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HATTT (g-(7-olA-1H-W 2 EQfobd-1-d)-H N0 H -

HEZME SRy HAST2 22 0] E)
-(IH-6-=22WREotSZ-1-4)-1,1,3,3-

AL HEME 22y WS 2T E
HELC DS A4 I2nLEJH T
HTRF HTEF 723 A3 oz B4y
LC/MS Wy IR0tE IR/ P B
Laur 222

Hnt CHEA-EFY

Htt 4-HE-EJH

My o2l AEY

HHEP 1-HE g E8id-2-=

e 2-Aob-2-(F| EZAoln] LyobAH o] E (nxvma

i pureTH)

Pht 2,2,4.6, 7-HEgdslo] E2M A RS- T

RP-HPLC Ak 045 WA IZ0tE DT

ET A7 AT

TFA EfExz 2ol EA

Trt EfE, EFddmE

(1K A H
TELC Z DAL 320E J8 g

gl C-ud AdstE fiefel=E §AdE] fsl, HuHoer now 2AlE ool AAlE Hieh #o] A}

o] slefol=g FAaty] Sl Abgss QA by

A
AQ W5 1-079) £ el me HrtelEi E 1% 20) vhehdl el slzstel G,

0.2 mmol®] Rink o}n]= AM $=%]Z CEM Liberty &% wlo|a 23} HEelo]= A 7]

& 2RAL(E 1 F2).

A TS &= DWFellA Fastgitt. 0.1 WA 0.2 mmol 2ALe] s TF 719 Z2EFS AL&s)]

A9

Fetel =5 el

¥F MG ZREF: 170 9B, 75CoA, 152 A ¥, 30 9E, 90ColA 120% ZA}.
DMEell A 20% v/v dFlgjd o 98 sE P 5, 370 DNF A= SAE F3sh3lct.

=3

5 Q% 718 ZREF: 170 9 E, 75ColA, 16% FAF &, 30 9FE, 90TColA 50% FA}.

i
o

el
g NN -fol Az g2 g7t W t]oln|=(DIC) 0.5 M ¥ 5 F&H Oxyma(o & 2-A]o}=-2-(3]| == 2o0]u| =)ol A H
o]E (oxyma pure )) 1 NS 7= Alekoz Atgato] DIF 29 0.2 M &80 24 5 Feke| Fmoc-AS AH&3

of ohu:eit AZYL AT,

ol

urh e AF FEL A8, 27 ohme 1202 B 90CHA o]F AZIYL BRE Pt ¥ Ay pe
S1514 19 91A] Xy F X0l 2-ov] ol R EIZA B 91 Xuo) ARG AF, 0TAN 22 B 4F ASY



[0400]

[0401]

[0402]

[0403]

[0404]

[0405]

[0406]

[0407]

[0408]

[0409]

[0410]

[0411]

[0412]

[0413]

& Agstgint.
ko] ofulnst FEAl, 2 S0], Fnoc-a-E 214 (Boc)-0HS] 7%, Aol 1 WA 1847 Hot 3 P
o] ofu] =t % 3 ge] AZYA oY) HATU 3= HCTUS Abgste], i 120% B mpolaws} st ¢
71 DIC 4 Oxyma Pure & AJ&8lo], 4% AZYL sl Aol fald 5 ALt

AR XA, Z2 Az ol Au BEIE RS Fnoc-2lA-0H] $EAZ ALgagct. AEx gduss
o] obmiil o WS

9] vlAutel] | Fmoc 25 DWFOlA 20% v/v Tlo|g)el oz Aeo|A 305 £k 23] 4502 485130},

5~10 F&Fe] obHEA FE 3D F9] 5~10 ] DIEAZ 158 F<F Al ato] N-deho A o}xﬂ%ﬁ}%— 3
shlth. olojA, @ids] wE Jete|=E et A1S DAN/DMF/DOMS.= 242} 33] AlHstal g A3

|

=

[}

1914, DM (aloc) &9 ZHE(0) Zuf == DCM (Mtt) 39 1% TFA9] EA 3ol DMF(Dde, ivDde) ¢ 3|4
H osl=gzl, ddAds £ gud opu)x RS AFESIY] 91X Xy (Dde, ivDde, Aloc, HEE Mtt)ollAl9] €

Aol Ne-RE7E AASGY.
ooy A, 7 71& &7 AN wat A AR A A Xy Bl =2 Ao BERFAFH

AA Xs9] 2lalo] 19] Za) Aol A Dde Ei iv-Ddeol ¢l REE w, Fx-HEfo|=E 50 nl FZzAA
FAIZ ST DIF %9 =gk 5%9] & 80 mlE A5 Fa oJ2dH(percolate) -, DMF A% (33])3}3]
t}. JFolA Ald (Kaiser Test)ol &) ¥ ZUE 3T,

A=A Xl Falo] 1o S AollA dH-2A-7t2H97] (aloc)dl] oJ&] BEE o, FA-Feto] =S 50 nl
g2l FAIR &7]a, tER2ughlA HEAIZIAL, of2 Sl 2A1ZF Fob 20 @EFe] ddAw
(PhSiH3) (Hw&= R vw"oeldl H3HA((CHy)oNH.BH;) B Adlzid) 2 10% (mol/mol) HIEZ7 |- (EFIALE

23)ZeHE (PA(PPhy) ) o2 A efatgivy. 2o £ 2o Ae 5 UPLC/MS &40l o8 7HA] aloc Ho
Hepol =7t AEH A @S "W7bA o] Ags wEsgiv.

urSo] daEw, $X2 yIZ2u ek, DIF %9 1% DIEA, DNF Z9] 5% t]o€-t]g] ¢ -7t2nld|o]E | DMF, DMF
Z9] 10% DIEA, DMF 2 tZ=z=ueo=z AHs9rt (247 33)).

il

YA X5l BAlo] z19] Za AbollM wWE-Egid 7] (Mtt)ol 98] Bod u, FX-HAelo]=5 50 ml ZEZZ
D FAVZ &7)a, YE2 29 e A H8A17)a1, 10 ml DCM/TIS/TFA (88/5/2) &£3a&= A stgct. 1A7F
g 3 guZ uH%A]?]ﬂ TAE DOMe.E A A3Far, 10 ml DCM/DIEA(90/10) &£8+22 XEA]7]a1, DOMO R

%l

T 3 ATt

ool Fojxl FHelolzof Hgrhet A, U= (FFo]A) Al o wkeS RUEHIWA 3 T
o] DIC 2 3 wEFe] HOAt9: &7 3 B9 Fmoc-PEGxx-OHZ 18A17F Bk v olAslsle] 7 7]9 PEGxx 7|

A

E)ol EYHYATE. olojA, FAE DWF F9 20% v/v Fogde® HF3te] Fmoc RE7|E AASIZ(2 X 30
), DNFZ 33] A& 3} tt. Fmoc-PEGxx-0H #AZ%, Fmoc AA 2 A& @AZE x3] ¥kE&dc(x = 0 WA 5

ojojA, E wtyo] FElo|=9] 7 Yol ghivt EAlstE A9, FrelA Algel o3 wb
o] DIC ¥ 3 2=k HOAtS} 37 18A17F B¢k 3 Dk olwwalzle] g A
0tBu((4S)-5-tert-H-EA]-4-(9H-ZF2.W-9-4 HEA] 7}2RY o}H| - )-5-2 4T

r—{m

wUEPsEA 3 D
A AZHE 3 }04 Fmoc—Glu-
i o

olo] A, FXE DNF F9 20% v/v HHgdoe® AT st Fmoc H3E7]E A ASI(2 X 30&), DNFE 33] A3
ST, Fmoc A A 2 Fmoc-Glu-0tBu A& @AIE y3] WSSt (y = 1 WA 5).

olojA | 3FFH] (Ck FZ AH(Cp), " =E 2HCy), HMEFERE AH(Cs), ZUE AH(Cy), HAEHERE AH(Cr), 2=
HolZ 2H(Cw), olo]FAN: 2H(Cy) Tv TF 2H(Cp)S AFESIY], 3 332 DIC 2 NWP 59 3 332 HOAtE
Agael, Ezade Fo 9124 Aok okl Zzeolt W DIAZ AL, i DIF F9l 972K
Feshe N-s2lolvd o ~H 2 9 DIEAE AH&3te] S35 A DA Z .
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[0414]
[0415]
[0416]

[0417]

[0418]

[0419]

[0420]

[0421]

[0422]

[0423]

[0424]

[0425]

[0426]

[0427]

[0428]

[0429]
[0430]
[0431]
[0432]

[0433]

[0434]
[0435]
[0436]
[0437]

[0438]

S=50] 10-2755938

Fhol A Algol o8 Whg-& TUE s wA WX ST
olojA $A43] REH FElol=E I8t XS DOM/DMF/DCMS. 2 Zhzt 33 MFHstn 2 AxA T

1.B. fepol=—44 det

s 4ol ShasM, 3A7 B 3] A9 Ao B2 Aestel Weel=g wAl AAAZRH dusn:
TFA/ =& /H,0/TIPS (87.5%/5%/5%/2.5%/ 25 m1)(TIPS+= Eg-olAx2dAeS YE)

A delA, TEL oA 1,2-01% YEE L DODT (2,2'-(lEA A tlelete] &) 9] H7b7h fed 5
& Eol, dAd A%k K). Heel=E = TFA £9S oFstar, T < 30CoA 73kl

off ¥o Jn
A 2

23 AAES WUy NIBE (WY tert-%4 oHZ) = 1EiﬂﬂEEzW111 3000 rpmell 4] 305 <k
AR, olojA] dAFEEE RS WY fod oHE2 AFsta ARSI, o]H e Hge 33
HHE31S

(

Aoo] wAA Aeo|EE spmate] ahx] i HAE oAU TFA o] A, EdEde] o A
~“Ayldog B RS A AsE Aol Fe

2
0%
o
()]
&
€

N
S
i
A
=)
o
to
i~
2

N
0%

o
v

)
ftr
ruﬂ
FU?L' l’>‘
4

e AAST) e, MAA et ZE 10-206 CHON, 5 ng/nl S FH-ahts

Met o] 2-t-F-d-dupdod F74ES A7er] 9, 0.1% E54S Hrske H0/CHCN(50:50 v/v) €] &

TFA A =HZ2Z2 A7) 9el, 0.1% FE8AHS 53k H0/CHON(50:50 v/v)e] &<hol] mAa] Feloj== &

HAIRTH2 mg/ml). EFEE 37CAA 1~4A3F Et FEHA A—A

TS B, olFA Aol mAA FEtol= &ols Y R T < 30Tl FEHer FHe, wAAERA
k.
1.C. AA A

w gl fetel=s fdsty] Sl ArlE dele] 7] WRel weh, 7] feel=s AREET] el A

At

#AEfo]= 80 mgS 1.5 mL DMSOO] L3|A7)x, €2 1t Ax F=ZwE a3 (RP-HPLCO) 2 A A3 Y. RP-
HPLCE o]8lell 7]A1=] o] 2l

GX271 A=A A 2]7), 333/334 B, 2 UV/VIS 151 Gilson A]~¥S A8-5}91T)H.
A7) Felol =g A Y8l 2719 Aeldt AlxvlS A&t
NES- Y

- 47 82~ 9E-2 (Column Waters Delta-Pack) C4 15 um, 300 A, 250 X 20 mm;

g A HO0 59 0.1% ETZF L 2o EANTFA);

|9 B: oMAEYEY F9] 0.1% TFA;

T 58 HQF 15% B; 20%- ulell 15% B WX 50% B;
- 92k 80 ml/HE.
A 2% B

- A" e CSH C18 5 pum 250 X 50 mm, =X el Ayfolo](Waters Sunfire) C18 10 uM 250 X 50 mm;
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[0439]
[0440]

[0441]

[0442]
[0443]
[0444]

[0445]

[0446]

[0447]
[0448]
[0449]

[0450]

[0451]
[0452]
[0453]
[0454]
[0455]

[0456]

[0457]

[0458]
[0459]
[0460]

[0461]

[0462]

[0463]

[0464]

[0465]

S=50] 10-2755938

- 8M A =5 F0.1% TFA;
- 2 B = ol EYUEH F 0.1% TFA;

- uf: 53 ol 1% B WA 18% B; 10 el 18% B WHA] 28% B; 153 ol 28% B; 10+ ol 28% B A 48%
B; o]o]A], 108 el 48% B WX 90% B A& A% ;

- %2 150 ml/E.

A WELOISF 35-403 A Bl A g4 AT
A UPLC A 2Pl AR Ae BFom b 7 fetele S4o mek Tulg o 24

5 (& Sol, P Aol A5, TFA 4L opaHlolE dom agsts Aol Feairt. 3749 87
o] AlgEen | T3 JE 1.0 AgEo] 9

D. opAlElo]E
(I) TOYOPEARL® DEAE 650 C (Tosoh Corporation)ell 2]%F olAlH[o]E w3k
TOYOPEARL® DEAE 650 C &3 G4 (2Fek S0l wgt )& AR&ate] o] wdhs Fasklrt.
120 mle] FAZ 15 9]¢ NaOH 1 M, 5 #99] 0,0, 5 #3]2] ofHEA 1.6 M, 5 H3]¢] ofAEAL 0.16 M 2

HAFHom 5 39 HOZ 2AH0E AR,

41.8 mge] HEPO|=E 4 mle] FHF fdlsta, FAR =S & 2417 54 F=HA

ot
%
[«0
ol
38
Aui

HAFTH o R Hetel=s &30 o) sty B2 AHstn FAAEAZY.
Hefol= 341 35 mg (F19 NMR (400 MHz) ns 1028 ]g+ ofA|Eo]E Ao 2A]).
(ii) M2 HiTrap Q HP AP (FE S0l ad A7)l o oAEHo|E ug
o] A2 WolA, o] wL HiTrap Q HPE AM&3te] S=8&tict.

AAG nl HE F3)S 48(4.5 ml/H)E AAHE AT AZo| Adsa, Felol=2 2937 Aol 50 ml1(10 Z
2 H3]) 10, 100 ml (20 A Fu])9 o} EA YEFS 1 M €4, 150 ml (30 23 23)9 H0 2 50 ml
(10 A28 H3])9] ol EALS] 0.16 M &N o2 A H3}% ).

58 NEFO)EE 0,16 M oA EAL £ 2 ng/mlZ £3|A]17)|2, AHo| AH3] ZWstaL, 4.5 nl/RoZ &
=

o] wgho] E¥= F19 NMR (400 MHz) ns 1028¢] <j& 5= Uct.
RAD AGIX4® Lo]L W3 F:2|d 2]3l ofA|E|o]E g

10
vl A4 FE7F A2 125 ml ¥RE-7]o] 100~200 734 W = 7](0H-&El) 6.2 g BIO RAD AGIX4® So]&
3 FA=E A

FAE wwt ZHo]EA oA 3 X 100 ml 1.6 M 4 oA EAE (10% v/v) 2 3 X 50 ml 0.16 M 44 oA EAF
(1% v/v)o & Z}7} 20% &<t JAEAFH .

TFA fo=A AAlE Fete]=(100 mg)E SF 50 mlell &afA7]aL wek F=A]o St wyk
= et A

!

Z o] Eo A 120

FRAS 100 ml H Bhe ZebaFol A wiFEta, FAS 2 X 15 ml 0.16 M 4 oFAEA(1% v/v) &2 AlH
aF3itt.

SLAHCIE owd MEOEE Fhas FH §Ae A4 FIol B W SAARAAT. F& = o4

—_ u—=

HolE oz o] Eto]l= 80 mg

ol
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[0466]
[0467]
[0468]

[0469]

[0470]

[0471]

[0472]

[0473]

[0474]

[0475]

[0476]

[0477]

[0478]

[0479]

[0480]

[0481]

[0482]

[0483]

S=50] 10-2755938

o] w3le]l gyl F19 NMR(400 MHz, ns 1028) ¥ /T o] mZnlE 1#iyd o3 A=FH AL},
AAle] 2: B wtygeo] EX JEloj= o] dJAIAH A
2.A Rink ol]= 4=4] AHe] Fmoc-Lys(Ac)-OHS] =Y

shete] 27 felzk FEE 100 ml W71A, 6 g9 Novabiochem TEi= Chemlmpex Rink obv]= AM 44 (3
2 0.47 mmol/g)E 40 ml1Y DMFAA HEAIFTE. €ulE wlZA]7)2 DIF £ =9 30 ml¢] 20% IS
A7kedh. 158 W7 F, Suls WEAAT. GAE Froc BB 7] AAE wAET] 98 ol AE 23] wrEe
Atk A& 5 < 30 ml DNF2 A ¥t}

Hzo] F#2aF94 30 ml DMF 52 Fmoc-Lys(Ac)-OH(3.5 g, 8 mmol, 3 3%) HOBT.H,0(1.3 g, 8.5 mmol)E

9. tolarzdr= v =(DI0)(1 g, 8.5 mol)E o folo] Arlei, 58 F

)
10

(<0
-

Frehs SAS Ax
AE ERES FAC ARt dEele wit ZelolEdlA 4Rt Fek B A0 FHY HEelA 7t
ol A AF (W= AF)d| old] WekEE upel o] wrSo] ¢kuE wrbx] HEekA|ZT)

olojA, &S wIE AT RS 30 ml DMFZ 33] A2ttt Fmoc-Lys(Ac)-NH, 29 E FXZ F& Ao
SA AFESIAY Zash W7k 4TAdAN F& A

2.B. A4 W15 35 7k Jlejoj=of §HA

Z¥2F 0.2 mmol 9] Fmoc-Lys(Ac)-Niyoll sl@sh, @7 2404 58 X o] sulE Algste] 7] A48
galdrt. Felol= ML) A2 @ A3 *7E =Y S8 CEM mrwBue@ﬂﬂiﬂzhwuagﬁﬂg
AHgste] Zhzbel N wiR|el tiE] A o2 S FASITHC-THd 2R E ).

Feol= FA-> DIF F< DIC 0.5M /Oxyma INE& AM&3to] F=a3holct.

BE ofnihe HF MG Z2EZS A8l oF AZYoR =duth,

FA720E 542 AAI Fnoc- a-E-21 4 (Boc)-0H(3 F2)< 3 D Oxyma 2 3 @ DICS AHE3H0]
vlto] ARyt Z7FF(75C 16% % 90T 110x)el &) S5z AZHEr. FlolA Aol oa) vkgo g8 &
Aojel At FAA A%, DIC 3 FRE Arhd F 4719 o] vl Az} shde] oo A,

Fnoc- a - 9-21 41 (Boc)-0H| AZHo] =g ) holx Feto]= AAL CEM Liberty Blue vho] L2} )
gol= §471% AHgstel 2Ys AL,

219 91X 9] olmiz-o] AREZAF W 29 X9 AL ALt BE ofn Ak A9 o] 90Tl oF
AZHoZ LEY3te] 907 oA 28 B¢ 35 AEHES FIHSGTE. Fmoc-Lys(Dde)-OHE  25%1  $A]9
A&
5719 #Adel Zrldl, 5709 X9 A& fete] 50 mL EYZ2IY FAVIE F7|al FEFO]=E DMF(30 mL)
F9 oMAEM F4E(944 ul, 10 mmol)ol s N-wwbolx 208 Fot olMEEsta, Alo]EE 23]
"3} Ql )

ol

o]ojAl, DMF F 3=kl 5% w/v £ 50 nLE HFAIZL 5 DMF AlF (5 X 20ml)3ske] 2l4l 25 F3742] Dde R
5712 AASGY. FolA AF W@ Fxle] B REo HAu 2 PLC/MS EAd o wree
HUE P83

3l7) AaE 33 oA dd AZHd & 3709 TIDS A#FHolH f3S Z=Qaditt: Aol 30 mLe
DMF Z2] Fmoc-TTDS-OH(1.62 g, 3 mmol)2] &8 H7}sk 3 HOAt(DMF 2] 0.6 ml] €49 5 ml, 3 mmol) X
DIC(1 ml, 6 mmol)E FH7el3lth. FAZIE 2ug HolE Aol 18A1ZF &<t wukaqitt. 7ho] A Al o3|
S RUEETh. FAE DF (2 X 30 mb) 2 AHFATH. o]olA Ao, DIF 59 20% v/vel Tszid
30 mLE H7FEITh. FAIE QulE HolE AolA 208 EeF WGt o] @RS HAAE FRHAl WS
FAE DMF(2 X 30 L) B TFE2WE(3 X 30 nL) o=z AH &ttt

27k9] Fnoc-Glu-0tBus] % AEHE FAFORH 3749l Fr-2 T 2ol =dstich. Wb o)
A7k 38 A gH Y

Lo

FAel 30 mLe] DMF F¢] (4S)-5-tert-F-FA-4-(9H-ZFF 2 -9-4 " FA] 2R ol x)-5-E - et



[0484]

[0485]

[0486]

[0487]

[0488]
[0489]
[0490]
[0491]
[0492]

[0493]

[0494]

[0495]

[0496]

[0497]

[0498]

[0499]

S=50] 10-2755938

(Fmoc=Glu-OtBu) (1.275 g, 3 mmol)9| &< H7Fek § HOAt(DMF 3 mmol Z2] 0.6 ml &2 5 ml) % DIC (1
ml, 6 mmol)E H7FslSith. FAIE ug HolE Aol 4A17F FF wnkelgivt. 215 DWF (2 X 20 mL) =
ARe 1 AZYS FiA wrEsdth, FtolA Add &) wee wUEHEATE. FA2 DIF(2 X 30 nl) &
AH BT, ololM Ao, DNF F2] 20% v/ve] I|seld 30 mLE H7Fetgleh. FAIE eHD Holh Aol
207 FF wuksllty. o] @RS Has FRAl vkEstal A& DIF(3 < 30 mL) H HEEZ2E(3 < 30
mL) .2 Al H s

HEA O E, DIF(30 mL) 59 FWEALH(T768 mg, 3 mmol), HOAt(DMF &9 0.6 M &< 5 ml, 3 mmol) % DIC(1
ml, 6 mmol) ZAJs}el]l oJ3) 2.543F &<t Jepo|=g opdstalgity. 45 DIF (2 X 30 nl) R HE22vth
(3 X 30mL)o. 2 AAsm AF AxA AL,

FARRE Feloluo] AW ALox 2.547F HeF TFAQSP 125 mL) =9 &9 #H5(6.25 g), £(6.25 L)
2 TIPS(3 mL)E AF&3ted FAFHAG. X5 A7 AASAL, 2 X 30 mL TFAZ M 33Tt §3 oG as

250 mL S+ vty ZpAd R £7)3 T < 30CoA ZFshe) FEAHow F%3stal, 100 mL WYd MIBES #H 7}t
o] AMelo|=2 FAAA7|ar, 3600 rpmol A 30% FoF AR ET).

olojA YAl RS Wy tod oeHEZ=2 At YA, oy B 33 wHESSITE. 4.3
g9 "AGA FElol=E FEIATE. 0.1% ZEAFS T8 H0/CHCN(50:50 v/v)el &de n7gx] Heto| =&
| A 7] 2L(10 mg/mL), EFEE 37° oA 1A Bk F=H A”A 7o, FEHoR FHEA7|L FAHARA
Tk

Z¥zy 350 mg2] 103] FAlell Al Al=El AE ALESle] AAE Fdstal o543 95ts HEo|=E SiRete B
3& SAARANAY. EYEFLRoAH O E ozl HEele|=g WA uAZA F5IGT).

m = 428 mg (17.5%)

UPLC/MS:

A
Tz AgF m/z(o]> BFY): 1454 .5(M+3H) ; 1091.1(M+4H) ; 873.1 (M+5H).
2.C. Ag ¥35 7& Z-e Jlefo|=9] A
0.2 mmol®] Fmoc-Lys(Ac)-NH2¢| AF&3l= 2.A. 004 53 2 wixY % ZZHZE 0.4 mmol) S & Eo] 2.B
9o} T3 Hxol wet HHER AYstguk. A3 (4S)-5-tert-F-EA-4-(H-ZF 2 U-9-Y w|EA] L2 H do}n]
52)-5-5 - (Fnoc-Glu-0tBu) & #A&ERE 5, 2.6 ¢ T =€ 4 WAE 50 nl ZeZ=2H= FA}
71l AT
1olA] F=Aloll, DMF &9 20% v/ve]l IHEd 30 nlE H7FsSlth. FAIE QH|E EHol& AdollA] 20 B2t
el gith, o] $RE AXE FHA WEE T $£X2 DMF(3 X 30 nl) @ tUFEEYER(3 X 30 mL)oE AH

(]

2 Hlol2d %ii} 1=(362 mg, 1.2 mmol) 2 20 mle] DCM 2] DIPEA(0.255 ml, 1.5 mmol)e] &N 2. 5/\]71—

FAZRE Fefol=9] Ak Ao 2 547F FoF TFAQSP 30 mL) Fo & #H=(1.5 g), =(1.5 mL) 2
TIPS(0.6 mL)Z AM&3le] FAHAT. RS 3 AASL, 2 X 10 nL TFAZ A H A, 3k o 3aS 250
L F2 vle SgAIE 7] T < 30TColA RFslel] FRH o7 F=aa, 100 mL WY MIBES H71ste]
Elo]=2 HHA7]aL, 3600 rpmollA] 308 ¢t AAEE Y.

olojA] PAEEE AAS W tloE oz AHsta JARETh, olys BAL 33 © urEsigi).
720 mgo] M7gA Ffefol=E FEIATE. Gl A= BE ARESte]l 747} 240 mgol 33] FALR FAlE A8kl
o =7 dake JEel=E dhske BES 4 d2ARY. EYEFoREMHIE domA 9 el

E WA uH2A FEIY.
m =72 mg (3.6%)

UPLC/MS:
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[0500]
[0501]
[0502]

[0503]

[0504]

[0505]

[0506]

[0507]

[0508]

[0509]

[0510]

[0511]

[0512]

[0513]
[0514]
[0515]
[0516]

[0517]

SE=50 10-2755938

A), &% 98%(UV)
T A m/z(0]2 EBFY): 1463.9(M+3H) ; 1098.2(M+4H) ; 878.7(M+5H).

2.0. M W35 65 zh= Jlepol=of §HA

0.1 mmol® Fmoc-Lys(Ac)-NH2o AF$-3}= 2.A0A 5% X9 vlXxZ= CEM Liberty Blue wlo]a 23} FHE}o)
= 3719 ukgrlol 2t Fetol= S DMF 59 DIC 0.5M /Oxyma IMS AR&-3te] #3313,

s o

21§19 olnim-o]AKE|ZA H 29 )X 9] MFE AQEtal BE ot A 1 90CelA o]F
AZHoR skl 907 oA 22 T 3T AEW S AT Fnoc-Lys(ivDde)-0HE 250 94| AH8-313]
=

HAelol= Y FHA, FAE 20 nl ZYZzIA FAPIZ &3, Fepo]==2 N-Eekol A DMF(10 mL) 52
O EAF HFE(95 pl, 1 mmol) @ DIPEA(174 pL, 1 mmol)ZE 20% B¢t oA Eslste] | Alo]EFS 23] &3}
At

olo] A, e EFH HEo| Adk @ PLC/NS #4] F 2 Edo] HEYA &S WA Fed vhE we 3l
F2 208 B2k DIF Feo 6153}{1 5% w/ve] &9 10 mLe} A wukEro = a]* 25 S|4 ivDde HENE

ket o &
AAE AT, SRS/ dud Aow doEw, A2 DG X 10 ml) 2 AlXH ekt

sl7] Azaks 23] FAFoRHN oA AZH oI 2719 TIDS &#Ho)A e E=Ystk: 7 nle] DFE
Fmoc-TTDS-OH(163 mg, 0.3 mmol) HOAt(42 mg, 0.3 mmol) 2 DIC(77 uL, 0.5 mmol)e] 4% &M H7}3}3ic).
FAZIE eulg HolE AolA 18A17F b mukelitt. FholA Al g3 whgS EYE P, Fast
o], o]F Ago] FHHAT. FAE DNF(2 X 10 mL)E A FEATE. o]oj A X0, DNF F2| 20% v/ve] 3]
g 10 nLE HIFSIGTE. FAIE SHlE HolE oA 207 Ft wnksigith. o] gRE HAAE FRA wk
Bkl 45 DMF(2 X 10 nb) 3 tZ22MEH3 X 10 mL) o2 AlH skt

Z+2t 9] Fmoc-Glu-0tBu?] ¢l5 AEHS FdTozH 3719 #Avl-2F 82 2FolE Edsidlnt. A 317
Az7) 33 485Ut
FA o (4S)-5-tert-F-EA-4-(H-ZF 2 d-9-Y wEA] FtEZRdo}n]x)-5-2 2-A A (Fmoc-Glu-0tBu) (127

mg, 0.3 mmol), HOAt(42 mg, 0.3 mmol) ¥ 7 mLe DMF =9 DIC(77 pL, 0.5 mmol)e] &, FAVE HE
gol & AollA 18A17F F<t ulgkalgivt. Fho]A Algd o3| W& RUE Pt A5 DIF(2 X 10 mL) =
Al sgdet. ojolA F=x]oll, DNF o 20% v/vel l#lgld 10 nLE H7lekdth. FAZIE u]E HolE oA
203 FQF wyEkqith. o] ER3E HAE FHA vt #XE DMF(3 X 10 mb) B HEE2WE(3 X 30
mL) o2 A A3k},

HEHoRE 5 mlo DM 9 ~HoEY FETo|=(62 mg, 0.2 mmol) % DIPEA(54 pL, 0.3 mmol)E 2.5A|%F
Fot FEo| =g ofdEllgitt, X5 DMF(2 X 30 ml) ¥ UFEZ2WEH(3 X 30mL)oZ AH3ta, IF A%
AR,

FAZEE FEtol=e] dihe AR 2.5A1ZF 5 TFAWQSP 10 mL) %9 &< #=(0.5 g), (0.5 mL) 2

- =
TIPS(0.2 mL)E A&t FHHAT. FAE o3} AAS AL, 2 X 4 ol TFAZ AHsHAT. ek o3& 100
nl Bt vheh ZebmAe )5 T < 30ColA WFsel REA o wHsha 50 nl W MIBES H7bste] RE}
ol=Z FAAIIL, 3600 rpmoﬂ A 308 o A4 e

ooiA A 9 olH=e AHstn Advelstn. oed ge 33 o wEslen.
240 go] VA BEl=E FESUG. A4l A28 BE AGS] AT FANL 58 Yok A=
Firete B BA0RANAY. EaEToRoliuelE dorae Weelng A nAzA FE3.

m = 38 mg(8%)

UPLC/MS:

A
dEE ZAH m/z(o]& EBFYY): 1376.1(0MH3H) ; 1032.0(M+4H) ; 826.0(M+5H).

2.E. A9 W5 208 7t FElol= o] s
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[0518]

[0519]

[0520]
[0521]
[0522]
[0523]
[0524]

[0525]

[0526]

[0527]

[0528]

[0529]

[0530]

[0531]

[0532]

[0533]

[0534]

S=50l 10-2755938

ki3

01 Q}EL%O 225 Z3f el 3709 TIDS7F =¥l AS Aleletals AAld 2.DollA AHEE 23 &

e
2

3

|t
ol
2

Wb, 0.1 mmol®) Fmoc-Lys(Ac)-NH2o AH&8t=, 2.A. 014 F5%H 250 mge FARZRE #HA 1x2 £5
STt

m = 20 mg(4.5%)

UPLC/MS:

A
AR A m/z(0]2 B9)): 2215.0(M+2H) ; 1476.8(M+3H) 5 1107.9(M+4H) ; 886.7(M+5H).

o
1:01‘
m{u
rlo
s
=
(@}
0
&
<
w
2
:l>
O
@]
-
S
=
N
-
s
=
(@}
0
&
<
w
2
=)
oL
(¢}
v
S
=
)
>.

Aol 258 A (Xos) ol AR AS AlQlstars Al
2.B.olA AHEE A3 FLAF datel wl F5EHAT.

wheba, N-2ek obAld st @AIZFA 0.1 mmol®] Fmoc-Lys(Ac)-NH2ell &3k, 2.A.914 =58 250 mge] 4]
£ 2.Bol M9} o] At

ofz2 97| ol 2 mle ©7]FE DM 9 1 ml(8.33 mmol)e] #Hd Aehe] &N o 4 pl DM S 10
mg(25.96 upmoles)?] HEZHIA-(EZ o dX2d) et €98 X4 "7lste] Lys2s 52 442] Aloc 7]
= AAsITH. FAE 29" HolE AollA 608 B¢ YAI7|AL, g wAS A2 Alefo R 23] wA s}
i, w604 AT

H2o] W FXE tZF=Z2d e DIF 59 1% DIEA, DIF 59| 5% Tlo|€-t]E]Q-7t=ntwo]E  DMF, DMF
Z9] 10% DIEA, DNF ¥ tlZ=2ugto 2 A Hstch(zhz) 33)).,

sl7] AxE 33 oz Td AZH 9 3719 PEGDGA =FH ol FRE EPsATE: FX ] 8 mLe
DCM 2] Fmoc-PEG,DGA-OH(170mg, 0.3 mmol)<] £<H-& #H7}e & HOAt(DMF &< 0.6 mle] &24¢] 0.5 ml, 0.3
mmol) % DIC(100 pl, 0.642 mmol)E A7}ttt FAZIE 2H|E HolE AdlA 18A17F F¢F wwtslict. 7}
o]lA Adol| 98] w-eS WUEYEATE. $X = DMF(2 X 10 nL) 2 A &AcTh. o]oj A Z=x]o], DMF =2 20%
v/vel IdEld 10 nLE H7tekt. FAIE Lu|E HolE AolA 208 Fob wukEit). o] R T HAES
A dbEStT 25 DMF(2 X 30 mL) % tE22W (3 X 30 mL) o2 Al

Z+2t 9] Fmoc-Glu-0tBu?] ¢l& AEHS FdTo =z 3719 #Avl-2F G4t 2FolE Edsidltt. kA 317
271 33 485 A

FAol 8 mLe DMF F9] (49)-5-tert-F-HA]-4- (9H—;$g@1—9—°1 HEA] FtEZ R ol )-5-2 AT et

(Fmoc-Glu-0tBu)(0.13 g, 0.3 mmol)9] NS H7}sk & HOAt(DMF 0.3 mmol =9 0.6 ml &< 0.5 ml) %
DIC(0.1 ml, 0.6 mmol)E H7}5FTt. FAZ|E ouE HolE AloA] 4417 FoF wwkaldth. X2 DMF(2 X
X
(e}

20 mb)E MAHs AL AZELES FHA REESISITE. FholA Al 93 ¥hE& RUE SIS, FAE DNF(2
10 mL) 2 A H3FATE. o]o]A F=x]ol, DIF 52 20% v/vel Jj#gld 10 mLE H7Fsdth. FA1E e Hol
E AolA 208 B wRESIGITE. o] ¥HT HAE FHA WHESal $AE DIF(3 X 30 ml) ¥ CEER=dg
(3 x 30 nL) o= A H&T).

HEAH o= DMNF(10 mL) 9o ZHEAH(80 mg, 0.3 mmol), HOAt(DMF 3¢ 0.6 M &9 0.5 ml, 3 mmol) 2
DIC(0.1 ml, 6 mmol) A3}l <]a] 2. 5*17P Bet FElo|=E o} S AT, XS DNF(2 X 30 mL) 2 tF
Z2oel(3 X 30mL)oz AHE T A=A

FAZRE HElo]zo] Ak A-2oA] 2,547 F<F TFAQSP 10 mL) Z<] €9 #H=(0.5 g), E(0.5 mL) 2
TIPS(0.25 mL)E AR&stel =3 HJT. FAE o3} AAsaL, 2 X 5l TFAR AH sk, 93k of 393 250
mL S e Zelag e 7)1 T < 30ColA Aasle] REHoR 333, 100 nl W MIBES H7}sle] 2
Blo] =5 HHA7IAL, 3600 rpmolA] 302 F<F AAE sk

oo} QAREH AANE WY tlod o2 A QAR ATH, olyd YL 33 urEETh. 220
mge] WgA Ffeol=E S5

[ mﬁ
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[0535] QA A" BE A3l GAE SRS T. o5 Ysle HEIEE FisteE £ES FAURAAL. E
Y EFLEOAH O E oz HEo|=g WA TAZA FEIGT

[0536] m = 37 mg(8%)

[0537] UPLC/MS:

[0538] RT: 4.99%. (4] =7 A), &%= 99%(UV)

[0539] TEE AF m/z(o]2 EY): 2205.20M+2H) ; 1470.5(M+3H) ; 1103.1(M+4H) ; 882.7(M+5H).

[0540] 2.G. 23}

[0541] ANE WS 1~32, 34~37, 39, 44, 45, 47~49, 51 % 54~97¢] E o] Helol=g F£5¢ A= s7] F 19

FAIH Ak
[0542] [¥ 1]
Al | UPLC Al #dd 49 @a £9
]ﬂi }\]Z_}(’E‘) O]% ];]—C‘)j] 1-‘,2_]_); ;2130}
(=2) M+5H M+4H M+3H M-+2H

1 3.81 (C) 881.3 1101.3 1467.7 4397.54
2 3.85(C) 861.9 1077.2 1436.3 4301.47
3 4.98 (A) 873.1 1091.1 1454.5 2181.5 4358.53
4 5.02(A) 820.5 1025.3 1366.7 2049.4 4095.36
5 4.82 (A) 815.7 1019.3 1358.8 2037.3 4071.28
6 5.40 (A) 826.0 1032.0 1376.1 2063.8 4123.39
7 5.86 (A) 878.7 1098.2 1463.9 4386.56
8 4.83 (A) 807.8 1009.5 1345.7 2018.3 4032.27
9 4.97 (A) 786.9 983.3 1310.7 1965.7 3927.30
10 4.90 (A) 838.5 1047.8 1396.8 2094.8 4185.39
11 5.03 (A) 880.9 1100.9 1467.5 2200.9 4397.54
12 4.98 (A) 870.5 1087.9 1450.2 2174.9 43455
13 4.99 (A) 870.3 1087.6 1449.8 2174.7 4344.5
14 4.96 (A) 870.3 1087.6 1449.8 4344.5
15 5.00 (A) 869.9 1087.1 1449.2 2173.3 4342.5
16 4.92 (A) 809.9 1012.1 1349.1 2023.2 4042.33
17 5.00 (A) 817.6 1021.8 1362.1 2042.6 4081.34
18 4.73 (A) 829.3 1036.1 1381.2 4138.40
19 4.88 (A) 786.6 983.0 1310.0 1965.3 3926.21
20 5.44 (A) 886.7 1107.9 1476.8 2215.0 4425.57
21 5.27 (A) 821.4 1026.3 1369.1 2051.6 4099.31
22 4.99 (A) 882.7 1103.1 1470.5 2205.2 4406.5
23 5.24 (A) 870.1 1087.4 1449.5 2173.8 4343.52
24 5.25(A) 876.9 1095.1 1460.8 2190.8 4377.50
25 5.17 (A) 873.1 1091.4 1454.5 2181.3 4358.49
26 5.24 (A) 813.4 1016.5 1355.0 2032.1 4060.3

[0543]
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[0544]

27 497 (A) 878.7 1098.1 1463.8 2194.9 4386.54
28 497 (A) 875.9 1094.6 1459.1 2188.2 4372.55
29 5.00 (A) 875.9 1094.6 1459.2 2188.3 4372.54
30 5.44 (A) 886.5 1107.9 1476.9 4425.57
31 5.07 (A) 886.5 1107.9 1476.8 44255
32 5.42 (A) 888.3 1110.3 1479.8 2219.5 4434.5
34 5.45(A) 818.2 1022.5 1363.4 4084.4
35 5.03 (A) 877.8 1096.8 1462.4 2192.9 4381.5
36 4.96 (A) 870.1 1087.6 1450.1 2174.3 4344.5
37 5.1(A) 883.3 1103.6 1471.5 2207.4 4410.5
39 5.20 (A) 890.1 112.8 1483.1 2224.6 4444.52
44 4.80 (A) 877.8 1097.1 1462.8 43835
45 4.81(A) 836.6 1045.7 1393.7 2090.6 4177.3
47 4.85(A) 864.6 1080.3 1440.4 2160.5 4316.5
48 9.23 (D) 864.6 1080.6 1440.8 2160.2 4316.5
49 9.00 (D) 864.6 1080.6 1440.4 2160.3 4316.5
51 5.38(A) 912.3 1140.1 1519.8 2279.2 4554.6
54 5.41(A) 851.8 1064.5 1419.1 2128.2 4252.4
55 5.03 (A) 892.1 1114.8 1486.1 4453.6
56 5.42 (A) 876.1 1094.8 1459.5 4373.5
57 4.90 (A) 880.9 1100.9 1467.1 2201.2 4316.5
58 5.48 (A) 946.8 1183.3 1577.5 4727.7
59 5.44 (A) 972.7 1215.6 1620.5 4856.8
60 5.34(A) 818.2 1022.5 1363.0 2044.0 4084.4
61 5.41 (A) 878.4 1098.1 1463.7 2195.1 4386.6
62 5.34(A) 906.6 1133.1 1510.5 4526.6
63 498 (A) 886.3 1107.6 1476.5 4424.6
64 4.8(A) 891.9 1114.6 1485.9 4452.6
65 4.97 (A) 892.2 1115.1 1486.4 2228.7 4454.6
66 4.97 (A) 897.5 1121.7 1495.2 4480.6
67 498 (A) 886.3 1107.8 1476.8 4425.5
68 5.05(A) 880.9 1100.9 1467.5 4397.5
69 5.06 (A) 886.5 1107.8 1476.8 44255
70 9.29 (D) 886.5 1107.8 1476.8 4425.6
71 4.84 (A) 860.9 1076.3 1434.4 4298.5
72 7.86 (D) 875.4 1094.1 1458.5 2187.4 4370.5
73 4.87 (A) 866.5 1082.8 1443.4 43255
74 5.12(A) 946.9 1183.4 1577.5 4727.8
75 5.28(A) 952.4 1190.6 1590.9 4755.7
76 5.28 (A) 884.2 1105.1 1473.1 4414.5
77 5.20 (A) 944.5 1180.7 1573.8 4716.7
78 4.09 (A) 933.5 1166.7 1554.9 4660.7
79 4.66 (A) 878.5 1098.1 1463.5 4385.6
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[0545]
[0546]
[0547]
[0548]

[0549]

[0550]

[0551]
[0552]
[0553]
[0554]
[0555]

[0556]

[0557]

[0558]
[0559]
[0560]
[0561]
[0562]
[0563]

[0564]

[0565]

[0566]
[0567]

[0568]

80 4.90 (A) 898.8 1123.5 1497.7 4487.5
81 4.84 (A) 884.5 1105.3 1473.4 2210.1 4415.6
82 4.90 (A) 883.7 1104.4 1472.1 4411.6
83 471 (A) 886.5 1107.6 1476.7 2214.4 4424.6
84 5.12 (A) 878.7 1097.9 1463.8 2195.1 4386.6
85 498 (A) 894.7 1118.6 1490.8 4467.6
86 5.14 (A) 873.1 1091.1 1454.4 2181.6 4358.5
87 4.81 (A) 875.7 1094.6 1459.1 2187.7 4372.5
88 4.82 (A) 873.1 1090.9 1454.2 2181.3 4358.5
89 4.28 (A) 732.4 878.7 1098.2 1436.9 4386.5
90 4.82(A) 870.1 1087.3 1449.5 2174.2 4344.5
91 4.89 (A) 887.7 1109.6 1479.2 2218.9 44325
92 420 (A) 895.7 11194 1492.2 4471.5
93 4.83 (A) 878.5 1097.7 1463.9 2194.9 4386.5
94 4.84 (A) 878.2 1097.5 1463.3 2194.5 4384.6
95 4.40 (A) 867.8 1084.2 1445.3 2167.9 4330.5
96 424 (A) 859.0 1073.5 1431.3 2146.5 4288.5
97 3.77 (A) 884.9 1105.9 1474.2 4417.5

=7 Av 379 e

- A Acquity HE}FO]= CSH, C18, 130 A, 2.1 < 100 mm, 1.7 um;

- dY 2% 50C; % = 0.6 ml/&;

- &vf B: CH,CN 5] 0.1% TFA;

W H=

£ A B0 52 0.1% TFA;

Z71 B shr]st gt

|
N
o

|
|

|
N
o

THl 0
B = 100
w A&

=

N

Tl 0 WX 1% B = 2% 1 X 7 B

71 3 220 nm; MS 944+ ESI

© Acquity BEH C18, 130 A, 2.1 X

2% 60C; % 0.6 ml/mn

= 18 B =2%, 1 WX 16% B = 2% WA 100%, 16 WA 17

%

£ A HO 52 0.05% TFA

€1 B: CHsCN 2] 0.05% TFA

2% WA 70%, 7 WA 8E B

+ 200 WA 3000 uma.

50 mm, 1.7 um

71 3 220 nm; MS 9571 ESI + 200 WHA] 3000 uma

A C= ahr]er g

|
N
)

|
|

o

|
N
o

- gu) A H0 3¢ 0.1% TFA;

- & B: CHCN 9] 0.05% TFA

THl 0
B = 80%

W H=

L 45T

2 0.4 ml/E;

1 ACQUITY BEH C4, 130 A, 2.1 X 50 mm, 1.7 um;

= 70% WA 100%;

=]
pun

WA 182 B =30%, 1 WA 58 B = 30% WA 50%, 5% WA 6%

71 3 220 nm; MS 9571 ESI + 200 WHA] 3000 uma
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[0569]
[0570]
[0571]

[0572]

[0573]

[0574]
[0575]

[0576]

[0577]
[0578]

[0579]

[0580]

[0581]

[0582]

[0583]

[0584]

[0585]

[0586]

[0587]

[0588]

[0589]

[0590]

[0591]

SE=50 10-2755938

Z11 DE shr]9h P

- A" Acquity HE}O]= CSH, C18, 130 A, 2.1 X 150 mm, 1.7 um;

- A8 2% 60C; 7% = 0.4 ml/E;

- &) A H0 ¢ 0.1% TFA;

&1 B: CHCN &9 0.1% TFA;

Tl 0 WX 18 B = 2%, 1 WA 14% B = 2% WA 70%, 14 WA 162 B = 70% WA 100%;

UV AE7]: 3 220 nm; MS 99<5=: ESI + 200 W] 3000 uma.

2 ago] w2 7] HElol== 7] A" bkl Zol 47 Alxd & Qv AEwRE 33, 38, 40, 41, 43,
46, 50, 52 % 53,

A Ao 3: RXFP1 &A o] digt £ digje] Helojte] /g7y A (OVCARS cAMP #4)

A. H}FH

1)

Wl RXFP1E W@ Sk OVCARS AIEE AREsto], i el fletol=, 81 58] A9 Hs 1-979] L9 e
ol=9] RXP1 2gAl EAS ATt

RXFP1E Gs AZHH GPCRO)EZ, cAMPE RXFP1 &3 3le] #E zroz AL8= 9.
olARY wE FAE(IBMX)S AM&3le] cAP = FooxHeEA 4& A
HIRF(:# 24 AIZF s FF5A) 7€ A7t 57 dEol cAWPE AE8Hs ol A&k,

r&&
lm
T
m
d
=)
o
>,
il
oot
o
[«0
ol
Ir
)
=l
=
X
=
as]
=
=

aoksbd | 10% Elol Solx € (FCS) 2 1% A (HYA
X OVCARSE A AAI 7T,

Ao, AEE olFE AR E&3ta, 1 mM(3-o]AFE-1-WEAE) IBMXS} g7 37CelA 408 &<t i

olo}d, 1A #ule] WA (FCsglel)el Frhehis el ol Hehol= FHah 387l 4 U Eejol=

o] 4EA L cAP-D2APE d22 ¥AE

Zoll AMEEE I AP FAE A

5% (0,9 &3 clsgH|olele A 37TCA 308 <FHjol s

&
-3
cAMP)E FHesle 1A Fyo &9 9 G 2ZF(Kuropium)ol]l AT cAMP

o

HIRF 242 5183k @974 4ge] B5e sastarh. cAPe] AXv ¢ o 3% 529 loglod ZF

50% &3t T% (EC)E LT 5 AZEolE AaRE §F-13(7H 7] &7]) A& AMgste] vy 3
Aol &) A=At

Emax %= A8 3gEo] gk cAMPY Ho AMEW gh(cAMP ) 5%
H2- & xlo] gk cAMPe] Huol MXu #go=z Yra 1008 753 gho=

Emax% = 100 X [cAMPiest cpal / [CcAMPyogix]

B. 7z
B o] fefolto] eja) £58 A% a7] ¥ 20] VeI
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[0592]

[0593]

[0594]

E 2]
Al wE OVCAR 5 A i (cAMP)
EC50 (nM) EMax
1 1.50 99%
2 2.40 99%
3 0.34 97%
4 1.50 89%
5 9.10 85%
6 0.27 95%
7 0.07 95%
8 1.86 92%
9 0.70 93%
10 0.79 95%
11 0.83 93%
12 0.93 90%
13 2.12 91%
14 3.20 90%
15 2.10 85%
16 6.80 88%
17 4.60 91%
18 1.54 92%
19 11.5 94%
20 0.15 96%
21 0.65 93%
22 1.00 92%
23 11.1 92%
24 36.4 100%
25 28.7 100%
26 0.43 96%
27 1.80 98%
28 0.62 88%
29 1.60 88%
30 0.21 89%
31 0.19 94%
32 0.10 97%
34 0.14 90%
35 2.33 91%
36 3.60 93%
37 5.60 98%
39 8.70 93%
42 1.50 84%
44 2.2 97%
45 0.45 96%
47 0.64 95%
48 0.45 96%
49 0.19 97%
51 0.10 98%
54 0.16 96%
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[0595]

[0596]

[0597]

[0598]

[0599]

S=501 10-2755938

55 0.18 93%
56 0.15 91%
57 0.44 98%
58 0.08 98%
59 0.09 99%,
60 0.15 95%
61 0.10 97%
62 0.60 98%
63 1.45 97%
64 0.52 95%
65 1.19 95%
66 6.31 93%
67 0.48 95%
68 0.88 98%
69 0.78 97%
70 1.34 94%,
71 0.36 95%
72 0.56 91%
73 0.20 95%
74 0.54 94%,
75 0.19 97%
76 0.18 96%
77 0.11 98%
78 0.18 99%
79 0.45 95%
80 0.63 93%
81 0.16 98%
82 0.54 95%
]3 0.25 94%,
84 0.10 95%
85 0.30 92%
86 0.30 95%
87 0.10 96%
88 0.17 96%
89 0.10 97%
90 0.14 97%
91 0.09 97%
92 0.10 99%
93 0.77 86%
94 1.74 88%
95 1.80 91%
96 0.88 92%
97 0.29 98%

olEE w9 Tul2 & RXP1 FgA EAS 7HAM, RXFP1e] ZAdtsla &4 7= o wl$

oJEE RWFPL A% B4 W Fo) 7149 Artelmntk AW AASIL PR LA S5,

W3 B7-33 C11.23S, AcB7-33 (C11.23S = KKKK(AcB7-29 C11.238)% &% A& 7]<2(W02015/157829) 2 H-E <]

JER BAY APS P,

ol5 370 Fefol=el thal s}7] ECy A37F dolitt.

e
o,
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[0600]

[0601]
[0602]

[0603]
[0604]
[0605]
[0606]

[0607]

[0608]

[0609]

[0610]

[0611]
[0612]
[0613]
[0614]
[0615]
[0616]
[0617]
[0618]

[0619]

[0620]

[0621]

S=50l 10-2755938

[E 3]
v %) OVCiI: I\E;I Pxﬂéi;;:ﬂ A
EC50 (nM) Emax
B7-33 C11.238 1641 90%
AcB7-33 C11.23S 929 70%
KKKK(AcB7-29 C11.2385) 206 84%

A7) deE vhek #el, & el wE fEelte Wl SHRE RXFPL AH8Al 54 7HAH, RXFPlS 24
A7 E e mabEolth, A ol5e BF FY vlwe] fetelrnn Ad dAsta oA xepA
et

A 4: GFA Fo] £ Eo] Jeo|=o] §IHE A|Y

A. HFH

Aol = w1 &me] Alg olell, 19 FZ(HPLC-UV)E A3},

AT wjE:

E2HolE =W 50 mM pH 6.5: 15.9 ml NaoHPO, 0.1 M (Carlo Erba 480087) + 34.1 ml NaH;PO, 0.1 M (Carlo
Erba 480141) + H,0 MilliQ QSP 100 ml

E2HolE 4= 50 mM pH 7.4: 40.5 ml NasIPO, 0.1 M (Carlo Erba 480087) + 9.5 ml NaH,PO, 0.1 M (Carlo
Erba 480141) + H,0 MilliQ QSP 100 ml

olMHlo]lE &= 50 mM pH 4.5 : 0.75 g CHsCONa,3H.0 (Sigma S7545) + 0.35ml CHsCO.H 100% &9l
Millipore ol &3jA7]2, A H(1:1) CHCO.HE pHE ZAstaL, Millipore Eo ]3] 250 mlE A st9t).

>
=
-3
=)
il
K
)
=
o
O
é
>
ol
(<)
2L
X
)
ol
i,
ot
i)
i
o mZ
™l
o
re
o
=2
i)
2
>
Em o
>
= o
ol
2
A
x
o
ot
q.
i
o
NJ
[e))
[\j‘

Jlo]# (rock 'roll shaker)) Kl

ZYo]E (0,45 um - PTFE J54)E %oﬂ 300 pL #HFS A7t

$ 91 thekst RS Falbstel, DMSO %9 1.2 mg/me] H5¢ Felo|=o A= &
0.2 pL-F=Ae} HlaLete] &3 =5 AA 3.

A
A

e

Al d=o® pHE FA AT

HPLC Z=71:

DAD HZE7]E 2Zt& Waters Acquity UPLC Al=H)

A Waters FEfo]= A7 CSH C18 (130 A ; 1.7 pm ;5 50%2.1 mm)

AY &% 60

3

&2 0.3 ml/&

E

Z FZ(Full loop)(¢F 5 pl) - oW F HE(overfill factor) 5

okt 713k A& (Weak et Strong wash): H,0/ACN(75/25; V/V) ; 2 (Seal) A& : H0/IsOH(95/5; V/V).

€] A HO0 <] 0.05% TFA ; €1 B : CH3CN <] 0.035% TFA
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[0622]

[0623]
[0624]
[0625]

[0626]

[0627]
[0628]

[0629]

S=506 10-2755938

Tl 0 UlA 128 B = 2% WA 60%, 12 WA 14 B = 60% WA 100%. AR AA 100% B 1%, AH HA}

2% B 2.5%.

W A&7 = 0 220 nm.

B. A%

F5E g% Avhe 8] & 40 teht 9

(& 4]

Ad W% L3 = olAH o] E LI E TAHOE
9k pH 4.5* 943 o pH 7.4*
3 11.1 mg/ml 11.5 mg/ml
4 9.63 mg/ml 7.71 mg/ml
5 6.24 mg/ml 6.41 mg/ml
7 11.45 mg/ml 11.83 mg/ml
13 ND 7.68 mg/ml
16 6.33 mg/ml 6.72 mg/ml
17 9.22 mg/ml 6.81 mg/ml
18 6.75 mg/ml 6.58 mg/ml
20 9.34 mg/ml 9.95 mg/ml
21 6.28 mg/ml 6.59 mg/ml
23 0.55 mg/ml 6.77 mg/ml
24 0.28 mg/ml 6.93 mg/ml
25 6.58 mg/ml 6.75 mg/ml
26 6.68 mg/ml 6.76 mg/ml
44 11.07 mg/ml 10.72 mg/ml
55 9.26 mg/ml 8.84 mg/ml
70 8.24 mg/ml 9.68 mg/ml
71 8.28 mg/ml 8.77 mg/ml
72 8.25 mg/ml 8.72 mg/ml
74 7.39 mg/ml 8.47 mg/ml
75 8.58 mg/ml 9.56 mg/ml
* % 83X : 10.0 mg/mL
8% B7-33 (11.23S, AcB7-33 C11.23S 3! KKK(AcB7-29 C11.23S)& <efxl A& 7]<(W02015/157829) =4 9]
=

I

EolE2 BAW S s,

o5 370e] Werol=el tial a7 $alE At oAt
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[0630]

[0631]
[0632]

[0633]
[0634]
[0635]
[0636]
[0637]
[0638]
[0639]
[0640]

[0641]

[0642]

[0646]

[0647]

S=50] 10-2755938

[ 5]
A 5] &3l ofAE o] E Gl EAdolE
°F gl o pH 4.5%* gl ol pH 7.4%*
B7-33 C11.238 1.9 mg/ml 0.014 mg /ml
AcB7-33 C11.23S 1.54 mg/ml <0.001 mg/ml
KKKK(AcB7-29 C11.23S) 2.3 mg/ml 0.177 mg/ml

woagel Peelst F
W owoh He Msle FEE HE

71zl shebeel Hlel ZAAdE 8l

stol YA Fol =

HAE AT

At B Ex= I Fetel=9] AR AH

A. HHH
Hetol= wjxe] AF(EE Ao
SEREE

HE B A Fe&aA
dE 2 A Fe: FEaA

950 pL (e dS
=5 uM 150u

, 150 pL 83 (e
A3kal 14600 rpmell A 10 FoF IAE

37CAA 58 5 ALA
= gda)s Egysta,

L Qe
ooz St

Le] H0/CHCN 98/2 + 0.1% FA + 50 ng/ml

M) 1% TFAE -3

o, 19| &

=5 yehdn.

¥ 600 plL oMHEYEHR

L (HPLC-UV) S AAstgitt.

24, olojA 7]

23kt 200 pL NS N, stellA] AdxAFT. o]

105} 7 ARQel BH R

2Hg 4 A2EE ALgEtel B4R,
Ui el Ee] e 48] $lsk]
ubeh "zke] Erol= 4'E Agich:

A 7% Ao} oF 15%0]a 3]4go] 85~115%

d A3E= 7] % 6

AlZH) X 100]/5 3 WA HAElol= 10,

e el slew AF st

o veht s
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[0648]

[0649]
[0650]

[0651]

[0652]

[0653]
[0654]
[0655]
[0656]

[0657]

[0658]

[0659]

[0660]

[0661]

[0662]

[0663]

[0664]

SE=50] 10-2755938

[ 6]
Az AF kA e I HAA
Ad HE % Zo] % Zto]

T=0 1h 4h T=0 1h 4h
3 99 95 100 98 100 87
3% 100%* 95%* 95% 100* 95% 84*
4 100 100 100 100 100 59
4% 100%* 100* 99* 100* 102% 86*
6 97 92 91 97 94 ND
7 92 94 87 77 100 66
13 100 91 89 89 100 ND
20 87 100 83 100 100 ND

w3 B7-33 C11. 35 AcB7—33 2 KKKK(AcB7-29 C11.235)2 <& Ad 7]+ (W02015/157829) 2 F-E 2] FE}o]

ol5 370 Fetol=el el st7] A A AE Lol

[% 7]
Az I AAA HE 4 kg
HA % o] % Zrof
T=0 1h 4h T=0 1h 4h
B7-33 C11.23S 100 18 3 100 15 2
Ac B7-33 100 67 18 100 16 2
KKKK(AcB7-29
- 100 41 31 100 23 14

Bl feolsy Fd %o SRRt @4 9/EE Aol Bt 4 o welt,
AAe] 6: HES] Yy Fol F fetol=e] BEIE (PK) 4.

A, HFH:

ferol= Aol AP Aol 7o) RE WPLC-UNE AAAT. FolBe @, g 2L 2uo EAol dal 1
LT
AE A Hetol=o] FYSE A WALA 2ed W

238k o-2e] HEA PBS €A (27 0.2 mg/ml E 0.6 mg/m)CE 1 mg/kg A9 (i.v.) =¥ 3 mg/kg
93} (s.c.)9 &Fo= AF Felo]=g FoI3i.

Hol MZ S 3] Fo F£REYPT: FE T 0.083, 0.25, 0.5, 1, 2, 4, 8, 24, 48 Z 72X 7H(i.v. AE) &
0.25, 0.5, 1, 2, 4, 6, 8, 10, 24, 48 ¥ 72X 7t (s.c A=R).

n:E

wuld A F oA AeEady) 4% BERAE0oNs)S B 98 4% BAsan.

PK wj7fsH<= 2 ¥k7d7]+= Phoenix 64(WinNonlin 6.4) - Pharsight (CertaralM)(W]-73 =&)S A}83}o] AAE
stk A= SHAIBLQ) vIwke] 7he T4 AlAF 2 PK B4E H8 0.2 A .

=549 PK SErEE b7 & 89 YvERY 9t
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[0665]
[0666]
[0667]
[0668]
[0669]
[0670]

[0671]

[0672]
[0673]

[0674]

[0675]

[0676]

[0677]
[0678]

[0679]

[0680]

[0681]

[0682]

[0683]

[0684]

SE=50 10-2755938

817] kol 7}k ALgHIT:

[ 8]
I E PK, 1 mg/kgi.v. g = PK, 3 mg/kg s.c.
A is

TV () | CO(uM) | Cmax (uM) | Tmax(h) | F%
3 7.8 3.2 2.3 8 83
4 8.71 2.75 1.99 8 69
6 5.59 5.17 2.71 8 72
7 6.34 4.16 1.53 10 61
20 5.13 3.09 1.99 10 80
55 4.89 4.91 2.07 6 65

[3% 9]
) HE PK, I mg/kgi.v.
shete
T% (h) CO (uM)
H2-& # Al 0.46 0.87

H2-d&d4 v vluste], 2 wge] ded sete|tes MAE Feshd IengE Yehdk. 53], HEo A9
A R 4AZE WA 9AIZreltk, 19 TR, o]k FElol=e AW e Tt FAR=E SRl 3 W T
ogt = A=E ¢ oW A 59 1 S AT & At

AN 22

Ad W3 1

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-K-K(Ac)-NH,
AE WS 2
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-Aib-R-A-K(Ac)-NH,
Ad ¥s 3
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-Mly-R-A-K(Ac)-NH,

Ad W3 4
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[0685]

[0686]

[0687]

[0688]

[0689]

[0690]

[0691]

[0692]

[0693]

[0694]

[0695]

[0696]

[0697]

[0698]

[0699]

[0700]

[0701]

[0702]

[0703]

[0704]

[0705]

[0706]

[0707]

[0708]

[0709]

[0710]

[0711]

[0712]

[0713]

[0714]

[0715]

[0716]

S=53 10-2755938
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-K-K(Ac)-NH,
A W 5
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(PEG,~PEG,~PEG,~PEG,-gE-gE-gE-Palm)-S-T-W-S-Aib-R-K-K(Ac)-NH,
Ad A3 6
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-gE-gE-gE-St ea)-S-T-W-S-Aib-R-K-K(Ac)-NH,
D s 7
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-St ea)-S-T-F-S-M1y-R-A-K(Ac)-NH,
Ad A5 8
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(PEG,~PEG,~PEG,~PEG,-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,
Ad A5 9
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,
Aqd Ws 10
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-gE-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,
Aqd Ws 11
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-M1y-R-A-K(Ac)-NH,
AqE Ws 12
Ac-L-E-G-R-E-K-V-R-A-Cit—-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,
Aqd Ws 13
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-K-R-A-K(Ac)-NH,
Aqd W3S 14
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-Dser-K-R-A-K(Ac)-NH,
AqE Ws 15
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-Aib-K-R-A-K(Ac)-NH,
Aqd W3 16
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-D1ys-R-A-K(Ac)-NH,
Aqd Ws 17
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-D1ys-R-A-K(Ac)-NH,
Aqd W 18
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-D1ys-R-K-K(Ac)-NH,
Aqd W 19
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(PEG,~PEG,~PEG,~gE-gE-gE-Palm)-S-T-W-S-Aib-R-K-K(Ac)-NH,

Aqd WsE 20
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[0717]

[0718]

[0719]

[0720]

[0721]

[0722]

[0723]

[0724]

[0725]

[0726]

[0727]

[0728]

[0729]

[0730]

[0731]

[0732]

[0733]

[0734]

[0735]

[0736]

[0737]

[0738]

[0739]

[0740]

[0741]

[0742]

[0743]

[0744]

[0745]

[0746]

[0747]

S=53 10-2755938
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Stea)-S-T-W-S-Aib-R-K-K(Ac)-NH,
Aqd Ws 21
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(PEG,~PEG,~PEG,~PEG,-gE-gE-gE-St ea)-S-T-W-S-Aib-R-K-K(Ac)-NH,
AqE WHsE 22
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(PEG.DGA-PEG.DGA-PEG,DGA-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-
K(Ac)-NH;

Aqd Ws 23
Ac-L-E-G-R-E-L-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,
Aqd WS 24
Ac-L-E-G-R-E-F-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,
AqE Ws 25
Ac-L-E-G-R-E-Q-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,
AqE W3 26

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(PEG,~PEG,~PEG,~PEG,-gE-gE-gE-St ea)-S-T-F-S-M1y-R-A-K(Ac)-NH,
AqdE Ws 27
Ac-L-E-G-R-E-R-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,
AqE Ws 28
Ac-L-E-G-R-E-Hly-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,
AqE Ws 29
Ac-L-E-G-R-E-K-V-R-Aib-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,
AqE Ws 30
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Stea)-S-T-W-S-M1y-R-A-K(Ac)-NH,
Aqd Ws 31
Ac-L-E-G-R-E-R-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-R-K(Ac)-NH,
AqE W3 32
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(PEG.DGA-PEG.DGA-PEG,DGA-gE-gE-gE-Stea)-S-T-F-S-M1y-R-A-
K(Ac)-NH;

AqE Ws 33
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,

A WS 34

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-gE-gE-gE-St ea)-S-T-F-S-M1y-R-A-K(Ac)-NH,

AqE W3 35
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-Aib-K-R-A-K(Ac)-NH,
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[0748]

[0749]

[0750]

[0751]

[0752]

[0753]

[0754]

[0755]

[0756]

[0757]

[0758]

[0759]

[0760]

[0761]

[0762]

[0763]

[0764]

[0765]

[0766]

[0767]

[0768]

[0769]

[0770]

[0771]

[0772]

[0773]

[0774]

[0775]

[0776]

[0777]

SE=50] 10-2755938

AqE W3 36
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-D1lys-R-A-K(Ac)-NH,
Aqd Ws 37
Ac-L-E-G-R-E-L-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-R-K(Ac)-NH,
AqE Ws 38
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(PEG,~PEG,~PEG,~gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,
Aqd Ws 39
Ac-L-E-G-R-E-F-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-R-K(Ac)-NH,
AqE Ws 40
Ac-L-E-G-R-E-Q-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-R-K(Ac)-NH,
Aqd Ws 41
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(PEG.DGA-PEG.DGA-PEG,DGA-gE-gE-gE-Palm)-S-T-W-S-M1y-R-A-
K(Ac)-NH;

AqE Ws 42
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(PEG,~PEG,~PEG,~PEG,-gE-gE-gE-Palm)-S-T-W-S-M1y-R-A-K(Ac)-NH,
AqE Ws 43
Ac-L-E-G-R-E-Hly-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Stea)-S-T-W-S-M1y-R-A-K(Ac)-NH,
AqE W3S 44
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-Dser-K-R-A-K(Ac)-NH,
AqE WS 45
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I1-Aib-Aib-E-G-K(PEG,~PEG,~PEG,—PEG,-PEG,—gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-
K(Ac)-NH,

Aqd WS 46
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(PEG,~PEG,~PEG,~PEG,~PEG,~gE-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-
K(Ac)-NH,

Aqd Ws 47
Ac-L-E-G-R-E-K-V-R-A-K-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,

AqE W3 48
Ac-L-E-G-R-E-K-V-R-A-Q-I1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K(Ac)-NH,
AqE W 49
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-M1y-R-A-K-NH,

AqE W3 50
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(PEG.DGA-PEG.DGA-PEG,DGA-gE-gE-gE-Stea)-S-T-W-S-Aib-R-K-
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[0778]

[0779]

[0780]

[0781]

[0782]

[0783]

[0784]

[0785]

[0786]

[0787]

[0788]

[0789]

[0790]

[0791]

[0792]

[0793]

[0794]

[0795]

[0796]

[0797]

[0798]

[0799]

[0800]

[0801]

[0802]

[0803]

[0804]

[0805]

[0806]

K(Ac)-NH,

Ad M3 51

SE=50 10-2755938

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-gE-Stea)-S-T-W-S-Aib-R-K-K(Ac)-NH,

Aqd WM3s 52

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-Stea)-S-T-W-S-Aib-R-K-K(Ac)-NH,

Ad WM3s 53

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(PEG.DGA-PEG,DGA-PEG,DGA-gE-gE-gE-gE-Stea)-S-T-W-S-Aib-R-K-

K(Ac)-NH,

Ad WM3s 54

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-gE-gE-gE-gE-Stea)-S-T-W-S-Aib-R-K-K(Ac)-NH,

Ad W35 55

Ac-L-E-G-R-E-R-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-R-K(Ac)-NH,

Ad W3 56

Ac-L-E-G-R-E-K-V-R-A-Cit-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Stea)-S-T-F-S-M1y-R-A-K(Ac)-NH,

Ad W3 57

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-H1y-R-A-K(Ac)-NH,

Ad WM3s 58

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-TTDS-gE-gE-gE-Stea)-S-T-W-S-Aib-R-K-K(Ac)-

NH,

Aqd WM3s 59

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-TTDS-gE-gE-gE-Stea)-S-T-F-S-Aib-R-K-K(Ac)-

NH,

AE WS 60

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-gE-gE-gE-Stea)-S-T-F-S-Aib-R-K-K(Ac)-NH,

AdE W3 61

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Stea)-S-T-F-S-Aib-R-K-K(Ac)-NH,

Aqd H3s 62

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-gE-Palm)-S-T-W-S-Aib-R-K-K(Ac)-NH,

AE WS 63

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-Q-W-S-Aib-R-K-K(Ac)-NH,

Aqd W3S 64

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-R-W-S-Aib-R-K-K(Ac)-NH,

Aqd WM3s 65
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[0807]

[0808]

[0809]

[0810]

[0811]

[0812]

[0813]

[0814]

[0815]

[0816]

[0817]

[0818]

[0819]

[0820]

[0821]

[0822]

[0823]

[0824]

[0825]

[0826]

[0827]

[0828]

[0829]

[0830]

[0831]

[0832]

[0833]

[0834]

[0835]

[0836]

[0837]

S=50] 10-2755938

Ac-L-E-G-R-E-K-V-R-K(Ac)-Q-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-K-K(Ac)-NH,

Ad A5 66

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-K(Ac)-Aib-R-A-K(Ac)-NH,

Ad A5 67

Ac-L-E-G-R-E-R-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-K-K(Ac)-NH,

Ad A5 68

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-K(Ac)-K-NH,

Ad A5 69

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-K(Ac)-R-NH,

A4d A5 70

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-I-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-K-K(Ac)-NH,

Al A5 71

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-A-K-NH,

Aqd Ws 72

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-Aib-R-R-A-K(Ac)-NH,

Al A5 73

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-K-W-S-Aib-R-A-K-NH,

Al As 74

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-I-E-G-K(TTDS-TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-K-K(Ac)-NH,

Ad A5 75

Ac-L-E-G-R-E-R-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-R-K(Ac)-

NH;

Ad A5 76

Ac-L-E-G-R-E-R-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-Aib-R-R-K(Ac)-NH,

Al A5 77

Ac-L-E-G-R-E-R-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-Aib-R-R-K(Ac)-

NH;

Ad A5 78

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-Mly-R-A-K(Ac)-

NH;

Ad A5 79

Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-K-F-S-Aib-R-K-K(Ac)-NH,

A4d s 80

Ac-L-E-G-R-E-R-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-Trp(5-C1)-S-Aib-R-R-



[0838]

[0839]

[0840]

[0841]

[0842]

[0843]

[0844]

[0845]

[0846]

[0847]

[0848]

[0849]

[0850]

[0851]

[0852]

[0853]

[0854]

[0855]

[0856]

[0857]

[0858]

[0859]

[0860]

[0861]

[0862]

[0863]

[0864]

[0865]

[0866]

[0867]

[0868]

SS5S5] 10-2755938
K(Ac)-NH,
A9 W3 81
Ac—K(Ac)-E-G-R-E-K-V-R-A-K(Ac)-T1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-Mly-R-A-K(Ac)-NH,
Y W3 82
Ac-L-E-G-R-E-K-V-R-Aib-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-W-S-Aib-R-A-K(Ac)-NH,
A W35 83
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TIDS-gE-gE-gE-Palm)-S-K-W-S-Aib-R-K-K(Ac)-NH,
Y W3 84
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-I-E-G-K(TTDS-TTDS-TIDS-gE-gE-gE-Palm)-S-T-F-S-Mly-R-A-K(Ac)-NH,
Y W3 85
Ac-L-E-G-R-E-R-V-R-Aib-K(Ac) I Aib Aib E G K(TTDS-TTDS-TTDS-gE-gE-gE-Palm) S T W S Aib R R K(Ac)-NH,
g W5 86
Ac-Aib-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-I-E-G-K(TTDS-TTDS-TIDS-gE-gE-gE-Palm)-S-T-F-S-Mly-R-A-K(Ac)-NH,
Y W3 87
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-S-R-R-A-K(Ac)-NH,
A W5 88
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TIDS-gE-gE-gE-Palm)-S-T-F-S-H1y-R-A-K(Ac)-NH,
A W35 89
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TIDS-gE-gE-gE-Palm)-S-T-Mph-S-R-R-A-K(Ac)-NH,
A ¥W3 90
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-A-Aib-E-G-K(TTDS-TTDS-TIDS-gE-gE-gE-Palm)-S-T-F-S-Mly-R-A-K(Ac)-NH,
Y W3 91
Ac-L-E-G-R-E-R-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTIDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-Pfp-S-Aib-R-R-K(Ac)-NH,

Aqd WM3s 92

Ac-L-E-G-R-E-R-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-Trp(5-F)-S-Aib-R-R-K(Ac)-
NH,

A W35 93
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-T-R-R-A-K(Ac)-NH,
Y W3 94
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Palm)-S-T-F-V-R-R-A-K(Ac)-NH,
Y W3 95
Ac-L-E-G-R-E-K-V-R-A-K(Ac)-I-Aib-Aib-E-G-K(TTIDS-TTDS-TTDS-gE-gE-gE-Myr )-S-T-F-S-Mly-R-A-K(Ac)-NH,

AE WS 96
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[0869] Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-Myr )-S-T-F-S-M1y-R-A-K-NH,

[0870] Mg HS 97
[0871] Ac-L-E-G-R-E-K-V-R-A-K(Ac)-1-Aib-Aib-E-G-K(TTDS-TTDS-TTDS-gE-gE-gE-gE-Myr )-S-T-F-S-M1y-R-A-K-NH,

[0872] A9 WlE 100 = H2-D el AR A

[0873] H-GIn-Leu-Tyr-Ser-Ala-Leu-Ala—-Asn-Lys-Cys—Cys-His-Val-Gly-Cys—-Thr-Lys-Arg-Ser-Leu-Ala-Arg-Phe-Cys-OH

[0874] Md WS 101 = H2-E A A& B

[0875] H-Asp-Ser-Trp-Met-Glu-Glu-Val-Ile-Lys-Leu-Cys—Gly-Arg-Glu-Leu-Val-Arg-Ala-Gln-Ile-Ala-11e-Cys—Gly-Met—
Ser=Thr-Trp-Ser—0H

[0876] A W% 102 = SEQ ID B7-33 C11.235%

[0877] H-Val-Tle-Lys-Leu-Ser-Gly-Arg—-Glu-Leu-Val-Arg-Ala-GIn-Ile-Ala-Ile-Ser-Gly-Met-Ser-Thr-Trp-Ser-Lys-Arg-
Ser-Leu-NH,

[0878] A W% 103 = SEQ ID AcB7-33 C11.23S%*

[0879] Ac-Val-Tle-Lys-Leu-Ser—-Gly-Arg-Glu-Leu-Val-Arg-Ala—-Gln-Ile-Ala-Ile-Ser-Gly-Met—Ser-Thr-Trp-Ser-Lys—

Arg-Ser-Leu—NH,

[0880] AE WS 104 = SEQ ID KKKK(AcB7-29 C11.23S)x*
[0881] Ac-Val-Tle-Lys-Leu-Ser—Gly-Arg-Glu-Leu-Val-Arg-Ala—-Gln-Ile-Ala-Ile-Ser-Gly-Met—Ser-Thr-Trp-Ser-Lys—

Lys-Lys-Lys—NH,

[0882] s H| 1L o

k1
g

8 Ato| 2
Pa<
NH

1) 20% TH2|5!/ DMF
1) 20% T H2| T/ DMF

Y\,“
=] o \R o
.
1.0 C AT I L o —— Y
(=] N fmoc » N nYy N o N\
R PR Ta H
LI

m
o R o
H w 9 AN H "M 0
2) ,N\)L ¥ fmoc” Y “OH fmoc. N. N.
fmoc v~ “oH = ” H N ny N
vRm Oy R Oy R
m n=6
Fmoc Rink 0fg] | HEYH DMF
20°C E£ 90°C njo|3Za} 74 pg ™
2-60%
15 AlO| &
. Pg = Aloc, Mtt, Dde £ iv-Dde 5 Afol2
§ . msnsuEsusiEaE — 1) 20% TH2|E / DMF
R : = 5
Yo Of0| i it ZAHE LiEpHCH 20°C £ 90°C Ojo|A =5} 7+ °
2-608
Of71M m = CREHORFE SuSHE oftlndt & 2 fmoc/N\:)kOH
Rom
Ym
NH Py #EYH DMF
] Pg = Dde £+ iv-Dde NH 20°C E+& 90°C Ofo|3 20t 7+Y
5% NH,-NH, / DMF 608
y.m m
i i i Jop A pE: Dl B 1% TeA a o " o
m Bol1% H H mH
BN PN N ® PN RPN N
v Oy Oy Pg = Alloc : yRm o, R o, R
m 8 1 PhSiH,, DMF m [ i
£ BH,-NH(Me),, n=6;p=1s
n=6;p=15 T|%2|E DMF _
10% Pd(PPh), X=Fmoc N\ ) 20% mmz|5t/ DMF
S 2) Ac,0, DIEA DMF 20°C
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k1
g
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NH.

'

Ly
[o] o R [e]
H H m H
N N. N.
\[‘r v N71p v N n>Y N
6 Rm" o R " o _r "
Rm s !
Yo ; A

n=6;p=15

Cz
3 gGluly
[PEGxx]x
HN/

o o R o
H H H
NMN N\)L{‘NJﬁfw\\)J\NH
e ¢ H E 2
o R, o R o R,

n=6;p=15

EEE
SEQUENCE LISTING

<110> SANOFI

x AIO| &
1) Fmoc-PEGxx-OH

HEYH IDMF
20°C-1U4%| 18 h

2) 20% =|H|2| ! / DMF

1) Cz-Cl, DIEA, GH2CI2
£ Cz-OH, HOAt DIC DMF
20°C, 1h X[ 16 h

2) TFA 95% 271X

omn
1]
Jm
9!

/[PEGxx]x
HN

y.m
i o i [} “RmH [o}
N[\)k N\)LE N\)k/o

\7( < N Tp <IN YN
o Rm ™" o &R " o & "
YaR N v

Y~

fmoc, n=6;p=15
NH

Holl/\“..-Kfo
é

1) #HEYH /DMF
20°C -1 x| 18 h

y Ato|E

2) 20°% H|H[2| T/ DMF

gGluly
/[PEGxx]x
HN

Y\m
o o} R (o]
HM H\)LP z H\)J\ /O
N N N.
\[r Y Nlp ] N nY" °N
6 Rm " o &R " o & "
Yo ™ i Y7

7

n=6;p=15

<120> MODIFIED LIPIDATED RELAXIN B CHAIN PEPTIDES AND THEIR THERAPEUTIC USE

<130> PR82713/KLP/MGG/gg
<150> EP18305094

<151> 2018-01-31

<160> 104

<170> BiSSAP 1.3.6

<210> 1

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>
<221> VARIANT

<222> 1

10-2755938



oin
1]
Jm
el

<223> The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

_56_
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<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 1

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa
20
<210> 2
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido—-hexanoic acid

(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
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<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARIANT
24
Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARIANT
24
The peptide is substituted with an ?NH2 group on its C-terminal

extremity

2

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<223>

20
3
24

PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

Peptide analogue of the B-chain of Relaxin-2
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<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal

extremity
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<220>
<221> VARIANT
<222> 24
<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(N e -Acetyl-lysine - K(Ac))
<400> 3
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 4
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT
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<222>

<223>

<220>

<221>

<222

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

Leu Gl

1

13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARTANT

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTIDS)2-(gamma glutamic

acid)3-Palmitoyl group (-(TTDS)2-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARIANT
24
Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid

(Ne -Acetyl-lysine - K(Ac))

VARTANT
24

The peptide is substituted with an ?NH2 group on its C-terminal

extremity
4
u Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa

<210>

<211>

<212>

<213>

<220>

<223>

20
5
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

_61_

S=50l 10-2755938



oin
1]
Jm
el

<220>

<223> Peptide analogue of the B-chain of Relaxin-2
<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(PEG2)4-(gamma glutamic

acid)3-Palmitoyl group (-(PEG2)4-(gE)3-Palm)
<220>
<221> VARIANT
<222> 21
<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)
<220>
<221> VARIANT

<222> 24
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<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<400> 5

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa
20
<210> 6
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid

(Ne -Acetyl-lysine - K(Ac))

<220>
<221> VARIANT

<222> 12
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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>

<400>

Leu Gl

1

oin
1]
Jm
el

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTIDS)2-(gamma glutamic

acid)3-Stearoyl group (-(TTDS)2-(gE)3-Stea)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARIANT
24
Xaa in position 24 represents 2—-amino—-4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT

24

The peptide is substituted with an ?NH2 group on its C-terminal
extremity

6

u Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa

<210>

<211>

<212>

20
7
24

PRT
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<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Stearoyl group (-(TTDS)3-(gE)3-Stea)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)

<220>
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<221> VARIANT
<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT
<222> 24
<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity
<400> 7
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 8
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

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

<221>

<222

> 16

<223>

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

<223>

<220>
<221>
<222>

<223>

<400>

oin
1]
Jm
el

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARTANT

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(PEG2)4-(gamma glutamic

acid)3-Palmitoyl group (-(PEG2)4-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents a-Methyl-lysine (Mly)

VARIANT
24
Xaa in position 24 represents 2—-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT
24

The peptide is substituted with an ?NH2 group on its C-terminal

extremity

8

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

<210>

20

9
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<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2
<220>

<223> Peptide analogue of the B-chain of Relaxin-2
<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)2-(gamma glutamic

acid)2-Palmitoyl group (-(TTDS)2-(gE)2-Palm)
<220>

<221> VARIANT
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<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 9

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 10
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
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<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

oin
1]
Jm
el

(N e -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)2-(gamma glutamic

acid)4-Palmitoyl group (-(TTDS)2-(gE)4-Palm)

VARTANT
21

Xaa in position 21 represents a-Methyl-lysine (Mly)

VARIANT
24
Xaa in position 24 represents 2—-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT

24

The peptide is substituted with an ?NH2 group on its C-terminal
extremity

10

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa
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<210>
<211>

<212>

<213>
<220>
<223>
<220>
<223>
<220>
<221>
<222>

<223>

<220>
<221>
<222>

<223>

<220>
<221>
<222>

<223>

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

<223>

20
11
24

PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

Peptide analogue of the B-chain of Relaxin-2

VARIANT
1
The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity

VARIANT
10
Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARTANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)
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<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)
<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT
<222> 24
<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity
<400> 11
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Trp Ser Xaa Arg Ala Xaa
20
<210> 12
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223>
Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>
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<221> VARIANT

<222> 10

<223> Xaa in position 10 represents Citruline (Cit)

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal

extremity
<400> 12

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
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1 5 10 15
Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 13
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
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nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 13

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Ser Lys Arg Ala Xaa

20

<210> 14

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10
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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>

<400>

oin
1]
Jm
el

Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

VARTANT
20

Xaa in position 20 represents D-serine (Dser)

VARTANT
24

Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT

24

The peptide is substituted with an ?NH2 group on its C-terminal
extremity

14

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15
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Ser Thr Phe Xaa Lys Arg Ala Xaa
20
<210> 15
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223>
Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT
<222> 12
<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
<220>
<221> VARIANT
<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
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acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 20

<223> Xaa in position 20 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity
<400> 15
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Phe Xaa Lys Arg Ala Xaa
20
<210> 16
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>

<221> VARIANT

<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity
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<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)2-(gamma glutamic
acid)3-Palmitoyl group (-(TTDS)2-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents D-lysine (Dlys)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NHZ2 group on its C-terminal
extremity

<400> 16
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Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15
Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 17
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid

(Ne -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT
<222> 12
<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
<220>
<221> VARIANT
<222> 13
<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
<220>
<221> VARIANT

<222> 16
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<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)2-(gamma glutamic
acid)3-Palmitoyl group (-(TTDS)2-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents D-lysine (Dlys)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 17

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Ala Xaa

20

<210> 18

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2
<220>

<223> Peptide analogue of the B-chain of Relaxin-2
<220>

<221> VARIANT

<222> 1
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<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)2-(gamma glutamic
acid)3-Palmitoyl group (-(TTDS)2-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents D-lysine (Dlys)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT

<222> 24
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<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 18

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa

20

<210> 19

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223>

Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
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<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

VARIANT

16

Xaa in position 16 reprsents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(PEG2)3-(gamma glutamic

acid)3-Palmitoyl group (-(PEG2)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARIANT
24
Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT
24

The peptide is substituted with an ?NH2 group on its C-terminal
extremity

19

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<223>

<220>

20
20
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

Peptide analogue of the B-chain of Relaxin-2

_84_

S=50l 10-2755938



on
Ju
Jin
Qi

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Stearoyl group (-(TTDS)3-(gE)3-Stea)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>
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<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 20

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15
Ser Thr Trp Ser Xaa Arg Lys Xaa
20
<210> 21
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT
<222> 12
<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT
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<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(PEG2)4-(gamma glutamic
acid)3-Stearoyl group (-(PEG2)4-(gE)3-Stea)

<220>

<221> VARIANT

<222> 21
<

223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 21

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa

20
<210> 22
<211> 24
<212> PRT
<213> Artificial Sequence
<220>

<223> Peptide analogue of the B-chain of Relaxin-2
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<220>

<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>

oin
1]
Jm
el

Peptide analogue of the B-chain of Relaxin-2

VARIANT
1
The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity

VARIANT
10
Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT

12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(PEG2DGA)3-(gamma

glutamic acid)3-Palmitoyl group (-(PEG2DGA)3-(gE)3-Palm)

VARTANT

21

Xaa in position 21 represents a-Methyl-lysine (Mly)

VARTANT

24
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<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 22

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

20
<210> 23
<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 12
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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>

<400>

Leu Gl

1

oin
1]
Jm
el

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents a-Methyl-lysine (Mly)

VARTANT
24

Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT

24

The peptide is substituted with an ?NH2 group on its C-terminal
extremity

23

u Gly Arg Glu Leu Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

<210>

<211>

<212>

20
24
24

PRT
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<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223>

Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)
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<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223

> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 24

Leu Glu Gly Arg Glu Phe Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

20

<210> 25

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222

> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid

(Ne -Acetyl-lysine - K(Ac))
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<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

omn
1]
Jm
el

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARTANT
16

Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents a-Methyl-lysine (Mly)

VARIANT
24
Xaa in position 24 represents 2—-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT

24

The peptide is substituted with an ?NH2 group on its C-terminal
extremity

25

Leu Glu Gly Arg Glu Gln Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

20
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<210>
<211>
<212>
<213>
<220>
<223>
<220>
<223>
<220>
<221>
<222>

<223>

<220>
<221>
<222>

<223>

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

<223>

<220>

<221>

26
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

Peptide analogue of the B-chain of Relaxin-2

VARIANT
1
The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity

VARTANT
10

Xaa in position 10 represents 2-amino—-4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARTANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(PEG2)4-(gamma glutamic

acid)3-Stearoyl group (-(PEGZ2)4-(gE)3-Stea)

VARTANT
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<222> 21
<

223> Xaa in position 21 represents a-Methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 26

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

20

<210> 27

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10
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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>

<400>

oin
1]
Jm
el

Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents a-Methyl-lysine (Mly)

VARTANT
24

Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT

24

The peptide is substituted with an ?NH2 group on its C-terminal
extremity

27

Leu Glu Gly Arg Glu Arg Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

_96_

10-2755938



Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 28
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223>
Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 6
<223> Xaa in position 6 represents homolysine (Hly)
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido—-hexanoic acid
(Ne-Acetyl-lysine — K(Ac))
<220>
<221> VARIANT
<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>
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<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(Ne -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT
<222> 24
<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity
<400> 28
Leu Glu Gly Arg Glu Xaa Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 29
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2

<220>
<223>

Peptide analogue of the B-chain of Relaxin-2

<220>
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<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 9

<223> Xaa in position 9 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24
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<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 29

Leu Glu Gly Arg Glu Lys Val Arg Xaa Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

20

<210> 30

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223>

Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 12
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<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Stearoyl group (-(TTDS)3-(gE)3-Stea)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24
<223

> The peptide is substituted with an ?NH2 group on its C-terminal
extremity
<400> 30
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Trp Ser Xaa Arg Ala Xaa
20
<210> 31
<211> 24

<212> PRT
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<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222

> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)
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<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 31

Leu Glu Gly Arg Glu Arg Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15
Ser Thr Trp Ser Xaa Arg Arg Xaa
20
<210> 32
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid

(Ne -Acetyl-lysine - K(Ac))
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<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(PEG2DGA)3-(gamma

glutamic acid)3-Stearoyl group (-(PEG2DGA)3-(gE)3-Stea)

VARTANT

21

Xaa in position 21 represents a-Methyl-lysine (Mly)

VARIANT
24
Xaa in position 24 represents 2—-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT

24

The peptide is substituted with an ?NH2 group on its C-terminal
extremity

32

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

20
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<210>
<211>
<212>
<213>
<220>
<223>
<220>
<223>
<220>
<221>
<222>

<223>

<220>
<221>
<222>

<223>

<220>
<221>
<222>

<223>

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

<223>

<220>

<221>

33
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

Peptide analogue of the B-chain of Relaxin-2

VARIANT
1
The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity

VARIANT
10
Xaa in position 10 represents 2-amino—-4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARTANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)2-(gamma glutamic

acid)3-Palmitoyl group (=(TTDS)2-(gE)3-Palm)

VARTANT
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<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)
<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(Ne -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT
<222> 24
<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity
<400> 33
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 34
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223>
Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT

<222> 10
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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

> The

<400>

oin
1]
Jm
el

Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)2-(gamma glutamic

acid)3-Stearoyl group (-(TTDS)2-(gE)3-Stea)

VARTANT
21

Xaa in position 21 represents a-Methyl-lysine (Mly)

VARIANT
24
Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT

24

peptide is substituted with an ?NH2 group on its C-terminal
extremity

34

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15
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Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 35
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222
> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido—-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT
<222> 12
<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
<220>
<221> VARIANT
<222> 13
<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
<220>
<221> VARIANT
<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
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acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 20

<223> Xaa in position 20 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 35

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15
Ser Thr Trp Xaa Lys Arg Ala Xaa
20
<210> 36
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>
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<221> VARIANT
<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—-hexanoic acid

(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents D-lysine (Dlys)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 36
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Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Phe Ser Xaa Arg Ala Xaa

20

<210> 37

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 16
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<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT
<222> 24
<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity
<400> 37
Leu Glu Gly Arg Glu Leu Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Trp Ser Xaa Arg Arg Xaa
20
<210> 38
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2

<220>
<223>

Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT

<222> 1
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<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a -(PEG2)3-(gamma glutamic
acid)3-Palmitoyl group (-(PEG2)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223

- 113 -

10-2755938



> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 38

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

20

<210> 39

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222

> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>
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<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

VARTANT
16

Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARIANT
24
Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARIANT
24
The peptide is substituted with an ?NH2 group on its C-terminal

extremity

39

Leu Glu Gly Arg Glu Phe Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Trp Ser Xaa Arg Arg Xaa

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<223>

<220>

20
40
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

Peptide analogue of the B-chain of Relaxin-2
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<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>
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<221> VARIANT
<222> 24
<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity
<400> 40
Leu Glu Gly Arg Glu Gln Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Trp Ser Xaa Arg Arg Xaa
20
<210> 41
<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT
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<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(PEG2DGA)3-(gamma

glutamic acid)3-Palmitoyl group (-(PEG2DGA)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents a-Methyl-lysine (Mly)

VARTANT
24

Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARIANT
24
The peptide is substituted with an ?NH2 group on its C-terminal

extremity

41

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Trp Ser Xaa Arg Ala Xaa

<210>

<211>

<212>

<213>

<220>

<223>

<220>

20
42
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2
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<223>

Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(PEG2)4-(gamma glutamic
acid)3-Palmitoyl group (-(PEG2)4-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
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(Ne -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT
<222> 24
<223
> The peptide is substituted with an ?NH2 group on its C-terminal
extremity
<400> 42
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Trp Ser Xaa Arg Ala Xaa
20
<210> 43
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222
> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 6
<223> Xaa in position 6 represents homolysine (Hly)
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))
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<220>
<221>
<222>
<223>
<220>
<221>
<222>

<223>

<220>
<221>
<222>

<223>

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

<223>

<220>
<221>

<222>

<223

> The

<400>

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Stearoyl group (-(TTDS)3-(gE)3-Stea)

VARTANT
21

Xaa in position 21 represents a-Methyl-lysine (Mly)

VARIANT
24
Xaa in position 24 represents 2—-amino—4-acetamido—hexanoic acid

(Ne -Acetyl-lysine - K(Ac))

VARTANT

24

peptide is substituted with an ?NH2 group on its C-terminal
extremity

43

Leu Glu Gly Arg Glu Xaa Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Trp Ser Xaa Arg Ala Xaa

20
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<210>
<211>
<212>
<213>
<220>
<223>
<220>
<223>
<220>

<221>

<222

> 1

<223>

<220>
<221>
<222>

<223>

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

<223>

<220>

44
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

Peptide analogue of the B-chain of Relaxin-2

VARTANT

The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity

VARIANT
10
Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARTANT
16

Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl group (=(TTDS)3-(gE)3-Palm)
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<221> VARIANT

<222> 20

<223> Xaa in position 20 represents D-serine (Dser)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 44

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15
Ser Thr Trp Xaa Lys Arg Ala Xaa
20
<210> 45
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT

<222> 10

- 123 -

S=50l 10-2755938



<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>

<400>

oin
1]
Jm
el

Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid

(Ne -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(PEG2)5-(gamma glutamic

acid)3-Palmitoyl group (-(PEG2)5-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents a-Methyl-lysine (Mly)

VARIANT
24
Xaa in position 24 represents Z2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT

24

The peptide is substituted with an ?NH2 group on its C-terminal
extremity

45

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15
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Ser Thr Phe Ser Xaa Arg Ala Xaa

20

<210> 46

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(PEG2)5-(gamma glutamic
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acid)4-Palmitoyl group (-(PEG2)5-(gE)4-Palm)
<220>
<221> VARIANT
<222> 21
<223> Xaa in position 21 represents a-Methyl-lysine (Mly)
<220>
<221> VARIANT
<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT
<222> 24
<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity
<400> 46
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 47
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223>
Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity
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<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<400> 47

Leu Glu Gly Arg Glu Lys Val Arg Ala Lys Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

20
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<210> 48

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl group (=(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-Methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24
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<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 48

Leu Glu Gly Arg Glu Lys Val Arg Ala Gln Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

20

<210> 49

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223>

Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 12
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<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl group (-(TTDS)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents a-Methyl-lysine (Mly)

VARIANT
24
The peptide is substituted with an ?NH2 group on its C-terminal

extremity

49

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Phe Ser Xaa Arg Ala Lys

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<223>

20
50
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

Peptide analogue of the B-chain of Relaxin-2
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<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>

VARIANT
1
The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity

VARTANT
10

Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(PEG2DGA)3-(gamma

glutamic acid)3-Stearoyl group (-(PEG2DGA)3-(gE)3-Stea)

VARTANT

21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARIANT
24
Xaa in position 24 represents 2-amino—-4-acetamido—hexanoic acid

(Ne -Acetyl-lysine - K(Ac))
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<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 50

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa

20
<210> 51
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))
<220>

<221> VARIANT

<222> 12
<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>
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<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

Leu Gl

1

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)4-Stearoyl group (-(TTDS)3-(gE)4-Stea)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARIANT
24
Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARIANT

24

The peptide is substituted with an ?NH2 group on its C-terminal
extremity

51

u Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa

<210>

<211>

<212>

<213>

<220>

20
52
24

PRT

Artificial Sequence
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<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)2-Stearoyl group (-(TTDS)3-(gE)2-Stea)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24
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<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 52

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa

20

<210> 53

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<223>

Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 12
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<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(PEG2DGA)3-(gamma
glutamic acid)4-Stearoyl group (-(PEG2DGA)3-(gE)4-Stea)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222

> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 53

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa

20
<210> 54
<211> 24

<212> PRT
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<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2
<220>

<223> Peptide analogue of the B-chain of Relaxin-2
<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)2-(gamma glutamic
acid)4-Stearoyl group (-(TTDS)2-(gE)4-Stea)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)
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<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 54

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15
Ser Thr Trp Ser Xaa Arg Lys Xaa
20
<210> 55
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid

(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT
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<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<400> 55

Leu Glu Gly Arg Glu Arg Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Arg Xaa

20
<210> 56

<211> 24
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<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents citruline (Cit)

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Stearoyl (-(TTDS)3-(gE)3-Stea)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-methyl-lysine (Mly)

<220>

<221> VARIANT
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<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))
<400> 56
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 57
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
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<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTIDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents homolysine (Hly)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<400> 57

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Ala Xaa
20

<210> 58

<211> 24

<212> PRT

<213> Artificial Sequence
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<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)4-(gamma glutamic
acid)3-Stearoyl (-(TTDS)4-(gE)3-Stea)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24
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<223> The peptide is substituted with an ?NH2 group on its C-terminal

extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<400> 58

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Ala Xaa

20

<210> 59

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221>

VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>
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<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)4-(gamma glutamic
acid)3-Stearoyl (=(TTDS)4-(gE)3-Stea)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<400> 59

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15
Ser Thr Phe Ser Xaa Arg Lys Xaa
20
<210> 60
<211> 24
<212> PRT
<213> Artificial Sequence

<220>
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<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid

(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)2-(gamma glutamic
acid)3-Stearoyl (-(TTDS)2-(gE)3-Stea)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>
<221> VARIANT
<222> 24

<223> The peptide is substituted with an ?NHZ2 group on its C-terminal
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extremity
<220>
<221> VARIANT
<222> 24
<223> Xaa in position 24 represents 2-amino—4-acetamido—-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))
<400> 60
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Phe Ser Xaa Arg Lys Xaa
20
<210> 61
<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13
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<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Stearoyl (-(TTDS)3-(gE)3-Stea)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARIANT
24
The peptide is substituted with an ?NH2 group on its C-terminal

extremity

VARTANT
24

Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))
61

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Phe Ser Xaa Arg Lys Xaa

<210>

<211>

<212>

<213>

<220>

<223>

<220>

20
62
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2
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<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)4-Palmitoyl (-(TTDS)3-(gE)4-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

- 149 -

10-2755938



<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<400> 62

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa
20
<210> 63
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))
<220>
<221> VARIANT
<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>
<221> VARIANT
<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
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<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARTANT
24

The peptide is substituted with an ?NH2 group on its C-terminal

extremity

VARIANT

24

Xaa in position 24 represents 2-amino—-4-acetamido—hexanoic acid
(N e -Acetyl-lysine - K(Ac))

63

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Gln Trp Ser Xaa Arg Lys Xaa

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

20
64
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

VARTANT
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<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NHZ2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24
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<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(N e -Acetyl-lysine - K(Ac))
<400> 64

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15
Ser Arg Trp Ser Xaa Arg Lys Xaa
20
<210> 65
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 9
<223> Xaa in position 9 represents 2—-amino—-4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT
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<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

16
Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARIANT
24
The peptide is substituted with an ?NH2 group on its C-terminal

extremity

VARIANT

24

Xaa in position 24 represents 2—-amino—4-acetamido—hexanoic acid
(N e -Acetyl-lysine - K(Ac))

65

Leu Glu Gly Arg Glu Lys Val Arg Xaa Gln Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

20
66
24

PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

VARTANT

1

The peptide is substituted with an acetyl (Ac) group on its
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<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

> The

N-terminal extremity

VARIANT
10
Xaa in position 10 represents 2-amino—-4-acetamido-hexanoic acid

(Ne -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (=(TTDS)3-(gE)3-Palm)

VARIANT
20
Xaa in position 20 represents Z2-amino—4-acetamido-hexanoic acid

(Ne -Acetyl-lysine - K(Ac))

VARTANT

21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARTANT

24

peptide is substituted with an ?NH2 group on its C-terminal
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extremity
<220>
<221> VARIANT
<222> 24
<223> Xaa in position 24 represents 2-amino—4-acetamido—-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))
<400> 66
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Trp Xaa Xaa Arg Ala Xaa
20
<210> 67
<211> 24
<212> PRT
<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13
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<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARIANT
24
The peptide is substituted with an ?NH2 group on its C-terminal

extremity

VARTANT
24

Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

67

Leu Glu Gly Arg Glu Arg Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa

<210>

<211>

<212>

<213>

<220>

<223>

<220>

20
68
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

- 157 -

S=50] 10-2755938



oin
1]
Jm
el

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 23

<223> Xaa in position 23 represents 2-amino—4-acetamido—hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>
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<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 68

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Xaa Lys
20
<210> 69
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido—-hexanoic acid
(Ne-Acetyl-lysine — K(Ac))
<220>
<221> VARIANT
<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>
<221> VARIANT
<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
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<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARTANT
23

Xaa in position 23 represents 2—-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARIANT
24
The peptide is substituted with an ?NH2 group on its C-terminal

extremity

69

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Trp Ser Xaa Arg Xaa Arg

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

20
70
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

VARTANT
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<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<400> 70

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Ile Glu Gly Xaa
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Ser Thr Trp Ser Xaa Arg Lys Xaa
20
<210> 71
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT
<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)
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<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal

extremity
<400> 71
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Trp Ser Xaa Arg Ala Lys
20
<210> 72
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>

<221> VARIANT
<

222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12
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<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 20

<223> Xaa in position 20 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—-hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<400> 72

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Xaa Arg Arg Ala Xaa
20

<210> 73

<211> 24

<212> PRT
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<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24
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<223> The peptide is substituted with an ?NH2 group on its C-terminal

extremity
<400> 73
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Lys Trp Ser Xaa Arg Ala Lys
20
<210> 74
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>

<221> VARIANT
<

222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)4-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)4-(gE)3-Palm)
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<220>
<221> VARIANT
<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<400> 74

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Ile Glu Gly Xaa

1 5 10 15

Ser Thr Trp Ser Xaa Arg Lys Xaa

20
<210> 75
<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10
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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>

<400>

oin
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Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)4-(gamma glutamic

acid)3-Palmitoyl (=(TTDS)4-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARIANT
24
The peptide is substituted with an ?NH2 group on its C-terminal

extremity

VARTANT
24

Xaa in position 24 represents 2-amino—-4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

75

Leu Glu Gly Arg Glu Arg Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15
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Ser Thr Trp Ser Xaa Arg Arg Xaa

<210>
<211>
<212>
<213>
<220>
<223>
<220>
<221>
<222>

<223>

<220>

<221>
<222>

<223>

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

<223>

<220>

20
76
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

VARIANT
1
The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity

VARIANT
10
Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT
16
Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)
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<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<400> 76

Leu Glu Gly Arg Glu Arg Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Ser Xaa Arg Arg Xaa
20
<210> 77
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))
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<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)4-(gamma glutamic

acid)3-Palmitoyl (=(TTDS)4-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARTANT
24

The peptide is substituted with an ?NH2 group on its C-terminal

extremity

VARTANT

24

Xaa in position 24 represents 2-amino—-4-acetamido—hexanoic acid
(N e -Acetyl-lysine - K(Ac))

7

Leu Glu Gly Arg Glu Arg Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Phe Ser Xaa Arg Arg Xaa

20
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<210> 78

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221>

VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTIDS)4-(gamma glutamic
acid)3-Palmitoyl (-(TTDS)4-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21
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<223> Xaa in position 21 represents a-methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<400> 78

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15
Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 79
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

<220>
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<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

oin
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VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARIANT
24
The peptide is substituted with an ?NH2 group on its C-terminal

extremity

VARIANT

24

Xaa in position 24 represents 2-amino-4-acetamido—hexanoic acid
(N e -Acetyl-lysine - K(Ac))

79

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Lys Phe Ser Xaa Arg Lys Xaa

<210>

<211>

20
80

24
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<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 19

<223> Xaa in position 19 represents 5-chloro-tryptophan (Trp(5C1))

<220>
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<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal

extremity
<220>
<221> VARIANT
<222> 24
<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))
<400> 80
Leu Glu Gly Arg Glu Arg Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Xaa Ser Xaa Arg Arg Xaa
20
<210> 81
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221>
VARTANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 1

<223> Xaa in position 1 represents Z2-amino-4-acetamido—hexanoic acid
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(N e -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal

extremity
<220>
<221> VARIANT
<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
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(Ne -Acetyl-lysine - K(Ac))
<400> 81
Xaa Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 82
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221>
VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 9
<223> Xaa in position 9 represents 2-amino-isobutyric acid (Aib)
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))
<220>
<221> VARIANT
<222> 12
<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
<220>
<221> VARIANT

<222> 13

- 178 -

S=50l 10-2755938



<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARIANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

VARIANT
24
The peptide is substituted with an ?NH2 group on its C-terminal

extremity

VARTANT
24

Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))
82

Leu Glu Gly Arg Glu Lys Val Arg Xaa Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Trp Ser Xaa Arg Ala Xaa

<210>

<211>

<212>

<213>

<220>

<223>

<220>

20
83
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2
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<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>
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<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<400> 83

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Lys Trp Ser Xaa Arg Lys Xaa
20
<210> 84
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 10
<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))
<220>
<221> VARIANT
<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>
<221> VARIANT
<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
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nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))
<400> 84
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Ile Glu Gly Xaa
1 5 10 15
Ser Thr Phe Ser Xaa Arg Ala Xaa
20
<210> 85
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>
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<221> VARIANT

<222> 9

<223> Xaa in position 9 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (=(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24
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<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(N e -Acetyl-lysine - K(Ac))
<400> 85

Leu Glu Gly Arg Glu Arg Val Arg Xaa Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15
Ser Thr Trp Ser Xaa Arg Arg Xaa
20
<210> 86
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 1
<223> Xaa in position 1 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT
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<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

16
Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

VARTANT
21

Xaa in position 21 represents a-methyl-lysine (Mly)

VARIANT
24
The peptide is substituted with an ?NH2 group on its C-terminal

extremity

VARIANT

24

Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

86

Xaa Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Ile Glu Gly Xaa

1

5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

20
87
24

PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

VARTANT

1

The peptide is substituted with an acetyl (Ac) group on its
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N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (=(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<400> 87

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
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Ser Thr Phe Ser Arg Arg Ala Xaa

<210>
<211>
<212>
<213>
<220>
<223>
<220>
<221>
<222>

<223>

<220>
<221>
<222>

<223>

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

<223>

<220>

<221>

20
88
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

VARIANT
1
The peptide is substituted with an acetyl (Ac) group on its

N-terminal extremity

VARIANT
10
Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))

VARTANT
12

Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

VARTANT
13

Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

VARTANT

16

Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

VARTANT
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<222> 21

<223> Xaa in position 21 represents homolysine (Hly)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<400> 88

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

20
<210> 89
<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))
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<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 19

<223> Xaa in position 19 represents a-methyl-phenylalanine (Mph)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid

(N e -Acetyl-lysine - K(Ac))
<400> 89
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Xaa Ser Arg Arg Ala Xaa

20
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<210> 90

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-methyl-lysine (Mly)

<220>
<221> VARIANT

<222> 24
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<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<400> 90

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Ala Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

20
<210> 91
<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT
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<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 19

<223> Xaa in position 19 represents 4-fluoro-phenylalanine (Pfp)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal

extremity
<220>
<221> VARIANT
<222> 24
<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(Ne-Acetyl-lysine — K(Ac))
<400> 91
Leu Glu Gly Arg Glu Arg Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Xaa Ser Xaa Arg Arg Xaa
20
<210> 92

<211> 24
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<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221>

VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 19

<223> Xaa in position 19 represents 5-fluoro-tryptophan (Trp(5F))

<220>
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<221> VARIANT

<222> 21

<223> Xaa in position 21 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(Ne -Acetyl-lysine - K(Ac))
<400> 92
Leu Glu Gly Arg Glu Arg Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Xaa Ser Xaa Arg Arg Xaa
20
<210> 93
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT
<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
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(Ne -Acetyl-lysine - K(Ac))
<220>
<221> VARIANT
<222> 12
<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)
<220>
<221> VARIANT
<222> 13
<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)
<220>
<221> VARIANT
<222> 16
<223> Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Palmitoyl (=(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT

<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(N e -Acetyl-lysine - K(Ac))

<400> 93

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15

Ser Thr Phe Thr Arg Arg Ala Xaa

20

<210> 94
<211> 24

<212> PRT
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<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Palmitoyl (-(TTDS)3-(gE)3-Palm)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<220>

<221> VARIANT
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<222> 24

<223> Xaa in position 24 represents 2-amino—4-acetamido-hexanoic acid

(N e -Acetyl-lysine - K(Ac))
<400> 94
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Phe Val Arg Arg Ala Xaa
20
<210> 95
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido—hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

- 197 -

S=50l 10-2755938



<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

VARIANT
16
Xaa in position 16 represents a lysine amino acid bound on the

nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)3-Myristoyl (-(TTDS)3-(gE)3-Myr)

VARTANT
21

Xaa in position 21 represents a-methyl-lysine (Mly)

VARIANT
24
The peptide is substituted with an ?NH2 group on its C-terminal

extremity

VARIANT

24

Xaa in position 24 represents 2-amino—4-acetamido—hexanoic acid
(N e -Acetyl-lysine - K(Ac))

95

Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1

5 10 15

Ser Thr Phe Ser Xaa Arg Ala Xaa

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

20
96
24
PRT

Artificial Sequence

Peptide analogue of the B-chain of Relaxin-2

VARTANT

1
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<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic
acid)3-Myristoyl (=(TTDS)3-(gE)3-Myr)

<220>

<221> VARIANT

<222> 21

<223> Xaa in position 21 represents a-methyl-lysine (Mly)

<220>

<221> VARIANT

<222> 24

<223> The peptide is substituted with an ?NH2 group on its C-terminal

extremity
<400> 96
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa

1 5 10 15
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Ser Thr Phe Ser Xaa Arg Ala Lys
20
<210> 97
<211> 24
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>

<221> VARIANT
<

222> 10

<223> Xaa in position 10 represents 2-amino—4-acetamido-hexanoic acid
(Ne -Acetyl-lysine - K(Ac))

<220>

<221> VARIANT

<222> 12

<223> Xaa in position 12 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 13

<223> Xaa in position 13 represents 2-amino-isobutyric acid (Aib)

<220>

<221> VARIANT

<222> 16

<223> Xaa in position 16 represents a lysine amino acid bound on the
nitrogen atom of its lateral chain to a —(TTDS)3-(gamma glutamic

acid)4-Myristoyl (=(TTDS)3-(gE)4-Myr)

<220>
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<221> VARIANT
<222> 21
<223> Xaa in position 21 represents a-methyl-lysine (Mly)
<220>
<221> VARIANT
<222> 24
<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity
<400> 97
Leu Glu Gly Arg Glu Lys Val Arg Ala Xaa Ile Xaa Xaa Glu Gly Xaa
1 5 10 15
Ser Thr Phe Ser Xaa Arg Ala Lys
20
<210> 98
<400> 98
000
<210> 99
<400> 99
000
<210> 100

<211> 24

<212> PRT

<213> Artificial Sequence

<220>

<223> H2-relaxin A chain

<220>

<223> H2-relaxin A chain

<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with a hydrogen atom (H) on its
N-terminal extremity

<400> 100

GIn Leu Tyr Ser Ala Leu Ala Asn Lys Cys Cys His Val Gly Cys Thr

- 201 -

S==5| 10-2755938



1 5 10 15
Lys Arg Ser Leu Ala Arg Phe Cys
20
<210> 101
<211> 29
<212> PRT

<213> Artificial Sequence

<220>
<223> H2-relaxin B chain
<220>
<223> H2-relaxin B chain
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with a hydrogen atom (H) on its
N-terminal extremity
<400> 101
Asp Ser Trp Met Glu Glu Val Ile Lys Leu Cys Gly Arg Glu Leu Val
1 5 10 15
Arg Ala Gln Ile Ala Ile Cys Gly Met Ser Thr Trp Ser
20 25
<210> 102
<211> 27
<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2 - comparison example
<220>

<223> Peptide analogue of the B-chain of Relaxin-2 - comparison example
<220>

<221> VARIANT

<222> 1

<223> The peptide is substituted with a hydrogen atom (H) on its
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N-terminal extremity

<220>

<221> VARIANT

<222> 27

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 102

Val Ile Lys Leu Ser Gly Arg Glu Leu Val Arg Ala Gln Ile Ala Ile

1 5 10 15

Ser Gly Met Ser Thr Trp Ser Lys Arg Ser Leu
20 25
<210> 103
<211> 27
<212> PRT
<213> Artificial Sequence
<220>
<223> Peptide analogue of the B-chain of Relaxin-2 - comparison example
<220>
<223> Peptide analogue of the B-chain of Relaxin-2 - comparison example
<220>
<221> VARIANT
<222> 1
<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity
<220>
<221> VARIANT
<222> 27

<223> The peptide is substituted with an ?NH2 group on its C-terminal

extremity
<400> 103
Val Ile Lys Leu Ser Gly Arg Glu Leu Val Arg Ala Gln Ile Ala Ile
1 5 10 15

Ser Gly Met Ser Thr Trp Ser Lys Arg Ser Leu
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20 25

<210> 104

<211> 27

<212> PRT

<213> Artificial Sequence

<220>

<223> Peptide analogue of the B-chain of Relaxin-2 - comparison example

<220>

<223> Peptide analogue of the B-chain of Relaxin-2 - comparison example

<220>

<221> VARIANT

<222

> 1

<223> The peptide is substituted with an acetyl (Ac) group on its
N-terminal extremity

<220>

<221> VARIANT

<222> 27

<223> The peptide is substituted with an ?NH2 group on its C-terminal
extremity

<400> 104

Val Ile Lys Leu Ser Gly Arg Glu Leu Val Arg Ala Gln Ile Ala Ile

1 5 10 15

Ser Gly Met Ser Thr Trp Ser Lys Lys Lys Lys

20 25
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