ol d wjHSe] 2ol DLS A EE miZfWS kol thE thgEolth, FE=
SE7F S7Fgkel wet D kel SUFekAY Ry gkel A4S ky > 00l et ® EelA (e FRolx) A
S A T)E w1k 3 As ZHgo slgdith. 3, FAEE 6w R, 2 oald A BE(9)E 23

FAY. BE HEE 300 plolArh. mebd, wA AZe] g8 ojde] AR &
o] el Alzuol A Al xa e,

DLS =4S AFekzt 150° oA 837 nm dlo| A FLS AL-83}e] DynaPro Plate Reader I(Wyatt Technology, w|=-
A E ol Abel whule} A2A)) oA =S th. dlolElE Wyatt Technologyoll A A]-&&k= Dynamics V 7.8.1.3
i 7.8.2.18 2XESOR S5 9 AR},

A3El 2rEo] 9= DYNALS Y1ue]ES Abgste] Hl-&4 Aok
least squares) WHOo = FAGEZ WX &S AASAT. v
BE AE ARt MES 25Tl A 1A13E o] HH 3}
343'“ S Abgete] AlES EFST. 542 53] whEste] Fdsigivk. webA 15 ule 57 RS
H}%l e ZE|AEld 384 ¥4 ZH o] E(Greiner Bio-One, %2 2ol g eta BE-3ith. S o]
= o
[e)

600 rcfoll A 2% st AR, 2ES AATL 5, HES 25T A3

Z A AF(NNLS: non—negatively constrained
2 9a), B¢ F4E n=1.330 ¥ n=0.89 PZ
3 FA Ao Seto @*1—6}2114.

[UO
i

1m r°1'

Al b4 dolE 7t ab7] & 13l AleE o] vt

[ 13]
SEQID | =3t Ry [nm] U ZE (el | BB IIHEMI%] gy
NO.

oF 4F oF 4F oF 4F
36 1.42+0.08|1.48£0.11 (888  [08+2  |1.42:0.08|1.48:0.11|A
59 3.66:0.05 |3.75:0.08 [100£0 [100£0 |3.660.05 |3.75+0.08 |C
99 3.3210.18 |3.42£0.04 | 100£1 |99+1  |3.320.183.42£0.04 [A
135 2.83:0.123.01:0.03 (991 (991  |2.83x0.12(3.010.03 |A
135 2.54%0.16 |2.63:0.15|100£0 |100+0 |2.54:0.16|2.63£0.15 [D
136 2.75:0.14|2.70:0.28 |983  |97+2  |2.7510.14 |2.70£0.28 |A
136 2.4020.15 |2.48:0.07|98+3  |98+2  |2.40:0.15|2.48+0.07 [D
137 3.3120.15 |3.34:0.25 941 |100:0 |[3.310.15|3.3420.25 [A
137 3.50£0.03 |3.60£0.10 [100£0 |100£0 |3.50:0.03 |3.60£0.10 |B
137 2.66+0.13|2.65:0.11 (846  [88+9  |2.66£0.13|2.65:0.11|D
137 2.3820.13 |2.50:0.07 |98+2  |100:0 |2.38+0.13|2.59£0.07 E
138 2754019 |2.82+0.11|86+4  |84+1  |2.75:0.19|2.82+0.11 [A
139 3.04£0.083.13:0.22 (981  |95+4  |3.0410.08(3.1320.22|A
139 2.9420.32(3.11:0.14|96+5  |93t3  |2.94:0.32(3.1120.14 |B
139 2.38+0.23 |2.56£0.20|96+3  |100+0 |2.38+0.23|2.56£0.29 [D
141 2.19:0.18|2.34:0.22 [100+1 |98+2  |2.19£0.18|2.3420.22 |D
142 3.6320.14 | 3.59£0.04 [ 100£0 [ 100£0 |3.630.14(3.59£0.04 |B

S AH9l WE= SEQ 1D NO: 35 % SEQ ID NO: 249] SFEEHH 54 vk W eEolA Brhsken.

+ 2 Fo] R we} 0.05, 0.1, 0.5 T 1 mg/mlo] Fxe A ekF A2~ (pll
DPBS &)l Fojetgich. 2l C57B1/6 vh-2~ 8L =70 SD & mg/kg =
Ee vetE Fosltt. e=S AT, 747 A gz Fo

=]

L 2,04, 8, 24, 32, R 48X7F T 2 H8F Fo] F 0.25, 0.5, 1, 2, 4, 8, 24, 32, L 48X T FAH AZ
S FRSAY. AA aEvtEadgy] A5 EAHAC/MS)S B dud Jd T g AES B, -
T8 el gl Ay AlthEE B3E AAES ARE-SY] Phoenix WinNonlin 8.18 ARg-38te] ¢ksdh mizfiwig 2 wkzh
715 ATt
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[0706]

[0707]

[0708]
[0709]
[0710]

[0711]

[0712]

[0713]

[0714]

[0715]

SIHS3 10-2023-0051583

o5 FH=o tig & Ao AUt d47] 1 1ol AAEHo] At
[ 14]

SEQID | il Tiyz |Cmax |AUClast |Cl F
NO: [h] | [ng/mi] | (h*ng/mi] | [L/h/kg] | [%]
35 |02~ |03 mg/kgiv. |64 4150 | 23700 00126 |-

35 | Ok2A | 0.1 mg/kg sc. | 5.5 1410 | 18500 : -
35 | HE 0.1 mg/kg iv. | 3.0 1900 | 2790 00358 | -
35 | HE 0.1 mg/kg s.c. | 6.1 131 1200 - 458
24 | BE 0.1 mg/kg iv. | 481 | 1480 | 3790 00258 | -
24 | HE 0.3 mg/kg sc. | 551 | 171 2610 - 24.0
Ao 17: dstol] i3k 3 Hr)
kel gk sh3tEe] G35 0.1 mg/kg SC &FlA Sprague Dawley eHES] AASA AF-elA AAsA.

Arolgt FAE|= X8ty Ho H&

AYE FHEE B3l Z1FETh. FA ZAE B WAt Feo] ¢ W,
a2l 2L

oY AzE AR A ARE FF ZIESAH (7] VIR . L 5, 484

d sgE == ol HlE|ES FIt Folddin. 945H Al AZd

ZFx 2 93 2A)E ARRSte] dHelE F=1s s, dRrdsHy

AlREell AA JEt o] $ 4x31vin 7] 58I

A ujZ RS (BP AselA AgtE)= & 3 AR

mnHge] &7 9 $57] ¢

Blood Pressure)©|%it}.

Hem®] dH]o]E]= Microsoft Excel®<S A}&3le] ZZs}3itt
AIZF Fok AAtE Hiow AAEF o AHY & S F
41, [4-81, [8-12], [12-161, [16-201, [20-24], [24-28],

Al

7]1%k"2 BPoll ot

olE]7} d}7] ¥ 150] AAHe] Qom . o7 "n"e )
Folm gk o] o3

, HZ AIQIEZ 2], HD-S10, HD-S11 =X HD S21)& o|Alsta H|3|E =

B¢ I HEEE sk, F4(BP: Blood pressure) HE 5o

FEES A7k BY 9

PAA—

P v e AP e

_65_

H
=

2 dA&Ho= 7|23EA A
T3 AZE o] (Notocord®,
& A= A 2A3F F9F 2 48

3-4=(bpm: beats per minute)2] 4J¥F=(HR: Heart Rate),
F(DBP: Diastolic and Systolic Blood Pressure)

mmHg®] -+ FH(MBP: Mean



[0716]

[0717]
[0718]

[0719]

[0720]

[0721]

[0722]

[0723]

[0724]

ZIHSd 10-2023-0051583

[ 15]

JEHM =57 EY
slate n % Hatof CiEt F

8AIZE | 24AIZt | XIE7IZH(h)

H|B|2 29 1a 1.0 -

SEQ ID NO: 35 8 -141  [-5.0 30
SEQ ID NO: 130 4 -152 [-9.9 30
SEQ ID NO: 135 4 -8.8 -4.8 30
SEQ ID NO: 137 4 -159 [-6.5 28
SEQID NO: 140 4 -19.9 |-3.0 32
SEQ ID NO: 142 4 222 |-65 30
SEQID NO: 149 3 115 [-25 30
SEQ ID NO: 151 3 -123 [-3.8 28
SEQ ID NO: 152 3 -8.6 -6.0 20
SEQ ID NO: 141 5 -5.2 -4.2 24
SEQID NO: 138 4 -6.1 -3.6 30

Aol 18: Ak Bl AlA k] digk 43 Hot

SEQ ID NO: 359] HEE=E n}2 S #AaA71E ™€ d§ #rksidek. o9 A
S B "FEdE AR AAHEHE FF IPE, F FAEF] /0 W02018013803% (Alsina-Fernandez; Eli

Lilly and Company)2] AAld 49] &3HE3} njuslSit).

71 C57BL/BN Crl wh-25 12413k W/9F 571 9L 23+17C9] AW 258 Xk & AFE =4 dtd A
otk BE FES st MY(FA D) A 18F e = Aol (Ssniff 2 A e]: TD.97366
59 22E 2ADd AFEA AT F AT AR HolgH 73k F, vheaE dEoR $Eeta AT
weh =8¢l Al er Fake] wigste], 7 o] fARRE Hit ATE ZEF Splth. AT Al ARl vk
2 42 WA 50 go] Al 7R 25 UA 2657 oItk AlE Shghe E o9 W E(itA-¢hEE d
(PBS))& 8 nmol/kg?] 3t FALR && 117] A =2 &F AR ¢ vhe-28 AdE Asin. Fof &
AAA wid AT S AHAFE SAD WA AXYFE A5 AR A odAkeh 15U SAS. &

AT 1597 FRHA.

=4 B4 ¢, SigmaStat 3.55 AFEdle] 49 HEAF E24 (ANOVA: One-Way Analysis of Variance)S S3)3d}
Ak, B AFES 0.0509 98 dutr £8819 0 Dunnettd] AH O R mAMAo]-H]3|EE e NS 3
=

oA Axts 1 H 20 AAHY ok = H]
Al wpe-2aof Wil 22 AE = AatshE 2 AdFHAY Fovd AAE FEEes o 7 Ak ¥lF)
Z iz Hlwske] SEQ ID NO: 35 Ex 3FE AR A d npg-zolx 159 A 7|7 Fo] AFo] &
A2etgleh(P<0.001). WIS 2= A2 vk 159 ot Ao dAR ATE 7 ukd
1.6%), SEQ ID NO: 352 A& w9~ AFY -10.8 £ 1.4%97F &A= 5};}% AR imaz} U}—‘%i—‘:—
-7.1 £ 1L.307F EAFJHE 2 #FF2). AT Tae A FdFe] dAS hie 3

AL -34.2 + 2.9% 2 3FE A A -27.5 £ 1.9%. 3 YT AFA ALUZ 10 nmo /kgii Aé} =
g AntFFele]=e} vl wf, SEQ ID NO.35E HIWRS GAMe ALrbA] ZAAZA R &2 AFH o] g
A ES H sk (159 E<F %4 2] A% SEQ ID NO: 359 7Z9-39.3 + 2.5 ¢ @ Aw}ZFFElo|=e] AFE-
29.6 £ 0.9 g o) H3F9 A$ 43.7 = 1.3 g) 34 AZFEF(lean mass)ol w3t B} =3 HFo] Y}:
SEQ ID NO: 35¢] ZA§- -6.3 £ 1.7% R AlvlZFEfol=e] 49- -14.8 £ 0.7% o] H|3|E<] AF- -8.6 £ 1.1%.

AAld 19: A4t ¥
AWk W@ o] FIE hCRF2 < 0.2 nMol tl&k ECsy, hCRF1/hCRF2 > 500°] A4
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[0725]

[0726]

[0727]

[0728]

[0729]

[0730]

ZIHSd 10-2023-0051583

g 7 2ol ANE E 29 WEl=ol dsl WAL, $HH AL 7 9ol -
S N

(<}
31 FHol F97F 2 opwite] gl Ao 54 o)t}

FE=E F4: A= R I

st7] & 24 9@ BRE AAddd Vled 34 dApeA AREsTE. A (Rink) ofH|= AM A LL 0.29
mmol/g(4-(2", 4'-tu| 5 A2 d-Fnoc-o}r] .= &) -3 5 Al opA| Eobm] - 2 7 ofw] v d 4=4] | Novabiochem),
100 WA 200 WAE ZE HEZ= olnj=9] A A AL T, Fmoc-REH F4 o}v]=4kS Novabiochem,
Iris Biotech, Bachem %=+ Chem-Impex Internationaloll 3R Tt. 7] E ofv|:AilS Aol AFE3S)
S th: Fmoc-L-Ala-OH, Fmoc-L-Arg(Pbf)-OH, Fmoc-L-Asn(Trt)-OH, Fmoc-L-Asp(OMpe)-OH, Fmoc-L-GIln(Trt)-OH,
Fmoc-L-Glu(OtBu)-OH, Fmoc-L-Gly-OH, Fmoc-L-Ile-OH, Fmoc-L-Leu-OH, Fmoc-L-Lys(Boc)-OH, Fmoc-L-Pro-OH,
Fmoc-L-Ser (tBu)-OH, Fmoc-L-Thr (tBu)-OH, Fmoc-L-Tyr (tBu)-OH, Fmoc-L-Val-OH.

ek, 317] olv|wAbS Ao BYUE FFFAEZEE FYIHR T Fnoc-L-Lys(Dde)-OH, Fmoc-Aib-OH, Fmoc-D-
Val-OH.

[ 16]
0| Seq
SEQ ID NO. oo =4 ME gfé% AA R?

ME
187 IVLSLDVPIKLK*QILLKQERQKAIbQREQAEKNKQILAQV-NH2 Seq 1D 130 | -gGlu-C{O){CH2)14COOH
188 |VLSLDVPIKLK*QILLKQERQKAiIbQRQQAEKNKQILAQV-NH2 Seq D 135 | -gGlu-C(O)(CHz}14COOH
189 IVLSLDVPIKLK*QILLKQERQKKAiIbRQKAEKNKQILAQV-NH2 Seq ID 136 | -gGlu-C{Q)(CH;}14COOH
190 IVLSLDVPIKLK*QILLKQERQKKQREQAEKNKQILEQV-NH2 Seq 1D 137 | -gGlu-C({O){CH;)14COOH
191 IVLSLDVPIKLIC*QILLKQERQKKQREKAEKNKQILAQV-NH2 Seq 1D 138 | -gGlu-C(O}{CH,)14CO0H
192 IVLSLDVPIKLK*QILLKQERQKKQRQQAEKNKQILAQV-NH2 SeqID 139 | -gGlu-C{O)(CHz)14COOH
193 IVLSLDVPIGLK*QILLKQERQKKAIbREQAETNKRILERV-NH2 SeqID83 | -gGlu-C{O)(CH,)1aCOOH
194 IVLSLDVPIGLK*QILLKQERQKKAIbREQAETNKQILAQV-NH2 Seq ID 147 | -gGlu-C{O)(CH)1aCOOH
195 IVLSLDVPIGLK*QILLKOERQKKAIbRQQAETNKRILERV-NH2 Seq 1D 150 | -gGlu-C{O){CHz)14COOH
196 IVLSLDVPIGLK*QILLKQEROKKAIbREQAEKNKRILERV-NH2 SeqID 151 | -gGlu-C{0)(CHz)14CO0OH
197 IVLSLDVPIKLK*QILLKQARQKAIbQRAQAEKNKRILERV-NH2 Seq D174 | -gGlu-C{O){CHZ)14CO0H
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[0731]

[0732]
[0733]

[0734]

[0735]

[0736]

[0737]

[0738]

ZIHSd 10-2023-0051583

0| Seq
O
SEQ ID NO. oo =4k ME gt',;.—ah AA R?
ME
" ] - {AEEA}gGIU-
198 | IVLSLDVPIKLK*QILLKQERQKAIbQREQAEKNKQILAQV-NH2 SeqiD 130 | e
N ) ) IAEEARL-lgGluh-
199 | IVLSLDVPIKLK*QILLKQERQKAIbQREQAEKNKQILAQV-NH2 SeqiD130 | e
. . ) (AEEAL-gGIw
200 | IVLSLDVPIKLK*QILLKQERQKKAIbROKAEKNKQILAQV-NH2 SeqiD136 | ot
. ~{AEEA}-{gGlu},-
201 | IVLSLDVPIKLK*QILLKQERQKKAIbROKAEKNKQILAQV-NH2 seqp13s | foAlREE
. . ) {AEEA}-£GI-
202 | IVLSLDVPIGLK*QILLKQERQKKAIbREQAETNKQILAQV-NH2 SeqiD 147 | (it
* 7 -{AEEA}-{gGlu}e-
203 | IVLSLDVPIGLK*QILLKQERQKKAIbREQAETNKQILAQY-NH2 seq D147 | Lo B o
204 | IVLSLDVPIKLK*QILLKQERQKAIbQREQAEKNKQILAQV-NH2 Seq 1D 130 | -gGlu-C{O)(CHabaCHs
N ] - {AEEATgGIu-
205 | IVLSLDVPIKLK* QILLKQERQKAIbQREQAEKNKQILAQV-NH2 seqip 130 | - AT
206 | IVLSLDVPIKLK* QILLKQERQKAIBQREQAEKNKQILAQY-NH2 Seq D130 | \AEEA)-{gGlul:-
C{ONCH2}1aCH3
207 | IVLSLDVPIGLK*QILLKQERQKKAIDREQAETNKRILERV-NH2 Seq D83 | ~gGIu-C(O)(CHkaCHs
208 | IVLSLDVPIKLK* QILLKQERQKAIBQRQGAEKNKQILAQVY-NH2 Seq D135 | -gGIu-CO)(CHahaCHs
209 | IVLSLDVPIKLK* QILLKQERQKKAIbRQKAEKNKQILAQV-NH2 Seq 1D 136 | -gGIu-ClO)(CHaMaCHs
210 IVLSLDVPIKLK*QILLKQERQK KAIbROKAEKNKQILAQV-NH2 SeqiD136 | (AFEAlgGlU-
C{O}{CH2}14CHs
211 | IVLSLDVPIKLK*QILLKQERQKKAIbROKAEKNKQILAQV-NH2 SeqID 136 | JAEEAl-{gGluls-
C{O)CHz}1aCHa
212 | IVLSLDVPIKLK* QILLKQERQKKOREQAEKNKQILEQV-NH2 Seq D137 | -gGIu-CO)(CHabCH;
213 | IVLSLDVPIKLK* QILLKQERQKKQREKAEKNKQILAQY-NH2 Seq 1D 138 | -gGIu-CO)(CHabsCH:
214 | IVLSLDVPIKLK*QILLKQERQKKQRQQAEKNKQILAQY-NH2 Seq D139 | -gGlu-CO)(CHaMCH;
215 | IVLSLDVPIGLK*QILLKQERQKKAIbREQAETNKQILAQV-NH2 Seq D147 | -gGlu-C(O)(CHauaCHs
" ; {AEEAJz gGIU-
216 | IVISLDVPIGLK*QULLKQERQKKAIBREQAETNKQILAQV-NH2 SeqID147 | bi e
. . ] “[AEEA}-{gGlul-
217 | IVLSLDVPIGLK*QILLKQERQKKAIBREQAETNKQILAQV-NH2 seqiD 147 | LRk EOL)
218 | IVLSLDVPIGLK*QILLKQERQKKAIbREQAEKNKRILERV-NH2 Seq D151 | -gGlu-C(O)(CHz)uCH:
219 | IVLSLDVPIKLK*QILLKOAROKAIBORAGAEKNKRILERV-NH2 SeqID 174 | -gGlu-C(O)(CHaluCHs
220 | IVLSLOVPIGLK*QILLKQERQKKAIDRQQAETNKRILERV-NH2 SeqID 150 | -gGlu-C(O)(CHCHs
221 | IVLSLDOVPTKLK*QKLLKQERQRKEREQAEKNARILARV-NH2 SeqID7 | -gGlu-C(O)(CH:CO0H
222 | IVLSLDVPTKLK*QKLLKQERQRKEREQAEKNVRILERV-NH2 Seq D32 | -gGlu-C(O)(CH):COOH

fE= G4 A= 2 PE - A%

&7]19] S WY E=S Iris Biotech, TCI, MerckZ%-8 48} th: Fmoc-AREEA-OH, Fmoc-L-Glu-OtBu, 2w
E&mmammmMWQ,ﬂ@wﬂﬂg&mmammmmwmy

Z FEEE (4 Aol I BF 8 HPLC Waters A 2BElo A AA G, FAHoR, 87 AHS A&t
Reprosil Gold C4 Prep(Dr Maisch), 250><40 cm, 120 A, 5 um. oIAEYEZ + 0.1% TFA 2 % + 0.1% TFAS
SedomM AgSglth. £4& ok WSS s Az, AR TR do=M AAld

/ng]ﬁ = f’:_‘__:‘v_a—}_ai];]_

N

gotd oz, 37 Hx2 23 olMHolE AowA IS welstadrt. HiTrap Q HP 22 (GE Healthcare)
S Apgdle] ol WES FHFAT. w5F HE TS 2 ng/mlOE 0,160 P EM Lo fasti, A
AAE 2Rk 0.16M9) olAEA o8 Algdle] galstdtt. FHE f98 BA-AxG).

= 32 A4Ad FE=E W R AR 24 AE57F e 204 A A=ekE 9] (UPLC-UV-MS) = 41 89
o a7l W shuell wheb 248 UPLCE ekt
HFH A
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[0739]
[0740]

[0741]

[0742]

[0743]
[0744]
[0745]
[0746]

[0747]

[0748]

[0749]
[0750]

[0751]

[0752]

[0753]

[0754]

[0755]

[0756]

[0757]

[0758]

[0759]

[0760]

[0761]

[0762]

[0763]

[0764]

ZIHSd 10-2023-0051583

214 mmol|l A A=
ZAel: 45T A Acquity Waters BEH130 C4, 1.7 um(2.1><100 mm)

|1 H0+0.1%TFA : ACN+0.1%TFA(-F<: 0.4 ml/ &)

Tl 70:30(0) A 70:30(1) Al Al 50:50(5%) ol Al 10:90(5. 24 ) oA 10:90(5.5%) el A 70:30(5.7+) Al A
70:30(6+2)

iy
ot
A

A7)0 ol HE REdA AAREF o] 23S AH&-Sh Waters SQ &7

o)
i

13 B:

214 mmol|l A A=

™ 45T A Acquity Waters BEH130 C4, 1.7 um(2.1>x100 mm)

S 1 H0+0. 1%TFA © ACN40. 1%TFA(F<5 0.4 ml/¥)

Tl 65:35(0%) A 65:35(18) el A 45:55(5%) oA 10:90(5.2%) 914 10:90(5.5%8) ol A 65:35(5. 74 )<l A
65:35(6%)

A B2V Fol HAE BEudA AAET o235 A83FE Waters SQ A&7

AAe] 19.1: SEQ ID NO: 187 Wi#] 222¢] AwkH<Ql FA Az}

E FEIZ=(SEQ ID NO: 187 WA 222)¢] A4S Liberty Blue wlo]a 23} A 7] (CEM corp.)olA S Fmoc
SAA a1 A (SPPS)oll 9J&l askolth. ol Al &2l S DIC/Oxyma &4 3ket §7 0.1 mmol TFE< = (Rink)
obp|= AM Resin LL 0.29 mmol/g& AM&3tel Faatqlth. DNFE &vwi=A Ab&ataivt. ®EFE il 49
A9, 912 129 Fmoc-L-Lys(Dde)-OHE A}-&3}3itt.

a7l 205 ARkl

¥ 2RI DI 9 20% vHgd 120% 59F 23], 90°C

AA 4 X< DIF.

B 9 ASH: 5 FHF A 0.4 M/ 5 % DIC IM/ 5 ZFF Oxyma 1M, 120%, 90T
AH: 4 < DIF.

ol AEY Y EoA, HE = N-TES DIF FolA tert-FEA7MEY tert-38 JhH o] E(

10%% 7=, FluoroChem)E AMg3le] B339 a1; EES A2oA 30 & AWt vt
2 HUEHSA.

Lys129] Ddew AAE 2% 3=tz U53LES "ojrmala 422 DMF/DCM/DMFR A2 (242 6/6/63] )3t o] &

Sbs!

Ddew& AAST 5, FAH= MY FH A=Al weh AAjo 2 WX 79 HuE ulep Po] FAE

IR g

FAZEEH HE| =9 dokS 7] Ao ZH Y-S AMEsto] stk 87.5% TFA, 5% #=, 5% =, 2.5% TIPS

5 2 UK 2.5A17F 5k, Al AFRE FXE C-ETe] 13 ofn| =R A FXRREEH duEE Zlodn).

= oAl o Fsta, vAAl FE=E wE rert-542 ol FAA7IAL, LA
star, AAg ted oHE HEl=o] Hrletar, 23] AdAEsisith 19 v & JEE=EE 54

E(FH] ZHe 3
s

l

Azl
FE|=S BAA PLCO 98 HAetda BSI A EAol o8 Felsglnt. = AE = A EIE
RP-HPLC A=A Az}l ol&f AA st Tt.

AAe 19.2: SEQ ID NO: 1879 HAE| =< §A
A 19.1¢] 71=® Axfo] wel SEQ ID NO: 1869 3}&ES A=x3F9tl. Novabiochem ¥ = (Rink) o}H]= AM
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[0765]

[0766]

[0767]

[0768]

[0769]

[0770]

[0771]

[0772]

[0773]

[0774]

[0775]

[0776]

[0777]

SIHS31 10-2023-0051583

Resin LL 0.29 mmol/g(4-(2',4'-tJH|E A Hd-Fmoc-o}7| = & )-H Ao} A Eolr| E- - 2 F- A opu] o 8] 4=%]) |
100 WAl 200 W E AFE-3FIY. DIC/Oxyma-2/d 8t} $H7 A& 3he Fmoc-34d A A&t 91X 129
A, Fmoc-L-Lys(Dde)-OHZ 114 A T2 EFH|A ALg3sI3T).

ojuzelel BolN, FE=e) - BEAYL Lysl2 2e] Dde WE71E Aol 19.10] wagl upeh 2ol
AAS I,

DMF ol A DIC/HOAt W (5= 2ol s 495 )22 Fmoc-L-Glu-0tBuE AH&3te] FFgate] y-7h5
A TS Lyse] AE-olu| 7] B, E£dES ARdA 1AE B9 st vhgS FrolA AlFe
2 RYHHEY. FAE o8t DMF/DCM/DMF (22 6/6/63]) = Aﬂzio}‘im =584 e Fmoc7l &
20%(v/v) HHAHH/DNF &Aog 53 F<F 23] At AASFIJTH(AZ 25 ml). & NMP/DCM/NMP(ZH2t
6/6/63]) = A A3, Fmoc-2HE ¢85 Al FEE= 54 EHZF dollA 9 FhelA AdS FAdolurt.

NMP el 4 DIC/HOAt W (77 29l sl 5 % #F) o= A 2 AH(HO0-C(0) (CHy) 14«CO0H) & A&}
AER-AF RololEle] KAs St EFES A2 1ARE Feh FA"ERaL oA A|Fo R wkg
BEYUHEsIAT. A& o 7skar NUP/DCM/NMP(ZH2} 6/6/63]) = A% 53T,

o

A 19.10] 7]&EE ulel o] A ZHE =S HAAsH. oHNEUER/E Fuj(0.1% TFA £3H) S A}
£3}0] Reprosil Gold C4 Prep(Dr Maisch), 250x40 cm, 120 A, 5 pm olA 34 RP-HPLCE F3] = XA
S AAEG Y. AAE FE=E LO/MSCTH MR BT, AR Agko] 3.84%-91 ylA ofjolA FelH

W/4HD" A AsE G4 gk 1213.473 AA e FEE A 1213.97S e
AA ¢ 19.3: SEQ ID NO: 1989 HAE =9 A

AAle] 19.10] 7] Axbe] wal SEQ ID NO: 1979 SFES A Z3kdvh. Novabiochem B (Rink) o} = AM
Resin LL 0.29 mmol/g(4-(2',4'-tlWE A3 d-Fnoc-o}v| =& ) - A op | Eoln| - 2 F A olu| e G=24] ) |
100 A 200 #+HE AR&-3FATE. DIC/Oxyma-2/d ket A A-53te Fmoc-FA AEghe A&3ksivt. 914 129
A, Fmoc-L-Lys(Dde)-OHZ A} 34 T2 EFHo|A A3},

olAlEele] oA, FE =] N-LHS RIS Lysl2 49 Dde RE71E AAle] 19.1¢] Hilg wpe}p o]
A A BT

DMF ZollA] DIC/HOAt (%] 2 8] 4F% %) 2 Fnoc-AEEA-OHE Lys2] A E-ofn|i=7o R-2-5}
Ak, EFES A 1AZE B AYE 9hEE JlolA AlFgem RUHHSIGIT. FAE ot
DMF/DCM/DMF(Z}2} 6/6/63]) 2 A 3kitk. AEEA A2l Fmoc”]S 20%(v/v) S ¢ /DNF &Aoo & 58 Fol X
2 23] Agste] AAFAH (A 25 ml). A= DMF/DOM/DMF (A2 6/6/63)) %2 A H 3ttt Fmoc-HRHZE 9=
Al A= A EH] T el Ao FholA AlFe Pl

RO

DMF Zoll 4 DIC/HOAt ®H o= A2 Fmoc-AFFA-OHE YR I H ofu|:=7]o] B3 o}S Ar] By upel 7o)
Fmnoc Z5-E =X 5319},

DMF ol A DIC/HOAt “HH (A Zdol ths) wak ) 02 Fnoc-L-Glu-0tBuE AMgsle] FFEAte] y-71&
Al WS 8BRSy ofu|v]o FzEETE, EIES AL A 1A B¢t AEstn §HSS Jlo)A Ao
BYHHEA. $AE st DMF/DCM/DMF(Z}A 6/6/63])2 A=At FFEA 42 FnocZ]E 20%(v/v)
A U/DNF SR o2 5 Ft 23] Ao AASFAH (A7 25 ml). FAE NMP/DCM/NMP(ZH2} 6/6/63] ) =
A A3 T, Fmoc-BRE 48 Al HE = 52 BHFH oAl Fto]A AJg2 FAdolqdrt.

P Zoll4 DIC/HOAt B (54 29l el 5 I A=) ez Azt 2 4HHO0-C(0) (CH)1,C00H) & AR5

PR -Ag molojEle] RAS SFaselth, EFES AL 17 H AFskn solA AW ukg
TUHASGT. A2 o33 NNP/DON/NMP(ZH2} 6/6/63)) = Al H513iT).

tio

AP

o 19.1e 7]&¥® uie} Fo] FAZEY HE=F Adsiddr). ofNEYEZ/E Fu(0.1% TFA Z3HE A}
43}o] Reprosil Gold C4 Prep(Dr Maisch), 250%<40 cm, 120 A, 5 um “gol|A #3 8 RP-HPLCE B3] = *g**
ES AASAY. AR HE=E LOASHEYE M= 48T, AlF Alke] 3.66%<1 I = ofgolA] gdd

W4+ A A5 4k gk 1286.059 A e FE= A 1286.7S YEl)

A A 19.4: SEQ ID NO: 199¢] HAE =9 A
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[0778]

[0779]

[0780]

[0781]

[0782]

[0783]

[0784]

[0785]

[0786]

[0787]

[0788]

[0789]

[0790]

[0791]

SIHS31 10-2023-0051583

AAle 19.19] 7]&® Aae] wel SEQ ID NO: 1989 3}&E2S A%k th. Novabiochem = (Rink) o= AM
Resin LL 0.29 mmol/g(4-(2' 4" -t WA o d-Fmoc-o}v] =w[ &) -F| A o} M Eoju] - 2 F A opm| vl 5274] ),
100 WA 200 WS AF&8FTE. DIC/Oxyma-24d 3k9} Al 2HE3He Fmoc-¢HA AFe H-&8kth. 912 1290
Ay, Fmoc-L-Lys(Dde)-OHE 3173 3t ZZEZA A ALE3}A ).

ol Al Eelol oA, HME =] N-TohE HEEI Lysl2 49 Dde BE71E AAle] 19.10] By upe} o
A A AT

DMF ol A DIC/HOAt W (A =] el 49eF #8F) 0= Fmoc-AEEA-OHE Lyse] A E-olu]i=7]o] 2
Ak, EFES A2oA AZE e HEsta WS FholA Alger RUEHIL. FAE oy
DMF/DCM/DMF (Z+2} 6/6/63] ) 2 A2 }Oﬂv} AEEA 9] Fmoc7] S 20%(v/v) | # ] /DIF &N o= 518 o X
2 23] Agste] AANAH (A 25 ml). FAS DMF/DCM/DMF(ZH2E 6/6/63]) 2 A28t Tt. Frmoc-2H % $8
Al HEE A BHE Aol A o] ghel A f\]fé% Frgelqlet.

DMF Zoll4 DIC/HOAt WHO =2 A2 Fmoc-AEEA-OHE ©H. 3T ofln|7]o] 23k th3 A7) By ulel 7ol
Fmoc 2 5-E ©H 33} t}.

DMF Zoll 4] DIC/HOAt HWPH (A 29l thsl] 493 3F) 22 Fmoc-L-Glu-0tBuEs AF&3te] SF9AHe] y-715
A TS grsE ofuiy]d RASGT. ERES ARA 1A e e} <

U AT, XS oJ 33k DMF/DCM/DMF(ZH2t 6/6/63]) = A% }0314 Z2E2 A Fmoc7] S 20%(v/v)
JH 2 H/DMF §do = 57 F<t 23] Hste] AAS (A2 25 ml). FAE DMF/DCM/DMF(ZH2} 6/6/63]) =
A Z T, Fmoc-BHE &8 Al HEE 2] B3 oA JlolA "]E% FgolqlTt.

DMF ol 4] DIC/HOAt W o2 A2 Fmoc-L-Glu-0tBuEs BRI ofu|x=7]o] F-2gh tfF A7) Hig npe} o]
Fmoc 258 €R &3t =& NMP/DCM/NMP(Z+2t 6/6/63]) = A2 3F3itt.

H
e
olo

L

NP Sl 4] DIC/HOAt W (54 2o dis] 5 B #H&F) o= Atuzi] & 2HHO-C(0) (CH,) 1,C00H) & AF-8-3}<
FRl-4% HolojEle {2 F5t. EFES AR 1A B9 IAEE FholA AlFdeR whgS
Ue gt 4= oqﬁro}ﬂ NMP/DCM/NMP (-2} 6/6/63]) 2 Al 2] 8k At

AAle] 19.10 7]=¥ wie} o] FAZHE HEE Adslgitt. ofMEYE™/E F4(0.1% TFA 23HE A
&3} Reprosil Gold C4 Prep(Dr Maisch), 250><40 cm, 120 A, 5 um AolA ¥3-& RP-HPLCE T3 = *M,
5 AT AR FAH=E LSO D= AT, Al Algte] 3.504%1 9 ol A gl

W4+ Ak A5 o4 7t 1318.33% Axah= WE = A 1318.70S LFEFAT).

e

-

AA o] 19.5: SEQ ID NO: 204¢] HE|=9] FA

2Nl e 19.10] 7)< Axpoll whel SEQ ID NO: 2039 3}3tES A %39 tl. Novabiochem ¥ 3 (Rink) oFn]= AM
Resin LL 0.29 mmol/g(4-(2',4'-tJH|EA| #H'd-Fmoc-o} 7| =W & )-H FZ A o} Eolr| E- = EF A ofu] =H 8 4=4]),
100 =] 200 HHAE AHE3EITE. DIC/Oxyma-2/dstet A A5 8hE Fmoc-3Ad =S A&3krh. 914 129
A1, Fmoc-L-Lys(Dde)-OHE 7 A T2 EFo|A AL83}SIt}.

o] AEF ] oA, HAEE N-LHS HEEUI Lysl2 42 Dde HE7E AAld 19.1d] By ups} 7o)
A A3

DMF ol 4] DIC/HOAt WHH (=X 29l thsl] 495 ) S 2 Fmoc-L-Glu-0tBuEs AM&3te] =F€4ke] y-I1&
A EES Lyse IAE-oh| 7o &gt EFES HA2dA A7 5t Esta vk

2 RYEHEAT. FAE o#3slal DMF/DCM/DMF(ZZE 6/6/63])2 A3t 238

20%(v/v) @2l d/DNF & o= 53 st 23] Aol AASIAT(ZH2E 25 ml). A5 DMF/DCM/DMF(Z+2¢
6/6/63)2 M=A3}TE. Fmoc-BHE %5 A HE|= 2 BFHF oA FtolA Alg- FAdolTt.

DMF oA DIC/HOAt W (5% 2ol sl 5 F=F =)oz Fn|EAHHO-C(0) (CHy) 1,CHy) S AFE-3le] LdH-RI-
A%t RolojE e RS Fysgrl. EFES A2oA 1A B¢t AEsla JlolA] AFoR wr3S HUEH
3FAtk. FAS ol ¥ska DMF/DCM/DMF(ZH2E 6/6/63])) &= Al 23k o,

Ao 19,10 7]EE ulel o] A ZHE HAEE=ZE Hush. oHNEUEH/E FHj(0.1% TFA E£3H)E A
£-3}o] Reprosil Gold C4 Prep(Dr Maisch), 25040 cm, 120 A, 5 um AollA &3 & RP-HPLCE Ea = 4A

l

—r—‘

o5
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[0792]

[0793]

[0794]

[0795]

[0796]

[0797]

[0798]

[0799]

[0800]

[0801]

[0802]

[0803]

[0804]

[0805]

SIHS31 10-2023-0051583

S AASE Y. AAE FAE=E LC/MS(HHE B)E B4, AlF Al7ro] 3.84%F92 3 oA elw
W/4+)" A2 As= o 7 1205.985 dAeb= HEE= A 1206.50 LFEFA
AA ¢ 19.6: SEQ ID NO: 2059 HAE| =9 A

e 1o 7]<® Ao ulgl SEQ ID NO: 2049 3+gES A Z3Fth. Novabiochem A (Rink) oFv]= AM
Resin LL 0.29 mmol/g(4-(2',4'-t)u|E A Hd-Fmoc-o}n] =m| & ) -H| Z Ao} M| Eolm]) - 2 F A olu] e $=24])
100 W] 200 w+E AR&SHITE. DIC/Oxyma-2/dskeb 7] Abgsbel Fmoc-944d d2Fe #&3t3itt. 914 129]
A1, Fmoc-L-Lys(Dde)-OHE 34 34 ZREZA A58l

o e A, HAEEe] N-UaE REHAT Lysl2 49| Dde RE/E AAe] 19.19] BuF ks ol
A A s,

DNF oA DIC/HOAt " (4 2ol whell 49 #%) 02 Fmoc-AEEA-OHE Lys®] d&-ofulwr]e] -
At EFES AEA 1ARE Bt s S JlolA Aldor RUHYNG. FAE o3
DMF/DCM/DME (22} 6/6/63]) & Al 2 3FAth. AEEA 739l Fmoc71E 20%(v/v) ¥|#2cl/DNF &0 5 F<F X
£ 23] Agste]l AAS (2 25 ml). A5 DMF/DCM/DME(Z2} 6/6/63] )= A= 3t3Ath. Fmoc-2 R s

Al S A FHT ol Ml Fhel A AldE Aol

DMF oA DIC/HOAt *}H o= A2 Fnoc-AEEA-OHE €W S ¥ ofw|w7|o] RZa tfe A7) By upel o]
Fmoc ZH-E] EH 33} T},

DMF ol 4 DIC/HOAt W (=4 2ol el 493 33) 0= Fmoc-L-Glu-0tBuS Ah&slo] 2
2 IS Lyse] gaE-obuweyle] EFEIGTH. EFES AL ] A7 Bk IEEka wkg
2 HYEHedt. FAE oF3sta DMF/DCM/DMF(ZH2E 6/6/63]) = H]Z—.*o}‘iif/}. el

20%(v/v) FHABU/DNF gHoZ 58 FoF 23] Hgste] AASATHZZ 25 ml). XS DMF/DCM/DMF(ZHzt
6/6/63]) = A H3H . Fmoc-2HZ 98 Al HE|= 4 BFHF oAl Flo]A A] e FA

DMF Zll 4 DIC/HOAt IR (A =l el 5 F=F F=F) ez v EAHHO-C(0)(CHy)1uCHy) & ARE-SFe] &Hwl-

A molojElel ¥ae Faslth, RS ALolA 1A Hok AFekn Fol4 APOR WM wiH

Shick. S22 ofshakar DF/DOM/DNF(ZH2} 6/6/63))% A2 3kt

Al 19,19 7lsd vie} Zo] FAZEEH HE=E Asu. ofAEYER/E Fu](0.1% TFA X3)E A}
&3} Reprosil Gold C4 Prep(Dr Maisch), 250%40 cm, 120 A, 5 um olA —E‘r%& RP—HPLCE =23 = *M
S AASAY. AR HE=E LO/NS(HYE B = 48Tk, AlF AlFe] 3.45%21 I3 ofgolA &dd

W4+ Ak A5 o4 3t 1278.56% Ax|ah= MEE A 1279.0S LFEFATE.
A Ale] 19.7: SEQ ID NO: 2069 HE 9] A

Al 19.10] 7]=¥ Axfel mek SEQ ID NO: 2059 33ES Alxskgivh. Novabiochem ¥ZL(Rink) o} = AM
Resin LL 0.29 mmol/g(4-(2',4'-tJH|EA|Hd-Fmoc-o}7| = & )-H IZ A o} A Eolr| E- - 2 F- A ofu] =i 8] 4=%]) |
100 =] 200 HHAE A&, DIC/Oxyma-2/dstet A A5 8hE Fmoc-34d =S A &3kt 914 129
A, Froc-L-Lys(Dde)-OHE a4 34 Lz Eol A ALgalAdrt.

oJAlEEel B, HE =S Tk HElal Lysl2 49 Dde HE7]E Al 19.10] B wpep o]
A A3

DMF ol 4] DIC/HOAt * (7= 2ol tisll 435 #%F) 0= Fmoc-AEEA-OHE Lys®] A &-ofm|w7]e] i
Atk EFES AZAA IARE B A"t S JlolA Algor RUEHESGT. FAE o
DMF/DCM/DMF(Z+2+ 6/6/63] )2 Al 23t ek, AEEA Aol Fmoc”] S 20%(v/v) ¥ #H 29 /DNF g7 58 Fot
2 23] Agste] AASPATH(ZZE 25 ml). FAS DMF/DCM/DMF(ZHZt 6/6/63]) & A1t th. Fnoc-2H.3
Al FEIE FA ZF]F oA Y FholA AR Aol AT

DMF el 4 DIC/HOAt O = A2 Fmoc-AFFA-OHE 9 R.SH ofn|x7|o] HZ3l
FmocZ4-E R 33T},

T

],

ol
o

]11

s

T

ol _|>l«
X

e —1>
u

f
i)

o}

o

47 Bal

t

®
iy
o

DMF ZollA DIC/HOAt (A 2 sl 495 I) 22 Fmoc-L-Glu-0tBug AM&3te] 2584 -7+
A ggs grRad opir]d AT, ERES A2 AT 5o JEeta wes 7 HXi Aoz



[0806]

[0807]

[0808]

[0809]

[0810]

[0811]

[0812]

ZIHSd 10-2023-0051583

RUE Y3, A2 o 3sla DMF/DCM/DME (22 6/6/63)) &2 MAstgt. 394 A FnocZ] & 20%(v/v)
U /DIF Edoz 58 ol 23] Helste] AANIAT (22 25 ml). A= DMF/DCM/DMF(Z}Z} 6/6/63]) =
A AR, Fmoc-BRE ¢85 Al AEE X B3 F JolAle] FtolA AldL Ao,

DMF Zoll 4 DIC/HOAt ®WE o2 A2 Fmoc-L-Glu-0tBus R & H olu]xr|o] F23t thg A7) Bud npe}l Zo]
FmocZH-E EH T3},

DMF ZFoll Al DIC/HOAt W (A 229 dis] 5 F5F =)o Zu ELHHO-C(0) (CHy)1yCHy) S A-8-3Fe] i1l
A7 BolojEle Fzg s, EFES Ao 1A B JEstn FholA Agoew wheS BUEY
stith. XS o3} DMF/DCM/DMF (22 6/6/63)) = A& 8l3ict.

Ao 19.19] 7]1&" vie} Fo] FAZHE JFE=E Hddsin. olNEUE™R/E u](0.1% TFA £3H)E A}
£-3}o] Reprosil Gold C4 Prep(Dr Maisch), 25040 cm, 120 A, 5 um AolA 238 RP-HPLCE Ea = A4A
S AASAT. AAE FHEEZ LC/MS(HHE B)E 435, AR Algte] 3.308¢ A ofalA &<l

(W/4+)" A2 As= o4k 7k 1310.837 AR H= AE|= Ak 1311.352 LreRd

AA ) 19.8: 71 A =9 FA4

AAe) 19.1 WA AAe) 19790 AAE Bkl weh s W= G, o5 WEI=e] AN AF %

A AF, L AF Aze AAd 1.2 U4 A6l 19.79) S 97 87 £ 36 EAHe] ik
[ 17]

SEQ ID |y may HEY | oo e e
NO. (M/4+H)+ (M/4+H)+
187 1213.47 1213.97 3.84 A
188 1213.23 1213.69 3.82 A
189 1213.25 1213.60 3.61 A
190 1238.75 1239.24 an A
191 1224.25 1224.70 3.63 A
192 1223.99 1224.54 3.7 A
193 1217.47 1217.89 3.99 A
194 1188.93 1189.40 4.08 A
195 1217.23 1217.70 3.91 A
196 1224.24 1224.70 3.87 A
197 1212.99 1213.4 3.89 A
198 1286.05 1286.7 3.66 A
199 1318.33 1318.7 3.50 A
200 1285.83 1286.4 3.49 A
201 1318.11 1318.6 3.35 A
202 1261.51 1261.9 3.87 A
203 1293.79 1294.2 3.74 A
204 1205.98 1206.5 3.67 B
205 1278.56 1279.0 3.45 B
206 1310.83 1311.35 3.30 B
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[0813]
[0814]

[0815]
[0816]
[0817]
[0818]
[0819]
[0820]
[0821]
[0822]
[0823]
[0824]
[0825]
[0826]
[0827]
[0828]
[0829]
[0830]
[0831]

[0832]

ZIHSd 10-2023-0051583

:::f ® f&ﬁﬁ:ﬁ ’(“Enﬂf:i He NZHE) |
207 1209.98 1210.5 3.87 B
208 1205.73 1206.3 3.63 B
209 1205.75 1206.3 3.44 B
210 1278.33 1278.87 3.22 B
211 1310.61 1311.07 3.12 B
212 1231.25 1231.8 3.52 B
213 1216.75 1217.2 3.51 B
214 1216.50 1217.0 3.52 B
215 1181.44 1181.9 3.98 B
216 1254.02 1254.5 3.76 B
217 1286.30 1286.8 3.62 B
218 1216.74 1217.3 3.76 B
219 1205.50 1205.9 3.63 B
220 1209.73 1210.3 3.82 B
221 1231.98 1232.2 3.09 A
222 1253.51 1253.9 3.1 A
ool
5 opoliz Al I B BAY e EolA ALEE:

MATE ofrlagbe AR

u)

)

"Boc"E tert-F-E2A7tEd

"tBu"& 32

"DON" S T SRR TS A%

"Dde"= 1-(4,4-HwE-2,6-t] Aol 2RI A 2 b)) - DS A St

"DIC"= NN'-tol Az gdstrr]on =g 23 sir};

"DMF"= "HE EEo=E AP

"Fmoc"= EFLAHESATIR IS AT
-2 FE Ol E(yE)E A

3| =8 A T-ol Al £ E P o} 2 A Y ek

I~

ugGluu_E_ 71:!
"HOAt"+= 1-

"HPLC" = L

A AA g=2nE 183 (High Performance Liquid Chromatography)E #| 3 3Hc};

"LC/MS"= A AZRutE /AR BAY

nS'E WY

(Liquid Chromatography/Mass Spectrometry)< #]33gtt};
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[0833]
[0834]
[0835]
[0836]
[0837]
[0838]
[0839]

[0840]

[0841]

[0842]

[0843]

[0844]

[0845]

[0846]

ZIHSd 10-2023-0051583

Y

t};

"Pbi"= 2,2,4,6,7-HEpHE T =2l 2 F A-5-H XS A

"Oxyma"= ol Alobimd]| EEA o] oA E| o] ES A%

ot

Klas
"RP-HPLC" = 94k 1A% A I RulE a9 S A3 e}

"TIPS" & EgolAxz2dads XAt}

i

A" EEEFO RO EAS XA T
Trive =dde A dch
AAle] 19.9: o]E FA W3 FE|=9] 17 CRF2 a FEAA S 84 H7}

o

At IEE|ZERA-WE QA 2a (CRF2a A o dig 3359 a528S QU (RF2a FEAE A A
o2 WA= TelolFAC AlEQ] HE] Al cAWP 28-S FAN= 754 #Aoz A4l
313FE-S 100% DMSO =9l 0.5 mME 831A17]3 100% DMSOo| 163] 8]|A&le] A% 84 (1:2)8t). o]ojA] 7} 3

Aol 20 nLE 2% ABF WE J)FE AREsle] 384-9 B ZEolER %Ziv} olojAl 5 plLeo FFE SF
(1x HBSS; 20 mM HEPES, 2 mM IBMX, 0% £ 0.2% HSA)S 7} e H7talsirt.

AFgal7) Ao, FAR AEES 37T whEs et 20 nl AE 959 (1x HBSS: 20 mM HEPES) & = Al H 3}
QATH900 rpmol A 58). MEE ME gFelo] AAEEE 800,000/ HME/mle] AE WER 2GS,

5 uL AE(HT AE L= 40007 AE/D)E BFHE-FHr 384-9 4] ol Edl &ulstal 37 T4 30
FQE AatHlel skt

Ael| AE] AP FES AEPA] Aol wt Cisbio 62AMPEC 71 EE AME-3ste] AAsllth. wpxvto =,
665/620 nm Atele] FF HEE = ZHlo|EE A2A AR Fe Astuloldstict.

ot
ol
-
N
2
=2

S = FEDS 100 nMe] g 2(UCN2)E 100%% AAste] Atstgict. fRa=d 20 nl& Hu) &
(EC50) ¢ 50% 243k %6}5 =5 AAse stwe] AgE ] Ees AFE el

) F 20 BC50 kol a17] & 189 AlwEo] gl
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[0847]

[0848]
[0849]
[0850]

[0851]

[0852]

ZIHSd 10-2023-0051583

[% 18]
SEQID | EC50 [nM],
NO. 0% HSA
187 0.44
188 0.46
189 3.49
190 2.47
191 2.68
192 0.83
193 0.82
194 0.11
195 0.34
196 1.08
197 2.27
198 0.49
199 1.39
200 8.70
201 4.66
202 0.87
203 4.70
204 0.14
205 0.32
206 0.09
207 0.68
208 0.90
209 8.62
210 2.98
211 0.94
212 1.23
213 4.48
214 4.15
215 0.15
216 0.19
ST 0.16
218 1.58
219 5.98
220 1.48
221 27
222 7.38

A 19.10: ¥ 2o wE 31518 3-¥F (CFRIR F&AA9 g4 87l
CRFIR-Z}& CHO-K1 MEF & 2Z PerkinElmerol A T8k Th.

MEZE 10 cm HAANA 37C/5% C02 ¥iA (F12(Hams)/10% FBS/400 pg/ml G418)olA Aol AZFAX7IA A
A AT, 1 dANA, AEE $83k3, 418 §lo] 10% DMSOE Z3hals wjeF mix|o A 1-d3H/uL= AP EA]
b Inl wlo]d EHFS oA RGN -80TE HA3 T4 b3 AFS 9 AA Az AT o]
3 mlo]ks 100% FA3H(100 nMe] AR|Z(Sauvagine)) S Aoletr] &) tiza ol AHEI FEES
Aelstar, o)x whete] By Mt wel A3S s AMEsklt).

o & ¥ o

il

el EC50 2 Emax kol &b7] & 199 Al-&x o] 9tt:
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[0853]

[0854]

3 19]

SEQID | EC50[nM] | Emax
NO. 0% HSA (%6)
16 >100 0.4
22 >100 1.2
25 >100 0.1
26 >100 0.6
27 >100 34.2
28 >100 8.4
29 >100 18.4
30 >100 14.5
88 >100 2:3
89 >100 3.7
96 >100 2.3
102 >100 8.0
103 >100 14.0
104 >100 3.7
105 >100 15.4
106 >100 51
108 >100 -2.0
109 >100 1.1
110 >100 54
116 >100 0.8
117 >100 -6.0
118 =100 1.5
119 >100 0.4
121 >100 -1.1
122 >100 6.9
123 >100 8.0
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[0855]
[0856]

ZIHSd 10-2023-0051583

SEQID | EC50 [nM] | Emax
NO. 0% HSA {%)
124 >100 -2.5
125 >100 17.7
126 >100 36.5
134 >100 -8.6
148 >100 2.6
149 >100 6.6
150 >100 i s
152 >100 4.9
156 >100 4.0
187 >100 43.79
189 >100 14.97
190 >100 11.96
191 >100 12.51
193 >100 8.77
194 >100 21.63
195 >100 17.15
196 >100 16.95
197 >100 24.40
198 >100 1.40
199 >100 -2.90
200 >100 1.90
201 >100 -2.80
202 >100 5.40
203 >100 4.70
221 >100 3.20
222 >100 6.20
223 82.81 57.3
224 >100 52.59
225 24.2 58.92
226 96.2 83.98
o] ®ollA F&E whek 32 K129 FA ®FoA g sHTAe] EAlol dig Wast gyjo|t}. o & o Iy
Wl Agk wololE -gGlu-C(0)(CHy) uCHsS E3HatE FE|= 223, 225 2 2260] B5F oS Bo] vl Agk o)
oJEl 24 Z+7} —gGlu-C(0) (CHy)1,C00H 2 —{AEEA},-gGlu—-C(0) (CHy) 1sCOOHES E8+ah= FHE|= 222 2 22491 oj w7

HaE e PR o 47] §2 AHRANe] EA) sel A GX ol M=ol Zw wm(E 20)0] o
) WA o gusi,
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[0857]

[0858]

[0859]
[0860]

[0861]
[0862]

[0863]

ZIHSd 10-2023-0051583

[3 20]
CRF2 |CRF1 |CRFi/cRF2 HIE|E
SeqID |EC50 |EC50 H|& Seq id RA
-gGlu-
219 5,98 13,48 2 174 C(O)(CH2)14CHs

- : S -gGlu-

197 227 | >100 | 2500 | 174 | C(O)CHahCOOH
-gGlu-

208 0,9 1,43 2 135 C(0)(CHz)1aCHa
0 - . : : - -gGlu-
188 046 | 6909 | 134 135 | C(O)CH2)1COOH

-gGlu-
214 4,15 4,27 1 139 C(O)(CHz)14CHs
_ i ; : - -gGlu-
192 083 56,56 & I a9 C(O)(CH2}14COOH
-gGlu- .
212 1,23 09 1 137 C(O)(CH2)14CHs
: ! i -gGlu-
ndgg roaas kL Sin ol uEnd ] e C(O)(CH2)14COOH
. . ' -gGIu-
218 1,58 6,97 4 151 C(O)(CH2)14CHs
: gGlu-
196 | 108 | >00 5500 151 C{O)(CH2)14COOH
-gGlu-
207 0,68 418 6 83 C(O)(CH2)15CHs
: . -gGlu-
193 0,82 >100 |  =>500 83 | C(O)CH2)1uCOOH
-gGlu-
220 1,48 8,91 6 150 C(O)(CH2)14CHs
. ; : -gGlu-
195 0,34 >100 | =500 150 | C(O)CH2)1COOH
“ -gGIu;
209 8,62 21,73 3 136 C(O)(CHz)14CHs
e ¢ o -gGlu-
189 349 | >100 | >500 136 C(O)(CH2)1aCOOH
' ' gGlu-
204 0,14 0,44 3 130 C(O)(CH2)13CHs
CRF2 |CRF1 CRF1/CRF2 HIE|E
SeqID |EC50 |ECS50 H|& Seq id RA
o . : -gGlu-
187 0,44 >100 >500 130 C(O)(CHz)14COOH

o~

5 o o S 5]
EE, frel AHRANe TP, A7) anw

=

Ag HololE]le] —{AREA},~gGlu- 2 —{AEFA},-(gGlu)s—$F #& &
AZ AFste A FE =9 (RF2 A4S 4 ¢ A7 Aoz BAHAT (o HE AAEA &),

AAle] 19.11: o]# 3 FA 13 SE|=o] DMPK X2EZ 9 Ay

Algld o g% EH/‘} ot AS =% Sprague Dawley #ES} Q17tolA A3, Ad 33ES 37TCoA 24
7+ SOt 3 mMoll A QlFH o) Astltl. ZF A1 (0, 0.25, 1 2 2A 7oA, 150 pLe oleL, 0.1% EEAHS 8
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el
el
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el
ef
el

SeqID
187
188
189
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192
193
194

[0866]

S3= 9 setE <A

[0867]

o] oha

2

[0868]

W (pH

=0l
K3

(pH 7.4) 2 100 mM o}AElo]E <

ol
ol

A 4=

}‘\l_

el

S 100 mM

J{

,AO

A

oF QlFfwlo] A3k}, 2500 refollA 15
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o
il
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= o
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ol
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o
i

}12 LC-UV(Acquity UPLC-DAD, Waters)=

S
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o

shel A

A

sheteel va WA v

ZEA] 0.5 mg/mLE &3]EH U3k

D oREYEHR 1:1, 0.1%

7} 80 mL
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[0873] [Z 22]
SeqID | pH 8= (mg/mL)
187 7.4 8.8
4.5 8.2
188 7.4 7.9
4.5 8.3
189 7.4 6.3
4.5 9.0
190 7.4 8.5
4.5 8.5
191 7.4 9.0
4.5 8.5
192 7.4 7.9
4.5 8.4
193 7.4 0.1
4.5 8.6
194 7.4 0.7
4.5 £33
[0874]
[0875] el ey oA dolEE 31r] E 230 Al
[0876] [% 23]
SeqID | pH =4%
187 7.4 31
4.5 0
188 7.4 40
4.5 0
189 7.4 48
4.5 0
190 7.4 35
4.5 0
191 7.4 54
4.5 0
192 7.4 49
(0877 4.5 0
[0878] 2ol MAlE BEE AEe A" AE 535 vgEo] dlon, oo HA &2 E WA dFE P
o,
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P
SEQUENCE LISTING
<110> SANOFI
<120> CRF2 RECEPTOR AGONISTS AND THEIR USE IN THERAPY
<130> PAT20043-EP-EPA
<160> 186
<170> BiSSAP 1.3.6
<210> 1
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_1
<220>
<221> VARIANT
<222> 12
<223> K= denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu-C(0)(CH2)14CH3
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400
> 1
Ile Val Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Lys Gln Glu Lys Glu Lys Gln Gln Ala Glu Thr Asn Ala
20 25 30
GIn Ile Leu Ala Gln Val
35
<210> 2
<211> 38
<212> PRT
<213> Artificial Sequence

<220>
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SIEdl

<223> compound Seq_2
<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 2
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Lys Ile Leu Leu
1 5 10 15
Glu Gln Glu Lys Gln Glu Lys Glu Lys GIn Gln Ala Glu Thr Asn Ala

20 25 30
GIn Ile Leu Ala GIn Val
35

<210> 3

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_3

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 3
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Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Lys Ile Leu Leu
1 5 10 15

Glu Gln Glu Lys GIn Glu Lys Glu Lys GIn Gln Ala Glu Lys Asn Ala

20 25 30

GIn Ile Leu Ala GIn Val

35
<210> 4
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_4
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>
<291> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 4

Ile Val Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Lys Leu Leu

1 5 10 15
Lys Gln Glu Lys GIn Glu Lys Glu Lys GIn Gln Ala Glu Thr Asn Ala
20 25 30
Lys Ile Leu Ala Gln Val
35
<210> 5
<211> 38
<212> PRT
<213> Artificial Sequence

<220>
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=T

<223> compound Seq_5

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<

220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 5
Ile Val Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Lys Leu Leu
1 5 10 15
Lys Gln Gln Arg Gln Arg Lys Glu Arg Gln Gln Ala Glu Thr Asn Ala
20 25 30
Arg Ile Leu Ala Arg Val
35
<210> 6
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_6

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 6
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Ile Val Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Lys Leu Leu
1 5 10 15
Lys Gln Gln Arg Gln Arg Lys Glu Arg Gln Gln Ala Glu Lys Asn Ala

20 25 30

Arg Ile Leu Ala Arg Val
35
<210> 7
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_7
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3
<220>
<291> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 7

Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Gln Lys Leu Leu

1 5 10 15
Lys Gln Glu Arg GIn Arg Lys Glu Arg Glu Gln Ala Glu Lys Asn Ala
20 25 30
Arg Ile Leu Ala Arg Val
35

<210> 8
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<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_8

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<

220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 8
Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Lys Leu Leu
1 5 10 15
Lys Gln Glu Lys Gln Lys Lys Gln Arg Gln Lys Ala Lys Thr Ala Ala
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 9
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_9

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>
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<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 9

Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Lys Leu Leu

1 5 10 15

Lys Gln Glu Lys Gln Lys Lys Gln Arg Gln Lys Ala Lys Thr Ala Lys

20 25 30

GIn Ile Leu Glu GIn Val
35
<210> 10
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_10
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 10
Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Lys Leu Leu

1 5 10 15

Lys Gln Glu Lys GIn Lys Lys Gln Arg Gln Lys Ala Lys Thr Asn Lys
20 25 30
GIn Ile Leu Glu Gln Val
35

<210> 11
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<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_11

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 11
Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Lys Leu Leu
1 5 10 15
Lys Gln Glu Lys Gln Lys Lys Gln Arg Gln Lys Ala Lys Thr Asn Ala
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 12
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_12
<220>
<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>
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<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 12
Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Lys Leu Leu
1 5 10 15
Lys Gln Glu Lys Gln Arg Lys Gln Lys GIn Gln Ala Lys Thr Asn Ala
20 25 30
Lys Ile Leu Ala Arg Val
35
<210> 13

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_13

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 13

Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Ile Leu Phe

1 5 10 15

Lys Gln GIn Lys Gln Lys Lys Glu Arg GIn Gln Ala Glu Lys Asn Lys

20 25 30
GIn Leu Leu Glu GIn Ile
35

<210> 14
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<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_14

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 14

Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Lys Leu Leu

1 5 10 15
Lys Gln Glu Lys Gln Arg Lys Gln Lys Gln Lys Ala Lys Thr Asn Ala
20 25 30
Lys Ile Leu Ala Arg Val
35
<210> 15
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_15
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>
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<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 15
Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Lys Leu Phe
1 5 10 15
Lys Gln Ala Lys Gln Lys Lys Gln Arg Gln Lys Ala Lys Thr Asn Ala
20 25 30
Gln Ile Leu Ala Arg Val
35
<210> 16
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_16

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 16

Ile Val Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Lys Leu Leu

1 5 10 15

Lys Gln GIn Arg Gln Arg Lys Glu Arg GIn Gln Ala Glu Lys Asn Ala

20 25 30

Arg Ile Leu Ala Arg Val
35

<210> 17

_94_
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<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_17

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 17

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Lys Ile Leu Leu

1 5 10 15

Glu Gln Glu Lys Gln Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 18
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_18
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT

<222> 12
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<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3
<220>

<

221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 18
Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Gln Lys Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Arg Lys Glu Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 19
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_19

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>
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<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 19

Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Gln Lys Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Arg Xaa Glu Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 20
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_20
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3
<220>

<

221> VARTANT

<222> 24

<223> 2-aminoisobutyric acid (Aib)
<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

_97_
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<400> 20
Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Gln Lys Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Arg Lys Xaa Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 21
<211
> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_21
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3
<220>
<221> VARIANT
<222> 24
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 21

Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Gln Lys Leu Leu
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Lys Gln Glu Arg Gln Arg Lys Glu Xaa Glu Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 22
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_22
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<291> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 22

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Xaa Gln Arg Gln Lys Ala Glu Lys Asn Lys
20 25 30

GIn Ile Leu Ala Gln Val

35
<210>

23
<211> 38

<212> PRT

_99_



<213> Artificial Sequence

<220>

<223> compound Seq_23

<220>

<221> VARIANT

<222> 7

<223> D-valine (D)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>

<221> VARIANT

<222> 26

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 23

Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Gln Lys Leu Leu

1 5 10 15
Lys Gln Glu Arg Gln Arg Lys Glu Arg Xaa Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 24
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_24

<220>
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<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 24
Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Gln Lys Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Arg Lys Glu Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 25
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_25

<220>

<221> VARIANT
<222> 7

<223> D-valine (v)
<220>

<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
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albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 25
Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Lys Lys Leu Leu
1 5 10 15

Lys Gln Glu Arg Lys Arg Lys Glu Arg Glu Lys Ala Glu Lys Asn Ala

20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 26
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_26
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3
<220>
<221> VARIANT
<222> 27

<223> 2-aminoisobutyric acid (Aib)

<220
>

<221> MOD_RES
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<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 26
Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Lys Lys Leu Leu
1 5 10 15
Lys Gln Glu Arg Lys Arg Lys Glu Arg Glu Xaa Ala Glu Lys Asn Ala
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 27
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_27

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 27

Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Lys Lys Leu Leu

1 5 10 15

Lys Gln Glu Arg Lys Arg Lys Glu Arg Glu Gln Ala Glu Lys Asn Ala

20 25 30
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Arg Ile Leu Glu Arg Val
35
<210> 28
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_28
<220>
<221> VARIANT
<222> 7
<223> D-valine (d)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3
<220>
<291> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 28
Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Lys Lys Leu Leu
1 5 10 15
Lys Gln Glu Arg Lys Arg Lys Glu Arg Glu Lys Ala Glu Lys Ala Ala
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 29
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_29
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<220>

<221> VARIANT
<222> 7

<223> D-valine (v)
<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>

<221> VARIANT

<222> 27

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 29

Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Lys Lys Leu Leu

1 5 10 15

Lys Gln Glu Arg Lys Arg Lys Glu Arg Glu Xaa Ala Glu Lys Ala Ala

20 25 30

Arg Ile Leu Glu Arg Val

35
<210> 30
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_30
<220>
<221> VARIANT

<222> 7
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<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 30
Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Lys Lys Leu Leu
1 5 10 15
Lys Gln Glu Arg Lys Arg Lys Glu Arg Glu Gln Ala Glu Lys Ala Ala
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 31
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_31
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3

<220>
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<221> VARIANT

<222> 32

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 31

Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Gln Lys Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Arg Lys Glu Arg Glu Gln Ala Glu Lys Asn Xaa

20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 32
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_32
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3
<220>
<221> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
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<400> 32
Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Gln Lys Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Arg Lys Glu Arg Glu Gln Ala Glu Lys Asn Val
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 33
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_33
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu—-C(0)(CH2)14CH3
<220>
<291> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 33
Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Gln Lys Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Arg Lys Glu Arg Glu Gln Ala Glu Lys Asn Thr
20 25 30

Arg Ile Leu Glu Arg Val

35
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<210> 34

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_34

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 34

Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Lys Leu Leu

1 5 10 15

Lys Gln Glu Lys Gln Lys Lys Gln Arg Gln Lys Ala Lys Thr Asn Lys
20 25 30
GIn Ile Leu Glu GIn Val
35

<210> 35
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_35
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>
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<221> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 35
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Lys Ile Leu Leu
1 5 10 15
Glu Gln Glu Lys Gln Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 36
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_36
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 24

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
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<400> 36
Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Gln Lys Leu Leu
1 5 10 15

Lys Gln Glu Arg Gln Arg Lys Xaa Arg Glu Gln Ala Glu Lys Asn Lys

20 25 30
Arg Ile Leu Glu Arg Val
35

<210> 37
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_37
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<291> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 37

Ile Val Leu Ser Leu Asp Val Pro Thr Lys Leu Lys Gln Lys Leu Leu

1 5 10 15
Lys Gln Glu Arg Gln Arg Lys Glu Arg GIn Gln Ala Glu Thr Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 38
<211> 38
<212> PRT

<213> Artificial Sequence
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<220>

<223> compound Seq_38

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 38
Ile Val Leu Ser Leu Asp Val Pro Thr Lys Leu Lys Gln Lys Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Arg Xaa Glu Arg Gln Gln Ala Glu Thr Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210>
39
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_39
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
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<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 39

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Glu Gln Glu Arg Gln Arg Lys Glu Arg Gln Gln Ala Glu Thr Asn Ala
20 25 30
GIn Ile Leu Ala GIn Val
35

<210> 40
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_40
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<291> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 40

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Glu Gln Glu Arg GIn Arg Lys Glu Arg Gln Gln Ala Glu Thr Asn Val
20 25 30

Gln Ile Leu Ala Gln Val

35
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<210> 41

<211> 38

<212> PRT

<213> Artificial Sequence
<220>

<223> compound Seq_41
<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 41
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Arg Lys Glu Arg Gln Gln Ala Glu Lys Asn Val

20 25 30
Arg Ile Leu Glu Arg Val
35

<210> 42

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_42

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
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<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 42

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
Glu Gln Glu Arg Gln Arg Xaa Glu Arg Gln Gln Ala Glu Lys Asn Val
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 43
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_43
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 43

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
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Glu Gln Ala Lys Gln Lys Lys Leu Arg Ala Gln Ala Glu Thr Asn Val
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 44
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_44

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 44

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Glu Gln Ala Lys Gln Lys Lys Glu Arg Ala Gln Ala Glu Thr Asn Val

20 25 30

Arg Ile Leu Glu Arg Val
35

<210> 45

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_45

<220>
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=T

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 45

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
Glu Gln Ala Lys Gln Lys Xaa Leu Lys Ala Gln Ala Glu Thr Asn Val
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 46
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_46
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>
<221> VARIANT

<222> 23
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<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 46
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Ala Lys Gln Lys Xaa Leu Arg Ala Gln Ala Glu Thr Asn Val
20 25 30
Arg Ile Leu Glu Arg Val
35
<210>
47
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_47
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES

<222> 38
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<223> C-terminal amino acid residue is amidated as a primary amide
<400> 47

Ile Val Leu Ser Leu Asp Xaa Pro Thr Lys Leu Lys Lys Lys Leu Leu

1 5 10 15
Lys Gln Glu Arg Lys Arg Xaa Glu Arg Glu Lys Ala Glu Lys Ala Ala
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 48
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_48
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 48

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Glu Gln Glu Arg Gln Arg Xaa Glu Arg GIn GIn Ala Glu Thr Asn Val
20 25 30

GIn Ile Leu Ala Gln Val
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35
<210>
49
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_49
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 49

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
Glu Gln Glu Arg GIn Arg Xaa Glu Arg Gln Gln Ala Glu Thr Asn Val
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 50
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_50
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<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 50
Ile Val Leu Ser Leu Asp Val Pro Thr Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Arg Xaa Glu Arg Gln Gln Ala Glu Thr Asn Val
20 25 30
Arg Ile Leu Glu Arg Val
35

<210>
51
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_51
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>

<221> MOD_RES
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<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 51

Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Gln Lys Gln Lys Lys Glu Arg Gln Gln Ala Glu Lys Asn Lys
20 25 30
GIn Leu Leu Glu GIn Ile
35

<210> 52
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_52
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<291> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 52
Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln GIn Lys Gln Lys Lys Glu Arg GIn Gln Ala Glu Lys Asn Lys
20 25 30
GIn Leu Leu Glu Arg Val
35
<210> 53

<211> 38
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<212> PRT

<213> Artificial Sequence
<220>

<223> compound Seq_53
<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 53
Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Gln Lys GIn Lys Lys Glu Arg Gln Gln Ala Glu Thr Asn Lys

20 25 30
GIn Leu Leu Glu Arg Val
35

<210> 54

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_54

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>

<221> MOD_RES
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<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 54

Phe Thr Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Gln Lys Gln Lys Lys Glu Arg Gln Gln Ala Glu Thr Asn Val

20 25 30
GIn Leu Leu Glu Arg Val
35

<210> 55
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_55
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<291> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 55

Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Ile Leu Leu

1 5 10 15
Lys Gln Gln Lys GIn Lys Lys Glu Arg Gln Lys Ala Glu Thr Asn Val
20 25 30
GIn Leu Leu Glu Arg Val
35
<210> 56

<211> 38
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<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_56

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 56
Phe Thr Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Gln Lys Gln Lys Lys Glu Arg Gln Gln Ala Glu Thr Asn Val
20 25 30
GIn Leu Leu Glu Arg Val
35
<210> 57
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_57

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>

<221> MOD_RES
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<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 57

Phe Thr Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Gln Lys Gln Lys Lys Glu Arg Gln Lys Ala Glu Thr Asn Val

20 25 30

GIn Leu Leu Glu Arg Val
35
<210> 58
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_58
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<291> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 58
Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Ile Leu Phe

1 5 10 15

Lys Gln GIn Lys Gln Lys Lys Glu Arg GIn Gln Ala Glu Lys Asn Lys
20 25 30
GIn Leu Leu Glu GIn Ile
35
<210> 59

<211> 38
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<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_59

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 59
Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Gln Lys Gln Lys Lys Glu Arg GIn Gln Ala Glu Lys Asn Lys
20 25 30
GIn Leu Leu Glu GIn Ile
35
<210> 60
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_60
<220>
<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>

<221> MOD_RES
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<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 60
Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Gln Lys Gln Lys Lys Glu Arg GIn Gln Ala Glu Lys Asn Lys
20 25 30

GIn Leu Leu Glu Arg Val

35

<210> 61

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_61

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<291> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 61

Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln GIn Lys Gln Lys Lys Glu Arg GIn Gln Ala Glu Thr Asn Lys

20 25 30
GIn Leu Leu Glu Arg Val
35
<210> 62

<211> 38
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<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_62

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 62

Phe Thr Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
Lys Gln Gln Lys Gln Lys Lys Glu Arg Gln Gln Ala Glu Thr Asn Val
20 25 30
GIn Leu Leu Glu Arg Val
35
<210> 63
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_63
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>

<221> MOD_RES
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<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 63
Phe Thr Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Gln Lys Gln Lys Lys Glu Arg Gln Gln Ala Glu Thr Asn Val
20 25 30
GIn Leu Leu Glu Arg Val
35
<210> 64
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_64

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<291> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 64

Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln GIn Lys Gln Lys Lys Glu Arg GIn Lys Ala Glu Thr Asn Val

20 25 30

GIn Leu Leu Glu Arg Val
35
<210> 65

<211> 38
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<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_65

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 65

Phe Thr Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Gln Lys Gln Lys Lys Glu Arg Gln Gln Ala Glu Thr Asn Val
20 25 30
GIn Leu Leu Glu Arg Val
35

<210> 66
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_66
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> MOD_RES

<222> 38
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<223> C-terminal amino acid residue is amidated as a primary amide

<400> 66
Phe Thr Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Gln Lys Gln Lys Lys Glu Arg Gln Lys Ala Glu Thr Asn Val
20 25 30
GIn Leu Leu Glu Arg Val
35
<210> 67
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_67
<220>
<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<291> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 67
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Lys GIn Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Lys

20 25 30
GIn Ile Leu Ala Gln Val
35

<210> 68

<211> 38
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<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_68

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 68

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Glu Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Lys

20 25 30
GIn Ile Leu Ala GIn Val
35

<210> 69
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_69
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> VARIANT

<222> 14
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<223> 2-aminoisobutyric acid (Aib)
<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 69
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Lys Xaa Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 70
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_70
<220>
<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 32
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 70

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
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1 5 10 15
Glu Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Xaa

20 25 30

GIn Ile Leu Ala GIn Val
35
<210> 71
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_71
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 14
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> VARIANT
<222> 32
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 71

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Lys Xaa Leu Leu
1 5 10 15

Glu Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Xaa

20 25 30
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GIn Ile Leu Ala GIn Val
35

<210> 72

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_72

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> VARIANT
<222> 32
<223> 2-aminoisobutyric acid (Aib)
<220>
<291> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 72
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg GIn Lys Lys Gln Arg GIn Gln Ala Glu Thr Asn Xaa

20 25 30

GIn Ile Leu Ala Gln Val
35

<210> 73

<211> 38

<212> PRT

<213> Artificial Sequence

<220>
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<223> compound Seq_73

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 32

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 73

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
Glu Gln Glu Arg Gln Lys Lys Gln Arg Gln Lys Ala Glu Thr Asn Xaa
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 74
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_74
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>
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<221> VARIANT
<222> 32
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 74
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Xaa
20 25 30
GIn Ile Leu Glu Arg Val
35

<210>
75
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_75
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 32
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide

<400> 75
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Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Gln Gln Ala Glu Thr Asn Xaa
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 76
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_76
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 32

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 76

Ile Val Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Ile Leu Leu

1 5 10 15

Glu Gln Glu Arg Gln Lys Lys Gln Arg GIn Gln Ala Glu Thr Asn Xaa
20 25 30

GIn Ile Leu Ala Gln Val

35

<210>
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77

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_77

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 77

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Gln Arg Gln Lys Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35

<210> 78
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_78
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>
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<221> VARIANT
<222> 32

<223> 2-aminoisobutyric acid (Aib)

<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 78
Ile Val Leu Ser Leu Asp Val Pro Thr Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Xaa
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 79
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_79

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
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<400> 79
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15

Glu Gln Glu Lys Gln Lys Xaa Gln Arg Glu Gln Ala Glu Thr Asn Lys

20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 80
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_80
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 32
<223> 2-aminoisobutyric acid (Aib)
<220>
<291> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 80

Ile Val Leu Ser Leu Asp Val Pro Thr Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Glu Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Xaa
20 25 30

GIn Ile Leu Ala Gln Val

35
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<210> 81

<211> 38

<212> PRT

<213> Artificial Sequence
<220>

<223> compound Seq_81
<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 81
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Lys Gln Lys Xaa Gln Arg Glu Gln Ala Glu Thr Asn Lys

20 25 30

GIn Ile Leu Ala GIn Val
35

<210> 82

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_82

<220>
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<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 24

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 82

Ile Val Leu Ser Leu Asp Val Pro Thr Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Xaa Arg Glu Gln Ala Glu Thr Asn Val
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 83
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_83
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
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albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>
<221> VARIANT
<222> 24
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 83
Ile Val Leu Ser Leu Asp Xaa Pro Ile Gly Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Xaa Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35

<210>
84
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_84
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 84

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Lys Leu Leu
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Glu Gln Glu Lys GIn Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35

<210> 85
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_85
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<291> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 85
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Ala Gln Val
35
<210> 86
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_86
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<220>
<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 86
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Lys Thr Asn Lys

20 25 30
GIn Ile Leu Ala GIn Val
35

<210> 87

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_87

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 87

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
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1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Lys Ala Lys Thr Asn Lys

20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 88
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_88
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 32
<223> 2-aminoisobutyric acid (Aib)
<220>
<291> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 88
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Lys Ala Lys Thr Asn Xaa
20 25 30
Gln Ile Leu Ala Gln Val
35
<210> 89

<211> 38
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<212> PRT

<213> Artificial Sequence
<220>

<223> compound Seq_89
<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 32
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 89
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Lys Thr Asn Xaa

20 25 30

GIn Ile Leu Ala GIn Val
35

<210> 90

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_90

<220>

<221> VARIANT

<222> 12
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<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 90

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Lys Ala Lys Thr Asn Val
20 25 30
GIn Ile Leu Ala GIn Val
35

<210> 91
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_91
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 32

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 91
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Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Lys Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Lys Ala Lys Thr Asn Xaa
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 92
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_92

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 32

<223> 2-aminoisobutyric acid (Aib)

<220>

<291> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 92

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Lys Leu Leu

1 5 10 15

Glu Gln Glu Arg GIn Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Xaa

20 25 30
Gln Ile Leu Ala Gln Val
35

<210> 93

- 151 -

SIHS3 10-2023-0051583



<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_93

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 93

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Lys Leu Leu

1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Lys Ala Lys Thr Asn Val
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 94
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_94
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>
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<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 94
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Lys Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Glu Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 95
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_95

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 95

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Lys Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Glu Arg Glu Gln Ala Glu Thr Asn Lys

20 25 30

Gln Ile Leu Ala Gln Val
35

<210> 96
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<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_96

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 96

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Glu Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35

<210> 97
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_97
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>

<221> MOD_RES
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<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 97
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Lys Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 98
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_98
<220>
<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 24
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 98
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Lys Leu Leu
1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Xaa Arg Glu Gln Ala Glu Thr Asn Lys
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20 25 30

GIn Ile Leu Ala GIn Val
35
<210> 99
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_99
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 24
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 99

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Lys Ile Leu Leu

1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Xaa Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 100
<211> 38
<212> PRT

<213> Artificial Sequence
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<220>

<223> compound Seq_100

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 24

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> VARIANT

<222> 32

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 100

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Lys Ile Leu Leu
1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Xaa Arg Glu Gln Ala Glu Thr Asn Xaa

20 25 30

GIn Ile Leu Ala GIn Val
35

<210> 101

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_101

<220>
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<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 24

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 101

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Lys Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Xaa Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Glu Arg Val
35
<210> 102
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_102
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT

<222> 12
<223>

K+ denotes the modified lysine residue at X12, Ra denotes the
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albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 102
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Lys

20 25 30

GIn Ile Leu Ala GIn Val
35
<210> 103
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_103
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide

<400> 103

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
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1 5 10 15
Glu Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 104
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_104
<220>
<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<291> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 104
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Thr Asn Lys

20 25 30

GIn Ile Leu Ala Gln Val
35
<210> 105

<211> 38
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<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_105

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 105

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Lys Xaa Gln Arg GIn Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 106
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_106
<220>
<221> VARIANT

<222> 12
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<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 106
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Thr Asn Lys

20 25 30

GIn Ile Leu Glu Arg Val
35
<210> 107
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_107
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)

<220>
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<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide

<400> 107

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
Gln Ile Leu Glu Arg Val
35
<210> 108
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_108
<220>
<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 108
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15

Lys Gln Glu Arg Gln Lys Xaa Gln Arg GIn Lys Ala Glu Thr Asn Lys

- 163 -

10-2023-0051583



20 25 30

GIn Ile Leu Ala GIn Val
35
<210> 109
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_109
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide

<400> 109

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Xaa Gln Arg Glu Lys Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 110
<211> 38
<212> PRT

<213> Artificial Sequence

- 164 -

SIHS31 10-2023-0051583



=T

<220>

<223> compound Seq_110
<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 110
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Xaa Gln Arg Gln Gln Ala Glu Thr Asn Lys

20 25 30

GIn Ile Leu Ala GIn Val
35

<210> 111

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_111

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
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<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 111

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Glu GIn Val
35

<210> 112
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_112
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<291> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 112

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Lys Ala Glu Thr Asn Lys
20 25 30

Gln Ile Leu Ala Gln Val

35
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<210> 113

<211> 38

<212> PRT

<213> Artificial Sequence
<220>

<223> compound Seq_113
<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 113
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Gln Gln Ala Glu Thr Asn Lys

20 25 30
GIn Ile Leu Ala GIn Val
35

<210> 114

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_114

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
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<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 114

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
Glu Gln Ala Arg Gln Lys Xaa Gln Arg Ala Gln Ala Glu Thr Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 115
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_115
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)
<220>

<221> MOD_RES

<222> 38
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<223> C-terminal amino acid residue is amidated as a primary amide
<400> 115
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Glu Arg Val
35

<210
> 116
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_116
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 116

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
Lys Gln Glu Arg Gln Lys Xaa Gln Arg Glu Lys Ala Glu Lys Asn Lys
20 25 30

Gln Ile Leu Ala Gln Val
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35
<210> 117
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_117
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 117
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Xaa Gln Arg GIn Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210
> 118
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_118
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<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 118

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Xaa Gln Arg Gln Lys Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 119
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_119
<220>
<221> VARIANT

<222> 12
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<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> VARIANT
<222> 24
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 119
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Xaa Arg Gln Lys Ala Glu Lys Asn Lys

20 25 30

GIn Ile Leu Ala GIn Val
35
<210> 120
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_120
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide

<400> 120
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Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Glu GIn Val
35

<210> 121
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_121
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<291> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 121
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg GIn Lys Lys Gln Arg Glu Lys Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala Gln Val
35
<210> 122
<211> 38
<212> PRT
<213> Artificial Sequence

<220>
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<223> compound Seq_122
<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 122
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Gln Gln Ala Glu Lys Asn Lys

20 25 30
GIn Ile Leu Ala GIn Val
35

<210> 123

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_123

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>
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<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 123

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
Glu Gln Ala Arg Gln Lys Xaa Gln Arg Ala Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 124
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_124
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 124

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15

Lys Gln Ala Arg Gln Lys Xaa Gln Arg Ala Gln Ala Glu Lys Asn Lys
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20 25 30
Arg Ile Leu Glu Arg Val
35

<210
> 125
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_125
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 125

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
Glu Gln Ala Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 126
<211> 38
<212> PRT

<213> Artificial Sequence
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<220>

<223> compound Seq_126

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 126

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Glu Gln Ala Lys Gln Lys Xaa Gln Arg Ala Gln Ala Glu Lys Asn Lys
20 25 30

Arg Ile Leu Glu Arg Val

35

<210

> 127

<211> 38

<212> PRT

<213> Artificial Sequence
<220>

<223> compound Seq_127

<220>
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<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 127

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Ala Lys Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 128
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_128
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)

<220>
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<221> VARIANT

<222> 12

<223>

K+ denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 128

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Ala Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys

20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 129
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_129
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
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albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 129
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35

<210> 130
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223>
compound Seq_130
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>

<221> VARIANT
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<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 130

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 131
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_131
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>
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<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 131
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Lys Xaa Gln Arg Gln Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210
> 132
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_132
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
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<400> 132

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
Gln Ile Leu Glu Arg Val
35
<210> 133
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_133
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT

<222> 12
<223>

K+ denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 133

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
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Lys Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys

20 25 30

Gln Ile Leu Glu Arg Val

35
<210> 134
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_134
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>
<221> VARIANT
<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 134
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Xaa Gln Arg Glu Lys Ala Glu Lys Asn Lys
20 25 30

GIn Ile Leu Ala Gln Val
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35
<210> 135
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223>
compound Seq_135
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 135
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Xaa Gln Arg GIn Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala Gln Val
35
<210> 136

<211> 38
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<212> PRT

<213> Artificial Sequence
<220>

<223> compound Seq_136
<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>
<221> VARIANT
<222> 24
<223> 2-aminoisobutyric acid (Aib)
<220>
<291> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 136
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Xaa Arg GIn Lys Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210
> 137
<211> 38
<212> PRT
<213> Artificial Sequence

<220>
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<223> compound Seq_137

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 137

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Glu GIn Val
35
<210> 138
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_138
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT

<222> 12
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<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 138
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Glu Lys Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35

<210> 139
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223>
compound Seq_139
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide

<400> 139
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Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Gln Arg Gln Gln Ala Glu Lys Asn Lys

20 25 30

GIn Ile Leu Ala GIn Val

35
<210> 140
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_140
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>
<221> VARIANT
<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 140

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Glu Gln Ala Arg Gln Lys Xaa Gln Arg Ala Gln Ala Glu Lys Asn Lys
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20 25 30
Arg Ile Leu Glu Arg Val
35

<210> 141
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223>
compound Seq_141
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 141
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Ala Arg Gln Lys Xaa Gln Arg Ala Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val

35
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SIHS31 10-2023-0051583

<210> 142

<211> 38

<212> PRT

<213> Artificial Sequence
<220>

<223> compound Seq_142
<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 142

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Glu Gln Ala Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30

Arg Ile Leu Glu Arg Val

35

<210

> 143
<211> 38

<212> PRT
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SIEdd

<213> Artificial Sequence

<220>

<223> compound Seq_143

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 143

Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Lys Gln Lys Lys Gln Arg Gln Lys Ala Lys Thr Asn Lys
20 25 30
GIn Ile Leu Glu Arg Val
35

<210> 144
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_144
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> MOD_RES

<222> 38
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<223> C-terminal amino acid residue is amidated as a primary amide

<400> 144
Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Gln Lys Ala Lys Thr Asn Lys
20 25 30
Gln Ile Leu Glu Arg Val
35
<210> 145
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_145
<220>
<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 145
Phe Thr Leu Ser Leu Asp Val Pro Thr Lys Ile Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg GIn Lys Lys Gln Arg Gln Lys Ala Lys Lys Asn Lys

20 25 30
Gln Ile Leu Glu Arg Val
35

<210> 146

<211> 38
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SIEdl

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_146

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 146

Phe Thr Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Gln Arg Gln Lys Ala Lys Lys Asn Lys

20 25 30
Gln Ile Leu Glu Arg Val
35
<210> 147
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_147
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

- 194 -

10-2023-0051583



albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 24

<223> 2-aminoisobutyric acid (Aib)

<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 147
Ile Val Leu Ser Leu Asp Xaa Pro Ile Gly Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Xaa Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35

<210> 148
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223>
compound Seq_148
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> VARIANT
<222> 24
<223> 2-aminoisobutyric acid (Aib)
<220>

<221> MOD_RES
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<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 148

Ile Val Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Xaa Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 149
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_149
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 24

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 149
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Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Xaa Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35

<210
> 150
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_150
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 24
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide

<400> 150

Ile Val Leu Ser Leu Asp Xaa Pro Ile Gly Leu Lys Gln Ile Leu Leu
1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Xaa Arg GIn Gln Ala Glu Thr Asn Lys
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20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 151
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_151
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT

<222> 12
<223>

K+ denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>

<221> VARIANT

<222> 24

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 151

Ile Val Leu Ser Leu Asp Xaa Pro Ile Gly Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Xaa Arg Glu Gln Ala Glu Lys Asn Lys

20 25 30
Arg Ile Leu Glu Arg Val

35

- 198 -

SIHS31 10-2023-0051583



<210> 152

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<223> compound Seq_152

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 24

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 152
Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Xaa Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 153
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<221> MOD_RES
<222> 1

<223> Acetylation
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SIEdl

<220>

<223> compound Seq_153

<220>

<221> VARIANT

<222>

12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 153

Ile Val Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Ile Leu Leu

1 5 10 15

Glu Gln Glu Lys GIn Glu Lys Glu Lys GIln Gln Ala Glu Thr Asn Ala

20 25 30

GIn Ile Leu Ala GIn Val
35
<210> 154
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_154
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
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<400> 154
Ile Val Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Ile Leu Leu

1 5 10 15

Glu Gln Glu Lys Gln Glu Lys Glu Lys GIn Gln Ala Glu Thr Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35

<210> 155
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_155
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<291> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 155
Ile Val Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Lys Gln Glu Lys Glu Lys GIn Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 156
<211> 38
<212> PRT

<213> Artificial Sequence
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<220>

<223> compound Seq_156
<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 24
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 156
Ile Val Leu Ser Leu Asp Val Pro Ile Gly Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Xaa Arg Glu Gln Ala Glu Thr Asn Ala

20 25 30

GIn Ile Leu Ala GIn Val
35

<210> 157

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<221> MOD_RES

<222> 1

<223> Acetylation

<220>

<223> compound Seq_157

<220>
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<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220
>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 157
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Ala Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Glu GIn Val
35
<210> 158
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<221> MOD_RES

<222> 1
<223> Acetylation
<220>

<223> compound Seq_158
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<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 158

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
Glu Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Glu GIn Val
35
<210> 159
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<221> MOD_RES
<222> 1
<223> Acetylation
<220>

<223> compound Seq_159
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<220>

<221> VARIANT
<222> 7

<223> D-valine (v)
<220>

<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 159
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Glu Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys

20 25 30

GIn Ile Leu Glu GIn Val
35

<210> 160

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<221> MOD_RES

<222> 1

<223> Acetylation

<220>
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<223> compound Seq_160

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220
>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 160
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Glu Xaa Glu Arg Glu Gln Ala Glu Thr Asn Lys
20 25 30
GIn Ile Leu Glu GIn Val
35
<210> 161
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<221> MOD_RES

<222> 1

<223> Acetylation
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<220>

<223> compound Seq_161

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 161

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15
Glu Gln Glu Arg Gln Glu Xaa Glu Arg Glu Gln Ala Glu Lys Asn Glu
20 25 30
GIn Ile Leu Glu GIn Val
35
<210> 162
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<221> MOD_RES
<222> 1

<223> Acetylation
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<220>

<223> compound Seq_162
<220>

<221> VARIANT

<222> 7

<223> D-valine (v)
<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 162
Ile Val Leu Ser Leu Asp Xaa Pro Ile Glu Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys

20 25 30

GIn Ile Leu Glu GIn Val
35

<210> 163

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

<221> MOD_RES

<222> 1
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<223> Acetylation

<220>

<223> compound Seq_163

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220
>
<291> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 163
Ile Val Leu Ser Leu Asp Xaa Pro Ile His Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Glu GIn Val
35
<210> 164
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<221> MOD_RES
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<222> 1

<223> Acetylation

<220>

<223> compound Seq_164

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<291> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 164

Ile Val Leu Ser Leu Asp Xaa Pro Ile Gly Leu Lys Gln Ile Leu Leu

1 5 10 15
Glu Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Glu GIn Val
35
<210> 165
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<221> MOD_RES
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<222> 1

<223> Acetylation
<220>

<223> compound Seq_165
<220>

<221> VARIANT
<222> 7

<223> D-valine (v)
<220>

<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 165
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Ala Arg Gln Lys Xaa Gln Arg Glu GIn Ala Glu Lys Asn Glu

20 25 30

GIn Ile Leu Glu GIn Val
35

<210> 166

<211> 38

<212> PRT

<213> Artificial Sequence

<220>

-211 -
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<221> MOD_RES

<222> 1

<223> Acetylation

<220>

<223> compound Seq_166

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220
>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 166
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Glu
20 25 30
GIn Ile Leu Glu Gln Val
35
<210> 167
<211> 38
<212> PRT
<213> Artificial Sequence

<220>

-212 -
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<221> MOD_RES

<222> 1

<223> Acetylation

<220>

<223> compound Seq_167

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 167

Ile Val Leu Ser Leu Asp Xaa Pro Ile Gly Leu Lys Gln Ile Leu Leu

1 5 10 15
Glu Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Glu
20 25 30
GIn Ile Leu Glu GIn Val
35
<210> 168
<211> 38
<212> PRT

<213> Artificial Sequence

- 213 -



<220>

<221> MOD_RES
<222> 1

<223> Acetylation
<220>

<223> compound Seq_168
<220>

<221> VARIANT
<222> 7

<223> D-valine (v)
<220>

<221> VARIANT
<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H
<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 168
Ile Val Leu Ser Leu Asp Xaa Pro Ile Glu Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Glu

20 25 30

GIn Ile Leu Glu Gln Val
35

<210> 169

<211> 38

<212> PRT

- 214 -

SIHS31 10-2023-0051583



<213> Artificial Sequence

<220>

<221> MOD_RES

<222> 1

<223> Acetylation

<220>

<223> compound Seq_169

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220
>
<291> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 169
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Glu Gln Glu Arg Gln Glu Xaa Gln Arg Glu Gln Ala Glu Lys Asn Glu
20 25 30
GIn Ile Leu Glu Gln Val
35
<210> 170
<211> 38

<212> PRT

- 215 -
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<213> Artificial Sequence
<220>

<221> MOD_RES

<222> 1

<223> Acetylation

<220>

<223> compound Seq_170

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 170

Ile Val Leu Ser Leu Asp Xaa Pro Ile Glu Leu Lys Gln Ile Leu Leu

1 5 10 15
Glu Gln Glu Arg Gln Glu Xaa Gln Arg Glu GIn Ala Glu Lys Asn Glu
20 25 30
GIn Ile Leu Glu Gln Val
35
<210> 171

<211> 38

- 216 -
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<212> PRT

<213> Artificial Sequence
<220>

<223> compound Seq_171
<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-{gGlu}2-C(0)(CH2)16CO0H

<220>
<221> VARIANT
<222> 23
<223> 2-aminoisobutyric acid (Aib)
<220>
<291> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 171
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210
> 172
<211> 38
<212> PRT
<213> Artificial Sequence

<220>

- 217 -
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SIEdl

<223> compound Seq_172

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-{gGlu}2-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 172

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 173
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_173
<220>
<221> VARIANT

<222> 7

-218 -
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<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223>

K+ denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)18COOH

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 173

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys

20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 174
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_174
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>

<221> VARIANT

-219 -
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=T

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-{gGlu}2-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 174
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Ala Arg Gln Lys Xaa Gln Arg Ala Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 175
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223>
compound Seq_175
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)18COOH

- 220 -
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<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide
<400> 175

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Ala Arg Gln Lys Xaa Gln Arg Ala Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 176
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_176
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-{gGlu}2-C(0)(CH2)16CO0H

<220>
<221> MOD_RES

<222> 38

- 221 -
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<223> C-terminal amino acid residue is amidated as a primary amide
<400> 176
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Gln Gln Ala Glu Lys Asn Lys
20 25 30

GIn Ile Leu Ala GIn Val

35
<210> 177
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223>
compound Seq_177
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-{AEEA}2-{gGlu}2-C(0)(CH2)16CO0H

<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 177
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Gln Arg GIn Gln Ala Glu Lys Asn Lys

20 25 30

Gln Ile Leu Ala Gln Val

- 222 -
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35
<210> 178
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_178
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)18COOH
<220>
<221> MOD_RES
<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 178
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg Gln Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 179
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_179

<220>

- 223 -
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=T

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222

> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu-C(0)(CH2)16C00H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 179

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys

20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 180
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_180
<220>
<221> VARIANT
<222> 7

<223> D-valine (v)

- 224 -
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=T

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu-C(0)(CH2)16C00H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>
<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 180
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Ala Arg Gln Lys Xaa Gln Arg Ala Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 181
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223>
compound Seq_181
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT

<222> 12

- 225 -
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=T

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-gGlu-C(0)(CH2)16CO0H

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 181

Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Gln Arg GIn Gln Ala Glu Lys Asn Lys

20 25 30

GIn Ile Leu Ala GIn Val

35
<210> 182
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_182
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the

albumin-binding moiety, Ra is "-C(0)(CH2)16CO0H

<220>
<221> VARIANT
<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

- 226 -
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<221> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 182
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Xaa Gln Arg Glu Gln Ala Glu Lys Asn Lys
20 25 30
GIn Ile Leu Ala GIn Val
35
<210> 183
<211> 38
<212> PRT
<213> Artificial Sequence
<220>

<223> compound Seq_183

<220>

<221> VARIANT

<222> 7

<223> D-valine (v)

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-C(0)(CH2)16CO0H

<220>

<221> VARIANT

<222> 23

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 183

- 227 -
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Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Ala Arg Gln Lys Xaa Gln Arg Ala Gln Ala Glu Lys Asn Lys
20 25 30
Arg Ile Leu Glu Arg Val
35
<210> 184
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_184
<220>
<221> VARIANT
<222> 7
<223> D-valine (v)
<220>
<221> VARIANT
<222> 12
<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-C(0)(CH2)16CO0H
<220>
<221
> MOD_RES
<222> 38
<223> C-terminal amino acid residue is amidated as a primary amide
<400> 184
Ile Val Leu Ser Leu Asp Xaa Pro Ile Lys Leu Lys Gln Ile Leu Leu
1 5 10 15
Lys Gln Glu Arg Gln Lys Lys Gln Arg GIn Gln Ala Glu Lys Asn Lys
20 25 30
Gln Ile Leu Ala Gln Val
35

<210> 185

- 228 -
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<211> 38

<212> PRT

<213> Artificial Sequence
<220>

<223> compound Seq_185

<220>

<221> VARIANT

<222> 12

<223> K* denotes the modified lysine residue at X12, Ra denotes the
albumin-binding moiety, Ra is "-{AEEA}2-gGlu-C(0)(CH2)16COOH

<220>

<221> VARIANT

<222> 24

<223> 2-aminoisobutyric acid (Aib)

<220>

<221> MOD_RES

<222> 38

<223> C-terminal amino acid residue is amidated as a primary amide

<400> 185

Ile Val Leu Ser Leu Asp Val Pro Ile Lys Leu Lys Gln Ile Leu Leu

1 5 10 15

Lys Gln Glu Arg Gln Lys Lys Xaa Arg Gln Lys Ala Glu Thr Asn Lys

20 25 30

GIn Ile Leu Ala GIn Val

35
<210> 186
<211> 38
<212> PRT
<213> Artificial Sequence
<220>
<223> compound Seq_186
<220>

<221> VARIANT

- 229 -

SIHS31 10-2023-0051583



<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

1

isoleucine (I) or phenylalanine (F)

VARTANT
2

valine (V) or threonine (T)

VARTANT
7

valine (V) or D-valine (v)

VARTANT
9

isoleucine (I) or threonine (T)

VARTANT

10

lysine (K), glutamate (E), histidine (H) or glycine (G)

VARTANT
11

isoleucine (I) or leucine (L)

VARTANT

12

lysine (K), wherein the epsilon-amino group of the lysine side

chain is covalently bound to an albumin-binding moiety

VARTANT
13

glutamine (Q) or lysine (K)

VARTANT

14

- 230 -
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<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

isoleucine (I), lysine (K) or 2-aminoisobutyric acid (Aib)

VARTANT
16

leucine (L) or phenylalanine (F)

VARTANT
17

glutamate (E) or lysine (K)

VARTANT
19

alanine (A), glutamate (E) or glutamine (Q)

VARTANT
20

lysine (K) or arginine (R)

VARTANT
21

glutamine (Q) or lysine (K)

VARTANT
22

lysine (K), arginine (R) or glutamate (E)

VARTANT
23

lysine (K) or 2-aminoisobutyric acid (Aib)

VARTANT

24

glutamine (Q), 2-aminoisobutyric acid (Aib),

leucine (L) or

- 231 -
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glutamate (E)

<220>

<221> VARIANT

<222> 25

<223> arginine (R), lysine (K) or 2-aminoisobutyric acid (Aib)

<220>

<221> VARIANT

<222> 26

<223> alanine (A), glutamate (E), 2-aminoisobutyric acid (Aib) or
glutamine (Q)

<220>

<221> VARIANT

<222> 27

<223> glutamine (Q), 2-aminoisobutyric acid (Aib) or lysine (K)

<220>

<221> VARIANT

<222> 29

<223> glutamate (E) or lysine (K)

<220>

<221> VARIANT

<222> 30

<223> lysine (K) or threonine (T)

<220>

<221> VARIANT

<222> 31

<223> asparagine (N) or alanine (A)

<220>

<221> VARIANT

<222> 32

<223> lysine (K), alanine (A), valine (V), threonine (T), glutamate (E)
or 2-aminoisobutyric acid (Aib)

<220>

<221> VARIANT

<222> 33
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<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

Xaa Xaa Leu Ser Leu Asp Xaa Pro Xaa Xaa Xaa Xaa Xaa Xaa Leu Xaa

1

Xaa Gln Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Ala Xaa Xaa Xaa Xaa

arginine (R), lysine (K) or glutamine (Q)

VARTANT
34

isoleucine (I) or leucine (L)

VARTANT
36

alanine (A) or glutamate (E)

VARTANT
37

glutamine (Q) or arginine (R)

VARIANT
38
isoleucine (I) or valine (V)

186

5 10

20 25

Xaa Xaa Leu Xaa Xaa Xaa

35

30

- 233 -
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