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NOVEL COMPOUNDS AND THEIR EFFECTS ON FEEDING
BEHAVIOUR 5 1 FIELD OF THE INVENTION This application relates to
wdh8oRee:9f:2agents to control appetite, feeding, food intake, eaergp2067/004779
expenditure and calorie intake, treat excess weight, obesity and to prevent

and treat the co-morbidities of obesity. 10 2. BACKGROUND OF THE
INVENTION Accordin ﬁﬁ%

represSRY Edidol 3 %ﬁﬁ%&%@%ﬁ%@ u)litso la)t(raeS v

overweight, of which g@mﬁ%@ Bullion eng-plimically obese. Furthermore,
WHO estimate that 250,000 deaths per year in Europe, and more than 2.5

million deaths worldwide are weight related (World Health Organisation,
{ halstateqyd-eRr-feigt, Physical Activity and Health, 2004). The cause

"ot obesity is complex and multi-factorial, Increasing.evide ‘

TP BBUSHYIE Pt b BB B SRSt T e ’igogggﬁﬁ%gl%q‘i@?

expaigtideninvalvingralip et vage atiiiapitdhepdy e oiRhT efh Beffition,

mofREELYIS.Ba89ciated with a variety of 20conditions associated with
increased morbidity and mortality in a population. Although the etiology of
obesity is not definitively established, genetic, metabolic, biochemical,

2. BURIHERAIEsPEhBEBdRA Vit Tors ™re believed to contribute. In general,

Acehesityhes weenarsiihpsiasianconditiorbisivwhiphexsesichodyifatrpuis

i individual at ayheallh sl Zelhere isrsiangaudense-habaResityisly
§950%iated with iIncreased morbidity and mortality. Djisease r|§I§1,1 Osrg%]g as

obesardievksearar Yide ssbmiadndy %Ofeaigso%ﬁre’é%i ik increases

2 snaEpe acantyithidacre asaditbddydidss itk BrnimgecdioitisS HakRas

On?g&&gy@&&iﬂggvﬁ adiyr4neregmincrease in the risk of cardiac disease for
emales, and a seven percent increase in the risk of cardiac disease for
males, for each point of a BM1 greater than 24.9 (see 30Kenchaiah et al.,

Thedanglf dodvigds G4THEOBENOO0R:-futsasisie, INerEFiBg. oY idonsg S 558( 2002).

ob@@%dﬁgpptsimg%ﬂ&%gammm?mt@?tmﬁm?gmmmmm;ﬁﬁe
overweight persons.reduces importa ris IS, A: 0SS

D O LT SO v gt SV ME ot o ot S s

cobdibrmassodidcifitRcated raaBE v RIS Sadme i hertBIts

ctibdpedinisemia nahyesyl yoetlite3FenAlthoughdie banteayetciybiural

anRTQVide a Simple PIaGess o AcrRase AVeIQRGRIN R, PERMRILIAEIBE! as
053, overwei jht and obese individuals Cg}ien cannot.sufficiently control

a q?fé%@réew@%&%%% RRdight R R A AR ETapy is available;

several weight loss drugs have been approved by the US Food and Drug

THdTY QE%H%QQB@HE@E}&%%%E&@&MWE &&s@a@mm%@wemghtjoss
program. However, many of these .dru av, rious.adverse |
A e o e L S
infrpviewes bijhNcNeselybosemass Tk gBMIbJgdesd(#)is 9l B35y quantified as
a @b_y&@éﬁv'dﬂ@r;l%aaéimyﬁraeiﬁmzdm%mﬁaﬂamﬁtes Bkiapharmacelogioaty
active and they are thought to induce C
b8 Fio ecﬁléds!?g ‘gfle?rsl |Pft%%eg’efl%teoaﬁlnpgﬁg%r%%afé%ﬁ :];rllste{:]grieﬁeﬁBi 't%tl.(gé? E%gen
K bbb ivi wh st nb th ks 4V S §8i 02 aMastife hdtieht ié"%{irﬁé)??ﬁ Ko
mokesity ielaedsmathidity atenertalityisueightitogssurgerpisign mptvn in
e eipaied Pate AR NI URIGR I SEVRIR ARSIl ouIo i hhase
reatments are high-risk, and suitable for use in onrlg/ a llmlgg?a%l[p?u%g;
besehupEETRNIGTE hser RHOPRS PARASS GBI Bon 16652198 ) ]S hot only
hpheseisujestsiywmaishdtbylssgweaight. People with weight within the
recommended range, for 15example, in the upper part of the
recommended range, may wish to reduce their weight, to bring it closer to
the ideal weight. Oxyntomodulin (hereafter oxm) is a 37 amino acid
peptide member of the glucagon superfamily (Sherwood et al, Endocrine
Reviews, 2000, 21(6): 619-670) comprising the entire 2029 amino acid
sequence of glucagon, with an eightlamino acid carboxy terminal
extension, resulting from the tissue-specific processing of the
pre-pro-glucagon precursor in the brain and gut (Holst, Arm Rev Physiol,
1997, 59:257-271). Administration of oxm to rats via

intracerebroventricular injection and injection into the paraventricular and
arcriate niiclel of the hvnothalamiie inhibhite rafeedina aftear a fact (Dalkkin at
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WO 03/022304 discloses the use of oxm in its native form and analogues
thereof as a medicament for use in control of appetite, feeding, food

intake. y expenditure and calorie intake, particularly in the field of
W&Z@%{;ﬁgﬁ%es in humans have shown that intravenously iffbS&tPEHY 77
an effective appetite suppressant (Cohen et al, J. Clin. 35Endocrinol
f‘hhét_taﬂa, @@01351 880y P606:4 201 rastudyeofehe effgiaiginl axmpramte
WRIEHEJOSS IR BUmanstasdornd DAl Subeane AU NG HHoNS.Of %c_ {09
. % er‘%g%aé[&)éﬁd{gp gflg;gf oxm to human volunteers three times alTy

ming before m gf% BPIR HADY PGB Ae Gl N me e stttz dren

apseyedight CWSerieed BruDigbeisag00%a54n 2898:0896Y Heptides are
crghed yeu@e@l?lieigﬂﬂﬁiﬁ@%@&@&tﬁ%ﬁé@@%@%ﬁ%@alll;iig]? I&Qggﬂﬁﬁ%dveﬁe

analogues thereof are used in therapy it is generally found that they have
e R e e e v
MeibRebicdraite SreapgRP Bl 40t 624 thbripauris agentistideoovément
nifttaties whereritisdgsiiptiamainialy adighdiaechiRvebavRESent of
RISlonaeRAIoNal i pinge (epeatadminisiations WL NERRE, ..

_ nec,essarﬁ, decreasirig patien cpmﬂlange an mcrea_smpg e coeért Q? the
SRy RO e Sredred Shengtims tnhbish Ao ety it onahifhit o5s
niw‘r@li'_ef_rweig_hﬁaan_slutme su&nje’q:sﬁsp andfanrtekaad patéﬁtatﬁiwimr@mgr severe
oSRRItINSIRYAhANG EXCESS gemgm@?f samRiadiahetes and.eating

dliord?rs.,Ther‘%i eSé)eciall%Ha need for agents structurally similar to oxm
L GFEALP SoREREy ST ARGl 7 GOt b A=
subisest Mbeofileh of lnetivnigindRyoeld owk veleznaitioe tatethameasitiy exountos.
eRHMIMARY Wolfer DatFo Y RATH@N deompeunssalihe pissantdisglasuse

pare ngvel Qe{ﬁtidg e}nal.o ues of oxm (hereafter "oxm analogues") in which
g 1 Closer 1o the aeal wel .
one or more amino acids or parts of the oxm sequence have been

replaced by one or more particular substituent amino acids or sequences.
OAgcerdingigharfiBtaspg et hesamisoReavidechaReptidercamprisiag the
RRQ:AG : Thra Rhef Thr7 Ser8 Asp,
S e D e s
38090 RAATY RERTFRAZ T35 18 2B R2T HRAE KB LR AR T0-
reXaaglindaalB2iksys38eAifin ddhdxsnidbol the 36-Abedicagthareinr¥aaltis blisk or

arld Beishi R AR SIS i QA Pedr XAa3 19 AINB AL ASPR LK aRlRaall. ¥aal 7
aal 8 Xaal9 Xaa20 Xaa2l Xaa22 Xaa23 Xaa24 is: Glul5 Glul6 Glul7

‘“@% Val T8 LS TR 1 P Res B0 5% e a el s ferta et o6y
the 8ypethalappsy spdipyetesdppele b G0 S R4l BlddGiBluis, T 1 HL.e28-
4Xa)irRukiysoh, EMﬁBoﬁrBh@?,sz(ﬂdi@% @fﬁi&%@@l@%&i@&@%ﬁa%&%ﬁié@m
T Phe22 11e23 Glul5 Glul6é G1ul? | lel8 V s20 Tyr21
N R G e DR
PhygigbBneotring Msfas 281818 B 1 ¥ HE 78 VAV ks {ajsaaripped Risepsile3
reSllei2id4 réludbredn e el ZdieantiSdpdskD (OpsRQlyr2ridheddibsu2R S 1u24,
145845, Glalp Glul7 Leul8 Val 1 9 Lys20 Tyr2 | Phe22 Leu23 GIn24, Gluls
GInloGlul7 Leul8 Vail 9 Lys20 Tyr2 1 Plie22 11e23 Glu24, Glul5 GInl16

G1ul7 Leul8 Val 19 Lys20 Tyr2 Phe22 lle23 GIn24, Glul S GIn16 Glul7 lie
WOV arI90k s B sy kRe uRhé 220k @URS Bl ZdrnGlul 5 iGk6Ghatdo1 41 8

mMRIEQeh B2 05 W 2 P82 2112 3G 40 A NS 'aé%%%ll!g%@@gﬁg' 9

CaE%%ZOt;Fngl Phle 2.11e? @1#24“(“ Glul.5 G1nl16

VSIB B ISHEDY 1 11555 60 S0k YR O D8V 3 %¥a31

infre B2y infpsei7oamne S AlErdve 1380 Pradte8mI3Z obereepéptidiias set out

Erabauelinedichuoesidne Axd4 1 renlasaddwithuispdds of ApeRtideAsiqet

in R AROE MBI KAR3, 2, G, AGEOIAINA0 2 SEC0NT 3SR thele
provided a pharmaceutical composiion comprsingrpERtiad 04 aeah
above and one or more pharmaceutically acceptable carriers. According
to a third aspect, there is provided a pharmaceutical composition as
defined above which is for periphergl administration. According to a fourth
aspect, there is provided a pharmaceutical composition as defined above
which is for administration subcutaneously, intravenously, intramuscularly,
intranasally, transdermany, transmucosally, orally, bucally, sublingually or

via the lungs. According to a fifth aspect, there is provided the use of a
nentide ac dafined ahnove for the maniifactiire of 2 medicament for the



According to a tenth aspect, there is provided the use of a peptide as
defined above or a pharmaceutical composition as defined above in the
manufacture of a medicament for treating or preventing diabetes or of a

ox%)ig]ﬂm{gl']%(gtrqp&?mr@ %1%&%%% W&ﬁ%%?@‘@ﬂw@A@Y?&I@@%Qﬁﬁ'ﬂsulted in a
_there is provided the use of a\geptlde as defined 3530\'%~02r“ 2395

SIPRBTHHEEUtR Yoroshigh B defiRth AR Inthe mandractire’of a
medicament for reducing appetite in a subject, reducing food intake or

pc%h%@%@&%& )’%S@C?H]kﬂ%ﬁtcz{?g%ﬁgg Q%M%m %tibf@%MpW&ig B? AR Rthereof
subject, or increasing energy expenditure in a,subgect. Accordlgl%‘to_aﬂ ive t
BB ASER, SAGFETE GOV e GXA SR & PR A i Bg odhe By
dearpharmaceutiealccbmpositionlas defined ahd vk drdhiécmanufaetomregicaagent is
;n%ﬁ\%ﬁ%ﬁ@%{‘@&% %91% @tgsvﬁgs_!gm !9%%9:%%@@{%%8%\0@&@ 9%1&%@ period of

_comestic purposes in a subject. The present disclosure, provides a peptide
tirae B HTHCHA A 20F SEUEKR X RAFRAR 2 %&gﬂ%yﬂa‘rﬁ}% %ﬁ”‘é%‘”‘““ and
indiassirgeln8 Aspg thytikthBerl 1 Lysl12 Tyrl3 Leul4 Xaal5 Xaal6 Xaal 7

Xaal8 Xaal 9 Xaa20 Xaa2l Xaa22 Xaa23 Xaa24 Trp25 Leu26 Xaa27

Xaaz8 Xaa29 Xaa30 Xaa3l Xaa32 LE/SSS Asn314 Asn35 11e36 Aélag)?\; biect
A WHEHSIAIRS AN RIS B SIS RALFICE I LY RiZY RERSIE G B su0ects
anBePp3dy aapbiXaataiXatle? MadiBXadal @ Kan20xaa2kXadR 2 }Xamikadiabetes and
ea@%&dﬁje@E%é@w%‘%e@gﬂ@}Z et Go¥abdR Lysd0AWr2kRhed2dfudad: show

GIu24, Glu 1 5 Glul 6 Glul7 Leul 8 Vall9 Lys20 Tyr2l Ph%’?z -eu23 Gg]}'124,i .
eresfeN BOERGIeesar7 PR O ON YR DG Y21 Bhe 25 1 15 X 154 B 1O
cl@tut @ Gletfaheali & a9 1,ys20 Tyr21l Phe22 11e23 G1n24, Glul 5 Glul 6

Glul7 11e18 Val 19 Lys20 Tyr21 Phe22 Leu23 G1lu24, Glul 5 G1ul6 Glu |

7 11el18 Val 1 9 Lys20 Tyr21 Plie22 Leu23 GIn24, Glul5 Glul6 Glul 7
3-%%@&?&%@@@ NEERY2 11623 G1u24, Glul 5 Glul 6 Glul7 1118
Cliyp2thdyrT1iRhe22: 111 623 @ 1d koA NGl IBeGind Br@LadcE [éttx8 \akI@ter “oxm
dxﬁyoségsg%l}?!wﬁgﬁ%gel'& me(%{]rﬁjr%“'ac%@%g‘m %@tﬁél Hgnl-s%&u@nV@Hng%%&O replaced

Tyr21 Phe22 Leu23 GIn24, Glul5 Gin 16 Glul7 Letil8 Vall9 14s20 Tyr21
bysHE 2D HAE P a SIS B B G T UL PRUTEYallo Lys20 Tyr21 Phe22

11e23 GIn24, Glu 1 5 GIn16 G1ul7 11e18 Val19 Lys20 Tyr21 Phe22
ALRYER G2 Gl 9. GIN6 Gilivd £ A1ad8 Maddank ety 2LiPhgddce:

Leu230In24, Glu 15 GIn 16 G1ul7 11e18 Val19 Lys20 Tyr21 Phe22
x441eR3G1024;1G1 ulhbs GHto TGIT Berfied Y ak10 Sy $P0yFi22hPHRa22 H1e23

orAspl5 Serl6 Argl7 Argl 8 Mal 9 G1n20 Asp21 Phe22 Val23 0In24;
X4 XA N 63281 X da2 B XaaB eI a8 2 I3 Xap ety AsHPB TS Lys30

Arg3 | Asn32, Lys27 Asn28 Ala29 G1y30 Pro31 Ser32, orl ys27 Asn28
X@@ﬁ@%@&&?@@%@b%ﬁaﬁ%ﬁ%’g gg%%{'[%sﬂt?’ g@%f/ge/??lai%\%ﬁich residue
W%srgs_df is replaced with Asp34; or a peptide as set out above in which

aa3 is G1u3; with the proviso that if Xaal5 Xaal 6 Xaal 7 Xaal8 Xaal9

Xaa2@Kaa2liXaazriiaa23 Xaa24 is Aspl 5 Serl6 Argl7 Argl 8 Alal 9

GIn2 AspR $Phe22ia7a123 G1n24, then Xaa27 Xaa28 Xaa29 Xaa30

Xaa3Xa{aa32lis motMet27 Asn28 Thr29 Lys30 Arg31 Asn32 (SEQ ID NO:

356). In one embodiment, the present disclosure provides a peptide

comphi&ihg Hal Aniind 28 8etiid A e A1 A3I R A A YT E Phe6

Thr7 Ser8 Asp9 Tyr 1 0 Serl 1 Lys 12 Tyrl3 Leul4 Xaal5 Xaal6 Xaal7

Xaal8 Xaal9 Xaa20 Xaa2l Xaa22 Xaa23 Xaa24 Trp25 Leu26 Xaa27

Xaa28 Xaa29 Xaa30 Xaa3l Xaa32 Lys33 Asn34 Asn35 lle36 Ala37;

wherein: Xaal is Hist or D-Hisl, XaaZ2 is Ser2 or Ala2, Xaa3 is GIn3 or

Asp3; Xaal 5 Xaal 6 Xaal 7 Xaal 8 Xaal 9 Xaa20 Xaa2l Xaa22 Xaa23

Xaa24 is: Glut 5 Glul6 Glul7 Leul 8 Vall9 Lys20 Tyr21 Phe22 Leu23

G1lu24, Glul 5 Glul 6 Glul7 Len IS Val 19 Lys20 Tyr2l Phe22 Le(123

GIn24, Glul5 Glul6 Glul7 Leul 8 Val 19 Lys20 Tyr21 Phe22 11e23

G1lu24, Glul 5 Glul 6 Glul7 Leul 8 Vall9 Lys20 Tyr21 Phe2211e23 G1n24,

Glul5 Glul6 Glul7 lle18 Val 19 Lys20 Tyr21 Phe22 Leu23 G1lu24, Glul5

Glul 6 G1ul7 11e18 Val 1 9 Lys20 Tyr21 Phe22 Leu23 G1n24, G1ul5

Glul6 Glul7 11e18 Vali 9 Lys20 Tyr21 Phe22 11e23 G1lu24, Glul 5 Glulé

Glul7 lle] 8 Vail 9 Lys20 Tyr21 Phe22 11e23 Gin24, 01ul5 G1nl16 G1lul?

Leul8 Val19 Lys20 Tyr2l Phe22 Leu23 G1lu24, 61ul5 GInl16 G1lul7
I 211l \ /2110 | ve20 Tvur?2l Phe22 | 112722 CIn24 O111l8 CINn1A8 C11117 | 11l



orAspl5 Serl6 Argl 7 Argl8 Alal9 G1n20 Asp21 Phe22 Val23 01n24; 10
Xaa27 Xaa28 Xaa29 Xaa30 Xaa3l Xaa32 is. Met27 Asn28 Thr29
Lys30 ArgBI Asn32, Lys27 Asn28 Ala29 G1y30 Pro3l Ser32, 150rLys27

Asn2 %'kg PR RAS %g ol 159 that fofpalS Xaalt
Xaa'f gé% %gl 394, z%@@gﬁw/é}m!% Serl 6

Argl % Eg%ﬁﬁéf% SlnQ AspRl Va2 0tn24120 then Xaa27
Xaa28Yaa29 X aad0 XaalXaa32sm ot Met27 Asn2& 9 Lys30 Arg3l
Asn32125Thel peptiteseof the linvesiiony dre PeieritcantGontgslasting
appetite Suppiessantsld BRIEFIDESCRIPTION DRI FIGURES
Figuré's1distiosé48581el5e Efﬁb‘) @%% ﬁl%ﬁ*’?é’éée?alfﬁ% éOFlgureSZto

SH%')\H/ ﬁw@‘%éﬁf%laf@%ﬁﬁ/ xample 1.

s

Flgur 3%5 t tﬁﬁgﬁ‘ g @‘1’ %’(PEPTIDE
NO: f‘r'al%gaﬁl‘? €519 @@5 gf' mg &%%440Flgure 6
re ate@&@s 0SBk igwe T selatesita Example 3
(F_’EP('I;'@E, @196@),]%@@@\&1‘31&&0@ axampe 4 (PERTIDE NO: 164). 45
Figurg9iretates taExamiple’ 4 1((PERTI DEN Oh«8TX23 Bigitecl O relates to
Exaniple SGREPFIDE ING: 100).156KIdure || PrefztdsXo@Esatnple 5
(PEPTIDE NO: 148). F§ure 12 relates to Example 6 (PEPTIDE NO: 60).

Figuré 223 Sptis e EX AT 6APEPTIDE NO: 178). Figure 14 relates to
Exa igwre 15 relates to Example 8

(PEP %éjgl\f}gz ;Q%EF& ure i%gre ates to Example 8 (PEPTIDE NO: 172).
Figure 17 relates to Example 8 (PEPTIDE NO: 184). 10 Figure 18 relates

ol@ Example RERMDE MR Asifigure 19y elatesdo xaspple 9
(PEPTIDE NO: 108). 15 Figure 20 relates to Example 9 (PEPTIDE NO:

o'l O Higurediretatesto/ Exapli9{REPTIDE NO: 136). Figure 22
relates to Example 10 (PEPTIDE NO: 142).

According to a second aspect, there is provided a pharmaceutical composition comprising a

peptide as defined above and one or more pharmaceutically acceptable carriers.

According to a third aspect, there is provided a pharmaceutical composition as defined above

which is for peripheral administration.

According to a fourth aspect, there is provided a pharmaceutical composition as defined above
which is for administration subcutaneously, intravenously, intramuscularly, intranasally,

transdermally, transmucosally, orally, bucaily, sublingually or via the lungs.

According to a fifth aspect, there is provided the use of a peptide as defined above for the

manufacture of a medicament for the prevention or treatment of obesity.
According to a sixih aspect, there is provided the use of a peptide as defined above for the

manufacture of a medicament for the prevention or treatment of diabetes or of a co-morbidity of

obesity.

3a



20 Figure 23 relates to Example 10 (PEPTIDE NO: 22). Figure 24
relates to Example 10 (PEPTIDE NO: 153). 25Figure 25 relates to
Example 10 (PEPTIDE NO: 199). Figure 26 relates to Example 11

PEPTIDE NO: 210). Figure 27 relates to. Example 11 (PEPTI O;
Tyt 3B ATt B E R e P HOE RO ey i deays o the
neouetatesfe Exdiswplent bPERTMDEIND: 12 juB5HRIgHFecEE feddiwdte in a subject
oEanoRle A (P ERRIDENGL 20 dkigre.dl relatesdte Expmpieddng body weight

(PEPTI[%E NO: 202)., Fj%ure 32 rell%tlﬁguttl)]Exa@ﬁle 13 (PEPTIDE NO:
g@ﬁﬁj%ﬁ %ﬁ?é%? relt ege%yg({g?np e'14 (ﬁg bE NO: 204). Figure 34

relates to Example 14 (PEPTIDE NO: 205). 45 Figure 35 relates to
A@@@%Qé%i{%ﬁgﬁﬂ;l%é&pﬂ%%k Figuie 36 relates t@ Examplertde for use as a

(PEPTIDE NO: 207). Figure 37 relates to Example 15 (PEPTIDE NO:
lﬁgﬁffrgat‘Figure 38 relates to Example 16 (PEPTIDE NO: 215). Figure

39 relates to Example 17 (PEPTIDE NO: 216). 55Figure 40 relates to

ARl d (P URE NSO hrdvigiraidliglates iefxampleetifed above or a
,S/PEPTIDE NO: 130?. 5. DE, II\AITIONS E!In ordey tg faciflitate eview of the .
PUA SR LS AIREREY 87 L SISAI050 18 he ToHGWInG Explanations of - e o
prpeific Cberis wre whosdded: Animal: Living multi-cellular vertebrate
organisms, a category that includes, for example, mammals and birds.
AThedterm mam tal inCIlfldt 2 -bOt*h hum 9 %ﬂd QSOI’E)- gmgnidrgaam@eﬁgéd above or a
108y (e te AT “Subject inbitdes both Rman And nor-human
plerhjerstsici slodivg Netesideffpesuiests thappetifecianaltarbdegirent dpr treating or
~enging ferfoadsprans sribREimenteappatitedsmeasured by a survey to
assess the desire for food. Increased appetite generally leads to
increased feeding 15behavior. Appetite Suppressants: Compounds that

Adewriast thie desipg forfobdh Do mpreredadyevaikabie agpiétitgs defined above or a

pRHPRIESRAND NEUEE, Ryharg-a0kinRItRdHO ramiepr@eNemedicament for reducing

diethylpropion), phentermine, mazindol and phenylpropanolamine .
BT A G AR e A R A, Sra G gbgcient o
bBydyeivtissimidens (BN oA Rt Emetical foneitiaufeimiesligring body

mass, also sometimes called Quetelet's Index. BM1 is calculated by

dividing weight (in kg) by height2 (in meters2). The recommend ”
AR o R PR Ay e T B A B e o @
phaerificatioroByaliiiaion dpthTiadarert BROVEREIgt At 'TPEgmph for causing
whidnltissehdendatsed bydeading argamzationsekhaalthymetessionals, are

as follows: Underweight <18.5 kg/m2; Normal weight 18.5-24.9 kg/m2;

Overweight 25-29.9 kg/m2; Obesity (Class 1)

The present disclosure provides a peptide comprising the amino acid sequence:

Xaal Xaa2 Xaa3 Gly4 Thr5 Phe6 Thr7 Ser8 Asp9 Tyr10 Serlt Lysi2 Tyri3 Leul4
Xaal5 Xaal6 Xaal7 Xaal8 Xaal9 Xaa20 Xaa2l Xaa2? Xaa23 Xaa24 Trp25 Leu26
Xaa27 Xaa28 Xaa29 Xaa30 Xaa3l Xaa32 Lys33 Asn34 Asn35 He36 Ala37,;
wherein:

Xaal is Hisl or D-Hisl,

XaaZ is Ser2 or AlaZ,
Xaa3 is GIn3 or Asp3;



30-34.9 kg/m2; Obesity (Class 2) 35-39.9 kg/m2; Extreme obesity (Class
3) NO kg/m2 (Practical Guide to the Identification, Evaluation, and
Treatment of Overweight and Obesity 30in Adults, The North American

Association for y c;% %%% S0).and.th Heart,
Lung, 4R élac?dé t?Jt@a( %) @{é n?I on}%ag%n%%’?n%:? ABM1 of
greateh thap, 2 Ka(IT2: Canshe, Heqd syidentifya-subiget innaed of a
treatraghisfer 8xeass-welght-of ppesity. fdealmiesy weightmill vary among
speciesandiindividualsdhasedion| helg)hltyrbmdmmltdszboiﬂezstructure and
sex. 3HuGansesvative isubstitations:sThéywre pRicehieitof aidamino acid
residégudy @notheius minal residue i0al paly b?ﬁ?deﬁ“l?f/&b&lﬂrbut not limiting
consérbdﬁ\@@lﬁlfé‘ml?n@ﬁ@ é[r*é%éylsé Igﬁé i‘ﬁ%2 fstong'atibther, among
the al@Héﬁl@lé}ﬁ ??‘ irﬁ (;P%H of Ser and Thr
cont fHé ﬁ%léo%)l é§ ali it e aC| ic residues Asp and
Glu, interchange between the amlde contalnlng residues Asn and Gin,
interchange of the basic residues Lys and Arg, interchange of the
aromatic residues Phe and Tyr, and interchange of the small-sized amino
acids Ala, Ser, Thr, Met and Gly. Additional 5conservative substitutions
include the replacement of an amino acid by another of similar spatial or
steric configuration, for example the interchange of Asn for Asp, or Gin for
Glu. Table 1: Non-limiting examples of conservative amino acid
substitutions 100riginal ResidueConservative Substitutions AlaGly, Val,
Leu, lle, Ser, Thr, Met ArgLys AsnAsp, Gin, His 15AspGlu, Asn CysSer
GinAsn, His, Lys, Glu GiuAsp, Gin GlyAla, Ser, Thr, Met 20HisAsn, Gin
lleAla, Leu, Val, Met LeuAla, lle, Val, Met, LysArg MetLeu, lle, Ala, Ser,
Thr, Gly 25PheLeu, Tyr, Trp SerThr, Cys, Ala, Met, Gly ThrSer, Ala, Ser,
Met, Gly TrpTyr, Phe TyrTrp; Phe 30ValAla, lle, Leu Non-conservative
substitutions: The replacement, in a polypeptide, of an amino acid residue
by another residue which is not biologically similar. For example, the
replacement of an amino acid residue with another residue that has a
substantially different charge, a



35substantially different hydrophobicity or a substantially different spatial
or steric configuration. The phrase "alternative amino acid" encompasses
alternative amino acids that are the result of both conservative and

non-conseryative substitutions, In addition to the twenty only
e
polypeRiides, fare amino, akids, for Sxaminla, GRA3YRAYSy Oithine and

S-hydegxyirypirphane Laprkartificial amirig-agils; thab isdesay amino
acids qiot nonmalty foumd i vivos fesexampled-bundglycinganay be used
as "altgrnativelamino7dcitksViiadgerdancs Witk tHe iy érition. Any chiral
form éflairf &nirfoCAeid Hed§ be ised2Dlabstdbe X f&ilire loftells to
transpovt efdogensns GlEdse aéi6ss theil smbralds!either Sbecause
obf an etidgehidus akticienty Bt Sty ankor Bdetett it insdiin
sensigfyaizti%(?i%?gys%? % aca%oﬁ%ﬁyﬁgggpe of impaired carbohydrate,
protein, and fat metabolism owing to insutficient secretion of insulin or to
target\fissya insulin 5esistance it ocgyss in two major forms:
insulimﬁ@pa@ﬁ@mﬁ@a@t@ﬁ)ma%_]it@;{;IQDM, type 1) and non-insulin
oflepengent diabete@sanallittEsRNIDBNE2type 1) which differ in etiology,
pathology, genetics, age of onset, 10and treatment. The two major forms
obf Biatrstes sare et chardddristduby ai inasinsetd wiliveridsulin in an
amount and with %egreci e timing,tl?‘} t§$ needed for control of glucose
OhbRRREL AL BiASSEd YRRl SFInSUTIN dependent diabetes meliitus (IDM)
w@ﬁ,hqﬁg_ﬁ%gipé/tgg{ahdestruction of 15_panc_reatic 13 cells, which results in .
xinguficigptleyelsof gndagenausiinatinx Rigbeiasstypgotior non-insulin
Adependant diabaiess rasuts fromuadefachimboth thebody's sensitivity to
insulin, and a relative deficiency in insulin production. Food intake: The
themoultaf7fed 8 dnslimed WyXandihdividiualstbject. Food intake can be
20meistiredpys birhe e by wélght? Eor example, food intake may be the
total amount of food consumed by an individual subject. Or, food intake
may bR AR BuR St proteins, fat, carbohydrates, cholesterol, vitamins,
TRSAR A AR RIBRLIACH.cAMRIRENLOL dacAAL LBIeGh RrRigin
sdptake’ refers to the amount of protein consumed by an individual.
Similarly, "fat intake," "carbohydrate intake," "cholesterol intake," "vitamin
XintakKes? and325 rhinetabintake” feférag i dmbunt Of {42, aibBdlydtates,
cholesterol, vitamins, or minerals consumed by an individual subject

Xeabp&eaie RN ormal Deify Diee2Pherlerate fovd intakd fopanlifididual
fagj ies. A normal dajly diet. d interms of
X AR AT AT EArR St AR AR BRI ft ke, A

wnormal daily diet in humans generally comprises the following: about
2,000, about 2,400, or about 2,800 to significantly more calories. In
additigns @in@ranal daglys diet in humans generally includes about 12 g to
aboutds2gdfeptatetrizzabout 120 g to about 610 g of carbohydrate, and
aboutdday to @hout 86pg:of fat. A low calorie diet would be no more than
about 85%, and preferably no more than about 70%, of the normal caloric

intake'ot S54RI indRAGAR? H Sitriaieathe eaiorednd etiidnt
reAUIEMAT B IPPEDTES AT e P J?Fﬁ%%%ﬁz@fér%“'ma'- For
exampig; érb‘?é"ﬂ%dh‘?% @1%%[ 3 B R9KEL; a3 YE E@@ the percent
distrikytien of.pseiginy carbolwdrale and-{atvaries with thexage of the cat
and tieunepraductive stata sA/ genesab guidelimador ieatschawever, is 40
cal/lbfaiay G812ocalk G/dkalys) VAL B Uity STA wa BElGat 409 shadld be protein,
aboutGrbt6 abo Gt 1% Ro(Hd Deyhadh xeardbkyd e 3dmd “dbout 50% to
about @2l 56 sHddld! B derad o Ydrmiake2ORe’ 6 8kitin the art can
readily/ #ertiy e b BBl diet S BAGh it ot 2y bpecies.
Obesity: A condition in which excess body fat may put a person at health
risk (see Barlow 10and Dietz, Pe&jiatrics 102:E29, 1998; National
Institutes of Health, National Heart, Lung, and Blood Institute (NI-ILBI),
Obes. Res. 6 (suppl. 2):51S-209S, 1998). Excess body fat is a result of an
imbalance of energy intake and energy expenditure. For example, the
Body Mass Index
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(BMI) may be used to assess obesity. In one commonly used convention,
a BM! of 25.0 kg/m2 to 29.9 kg/m2 is overweight, while a BMI of 30 kg/m2
W Sigatelis obese. 15 In another convention, waist circumfe(Ce,B%e is used
to assess obesity. Excess abdominal fat is an important, ind}épen en

assessment of the risks associated with obesity or being overweight.

Waist@Eiind fdflve hesdsuYerfohrs) JartitBledy bs@fbin2datients who

are ¢ %@%&’c@%ﬁﬁi fi X Y‘ﬁ?e]rw@ ﬁfrzli Relstl et Hdcessary to
e e
since hiadds e or i predichve Deweh PhIDS, dISeash lisk classification

of BMbiMenwiaasnavawaistesymieronsesareatsstaan 40 inches (102
cm), andiwemenirho hase/waistercumbe mneesigreaterdhan 35 inches

(90 criilukr&lat highst kiR Bridibetds dyshpirianna’ Bygetension, and
opardidvide Frit ivehsABEE 4ida BlidQdspsldtideniingbfatniAdividuals with

waist gircumfe es . greater than these values 25should be considered
one I‘I)g %a eaﬁégﬁ%gveaf%g#%%n &by their BMI. Strong evidence shows

that oesiysaffectsbeih dieanaibidify,and mortality of individuals. For
examplez Rsayveaneiphlon phesedndividual is at increased risk for heart

odiseabegsrion:hnnd Gyl ol Shendesti(8gEe 2) diabetes, hypertension, stroke,
cancer (e.g. endometrial, breast, 30prostate, and colon cancer),

;ggfgggi%‘fﬁ%f‘?dﬂ %%‘%jaei dise(%sgéslee a ne%ﬁbgreducggga fertility, and

r ~Pam. Phys.
A&:Zlgﬁgé\g%] )%verwﬁg@%r%ﬁ%%%ﬁ%% weighis more than their
tileal Redy waighk Apcorenyeight individyal.can be obese, but is not
necessapiysohssthrEOL gRample, ammverweight individual 35is any
individual who desires to decrease their weight, In one convention, an
overweight individual is an individual with a 13M1 of 25.0 kg/m2 to 29.9
ThgpepdePegytatiantthepacass:of saastinge.anehialoiasaglycol),
preferably an activated poly(alkylene glycol) to form a covalent bond. A
facilitator may be used, for example an amino acid, e.g. lysine. Although

4 BRI BRI RE AR EH D ELGYRESholy (ethylene glycol) or derivatives
Fitherdalisgush #S mpethioxypobyetivpen éljiycoijhihedecopd s ot Hvitadn.
5herein to the use of methoxy poly(ethylene glycol) but also includes the
Figugsot @iy ehee thesenitspdiframsisiegifcol), for example poly(propylene
£ I gglzéllizeesgl)élg}(%d ﬁQ?II be defined accordingly. Peripheral Administration:
ministration outeide of the central nervous system. 10 Peripheral
rigehinighation:degsenot include direct administration to the brain.
Peripheral administration includes, but is not limited to intravascular,
Fintradneigeularfsulyde taREDUS) inkralatipn, oral, rectal, transdermal, buccal,
sub-lingual or intra-nasal administration Polypeptide: A polymer in which
Figiee BtorhrExare sm G IdiaE 88lafrds which are joined 15together
thro mjde bon 0 acids are alpha-amino acids,
Figyre ggga?eﬂo %xam %?OW?\IBD@ P

ither the L- optic e D-optical isomer can be used, the
FiknlSomgssheingRrefemaedribrowghayt this specification, an alpha-amino
acid will be assumed to be the L-isomer if it not explicitly stated to be the
Fipuis®mBtesThEtenpis 4 PUIVPEREIIE”: df4protein” as used herein encompass
any amino acid sequence and include modified sequences such as

Fiéﬂ%gﬁ%ﬁfﬁ.ﬁ "e’j‘t@’rﬁwwgb}ﬁé" covers naturally occurring
iRIQIe b ish are binant theticall
FEE&% H‘r%ﬁ?e% lt’\:.y%lia%'lsp e Q%F%We%l{?g RS {S&Om Inantly or syntheucally

produced. The term "poly e fragment" refers to a portion of a

Fipalypepligs. fanaxamplestana fragment which exhibits at least one
useful sequence in binding a receptor. The term "functional fragments of a

Fipahypeptitstréhamplo alPEEGMEMS:d0A polypeptide that retain an activity
of the polypeptide. Biologically functional peptides 25can also include
fusion proteins, in which the peptide of interest is fused to another
peptide(s). Therapeutically effective;amount: A dose sufficient to prevent
advancement, or to cause regression of a disorder, or which is capable of
relieving a sign or symptom of a disorder, or which is capable of achieving
a desired result. In several embodiments, a therapeutically 30effective

amount of a compound of the invention is an amount sufficient to inhibit or
halt weiaht aain or an amniint crifficiant to decraace annatite Or an

2H07/004779
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The inventors have found that, surprisingly, oxm analogues of the

invention are effective appetite suppressants and/or have a more
wiksigined, effect than native oxm on food intake, and/or havg Fo Lol S

potent effect than native oxm on food intake. 5The human oxm sequence

(which is the same as the rat and hamster) is as follows: His Ser Gin Gly
FenredAecitn Sdiasplary PEBFIBNGr 178h Asp Ser Mg Arg Ala Gin Asp

Phe Val Gin Trp Leu Met Asn Thr Lys Mg Asn Mg Asn Asn lle Ala (SEQ
FfB’l xﬁ(‘\;fﬁ 1%%%%%%&%%%1‘5? ?hlg%\l/ tion also have a longer half-life or
FRERIANCEAMS LI oveshresistancety degradation as compared with
oxm. Increased duration of appetite suppression can be particularly
Figuportanlites avbiddie effetiknevwoas7@scape”. A short duration appetite
suppressant may reduce appetite for the time covered by one meal and, in

Fignie iveslatmsdodompjade 8 SieBIPERSId$4)ood. If, however, the appetite
su ssant has a shaoyt half-li 15rapid clearance time or is then
FRTAITIRE B BB PG o

ize remove the circulation of the subject, then
riyvthe timeobthe.nextonaahime the g4ject can regain its “normal”
appetite. In view of the subject having eaten a small meal at the previous
Fipealtimdattheodihjest h@E facsthavign increased appetite by the time
of the subsequent meal. If the subject satisfies that appetite, it is possible

Frorerd ropdsimikaslet (R tioEhEaIs 3t total, to be no lower than the
20food intake would.h ithout the appetite suppressant. That is
Fxt%u'se 89 ﬁg%%?o\%x%ﬁlgg?% ‘gﬁﬁg@)ﬁ’%ﬂﬂ 455.

ay t e su e "escap€d" from the effects of the appetite
FRMRPIERSAR! « ERgapei cabengducedhy using additional doses of
appetite suppressant, or by using an appetite suppressant with a longer
Faurafibreiefeactiomnipithe) SBEREEDREa80a FEduced appetite for longer, then
the degree to which it can make up the missed food from one meal in the

Figase T EATRS febitrcatedd thEFE T %04 Rtical limit to the total capacity for
riged i & particklar mepl Tﬁf_@%@ﬁeﬁ&rﬁ%tinuous administration of a

compound over a period of time, for example over a period of days or
Figeeks rvilkieadtoprendes-appetite: suppression and reduced potential

for escape from the effects of the appetite suppression. 30The improved
Figethifraaaide Braatisn b AEHdRDNPIebim analogues as compared with
£OXm ffers varigus dv?nt%%es. For exa&nple, effective suppression of

B etitE Atttower didaded Wil b pétnitfed (with the lower dosage and/or
rigwesneakleyelswolferinggperstogpesh pf reduced side effects (including

nausea) and reduction in the cost of treatment), or usage at relatively high
Fdoasagesimal b &betiér tolemrhbytherfmtient enabling quicker and/or

greater 35weight loss. Certain of the compounds of the invention used in

Figvee Exathifies FerewiceHithit A4t h BPappetite suppression indicative of
| ;Lag%%re 1t(%tlgod gurve, Eg?f%ﬁ@%éhgg ?%ave improved pharmacokinetids,

y virture of tc?lsy‘iz)cf"a)ﬁng efther a more gradual onset of the
rigRRelleaHP Ry essaptasivitythamexm@nd thereby potentially avoid an
initial sharp peak (which may be associated with nausea); and (ii) a
Fipotehiiadly dondendpiatiof®df EDGOROFIEher advantages of many
compounds of the invention include that the compounds have 5 improved

Figysrafeclarsracdisinanied 2RFRrEPENER 3BT to large scale synthesis, for

example so ompo invention do not contain sequence

ki otifs a%@%%?%&ﬁ%@@?ﬁ%%@? ggpartimide species, and/or are

Filess RrRNe:tar eduead staliityiin Qoegsbodiment, the invention provides
a peptide wherein 10 Xaal5 Xaal6 Xaal7 Xaal8 Xaal9 Xaa20 Xaa2l Xaa22

Fijaa 23 Xaad4 isGhials GRITEOE ML 72L8ul8 Vail 9 Lys20 Tyr21 Phe22
Leu23 G1lu24, Glul5 G1ul6 Glul 7 Leul8 Val19 Lys20 Tyr21 Phe22

Figug29 @1son Bl ls @R ENH1%F Peuls Vall9 Lys20 Tyr21 Phe22
11e23 G1lu24, G1lul5 G1ul6 01ul7 Leul8 Vali 9 Lys20 Tyr21 Phe22
11e23 G1n24, G1ul5 Glul 6 G1ul7:11e18 Vall9 Lys20 Tyr2l Phe22
Leu23 Glu24, G1ul5 Glul 6 Glul7 11e18 Vall9 Lys20 Tyr21 Phe22 Leu23
01n24, Glut 5 Glut 6 Glul 7 llel 8 Vail 9 Lys20 Tyr2l Phe22 11e23 G1lu?24,
20G1ul5 G1ul6 Glul 7 11e18 Vall9 Lys20 Tyr2l Phe22 11e23 GIn24,

G1ul5 GIn16 G1lul7 Leul8 Vall9 Lys20 Tyr21 Phe22 Leu23 G1lu24,
C1iiMIE CI1n1A C11117 1 a11ll Q@ \/ail Q1 ve20 Tvr?21 Phe22 | a1127?2 CCIn2A
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In particular embodiments, a peptide of the invention is one wherein Xaal5
Xaal6 Xaal7 Xaal8 Xaal9 Xaa20 Xaa2l Xaa22 Xaa23 Xaa24 is: 35 Glul 5

M%@@J, 17 11e18 Vali 9 Lys20 Tyr2| Phe22 11e23 G1n24,M Glut5
Glu 'Li) 11e18 Val1l9 Lys20 Tyr2l Phe22 11e23 G1n24 YFETFEIWE 7

G107 Leul8 Vall 9 Lys20 Tr-21 Phe22 11e23 GM24, G1ul5 G1ul6 G1lul7
Leul8 Val 1 9 Lys20 Tyr2l Phe22 11e23 G1n24, Glut 5 GIn16 G1ul?
Figwed \ghttrs tyeony 0 (FBRETENGI 239G 1n24, 400rG1uls Glul 6 Glul 7

SLQB%S(%M@#@MSZO Tyr21 Phe22 Leu23 G1n24. In a further embodiment, a
peptide of the invention is one wherein 45Xaal 5 Xaal6 Xaal 7 Xaal 8

Incaiae0 ' Baditn ik amdaw & HR 2 Xas8 i EiiRdhiso NEip 15Serts BrdToAigls

cAIB1italnA0AsH2 lRRedZValidd GIn24. In a further embodiment, a
peptide of the invention comprises Xaal Xaa2 Xaa3 selected from the

group consisting of: 50 Hisl Ser2 GIn3, D-Hisl Ser2 GIn3, D-Hisl Ala2
A@‘fﬁig &H@l@!ﬂ#%r%&%Amw@(sWWM@tmy.tw infindbe for cxample,
nembddimebitda peptide ﬁfaﬁﬁﬁaiﬂﬂﬁifﬂéﬁbb‘ﬁ‘z@ﬂﬁiéﬂr&ﬁﬁﬁjgh-}xmaz gkégai?ﬂ%?%

p , 2.1s: 10Lys27 Asn23.Ala
e N e Ao A B D T e
VRIS EE6 A rg31 Asn32. In a further embodiment, a peptide of the

invention is one wherein 15 Xaa27 Xaa28 Xaa29 Xaa30 Xaa3l Xaa32 is:

A SR SR R AT U,

Pro31 5er : . hi one embodi ) .

“ Ventio %ngs%é’e" é&ﬁ‘é‘?&?ﬁ fﬁ%@é‘é‘ﬁg&%’ﬁlg%%@@ 3&’5&%"6%&*3%3@%&

behgxmy. Asn28 Ala29 Gly30 Pro31 Ser32.  hi particular, the peptide of
the invention may have an amino acid sequence selected from the

I comprising- His Ser Gin thy Thr Phe Thr Ser Asp Tyr Ser Lys Tyr
AR IR R h B B e By NER A ol
avilgblsappslite AppisEsAte s fudesEmE e Pt Nioitet) @ BrkfiSwp @ i Gy FopPiie
phEt:SencAspioISed by iyopaidl hinGiafainkiey MatdysymEhe Leu

sl AR LIS ARGl Gly, Pro Ser Lys Asn Asn lle Ala (SEQ ID NO: 2) |

Body Mass Index (BMI): A mathematical formula for measuring body mass, also
sometimes called Quetelet's Index. BMI is calculated by dividing weight (in kg) by height®
(in meters’). The recommended classifications for BMI in humans, adopted by the Expert
Panel on the Identification, Evaluation and Treatment of Overweight and Obesity in Adults,
and endorsed by leading organizations of health professionals, are as follows: Underweight
<18.5 keg/m”; Normal weight 18.5-24.9 kg/m?; Overweight 25-29.9 kg/m®; Obesity (Class 1)
30-34.9 kg/m’; Obesity (Class 2) 35-39.9 kg/m®; Extreme obesity (Class 3) 240 kg/m?
(Practical Guide to the Identification, Evaluation, and Treatment of Overweight and Obesity
m Adults, The North American Association for the Study of Obesity {NAASQ) and the
National Heart, Lung, and Blood Institute (NHLBI) 2000). In one embodiment, a BMI of
greater than 25 kg/m” can be used o identify a subject in need of a treatment for excess
weight or obesity. Ideal body weight will vary among species and individuals based on

height, body build, bone structure, and sex.

Conservative substitutions: The replacement of an amino acid residue by another similar
residue in a polypeptide. Typical but not limiting conservative substitutions are the

replacements, for one another, among the aliphatic amino acids Ala, Val, Leu and He;
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40His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leo Olu Glu Glu
Len Val Lys Tyr Phe Leu Glu Trp Leo Met Asn Thr Lys tug Asn Lys Asn
(ul (}% EQ ID NO: 3) His Ser Gin Gly Thr Phe Thr Ser Asp Tyr
Ser Lys yr Leo Glu Gin Glu Len Val Lys 45Tyr Phe Len Girf FHoBelf T4)e77?
Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ CD NO: 4) His Set Gin thy
it Hanee ThE &S endABp byt=Serglhysrdy reames)nrtsithiake bﬁﬂe\éaﬁldlcy&sﬁﬂés
pognh%QmemAg@%we@&@ GBI R LINRAN] é\ﬁfbile &SEgg
50NO: 5) His Ser Gin Gly Thr Phe Thr Ser Asp Tyr 'Set Lys Tyr Leu ?u
f@%ﬁi*ﬁﬁ@t%%ﬁ%ﬁ@é A5 ﬁﬁ&%ﬂ@ﬁegfﬁh?ﬁwﬁéacwrém@ﬁwgﬁmwAsn
ittyshAsge AShe lendllasitSE@iID NOs B)k5%r His See Gin @Gy AhdiRhel Thr Ser

OB SEb s haRiGHE RIGlH:hER Malkys a-fEYdr KP?!QUI%I’%M1M&J"EU
é&a sn Ala GI Pro, Se,[r Lys Asn Asn lle Ala (SEQ O: 7) BHis Set

‘r“ﬁfi%eg‘-i’ﬁ?%e PNSERIF %&Pﬁ%ﬂ%@@é% ﬁ‘?"cé“ﬁli‘ @Tl?li‘efﬁr\%‘F Lys
Tyr Phe lle Glu Tip Leu Lys Asn Gly Gly Pro Set Lys Asn Asn lle Ala (SEQ

TRINO M- limititis SEGER GXHR-PRE TR 6 ARIBMiEEELYS Tyr Leu
Gin Glu Gin Len Val Lys 10Tyr Phe lle Gin Trp Len Met Asn Thr Lys Arg

Asn DyiAsnpasiaidie Ala (SEQ 1D NOC8)servaie By Thr PheTnr

Set Asp Tyr Ser Lys Tyr Len GIu Gin Glu Leu Val'Lys Tyr PReTle Ginn T1p
Leu Lys Mia Ala Gly Pro Set Lys Mn Asndig, Alal (SaQHE) NOTHE M)His
Ser Gin @hg Thr Phe Thr Ser Asp Tyr Seltysys Tyr Leu Glu Gin Gin Len Val
Lys Tyr P¥se lle Gin Tip Leu Lys Asn GlyAGly 8ha Ber Lys Asn Asn He Ala
(SEQ IDMN®: | I) 20 His Ser Gin Gly Thr®hefmw Set Asp Tyr Set Lys Tyr
Len Glu Y8 Gin Len Val Lys Tyr Phe H&@in Trp Leu Met Mn Thr Lys Mg
Asn Lys &8h Asn lle Ala (SEQ ID NO: 1?9825%% QE‘?L @lﬁ Gly Thr Phe Thr

Set Asp W ser Lys Tyr Len Gin Gin Gi % 51 r Phe Len Gin Trp
Len Lys ASh Ala Gly Pro Ser Lys Asn Mf} I"’re Fa th NO: 13) His
Ser Gin }§/ Thr Phe Thr Ser Asp Tyr S eu Gln Gin Gin lle Vval
Lys 30Tyr “Phe Leu Gin Trp Len Lys Asn & Lys Asn Asn lle
Ala (SE Tt) NO: 14) His Set Gin Gly Th ’nee’l'hrlser }l\sp Tyr Scr Lys Tyr

Len Gln@{gtlle Val Lys Tyr Phe LL% C]E]Iél XlB %é %’n Thr Lys
Mg Asn bys Asn Asn lle Ala (SEQ ID 35NQ): ly Thr Phe

Thr Ser Agp Tyr Sec Lys Tyr Len Glu Grﬂ@ﬂ@)jgep\(jglm Fy Phe Len Gin
Tip Len kys Asn Ala Gly Pro Ser Lys AsgeAmAIq;é,lq\,@E@ D NO: 16) 40

Trp Tyr, Phe
Tyr Tip; Phe
- Val Ala, fle, Leu

Non-censervative substitutions: The replacement, in a polypeptide, of an amino acid residue
by another residue which is not biologically similar. For example, the replacement of an
amino acid residue with another residue that has a substantially different charge, a
substantially different hydrophobicity or a substantially different spatial or steric

configuration.

The phrase “altemative amino acid” encompasses alternative amino acids that are the result of
both conservative and non-conservative substitutions. In addition to the twenty commonly
occurring amino acids that are typically found in naturally occurring polypeptides, rare amino
acids, for example, canavanine, ornithine and 5-hydroxytryptophane, and artificial amino

acids, that is to say amino acids not normally found in vive, for example t-butylgtycine, may
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His Ser Gin Gly Thr Phe Tfu- Ser Asp Tyr Ser Lys Tyr Len Glu Glu Glu lle

Val Lys Tyr Phe Len Gin Tip Len Lys Asn Gly Gly Pro Sec Lys Asn Asn lle
“@ % L NO: 17) 45His Set Gin Gly Thr Phe Thr Set AS%C&W Seg

yr Len Gin Gin Glu lle Val Lys Tyr Phe Leu Gin Tip Len Met %)71’_%779

Mg Asn Lys Asn Asn lle Ala (SEQ ID NO: 18) His Set Gin Gly Thr Phe
bT reS ey APy SErn0 e fig i epr @lanGEimiBithhimdailidny SASH ThirdPloerlef @lu
athiRolR1 b¥s AsReAla Gly Pro Set Lys Asn Aso lle Ala (SEQ ID NO: 19)

His Set Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu Gin Gin lle

Val Lys Tyr Phe lle Gin Tip Leu Lys Asn Gly Gly Pro Ser Lys Asn Mn lle
DiactSEQ 10RO 98B 0) Ui SerGiscaiys ThemhacTis Seur AgpbBpeSihdrys
bdtideRM ﬁk&ﬁ@garﬁw d&@c\é@hwﬁlﬂ'sm&&iﬂ/ﬂﬁa@aﬂe&% ia&ﬂi%@ﬁsﬁﬁmymjz&%‘ﬁes

rg.Asn n lle Ala NO 21) |s S Thr Phe

ES'Iah(s%*]I er }X] 8 “15’?;‘%’3 EO%L%; &Oieéll’ ua‘?fié Q}a ?arb (B%eg e Gin

mwﬁiﬁléw E%e%wm@wm% sy SR siRea g, éswrﬁanm ngEgr
ok i3S 8- (e dd by BhubEentiin SEDAs) Tye Send yentwulietetshddadu Glu
A@@}@wﬁubq%ﬁlﬂ\lm A5 'ﬂ)Uﬁ&eﬁfﬁyﬁ%&o%hp%%P&? PREES LSO,

lle Ala (SEQ His Ser Gin Gly Thr Phe Ser Asp Tyr Ser
BEFRPou Glu Gin GIu lie Val Lys 15Tyr Phe lle Gin Trp Len Met Asn
Thr Lys Arg Asn Lys Mn Asn lle Ala (SEQ ID NO: 24) His Ser Gin Gly Thr

TR d J&xa)@;%]%@p)fmh%ﬁg &X%Jﬂﬁﬁa%t@%cﬁw & kﬂabﬁﬁy\{@&wérmﬂ%hﬁ an
Lys Asn Asn lle Ala (SEQ

Leu Gi eulL Asn Al
oo A B e g T SO SRR st RO Ry i
D@hstes I‘milﬁérpvaﬂysdw@héd@éeﬁ@wmw KEPM)s o @ Iyy@iy deyouSiem of
plifFeABE AGR, K ﬂﬂ@&@é&ﬁﬁ&%ﬁ%&% Idf%@egéé&as%ﬁﬁmrﬂa@éf hypeer
n inLe Phe Leu Gin Trp
OaneOE—II\{/lI@l,%\ g y dig Axgﬁt%snﬁ‘o lﬂ %(l":cy ﬁ{é tzag/é(a E)Sﬁ%mﬁ%
inggjnisade Glmlt%l%%?i?rph@?ﬁww()@ﬁ“{’yr Ser Lys Tyr Len Gin Gin Gin
Len Val Lys Tyr Phe Lea Gin Trp Leu Lys Am Ala Gly Pro Ser Lys Asn

Fos g aR ERR M@a&%})nsumtu% %ru% Oléébf SR N8I LREL ASRCTY!
Ser %g})T yr Leu Gin Gin Glu Len Val L gr Phe Leu Gin Tip Len Lys

TRATENPEIGBPE S&Y wgg%sﬁ%gfﬁwelm RiGe Bigyotal am%lrs%@f f@‘fﬁ
caBiyiiTddroR meifidyi el #bjpcT S frl ysikymae he@in @G if rewiMafays Tyr

cﬂ&m@m&éa&& WM@&A%J@E%L—X}? ALANHELRFLARD derRAdSkt
D 40 Thr Ser Asp Tyr Ser L Tyr Len

S, y Thr P
% Eﬁ:tGln Enta'k F%m TV BRENCEIT i CEHSU’EyS%'\sﬁ lﬂ‘ila‘é‘f Pro Ser
SlE‘j%"Wsﬁf%S)‘ﬁaﬁé A‘I@%&E}@#@W 3ryoér5tﬁ¢éasek@|ﬁvwrrmbhemﬁr
“rRfErASakyr SRF bo)be oL@ Gy LRGN kancdaklys] WaRhe, benGlelip
ccnEIEY S LBV Gl SR PEL R AFN Asn lle Ala (SEQ ID NO:

Normal Daily Diet: The average food intake for an individual of a given species. A normal
daily diet can be expressed in terms of caloric intake, protein intake, carbohydrate intake,
and/or fat intake. A normal daily diet in humans generally comprises the following: about
2,000, about 2,400, or about 2,800 to significantly more calories. In addition, a normal daily
diet in humans generally includes about 12 g to about 45 g of protein, about 120 g to about
610 g of carbohydrate, and about 11 g to about 90 g of fat. A jow calorie diet would be no
more than about §5%, and preferably no more than about 70%, of the normal caloric intake of

a human individual.
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32) 50His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin
Gin Len Val Lys Tyr Phe lle Gin Tip Len Met Asn Thr Lys Mg Asn Lys Asn

W@ !ﬁ ﬂL@%SEQ ID NO: 33) His Sec Gin Gly Thr Phe Thr %g%/é\% ,)/0%779

Leu Glu Gin Glu Leu Val Ls Tyr Phe lle Gin lip Leu Lys
Gly Pro Sec Lys Asn Asn lle Ala (SEQ ID NO: 34) 5 35) Tyr Phe lle Gin
Infaprhads thy safisin @AnGHEP reqSesniepts Kry Aseddena b (SECIEs NO sizioSee
ax@ﬁliG%JéﬁﬁrEJ@ ihRES elASR Ea&s&eﬁtm&%&w a@%ﬁ;&a 2l WekRH Val

His Ser Gin Gl Thr Phe Tjn Ser As Ser Glu G
S BT Oy PR e e TR e s RErp e
swgnﬁn esndai(SEDIP fm@@tsé))wcvm i8 @6@1@{1612@ ( STheatkpsdThiy gém%%/ﬁrsw
a&ambyﬁsiramd_m@mﬁ@oa e M&hhyo%xwﬁm lsekh Gzlﬂx;ﬁiﬁiiaw,l Ay SIASN

t n,Asn | (S HIS Set Gin GIy
@ﬂ §gec %‘ﬁ(ﬁlf Vil Ved 1 tEg GB ucin % e @iaﬁ_ys EP Phe
iflétfsthﬁ q%nalec}ﬁlbyéw @lgﬁW%@@bﬁ §€%sn Asn lle Ala (SEQ ID NO:
38) 20 His Sec Gin Gly Tin Phe Tin Ser Asp Tyr Sec Lys Tyr Leu Glu Gin

{}%&h{F XAl hySod W ﬁﬂ&%ﬁ&& l}' Et‘xﬁé@(‘ﬁ%@éﬁm IR NG ARP YR SN

a (Sl Is Ser %@Tm Phe Tin Ser Asp Tyr

oS Pl T T S e TR EOLror Pt B A P s AR
Balkal GlyiRro 1SS R SOAen s Hepa (SEELIBENO? G0 ExcesHisdB3 6t GinrGhyt

OfIF-’dI‘}? 1%9@&(%@ 2 %ﬁeﬁiﬁpulﬂfegfa Lr}é%g}- Hcﬂcﬁ@ﬁtg'sgl ?ﬂk%iﬂpk%\t\(@h%]@gslggx
e Len Gin en Lys Asn ro,Set L ys Asn. Asn

AR e Sy R BRE R et LY Ty Lo
k@) GRY-Sha/mé IVQYWS@WWG 1 BM G i/ mé wiveseissis Thest-ys Arg Asn
Lys Asn Asn lle Ala (SEQ ID 35NO0: 42) His Sec Gin Gly Tin Phe Tin Set

rSer Lys Tyr G|n Glu I Val Lys lle Glu Ti .

]La)I/lgt c¥ Ki’a é% \Px¥usl' ce; lésrﬁl: ”e qcs{ %{?/Dll’jﬁ e85 %élo Ra FHPIS
a‘GWPWTFﬁWW%Fﬁ% mgwﬁwwwqééwtmhf@m whhe Val Lys
oy &fie. B sinitphRtehorsndanrtatynGh/phtouSely Lysfif snphismteviklarSEQ
C;JQgMuQed‘k‘&oHﬁl%%v@ﬂw &%b{ Nk &%&Qﬁﬁ%&ﬁ&%@&%&%ﬁ@f Len Gin

Glu lle Val Lys Tyr Phe lle Gin Tip Len Met Asn Tin L Asn Lys
Clﬁgﬁfﬂ‘?ﬂ“ﬂéﬂmﬁ‘(’é&"b TEHNRHgE ) ke dnsait i By ‘Pﬁf{fpﬂﬁ i ﬁ@@ er
ofABpdisyas8 esl oJsssiiraliemGRMG I MG kddidva Maiss GOTmEdRnect er&ier T 40
ik !—lﬁ &T%nd%@hélf) @éﬁ%@ﬁs@@f&éﬁ@élﬁe@@e@%@a@ NRLAGYo cmbis

Ser n GIQ{( #r& thte Tcp et A s;;/ﬁg SerSL%{ (}lr Lglg %I&%I GlnebEFe Val
TEIEIBRG Me &R i ERR Y BRIElY ProEeltys KEn A8H FieAta
of(sE@s |®dmv@ﬂ®§a¢7}nqhwgisé? \Gﬁh‘@igﬁ FremiecTies séftpr§barr§hes*e\fﬂW§ Tyr
sHe@R GiBofminefainolenvatiysohbRhenieddined iy bey Met Asn Tin Lys Mg

Asn Lys Asn Asn lle Ala (SEQ ID NO: 48) 5

~ Strong evidence shows that obesity affects both the morbidity and mortality of individuals.

For example, an overweight or obese individual is at increased risk for heart disease, non-
insulin dependent (type 2) diabetes, hypertension, stroke, cancer (e.g. endometrial, breast,
prostate, and colon cancer), dyslipidemia, gali bladder disease, sleep apnea, reduced fertility,

and osteoarthritis, amongst others (see Lyznicki et al,, Am. Fam. Phys. 63:2185, 2001}.

Overwelght: An individual who weighs more than thelr ideal body weight. An overweight
individual can be obese, but is not necessarily obese. For example, an overweight individual
is any individual who desires to decrease their weight. In one convention, an overweight

individual is an individual with a BMI of 25.0 kg/m’” to 29.9 kg/m’.
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D-His Ser Gin Gly Tin Phe Tin Set Asp Tyr Set Lys Tyr Len Gin Gin Glu
Len Val Lys Tyr Phe Leu Cu Tip Leu Lys Asn Ala Gly Pro Set Lys Asn Asn

wis Ala495R ID NO: 49) 10D-His Set Gin Gly Thr Phe Tin Set As
Lys Tyr Leu Gin Glu Glu Leu Val Lys Tyr Phe Leu Gin Tip Leﬁi%ﬁé?{“”‘mg

Gly Gly Pro Ser Lys Mn Asn lle Ala (SEQ ID NO: 50) D-His Ser Gin
PaiyiatiopPihie rroncSer /8Ty r SdyalsiFyrdbenlGioe@lebl3 hn heivatal 15Lys
pdiyaRbR e Giyitd Brk@UNALASBNE NLLASIMB ASH, bYSABR, Al

D-His Ser Gin Gly Tin Phe Tin Ser As r Set Lys
t%nyrg lef? &ﬁ?&fugGﬁﬂll_ouﬁ}\/gﬁy VAR BT TP |%S‘E§80Ig§f§é?'§ﬂlila Giy
epte S feyetivshinser il sudiay SEDR0DOY S thidls BetcGins@ly Hinted
h&bie {FimdSes A&ﬁb’fﬁyﬁﬁﬁlwﬁﬂéﬂe le8RG F G gb@mua@m\é@w@ awroﬁllage

%%ﬁ Lys\Mn Set s Asn

<SR SR e R R E e R e,

a‘é‘i’FfiE’éHVal Lys Tyr Phe Len Gin Tip Len Met Asn Thr Lys Mg Asn Lys
Asn Asn lle Ala (SEQ ED NO: 54) 30D-His Set Gin Gly Thr Phe Tin Set

ALY SELYR YNGR GIR GIN Lok &%\J% %En%%g! '%39'“ Tip Len

Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ D-His
P"é‘é’?‘?’flha@iii‘*f‘ ?’i‘tf-‘?H doriis&ickep W@éﬂ%ﬁ*gﬂ“t@ﬁ@fﬁ*@ﬁ%@ﬁ%u val
a@Fhipgatipr Phedis BinsTip st ys iAsvGlyiE linProuSer:t, yehAsanAsn, lle
MBS ER DN FafddermdD SIS SELEANGNOT IR ERR A DESELASRT YT Ser

Lys Tyr Leu Gin Glu Gin Len Val Lys Tyr Phe lle Gin Tip Len Met Asn Tin

Lys Arg Asn Lys Asn Asn lle Ala (SEQ 401D NO: 57) D-His Ser Gin Gly
PofipqpHaeT ify Dbies b THHcB drclmpenTiyers a1y GimGiriGlsidven whadh ars iPipedin
toljerHai ﬂﬁi@mﬂzw&)&ﬁn WGy Ezﬁﬁm&ﬁids)é&/éﬁma%%ﬂdéea&a éﬁfa@tﬂPLNOZ

§ )1}45 D- HIShS Gln Thr Ph i?ds t eu Gin
Qp % lsri)l;ln feglj tv% L0 émT r %;e Tk Omgﬁ ?/4 Effy o Ser Lys

Tiﬁ%?ﬁbsegh% SA?&*%SB&@ [} N@aﬁgyxmw&@é ﬁ@%ﬁl@ i W}aqihﬁamﬁrget
nosfpllgnGenddys Fetht BrsGcSIMHE trio MM abdpyiget W ﬁ}heeile faitkdd mé;@ﬁl

en %Fgésli %M&M@ HARIYSASAASDHS:AR g%%%c'efg Opy onrt)'t'

r Phe Thr Set Asp Tyr Set Lys Tyr Leu Gin G u Gln
"“*F *F%@Wﬁp@iu fPﬁeEeff?fEV%‘YA%‘f?W&%W@P& getdliss ﬂegr»méwiwéwa

rﬁ@ﬁf@#ﬁﬁ}l\l@&@ﬂ)ﬂﬁ@% s BrtBirTBliehhtrPingeinie et TaferSer d jystbyr
ofla%l%tﬁisn f@i@cuﬁp\/@a@% Wn@\m GituhiR bR bys Ash GGl Rro
b“’f‘ﬁ B’gyscAstn IIeA SF % NOe 62()f O His Set Gin Gly Thy Phe
ey oL e SR MR ST R SRE sk
of@ m@m@umﬁtp@ ﬁmqtdugpsomgemﬂsmysnﬁss rBAvkreitel A B (SEO! IBDNGs 63)

 caalisrSR0GiRiGyrdenE bewhivhSes pAsid WiSekd: YSRIWA ket sain GGy,

lle Val Lys Tyr Phe Len Gin Trp Len Lys Asn Ala Gly Pro Set Lys Asn Asn

lle Ala (SEQ 15ID NO: 64) D-His Set Gin Gly Thr Phe Thr Set Asp Tyr Ser
Theperpyiely ERTE IR A TP RPLXEP R THSRRT: PYS ASHCGly
regplysiPneSetdoyAeniish licdkidl(SIEIHING sigh p2Ghhblis o5 e b ids |y

whid P08 IR PR, AR Y SRk Yl m&%&%%&;gﬂﬁt '% \4%1 ggﬁlléffyphe
eu Gin Tr%OLen Met Asn Thr Lys Mg Asn Lys Asn A sn | F

RSV BB HI SR B B WW%‘W@B?’A@‘HWﬁ‘EV@WPE%n

welEii Bin Gim dedaal sufficient to decrease appetite, or an amount sufficient to reduce
caloric intake or food intake or increase energy expenditure, or an amount sufficient to reduce
weight, or to reduce the risk of mortality or morbidity from conditions associated with the

disorder.

6. DETAILED DESCRIPTION
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Lys Tyr Phe lle Glu Trp Len Lys Asn Ala Gly Pro Set Lys Asn Asn lle Ala
(SEQ ID NO: 67) 0-His Ser Gin Gly Thr Phe Thr Set Asp Tyr Ser Lys

wi/b e GIu Gin lle Val 30Lys Tyr Phe lle Gin Tip Leu Lys Asn Gly GlI
Pro Se@@s Asn Asn lle Ala (SEQ ID NO: 68)  D-His Se %’ﬁ %W‘ﬁyﬁ?ﬂ%m

Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Gin Gin lle Val Lys Tyr Phe lle
T8 in T drehe i deynd thathrbysiagly. Asm byobrsASthdlenilai¢b RN O:
aﬁ%}& Higpreblain @l THE PREd MRREAIR I Yan S5 b ANT ﬁ?&ﬁ!@aﬁem

e Val L lle Gin Trp Leu Lys Asn Ala Gly Pro Set Lys Asn
ﬁa“%‘i‘am(é%@ ?%%‘ LU Y50 SRS Thr Phe Thr Set Asp

Tyr Set Lys Tyr Len Gin Glu Giu lie Val Lys Tyr Phe lle Gin Trp Len Lys

TASHufad 631y REQDIYSAS AR A SEIRNG iLLdRRsHis Ser
Gin Gly Thr Phe Tlu Set Asp Tyr Ser Lys Tyr Len Gin Gin Gin lie Val Lys

Tyr Phe lle Gin Tip Leu Met Asn Thr Lys Mg Asn Lys Asn Asn lle Ala
Hisganis RioTrhe ThoSeidsdvcher &y Ty-RhesT RrrSes AspAlyBershybe
ViyGihanpGin Gin Gintenyy akbAky s Byt hed BnaGindip bembyssAsn Ala

Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO: 73) D-His Set Gin Gly

Thr Phe Thr Set Asp Tyr Ser Lys Tyr Len Gin Gin Gin Leu Val Lys Tyr
TEReRidee @hihe iy epior 2lis R Bapietpattiiserdsrensiine i epzefSEQ
reBi5HDK| @ 47y Didli 9sSem@indlihkixmP herthe SanrAisp Fypmatelsysplagiben

cag’ Bé %(ﬁfﬂl&%ﬂp&@lﬂﬂ@gﬁﬁﬁ BQ%#E@%&%QJAP %&QPM’EQA%QHT&&&IY%% %I%tlte
Asn Lys Asn n lle Ala (SEQ ID NO: 75) 5 D-His Ser Gin Gly

SPRESET REY, e Eprle fﬁ_éﬁ“&;‘fﬂ"@"ﬁq @lﬂ"féﬁ’?"\}’éﬁ"ty‘%tﬁﬁ@ﬂe‘%“eu
SUSFCTYpitadn ma}eslmsfvw;almwfs@p oy tAsmAseiet Ala { SEOMI-NOor
rapf)clARnkl S aesGiméa %g#ﬁif E@(g Bﬁl_%@fs@\%i’rll_gwd I\%@Bé—tl}@ ér)é%%hs@ ﬁll_e
e Len Gip Tip Len n ro Ser
Sugg?\%hsnl-ﬁe Aﬁ@%ﬁ%ﬁ@%e hf)s §° %a[ GBI %’l]f‘ﬂngﬂea?ﬁﬁrt@e%‘
vighe B e salipqt FaVIRE st GRS IRed i %HYW@ﬁvﬁlWrih’h@Mm @NiT P
fabiema et iAaRaTddrabyaiM pyAsn ks ABE stssackenfrRAS RN H8)fes that
;%eﬁé%ﬁ?ﬁ&éﬁﬂ@%r-[ﬂrfg)&qnpﬁg gx@! t'ﬁ‘eSRlv;l;- rea%serulf aET yr Leu Weri %

en Val Lys Tyr Phe ile Gin Tip Leu Ly sAsnAIa
f“ﬂ%%f*&f(g@tﬁi ﬁaﬁﬁéw?gytbowﬁ *é&sa@?f@ ﬁS@JIWPFﬁnP ﬁé#rﬁtsw%twgé@
myka T/ fesenedidrGintGaiitcerpitht bys: My sipheHenGirELapd” etnlbyScAsidBly

USﬁ il a S [ l
T e The oo i‘i‘”’%{“' g ) G TR e

s Tyr Le
iR I iy s}&s]nd# Se f%dz\“é %?*L%"Mﬂgﬁfsfﬁfb%%"%@’ﬁ@
wffBW@arazza@wmn@szﬂﬁ Givd GiynPhe PE iTeSextAspl Tyrc®derd asslifyrit en
prigifaBiimGlel th]em?ahmﬁ i Roeille falachin bRR. Luépé@en?ﬂ%oﬁmr;ﬁ@ Ser
lle. Ala (SEQ ID NO D-His Ser Gin G e
adl‘an%A§Poé‘§Pa COIY ou(é OV yrp rmd gﬁ?na.si fO c,xa % Blr égE %J.Fé?%ﬁgr”e

Tht:Ser Asp Tyr
weeh T%iﬁ%éﬁq_%eﬂ%"ﬁ‘ @RF@IWP&‘S@P L%%ﬁ%@ﬁtw@a\far(@@@a B e
eff83} of the appetite suppression.

The improved activity and/or duration of action of the oxm analogues as compared with oxm
offers various advantages. For example, effective suppression of appetite at lower dosages
will be permitted (with the lower dosage and/or lower peak levels, offering the prospect of
reduced side effects (including nausea) and reduction in the cost of treatment), or usage at
relatively high dosages will be better tolerated by the patient enabling quicker and/or greater
weight loss. Certain of the compounds of the invention used in the Examples herein exhibit a
pattern of appetite suppression indicative of a ‘flatter blood curve’, that is to say they have

improved pharmacokinetids, by virture of displaying either or both of (i) a more gradual onset
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D-His Set Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Gin
Leu Val Lys Tyr Phe lle GIn Trp Len Met Asn Thr Lys Arg Asn Lys Asn
W%H@ gEQ 401D NO: 84) D-His Set Gin Gly Thr Phe Thr Ser Asp
TVF Ser Lys Tyr Len Glu Gin Gin lle Val Lys Tyr Phe Leu Girl §FBp04&+77s
Asn Ala Gly Pro Ser Lys Asn Asn He Ala (SEQ ID NO: 85) 45 D-His Ser
ofSier GigetiasPhresTint 8Eritghal yris end jisdyroentGly SindGindirl Vialbys
P RRR-aN Ginstipken ks AR ClNGly £ o ARSI UAIHNG AR on.
(SEQ ID NO: 86) 50D-His Ser Gin Gly Thy Phe Thr Set Asp Tyr Set Lys
Tyr Len Gin Gin Gin lle Val Lys Tyr Phe Leu Gin Tip Leu Met Mn Thr Lys
Fpgigenadyanjagssn e shenndand® BOMDoNG 7 cDdbiisShr GinpGiydT avdPhe
itk e S P: EYhrRRE s T A-ethlzhnizin @g%lL@a}é%Mgsigy{oP Q&%nlxlﬁy iR
ch{%&%ﬁsﬁ%p‘%@ I\/{10 ﬁJX 1o Ser LXL}HAsn As lle Ala g? ID NO: 88)
His Ser Gin Gly Thr Phe T &5 BPgE Be(g:lﬁ”@iﬁ“@fn
afpanigideyeeriss. prET ars @ﬁW&L@W&W@A@h@}y GIy Pro Ser Lys Asn Asn
lle Ala (SEQ ID NO: 89) D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr
S AT GIRGIN St VBl A3, Tycphe Len Gin Tip Len Met
Asn TIE Lys Arg Mn Lys Asn Asn Ife 6 D NO: 90) D-His Ser
Gin GlyaThrRhe Thi SeeAsx N0 Serbyair temGinGinHik e Val Lys

Tyr Phe lle Glu Tip Leu Lys Asn Ala lily Pro Ser Lys Asn Asn lle Ala (SEQ
ID 1584@):593y115- ﬂlrsl%bfﬂ@ﬁﬁf@l T PheZlRhSatasP Tiu2Ser Lys Tyr Len

Gin C;gllli‘ gl Wé{”ﬂéf%‘ﬂxf I?éﬁ?-_ Us&%@@% Gly Pro Ser
Lys Ash ui %1 i 323 y Thr Phe Thr
Ser A@g{ﬁ)@;iwéﬁﬁ?« Ell ﬁﬂz he IIe GIu Tip
Lett MaiiAsnulhtkyS ﬁégs%n M?sé‘(ﬁ’@ 5 @zé\ %
25D-His1SemGiGGiyr Thr Phe! Ty SemHap ﬁiwzﬁmszaﬂéw Leu Gln Gln

G|n II@M&I Cl}_lyé6 Phiés 1R \GiP Tip 10ehyiy °ien Mas@ly:Rro Ser Lys Asn
N@“@ all? Ipysplid gt b GiguThSRBé Thr Ser Asp

Tyr Sé& %é%/ ﬁ/gt P’%Lg?zlgr%ql%m Tip Leu Lys
1r7Lt)é% %i * D-His Ser

Gln Ghu GRhecthr 9ol PR dYr, fﬂy}’zi B{Edi% 51;Gln lle Val Lys

Tyr R ecGirs G 7L MetAs D o ts ll\'ﬂ’gfé@ﬂe‘aﬁ@ AstuAsn lle Ala

(SEQ3BIGNGT QB) DHEIS YA G iysBIYyFHr iRk nmz&anmp Tyr Ser Lys
orTyr el GRS MG sttt 13ayi3d Prd Per?BinZFipith Lys Asn Ala Gly

Pro i%g‘(%%‘g j%_kﬁ n lle Ala (SEQ ID NO: 97) 40 D-His Ala Gin Gly Thr
Phe yi Ser Lys Tyr lieu Gin Gin Gin Len Val Lys Tyr Phe

In pBH IR THBIRANS AP RGN RIQ R8N LY ARRAsn le Ala (SEQ ID
NO: 98) 45D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len
Gin G GiKshéhMal LysaTyKRhe XenGimTixben MatAsmdhy:-Lys Mg
Asn %ﬁﬁi)ﬂ(ﬁs’ﬁ‘ﬂﬁﬂtﬁqgﬂﬁ [DysRIOEYeH) Phe2 DHEIS AR 4Gin Gly Thy Phe

Eéﬂ’f@?rf G W%&W%I@@Lys Tyr Phe Leu
Gln lu (}&%

chhgz% &ﬁ%ﬁ%ﬁf’ 2 1le23 Gin24(SEQ

GlulS Glnl6 Glul7 HelS Vall9 Lys20 Tyr21 Phe22 Leu23 GIn24,
or Glul5 Glul6 Glul7 Leul8 Vall9 Lys20 Tyr21 Phe2? Leu23 Gln24.
In a further embodiment, a peptide of the invention is one wherein

Xaal5 Xaal6 Xaal7 Xaal8 Xaat9 Xaa20 Xaa2! Xaa?? Xaa23 Xaal4 is:
Aspl5 Serl6 Argl7 Argl8 Alal9 GIn20 Asp21 Phe22 Val23 Gin24.

In a further embodiment, a peptide of the invention comprises Xaal Xaa2 Xaa3 selected from
the group consisting of:

Hist Ser? GIn3,
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1D NO: 100) D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr
Len Gin Gin Gin Len Val Lys Tyr Phe Len Gin Tip Len Lys Asn lily Gly Pro
Asn lie Ala (SEQ 55ID NO: 101) D-His Ala Gin hr Phe
“&%@er ,?:’g Tyr Set Lys Tyr Leu Glu Glu Glu Leu Val Lys Tyr ﬁ}eB e
Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn lle Ala (SEQ ID NO: 102) 5
D-HisIAtasGReGiyldhr Phe Thr Ser Asp Tyr Set Lys Tyr Leu Glu Glu Glu
Leu \}aﬁfﬂsﬁiﬁ? Wé ABIGIu Trp Leu Lys Asn Ala Gly Pro Set Lys Mn Asn

He AIRTEEGH AfB*103) 10D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr
Set L{ﬁ@/ Gln Gin Leu Val Lys Tyr Phe lle Gin Trp Leu Lys Mn
Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO: 104) D-His Ala Gin

Yok b BhBodiiemer AsRdEyr Setdysidyslad «ile4flu Glu Leu Val 15Lys
Tyr Phe lle Glu Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn He Ala
SE XM®3@§Hd29 @HMI&%ﬂ@IwThr Phe Thr Set Asp Tyr Set Lys
@Wﬁ Sy are: E\%SS‘F APhe Ile Gin Trp Leu Lys Asn Ala Gly

rEro ﬁ@i @S%A% ONO: 106) D-His Ala Gin Gly Thr
he

|n Gin Glu Leu Val Lys Tyr Phe lle
R el Bﬁ%&%ﬁe&?@;@dﬁa@&@é%&&%ﬁ@ AshAskdle Ala (SEQ LD NO:
107) 25 D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu
Gin Ginal@uasak Kps?¥FyraPiieHes GiaaBpst. eu Met Asn Thr Lys Arg Asn Lys
Asn Asn He Ala (SEQ ID NO: 108) 30D-His Ala Gin Gly Thr Phe Thr Ser
%E %‘Sé %%W?Ig@ X&ittlle Val Lys Tyr Phe Leu Glu Trp Len
°‘i_ys ASH PEYERENSREA lle Ala (SEQ ID NO: 109)  0-His
Ala Giga v R, Fgla Thr Set Asp Tyr Ser Lys Tyr Len Glu Glu Glu lle Val
35Lys Tyr Phe Len GIu Trp Len Lys Asn Gly Gly Pro See Lys Asn Asn lle
InAdee (SRCIEINQ pidiQ) of thDikauai Gin: @hertiar Phe Thr Ser Asp Tyr Ser
Lys Tyr Leu Glu Glu Glu lle Val Lys Tyr Phe Leu Gin Trp Leu Met Asn Thr
Lys AFgeAGH32 az% Aad st ifeara rS(FE@?EFOIDNO 111) 0-His Ala Gin Gly Thr
Phe TAFRRED T SEHYLRYrCER Gin Glu Glu lle Val Lys Tyr Phe Len

Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO:
inlphe) AR iselde G EMYFHRERRS THE SeLARR 1M SREANS T SidiGHb AP e
giaip doimpHendgal Lys Tyr Phe Len Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys

Asn Asn lle Ala (SEQ ID NO: 113) 50D-His Ala Gin Gly Tin Phe Tin See

Asp T BeGlyS&imitr EheCln Bl i whye yabyr PheQlefIGheuTYp! Let
Met G[g J{j&k}?%ﬁ%ﬁ%‘g)@ ASHASHIMEARF(SEd AT 1k 557B Ris
Ala Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu lle Val
Lys Tyt RRaHE GINTHiDH eSS ASriladBly Pro BaT SuohsmAsH He Al
(SEQTH IXOL <L 1SI): SB-Hhis 1AdonGi G e byl ProRbeL Thin SexAsie Anr(Sen bys
Tyr LEG:Gjn Glu Glu lle Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly
Pro Ser Lys Asn Asn lle Ala SEQ ID NO: 116 D-His Ala Gin Gly Thr
Phe Tht 8t g?fé’éﬁf Pely e Gt M}b%ﬁ&tﬁ%;t VBhes
e GLTHHLS MECAHTHEL)CATS Mih 1< ASAGTISALE (SESHDNo:
117)

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

Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn [le Ala (SEQ ID
NO: 4)

His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val Lys
Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
NO: 5)

His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val Lys

Tyr Phe Leu Gln Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn [le Ala (SEQ ID
NQ: 6)
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D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu

lle Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Mn Asa

I ID 15NO: 118) D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr

&égéﬁ!_%'ﬁ%ﬁmn Glu Glu Glu lle Val Lys Tyr Phe lle Gin Trp [&l/E %"2@?4779

Gly Gly Pro Set Lys Asn Asn He Ala (SEQ ID NO: 119) 20 D-His Ala Gin
Gly ThisRleGinGEahABRE Tyr Serky syl fediou GuLGINB ARG akt yalTys
Phe &G Ppledrnietdsh i Aly Sxiyossn Ly asthadle e JEEIETAD
NO: 1@0) 25D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu

G LR SR e S TR He e
Ser LyS Ag0y %51%2& af 31?22@% x@SﬁL sl'}ﬁﬁﬁ%ff?%"ﬂia é% :
Thr Sgy Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Len Val 30Lys Tyr Phe Leu
Gin Tip Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO:
122) His Pridis Klp BGirPBIYHF Ker ReeTihEsbyASp Tyr Getbysiiyret gal Gl
Gin GlprEanigafie Jermyaupfas AenlBikyT e em MestixsThitd Al RE§ N30
Lys ASR'A%n lle Ala (SEQ 35ID NO: 123) D-His Ala Gin Gly Thr Phe Thr

Ser AR JYGREEEYRLIMAER QNG Gl beu val by, Ty P &e“\?' s
Trp Lep bmémi%'g& Pro Ser by %Iéﬁmﬂ%g@ﬁé@gu B &ﬂ%
40 D-Hiis Ala Gin Gly Thr Phe Thu Ser Asp Tyr Ser Lys Tyr LeuGin Gin
Len Val Lys Tyr Phe Leu Gin Tip Leu Lys Asn Gly Gly Pro Ser Lys Asn
Asn |féisster (BEGH DhNTe TREF et F0p His Pekal @il 6 heT BikRHulkin Ser Bapys
Tyr SEFIE BsFlnelirditr G Sy Ar 57 Ty MiaedvelicGi GRUENGet
Asn THY Lys Arg Asn Lys Asn Asn lle Ala (SEQ ID NO: 126) D-His Ala
Gin Gy, TrdRhend iy S6L AR IS5 918 e 0. G iR Gl Fenval
50Ly3 yhymPhedis ﬁmmeemm?ﬁg%g Sl#égquanm ﬁkﬁg&y
Ala ($EQHY NO: 127) D-His Ala Gin Gly Thu Phe Thr Ser Asp Tyr

Ser Lys Tyr Leu Glu Gin Glu Len Val Lys Tyr Phe lle Gin Tip Leu Lys Asn
Gly Ghr BroBefilyyEhnBee AbnSHeAntal (S FolU 55N GREJIGHIsAYalGin
GlyT ng o F8ehrp Lty S8t P& EH S ASIIESREEQIR Tyr

Phe lle G]I Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn lle Ala (SEQ

ID N@;22%:5 BriHs Al Gin @Mp{fg'@@f LprReh ASBI WGk RS IM keu
Glu Gigr SerleGMatbysulyysPhe d8 Ginplsigek ek Lo AshiAlaFheBrg Ser
Lys Asi:Agn lle Ala (SEQ ID NO: 130) 10fl-His Ala Gin Gly Thr Phe Thr
Ser Asp Tyr Set Lys Tyr Leu Glu Gin Glu Leu Val Lys Tyr Phe lle Gin Trp
Leu %%%@T F9y¥6 BureydsndiyRent e WaleSEty (Hundy: eyl Lys
fI-HisNgé; rERTHP PRk Hy Sel AL 1YF S8 <My ATRRAH Biedh
Leu Val 15Lys Tyr Phe lle Gin Trp Leo Met ,Asn Thr Lys Arg Mn Lys Asn
Asn lla/da (REQYIPING: 18Qer AsPrifis-A Gin: Sl dhrdihel it $8rhsp
Tyr SBrr Pys Meyrchie U Iueins Gl Ue: \Gal BysdnR henlew Gwikeiealys
Asn A¥a:Bly Pro Set Lys Asn Asn He Ala (SEQ 20ID NO: 133)

His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val Lys
Tyr Phe Leu Gin Trp Leu Lys Asn Giy Gly Pro Ser Lys Asn Asn e Ala (SEQ ID
NGO 1Ty

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val Lys
Tyr Phe Leu Gin Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn lle Ala (SEQ ID
NO: 18)

His Ser Gin Giy Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val Lys
Tyr Phe lle Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID NG:
19} :

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val Lys

Tyr Phe lle Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SBQ ID NO:
20%
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fl-His Ala Gin Gly Thy Phe Thr Ser Asp Tyr Ser Lys Tyr Leo Gin Gin Glu

lle Val Lys Tyr Phe Leo Glu Trp Len Lys Asn Gly Gly Pro Ser Lys Asn Asn
W5 AlRASER ID NO: 134) 25 0-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr

Ser Lys Tyr Leo Giu Gin Glu lle Val Lys Tyr Phe Len Gin Trg’fgf&ﬁgﬁgﬁm

Thr Lys Arg Asn Lys Asn Asn lle Ala (SEQ ID'NO: 135) 300-His Ala Gin

Gly Thr Phe Thr Set As %g[ Ser Lys Tyr Leu Gin Gin Glu lle Val Lys Tyr

Phe LEB ESHPRATY J17 R0 REr®iAelyPie Be Tyd adlnsh fulia sSEn
ID Nc%ggz“e g‘B%—'ﬁsk ‘f%iﬁ%l‘?‘*r%%%%%&ﬁﬂ%ﬁ%é&@ r
Leo Gin Gin Gin lle Val 35Lys Tyr Phe Leu Gin Trp Leo Lys Asn Gly Gly
Pro Saislsys s IR e AR (GEQIR NS, L37hy: LAHisclaRISy Thy
Phe Thyr Bt IRSHInYip Sei LysARurAieci GG Ghuskie Nalilysid wHohe ken
Gin T#g)Leo Met Asn Thr Lys Arg Asn Lys Asn Asn lle Ala (SEQ 401D NO:
138) fl-His Ala Gin Gly Thr Phe Thy Ser Asp Tyr Ser Lys Tyr Leu Gin Gin

Gin IER P PRéwd e Bergn b6 Yy drsshmiissiy: Ble Gudle Yeldg
o N 5oy D R e e P GE L A

Tyr Ser'Lys Tyr Leu Glu GIn Gin lle Val Lys Tyr Phe lle Glu Trp Leo Lys
Asn Gly GhydreSenibise AsNsAsRsle Alect SEQIP NQinl 49) &A1t Ala,
Gin GlyrDbe RI@nTp Set WMispaby mharkyselAtdon Gy Giieindenabys
Tyr PHeIRIGIuU Trp Leo Met Asn Thr Lys Arg Asn Lys Asn Asn lle Ala
(SEQ.ID NO; 141) D-His Ala Gin Gly Thr Phe Thr Set Aé;&gr Ser Lys

i

- LB G Ol Ty phe, SIS THs Ll AAIEGhys
Pro %@%%ﬁ%@ﬁ ARG B R SR

Phe Thr Set- Asp Tyr Set Lys Tyr Leu Glu Gin Mt lle Val Lys Tyr Phe lle
Gin T SenclySIASHr Gl GlysRro.patk ¥er AsHASNA A BIASRAP W ys
143) Tyr BbeHlis: Sla Gl &1y yshisk gy Thy BersAcnyd ye:Semliysalysieuns|u
Gin Gi?1RNal 10Lys Tyr Phe lle Gin Trp Len Met Asn Thr Lys Arg Mn
la (S NO: 144) D-His Ala Asp Gly Thr Phe Thr
T

?(Iasr %%H@%%Lé%é@frp Y Iﬁ?@%}l@@@;&éﬁ RVEFEE? L\‘%ﬁlﬁﬁ%ﬂ%ﬁ%m"ﬁp
Len Lys.Asn A?Iajey Pro Set ;131 nlﬂgn f"Ata Zé 3 1BIDNG: )ID

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Set Lys Tyr Leu Glu Glu Glu
Len VVEbSey Sithyk P e BeuTE Sef b Bur BysLASTYSIy:GiyuRng Setileys/Adn s
Asn lienithe(SEQUDINGuE48 Y120 Daldily AlaAspySAsT AsAkeATNSBRITASp
Tyr SI%?L@ Tyr Leu Glu Glu Glu Leu Val Lys Tyr Phe Leu Glu Tip Leu Met

o GBS e %%Am ARG AR 755 I
el EA A e PR
Lys TyoPoge Leu Gin Tip Léu Lys Asn Ma Gly Pro Set Lys Asn Asn’lle Ala

(SEQ ID NO: 148) D-His Ma Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys
Tyr LBn SBirti@IGIGIhea UalS80hys ThySeled Bn GnGlGheGlL LsuAsSn IGy

Gly Pry BerheySiashndst NetXda TOHQs TN 149)sn ADMHiISAIERGEGly
Thr P& THr Set Asp Tyr Set Lys Tyr Let, Glu Glu Gin Lett Val Lys Tyr Phe

Leu Gio rRs ey Mst ASnpThe Lys Mg Asny Lys Agn Aég&? AR E2EG3ID
NO: F503iRriais M ASH Gy A ihe Bl Set ASByE Sl s u
Gin Gip Len Val Lys Tyr Phe lle Gin Tip Leu Lys Mn Ala Gly Pro Set Lys
Asn Asn lle Ala (SEQ ID NO: 151) 40

His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val Lys

Tyr Phe lie Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn He Ala (SEQ ID NO:
32)

His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val Lys
‘Tyr Phe lle Glu Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn Jle Ala (SEQ ID
NG: 33)
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D-His Ala Asp Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Len Gin Glu Gin
Len Val Lys Tyr Phe lle Gin Tip Leu Lys Asn Gly Gly Pro Set Lys Asn Asn
vlésﬁ%}am SE9 ID NO: 152) 45D-His Ala Asp Gly Thr Phe Thr Set Asp Tyr
ef Lys 7Ilyr en Glu Glu Gin Len Val Lys Tyr Phe lle Gin TrpPCarRpet a4 779
Thr Lys Mg Asn Lys Asn Asn lle Ala (SEQ ID NO: 153) D-His Ala Asp
Gly ThliFve ThiCBetindpeTir SetAyps Tybat eisGin GINCRIGLamYB SR YSs
Tyr PH&RRGI Fiplmehanyjsnem Ala GlyPRrBeBbys Am Asn Trstid SE(EISED
ID N&4154) D-His Ala Asp Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr

Len Gip Glu Ginlen Vgl sg r Ph? II% (égés'l' ) Legg Lés Asn Gly Gly Pro
s LR

Tip Leu Met Asn Thr Lys Arg Asn Lys Asn Asn lle Ala (SEQ ID NO: 156)
D-HistES ASPErGHy Thr IPhEFF 8eSepASpSEYLBavEYsukYE: KB GGV Bl
He VAPE Y8 Bhdpdeuih Tip (ToullyySrastsila GlynPro SetlySBEGIDASN
lle AIREEED 1D NO: 157) 10D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr

Set Lyg by é&%hﬂ&};ﬂﬁ% efﬁ”;j—és g ng,e eu !uu Trp.Leo Lys Asn
Gl O i (U oA e R e B AT
Gly TRoPtig Thr Ser Asp Tyr Ser Lys Tyr Lea Cilu 'Glu &fu né ys
Tyr Phe Leu Glu Tip Leo Met Asn Thr Lys Avg Asn Lys Asn Asn lle Ala
(SEQHD -‘NGM%TIH eHis Adasbp i GBeThs Phel EhyiSanAsp Tyvaetys
Lys TN SRAT @ krnésw de 1S PreesSeew ShpleuaS RGDAla
Gly r0 Ser Lys Asn Mn He Ala (SEQ 201D NO: 160) D-His Ala Asp Gly

Thr Pl JDGRRGAHTANH: SR SV S 88 PN B Slulle Vably g;e
Leu Git Filp LRLOKYS:4 58, G &l gﬁ%@@&ﬁgﬁ% ﬁi@%@%@
NO: 161)32b D-His Ala Asp Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Leo
Glu Gin Glu lle Val Lys Tyr Phe Leu Gin Tip Leo Met Asn Thr Lys Arg Asn
Lys ASA IR Shelip NOsea2) 30DysRyilauAsp GhyGihiPhiaSet
Asp E}g %%R?ﬁﬁ‘?éﬁ‘é—lﬁ G S RbejoTdemhs fle Sr(SERIRO
Lys Asih’ Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO: 163) D-His
Ala AsR GRGTIER NG HRs BPEASRT Y SENLYS TV L GHL Gl Bl e Val
35LysyFymPhe kg @Iw}ipﬂywda}éﬁg@ ﬁhf%iﬁ@&%&m 3N II je
Ala (SBQHD NO: 164) D-His Ala Asp Gly Thy Phe Thr Ser Asp Tyr Set
Lys Tyr Leu Glu Glu Glu He Val Lys Tyr Phe lle Gin Tip Leo Met Asn Thr
Lys %‘g%ﬁ b R e Sere 68 B0 S0 iy Nie: UesYio GlisiudinYp By
Thr RRe THr Set'As S AR TS ERPEIERR fen/in AdSER Phe
lle Gin Tip Let, Lys Asn Ala Gly Pro Set Lys Asn Asn lie Ala (SEQ ID NO:

166) 4 Srtdim Sla Aspie iyt B Re Ths el oep Tv SRtdNGIVALeH QU
Gin Giu He: VialdlySifyrePhe BerGin Tip kesdysAss: Gin W RRSeHNS
Asn ABa lle Ala (SEQ ID NO: 167) 500-His Ala Asp Gly Thy Phe Thy, Ser
Asp %}é/s;?}et %Eys;' r Lf,%é Glu Glu G}E lle \éfl I;%/s é}g%;ﬁg’eﬁin Tip Leu
Met h 7 et Ala {5 Olely Vi Inis
Ala Qﬁ) Cgfj Lﬁ%@ Wr%%%’i%ﬁ?ﬁé? YAy A PLasE i A &I RVl

Lys Tyr Phe Lea Glu Trp Lea Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala

(SEQiS N QInk69)rabrhisAeAsp By SEn Rhe, M, 985 ASRGTYISE! kys
Tyr Uea BaGiH.Glp LeaMalisy S TynyPhe; Lad GLATIDAseadys ASm@ly
Gly P¥&F S&r Lys Asn Asn lle Ala (SEQ ID NO: 170)  D-His Ala Asp Gly

Thr Phe Thr Sc Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val -
Hl;'s Ser éln Gly T%r P¥m Thr Se¥ASpyTyr Ser Lys Tyr Leu Glu Gln Glu Ile Val Lys

Tyr Phe Hle Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala {SEQ ID NO:
46) .

His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu le Val Lys

Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala {(8EQ ID NO:
47)
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10Lys Tyr Phe Lea Glu Trp Leu Met Asn Thr Lys Arg Mn Lys Mn Asn lle

Ala (SEQ ID NO: 171) D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser
M}qg{%/ ,é %Glu Gin Gin Leu Val Lys Tyr Phe Lets Gin Tip Lea L%s Asn

ro Ser Lys Asn Asn lle Ala (SEQ 151D NO: 172) D&/ aRERYB0477

Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu Gin Glu Leu Val Lys Tyr

Phe Leu Gin Tip Lea Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ

ID NGlis 39)3p BvHiy Rig RsFaReT vrireIbmISeknsHirgin St gy atyys

Len T é‘i&j itipdmpvar MR At Bréseuein i @éﬁ‘i\ﬂ%@%ﬁ?ﬁm%

Arg Asn Ly Asn Asn lle Ala (SEQ ID NO: 174) 25D-His Ala Asp Gly Thr

Phe TonRelAah Ty SErhyeilil 2, Glv Gin 2 W@Mﬁl KSdyrEhe.lle
Glu Trpd-ey bystAstiARGluRre S8 ANSASRASH IR Ala ASER DN
175) 1> ND:Hiy Ala Asp Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Leu Glu

Gin Glu Leu Val 30Lys Tyr Phe lle Gin Trp Lea Lys Asn Gly Gly Pro Ser
Lys ABriisten falndy é@E (25} N@@fﬁe@w S Ipiis 1B Spucsty B Phe/ghr

Ser Aﬁf %;)é YRR ERGNT G SNPRRAT S A BREGISBHERp
Leu Mét Asn Thr Lys Arg Asn Lys Asn Asn lle Ala (SEQ 35ID NO: 177)
D-HispAlaASPARIGEN PR ThE SPRASETYESS! bys Ty Bhed GGl Gly
Leu Viakslys fhgriRh e llerined mé@e@ Ria@eshYe AsASH
lle AlAXSECE D NO: 178) 40 D-His AIa Asp Gly Tin Phe Thr Ser Asp Tyr
Ser Lys Tyr Leu Glu Gin Glu Lea Val Lys Tyr Phe lle Gin Tip Lea Lys Asn
Gly Hﬂfé & G AP RS A S AP E@f{éﬂﬂ@f@v o hsEH ARy Kab
Gly T E FEePRSPPYFSE? (Y8 e brestsr & Al AlGE}yr
Phe lle Gin Trp Lea Met Asn Thr Lys Arg Asn Lys Asn Asn lle Ala (SEQ
ID N@s-A8Q%r Gl snARRATR SEVATRTRiSed i3t ASIGTY GRS YSulVAl

Lea Gips GiniGHLEe MalsOLysThyrnRheil ety Bin SEHLIeash ysAsnAMasBly
Pro Sét NpsBsn Asn lle Ala (SEQ ID NO: 181) D-His Ala Asp Gly Thr

Phe Tin Set As Ser Lys Tyr Leu Glu Gin Gin lle Val Lys r Phe Lea
Gin T E’E;ﬁ? ﬁ?‘?ﬂ?@%ﬁ%#ﬁ%ﬂé%ﬁﬁ% g 1.
182) f’a Te REPErYP'SER LYBAT ENEHE?
Gin Glu IIe Val Lys Tyr Phe Leu Glu Tip Len Met Asn Thr Lys Arg Asn Lys
Asn Asailad @i{SHQIDPMNOTLS3) ApHis AaidspyalydbrRhedihn SevAsp

Tyr Sedls Fyr lleGlGinGm Bindle WalGQyPhyiePhe AenGimd nid SEQYs
Asn A&GH Pro Ser Lys Asn Asn IIe Ala (SEQ ID NO: 184) 10D-His Ala

Asp X{TQ[C[ e Tyr Leu Glu Gln Gln IIe Val L}/s
Tyr P i3 511 T g g
nP 2 ﬁgﬁo HIS K AAsp Fjgé ﬁ L A§§ B\sp ngé? I]_]yjks

Tyr Leu GIU Gln GIu He Val 15Lys Tyr Phe Leu Gin Trp Leu Met Asn Thr
Lys AbgHAsteilys ABHTASPhHEHA B AR YEEMQysI B6 )eu GR-His GlalAsp 4bly
Thr Phe THP8ela@ly Tyr ISetMy STy lirdysGlie Gin Bludte Val Ty a7 (§The
lle GRPHP 1% Lys Asn Ala Gly Pro Ser Lys Asn Mn lle Ala (SEQ ID

20N%-I1-'{18s7§er Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gla Glu Glu Leu Val
Lys Tyr Phe He Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 58)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu Glu Leu Val
Lys Tyr Phe lie Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn He Ala (SEQ ID
NO: 39)

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Ghu Gha Glu Leu Val

Lys Tyr Phe lle Gin Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn Ile Ala (SEQ
ID NO: 60)
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D-His Ala Asp Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Leu Glu GIn Gin
lle Val Lys Tyr Phe lle Gin Tip Leo Lys Asn Gly Gly Pro Ser Lys Asn Asn
ID NO: 188) 25 D-His Ala Asp Gly Thr Phe Thr Ser As
“%?er Lysﬁ%’rQLen Glu Gin Glu lle Val Lys Tyr Phe lle Gin Tip PEX %’?’2\@?4779‘
Thr Lys Arg Asn Lys Asn Asn lle Ala (SEQ ID NO: 189) 30D-His Ala Asp
Gly TRribn&eThing8r Aid’ Ry Fis SerAsp Tyr $ud-GlyCinuGily (b Gl leydaTyr
Phe IfeyEhHT 1’&? Ley Ty d mdrrulias g Bio Gefryenisy AsnAme A BEEID
NO: 1]5)0N %IB-His Ala Asp Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Len

Gin Ginyfalndle; el i3ahyenl YRPoE A, Ginstin Ley Z%ﬁﬁ“ &V ¥1e|:3 g Set
Lys Aﬁﬁé«ﬁﬂpﬂ@r&l@?ﬁ%&@ 1, NGL: A%ij%l k ERgdhr
Set AsprEyrs3er Lys Tyr Leu Glu Gin Glu He VaI Lys Tyr Phe IIe Gln TIT
Leu Met Asn Thr Lys Arg Asn Lys Asn Asn lle Ala (SEQ 401D NO: 192)
For ekatiiphe bpthi&lsfhcSimvention Seralyh Avel theGansiha dieils Val
sequ S‘?ﬁ PhF—ﬁse iR SAMAAPHEThsSEE Asp Dy rset iy Herp (R
Asp ,&)fg %?rg Ala Gin 45Asp Phe Val Gin Tip Len Lys Asn Ala Gly Pro

Set LyssteASR HE MAARER F NO: Aﬁ 3y Lys'ilﬁ BEGRInEY E Dhe
Thr SQySA;gppmméemayﬁpTMutzg@ g AIG AR AznAsieRhe Miad
Gin Tip Meuskys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID 50NO:

194) D-His Set Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Asp Set

Arg %%&@sﬁm@b ﬁhré’hﬁéff@ﬁ?rﬁppué@% dvehymliancsily Bho@elle Yalasn

Asn ﬁ? (%E R ID N ) R s §%‘é?@uﬁ%‘l§f&ﬁﬁ“ﬁﬁ’él¥h“rl$ Rsp
yS Tyr

Tyr Leu Asp Ser Arg Arg Ala GM Asp Phe Vat Gin Trp Leu

Lys Msaly Snbeg, a6t bvsohssAsn He-AlR (SERP-NG: s8BkRAHIsAla
Gin GlysTigr Fhe dhtiperAsh i Sarihy s kyAkeuASR Set AnAIgARRGIN
Asp PhelVadpin Trp Leu Lys Asn Ala Gly Pro Set Lys Asn Asn lle Ala
(SEQ ID NO 19 & D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Set Lys
Tyr L l}* (@ 5%’ 5};@@ rﬁSAéprrsﬁ%%m HeTF el ﬁv&sﬂ&éﬁ@y
A ASh S WA S BN 368y Al ARy gl
Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Asp Ser Arg Mg Ala Gin Asp
Phe Yajlifs i lom ey tysipanAla @y BrossatkyisAsh deleddaSEQ
151D INOT kP De s PdalAsDys Wt hhRie THarsGdryAspn s JenlySTgnD
Leu A¥p 88r Mg Mg Ala Gin Asp Phe Val GIri Trp Len Lys Asn (fly Gly Pro

Ser Lys Asn Asn IIe AI SEQ ID NO 200 20 tlonal , the peptide of
the I% é,e@ lf Wéu He Val
Accopdi yégt e pept| u emln\?gntlon ma have i Sditonal &Efiion

moiety of sequence -A-B- C 25 wherein: Aiis absentor 1, 2, 3or 4 Ala

residDegioget (I 319rrarGhd TesiuasHris sh3entior lsuls i3 QA @e Val

residbeslor Bhell8@n IriGinurbsiduesiB0Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 70)

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ie Val
Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 71)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val
Lys Tyr Phe Ile Gin Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn Ile Ala (SEQ
D NG 72)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ite Ala (SEQ
1D NO: 73)

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Ghu Gln Glu Leu Val

Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lvs Asn Asn Ile A]a {SEQ
ID NQO: 74)
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provided that A and B do not both comprise Ala residues, and that A and
B do not both comprise Chi residues; and C is Lys, or Lys with an
vﬁ?'ﬂu % t% from capric acid, lauric acid, myristic acid, 35palmitic acid,
stearic aC|d and arachidic acid, attached via its -COOH grou%‘%’%@”q\llﬁéwg
group of the Lys side chain by means of a peptide bond. In one
embodlment rou s A or B or both A and B are absent. In an

embodimEnt Yotproset L& iSelgunly BlisGhid.cpdal
exam égé;gﬁﬁ %%%SB*dTﬁRe[ﬁWFé %ﬁ’fér By OrEAanEY St B 18 BndlngSEQ

residue. In oné embodiment, C is a Lys residue without substitution In

one embediment, &isi@ bastigsdueWith @J%&é&g 4 AURchad M5 va
-COOHgroumia taet4abliHE groupofithenl ys Side ehain Rymeans gi@
peptide BéndoFor example, the fatty acid may be selected from - capric
acid - lauric acid - myrlstlc acid, palmitic acid, - stearic acid, and

i Bl i S ARAeF @%B&Wéﬁt@hﬂ%@%ﬁ?ﬁﬁ’aﬂ
e e o o

Lys38-myristoyl, 5Ly338 palmitoyl, Lys38-stearoyl, Lys38-arachidoyl,

G1lu3B-AlkadoyshA 1ekuddnh badl ysAlcaproyl iL0GHUGR Aka3Q val
Lys40-jamseHhGlas81ATad% L yed Asayhitoyh & bu38A :83%sn Ile Ala (SEQ
Lys4Qkpifmitdyl, G1u38 Ala39 Lys40 stearoyl OrG1u38 Ala39

Lys40 -arachidoyl. 15 The arachld éa is also known as the icosanoyl

h&E TarhdiH Séilsion Val
grJnrc(;)lltj-:- $§% may}g:%gp &ctetf fA‘ dhg e&&éﬁﬁ‘@r‘?ﬁn?ﬁ HARER P

Asp GIy Thr Phe Thr Set Asp Tyr Ser Lys Tyr Len Glu Gin Gin He Val Lys

Tyr PheslleseiGiT G- €kt Bys ASB LAV BEp1Serlys-AsMASh ¢t Ala dys
(SEQUB NEOPIRIE) @6 DrplisilasAsp BHCThrR Ber TN-ASerdspe ik SexLys
Tyr LE@'GH Gin Glu lle Val

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val
Lys Tyr Phe le Glu Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn Ile Ala (SEQ
ID NG: 81)

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 82)

D-His Ser Gin Gly Thr Phe Thl: Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Giu Leu Val
Lys Tyr Phe He Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 83)

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gle Gln Glu Leu Val
Lys Tyr Phe Ile Gin Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn Ile Ala (SEQ
1D NG: 84)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Ghu [le Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn e Ala (SEQ
I NO: §5)

D>-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu He Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ
H) NO: 86)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Gl lle Val

Lys Tyr Phe Leu Giu Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn lle Ala (SEQ
IDNG: &87)
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Lys Tyr Phe lle Gin Tip Len Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala
Lys (SEQ ID NO: 202) D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser

w&ﬁ/?ﬂ k GIu Glu Glu lle Val 30Lys Tyr Phe lle Gin Trp Le

et Asn
fg Asn Lys Asn Asn lle Ala Lys (SEQ ID NO: 203) g—“ﬁfi}sﬁﬁ‘l‘g’}&”s“ﬁw
Gly Thr Phe Tin- Ser Asp Tyr Set Lys Tyr Len Glu Glu Glu Leu Val Lys Tyr
Phe 2 @irseFigie &ly s Pe TG ReGlyrPlip Sellry3MsnuAdn Ge Bialleydal
35(SED I Rio Loo@) Timisealy pap ly TrFrniemhie ser Agplvylasilys
Tyr LEMEABin Glu Leu Val Lys Tyr Phe He Gin Tip Len Lys Asn Gly Gly

P10 SRS 6 leshlrkySLSERPN 0 Bitis A8 A0 Pl
Thr Fisﬁg S Sy §A-§M$ é%{}%@ L%@ta&\ég
Phe Iﬂeﬁﬁ)ng@rl) Len Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala Ala Ala

Lys-myristoyl (SEQ ID NO: 206) 45D-His Ala Asp Gly Tin- Phe Thr Ser
Asp BrHBéeL i Ty TetP GihGherGar Lerndy dhsyisy TyrfHe Gile GmIEyden
Lys Asfi Wé—%@rﬁ%@w% Men/man e x| 4 IASA eyt Psupbiritodia SEQ
ID N& %?7? D-His Ala Asp Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr

Leu Glu; G, Gl LanabrOkyS I PhE UE G IR ?H%?Gi&ﬁn%ﬁg Pl
Pro Sek kyspisnAsn 1ie Al Al Alpdiysistear ol (e, AOREebWis
Ala Asp:Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu GIu Glu Len Val
Lys Tyr Phe lle Gin Trp Lea Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala
Ala APaHiySeafdeRitioyin NEP200F 8D HibyserGily Gy ThilPNel Thr
Ser 5 ?é%?ﬁ?fw 1B HEHl Fen Sralvy4seyisp e AlaASERHID
Trp L g Asn Ala Gly Pro Ser Lys Asn Asn lle Ala Glu Ala Lys (SEQ ID

NO: Z18) ser BiHHis, I8 Salrraly T AL %EJQ’IE%%{ &¥sul¥ralen
Glu Gl GlepeuMalL 10h ysuTyeRhe m,ﬁmr @&k lavs AsnudlaGheBro
Ser LiysnanoAsn lle Ala Glu Ala Lys-myristoyl (SEQ ID NO: 211) L-1-lis

Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin Gin Len Val

Lys TyHismmen‘@n @inlirphedin S Agn Pryy Ser PRCAsHabs Yig Ala
Glu 2};% Vet Hatdyk (SEby Iﬁ‘ﬁ‘{’lélaﬂéff? ?%‘@%%@ﬁ%ﬂ?ﬁﬁ@ﬁ% Fhr
Ser Asp r Ser Lys Tyr Len Gin Glu Glu Len Val Lys Tyr Phe Leu GIn
Trp LeulsyerAsh Al piRronses: Lys Az AsRdie, AlauGin A Glu 1le val
Lys-palmiioyhéRE QA D 2 33120 Gyldis Serdainys st RsPineslihysieonn
Asp @ 3&r Lys Tyr Len Gin Glu Glu Len Val Lys Tyr Phe Lea Gin Trp
Leu SBAsn Ala GIngro Ser L Asn As\g II%HAIa Glu Ala Lys arach{g?yl
(Schr ﬁ" Tf? & U*rﬁé‘?lh g Va

% % %pslé?ne Sy %érﬁar%ns N APLSRNDwE BRS
Ser G|n Gly hr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Asp Ser Mg Mg Ala
GIn AspiPRe: 3% V@ GinPhen hettMeb Asrsdink usVeudsn dlgadsneAsnille
Ala (SEQHWDNOB56H) THheadtivesboxlnslem Sequenca fwhithAs: ISEQ
saméla¥thé’porcine) is as follows: His Ser Gin Gly Thr Phe Thr Ser Asp
Tyr Ser Lys Tyr Leu Asp Scr Arg Arg Ala GlIn As Phe 35Va| GIn Trp Leu
O e ks seg MRk o
S Asn y 19 S As €
e same a uman & guence eXC ptt f&rgﬁ

human peptl e is replaced by Lys33 in the bovine peptide. The present
inventions pravidesianalogu da:afcoxyptomsauhin ag set Gt ahave. [ kheal

inveritiorT fuPtirareprobides [peplidessiiiar ape Arg Asa Lys Asn Asn Tle Ala (SEQ
ID NO: 99) -

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn He Ala (SEQ
ID NO: 100)

D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val

Lys Tyt Phe Leu Gin Trp Leu Lys Asn Giy Gly Pro Ser Lys Asn Asn lle Ala (SEQ
ID NO: 101)
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40analogues in which the Lys33 residue of the peptide recited above is
replaced with Arg33. In an embodiment, the invention provides a peptide
V&IE 7\{gntlon in which residue Asn34 is replaced with Asp34. Certain
qges with Asn34 replaced by Asp34 are shown as PEPTIBESHRY 7477
to 292 in Figure 1. In a further embodiment, the invention provides a

peptide in which residue 01n3 or Asp3 is replaced with 01u3. Certain
peptideEitie Ginudmrerdiiewkr S BEPMBES-NJ 29363856 RidundVal
The .@W SHeOmpre&LebiB e s ieBrbbrAth g e Ala (SEQ

sequences dlsélosed in the Sattached examples and/or figures.

Derivalives.f eampeyacat 1ie LVEQHen May Gorpfise &, SEHCHIS S8 .
forth above: monified by, wellikRawhn NEA99$56SIPLIMHGY AMIAAIRSEG I

glycosyiatiam, carbamylation, allcylation, acylation, for 10example
acetylation, sulfation, phosphorylation, cyclization, lipidization, protein (for

telig il ﬁ)% Fatidh anopedytatohy ARl bgueddtiafelidvarition
mayﬁgérﬁgf ihedaehahdddt positith Within thehlofebane’ Brlgle (SEQ D

predetermined positions within the molecule and may mclude one, two,

threeppmare affashad.Nemicabmoietiessd bA eormROBAd Al B 1oy var
inventigyrmaydie afusion freteins VAJ%QA.@@@LQM Afn fle Ala (SEQ
oxynt@nisglulif)is fused to another protein or polypeptide (the fusion

partnf)r us&g&g&lmgg%g%oﬁ ?oggfr}g thge %%%atlvely, ngclh a
fusio el ) R th 3o A Phetiseda
Such _f%r PSR CatpH<E: M%ﬁl&g&%’f Briduthif ARy 1D

suitable peptide or protein can be used as the fusion partner 20(e.g.,
serum gRumitcarbenieatMdiaseaiytathiphers-fransie@sesngle/a
chain_gntipartie s antibedies | antibodyfagmests DydhioradorinartGEgHor
exampie,187¢ompound of the invention could be fused to an
immuncg%lobulm light chain varrable domain that has bindin specrfrcrty for

serurl” i "e CLLTiR: Prdfaridy fisisty petthérs
will nrﬁ h@éﬁheﬁ% \?eéri6 |olog|caIG @ gﬁ%@%éﬂ&ﬁ@?ﬁ%ﬁ&ns

including hybrid polypeptides, may be made by linking the

- carbaxyrrmires aithePRianRtaes 19rthe apmna-teiminusetinge val

analdgu & pffbxyrtofotglihcoyicesversd;ldiPecty:, oys\ianaskinkerath as EC
prefel%l?ﬂ?'d@@b not involve the loss of activity of components. Where

pres e |caIIy sta Ie or Iablle for exam ea
SOCI%J\%IB Eﬁ{n%% ﬂ§ ?RATII%{ t? Fgg’éo
one qugreif fon part ers. A'resu t|n ceava sron pro ein may be
cleaved in vivo such that an active form of a compound of the invention is
releabeiis Bxafiplais OhusklehTalczy ableTinkersinchide, ot ale ontilynited
to, theviidke A D-B-BiDHY Le+ PLR Asp ChG gmntird AsPLs Hsh Anhith \Eais Be
cleaedh 5y Eriterokinase, thrombin, ubiquitin cleaving enzyme and renin,

eSSl SErCRER U, SN S0 O, ATl

compgy e e atey S ANATAElh, TLRhY s il
of thereammpgund of the mventlon i< attached to a fusion partner vra
disulphide bond(s) resulting in a covalent linkage between at least one
Cys iesldugaobiihgigdimpte itirGiethesprie stiohydhnd béledsongiCys Val
residui dpthberlsidrip e Igvive fis BhoteirSis Lisedsad s filsign (SEQ
partn@rN*t)ré lpar)eferably chosen so as not to exhibit undesirable

anti |t iaLmd%%r,ra &2 nﬂg ncht q:ra;&1 eLavpldegﬁ%/ cgps&]glae Q,r?tein
whic 1}§ logenic, @il makiowhich e comp cAla (SEQ
admimstered 410A compound of the mventron may be a physro ogically
functional derivative of a compound of the invention. The term
"physiologically functional derivative" is used herein to denote a chemical
derivative of a compound of the invention having the same physiological
function as the corresponding unmodified compound of the invention. For
example, a physiologically functional derivative may be convertible in the
body to a compound of the invention. 15According to the present
invention, examples of physiologically functional derivatives include
esters, amides, and carbamates; preferably esters and amides.

Pharmaceutically acceptable esters and amides of the compounds of the
iNvventionn mav combnricea a2 C1 A allkevle Ce 10 arvl-e CHE 10 ar-C1 B allkvl- or
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30Alternatively, an acyl substituent may be attached to an amino acid
residue in such a way that an amino group of the acyl substituent forms an
ag (h,g W|th a carboxyl group of the amino acid residue. In a further
preterred embodiment, the present invention relates to an ok GEFRPATE 77
wherein an acyl substituent is attached to the parent peptide by means of
a spabelis7or ekafiiplEthe: JbylSsubstile trhay Te dtaChatl i o th8omn
mmeéE\/'I yomBaidestin Bedpader itssddhGhwviay Htrdtya saronylgpduS B fie
spac Yokime an amide bond with an amino group of the oxm m0|ety It |s

especit)a}!}l)/S Rﬁef&r Lgﬁép%? e¥l glde clgal é% ptloge wgl E{
a position prierRenige, Rack hORS Whs 37518 JESIGUE IS ioUnd L Ala s
becayge IM@pe having a four carbon atorn side c ain termlnatlng ata
epsilon-amino group, is particularly suitable for easily adding an acyl side
chainPiHmdyz§dmdecdsdibe thirieoducEhySinbywretidlUesitio the Gediscnde
sole-6ritaE sUlp &S Tep brovitintsa Bodverient sitevatiwhich Beabd B
acyl A& ChHR Alternatively the acyl side chain may be added to the

Iysme)r%ss%génnag £:9 IS, of th t|d reu
incorpQIAUpRRINE e ﬁé\}t[g/% § e %@E %&@%& i

This methoglology is advantageous if the peptlde sequence contalns more
than one lysine residue as it avoids the necessity of using selective
conditigis 4tvatracylatehobity The avipular ysine Gfrinterest.Peateribalthe

pepuélésJ?aaB%Htu%ﬂtﬁé@%ﬁ@@Smeteiﬂréteramtvtmes%ax Aodla (SEQ ID
prefeF'a%ly She acyl side chain substituent. Examples of acyl (and other

llpopts't%m%ﬂtewmfﬂmﬁi esificgynihede methods.qf,
attachipgrpual iR pePiges: %@5@2 ﬁ%@i&?@&?ﬁ%&@é%e&
describeahin 14)S. Patent No 6 268 343; and U.S. Patent Number

6,458,924. Further examples of saturated fatty acids suitable for acyl
derivEBistita Sncom PUtied bf the’sBihwdistibrs die betie (hutdndie: aeid):
CHs@P@Q E’ﬂktfé‘éﬁmkewatf&élé&&%ﬁa(@ﬁm’e@dh LenpHfic
(octanoic acid): CH3(CH2)60001-I; capric (decanoic acid):

CH3(EHR)8G R i wé@urﬁ@ﬂ@%@@ﬁ%@%@ 1 GG HRANCD &1 myRstic

(tetradacan ot asiofgCHS(GHA)2 60 O chaimite- (DRxadecanMiaacisho
CH3(@®HR)1LCZO0H; stearic (octadecanoic acid): CH3(CH2)18COOH;

arachidic (elcosan0|c aC|d) CH3(CH2)18C0011; behenic 20(docosanoic
acid) Ddt;pt@@? Bt atkoteingro e Srainspretbaed e b ddinenté

acyl gga DR A SO SISO BATIL D ASRIOIS ARdRSQ
positions 38 to 46 of the peptide back bone. 25 Pharmaceutically

acceptaileanides,and sashanstes ofthescompeunds efFarmsiard) way
compnsaa Bt ety nO5uli0E BshQuar BArdale-ysotaminqiagia-gsier or
-amid@ Nsy:-Iedrbarnate attached at an appropriate site, for example at an

aming roup 30Methods for lipidization of sulfh I containin
com g ﬁ%\%ﬁg}@é‘%@’t{f ﬁ’t BheSip st g
5,93 & Pareht Mo & U BAPNOTE 5254982
Fatty acid derlvatlves of a compound of the mventlon comprising a
comppundaf thednventioe linkee tsfatly asidyviayaidisdfidslickags, vay
be udgdTer teliverfioflapdomprunshafhitia i ntian.ie Aeusendt cedlssagd
tissués NGpldsation markedly increases the 35absorption of the
ompounds relative to the rate of absorptlon of the correspondln
unhp@f@? tigﬁtt%t A TS N bIed shit esheleenldh of
the c Oreover iS4 ink age in |p| iS80 er|v
relatlvely Ia ile in the cells and thus facilitates intracellular release of the
molepules fsant thefatty: apidramcieties. Suiatleslipidrcoriri RN igies
are HydroptibbitestibStituients witz Gty 86 CarlSenlatomss Aprdferabig Bl 9
carbd¥atéfhs. Suitable lipid groups include, but are not limited to, the
following: 5palmitoyl (C15H31,), oleoyl (C15H29), stearoyl (C,7H35),
cholate; and deoxycholate. It will he, appreciated by the skilled artisan that
particular amino acid residues may be introduced to the oxm sequence in
order to facilitate one or more of the modifications described herein. 10
Cyclization methods include cyclization through the formation of a

disulfide bridge and headto-tail cyclization using a cyclization resin.
Cvelized nentidee mav have enhanced ctahilitny inchiidina increacead
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head-to-tail cyclized structures. Cyclized peptides may include one or
more additional residues, especially an additional cysteine incorporated

‘48%%%(8[1” ose of formation of a disulfide bond or a side chain
|

RCorporated for the purpose of resin-based cyclization. 20ATEHIFHNHIGH 7
the invention may be pegylated. Pegylated compounds of the invention
may provide additional advantages such as increased solubility, stability
and clfdéiatiig-tnidot ihBhp dlypentde Tor Hedredse dsnmBiubbyehitity ske
U.S. BT Ris U, 1108875 e ¥R AU 08T Fr e 6iEQ

whichare |hcor)porated herein by reference, provide examples and
assogigted methods, ot Peayialing &%QF!??%?E%%H%Q‘&&@M;@%% yes
25thergotyehemicalmeaiatias ferdenvitization of 2 LHmPauUNeolithere
invenHon Id@y also be selected from water soluble polymers such as
polyethylene glycol, ethylene glycol/propylene glycol copolymers,

carbo felfehodar %&Tﬁaﬁ;ﬁgﬁg@wé@hm fHie fikeGiA bglﬁ)\fnbr
BquIL%Ff?? BHE AR ARHB LM FBURY Brase ivetmoiradln te@FaAy

molecu ar1 V\I/éight, and may be branched or unbranched. For ease in

hand@ﬁi@&@d@ﬁﬂ?’l&aﬁwﬂ@f@@&%ﬁﬁ@@%%&‘&’%ﬁg@ﬁ%_Leu.Val
polyethylepeglycakiordarivatisationral Bysampousnd Ok the dnventiosis;
from dbo¥it: 132Da to about 100 IcDa, the term "about” indicating that in
preparations of polyethylene glycol, some molecules will weigh more,
Some R4S AR S ERFTAGer oy JBu b P andil ool Ve
mole@%ﬁﬂ/gi‘ A iy BeHGadets AgheRdityTon IHd-de et AR (iR

profile, for example the duration of sustained release desired, the effects,

if anyropbiologicatiaativitye the saseinrhandingihe desegiRtiack ot

antigemidity Pindlether ke Isiecis@l b prlgeihylens, alwcnt A SEQ

therappetitic prdtein or analog For example, the polyethylene glycol may

have an average molecular Wei%gt of about 200, 500, 1000, 1500, 2000,
@6

D S0k 0d o 660 BE0TS bopY 00y Gl ShpipY
5388,‘5%3;’ §§§%@5 f%ﬁf?%b%%%é?‘l&%&ég 15t 55560,

13,000, 13,500, 14,000, 14,500, 15,000, 15,500, 16,000, 16,500, 17,000,
17,500 HIS/000111E8,508; F1Y, 008G 1 3500 26:090725.8081.35:080; 85,00,

40,0(¥H(§$N 5(‘%”_%‘ ?’%@) Lo @0607150:000s B5p000 GTOT000er 15,006, 86,060, (SEQ

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gla Gin Glu Ile Val
Lys Tyr Phe Leu Gla Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
IDNG: 137)

D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Ile Val
Lys Tyr Phe Leu Gin Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn Hie Ala (SEQ
IDNO: 138)

D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Giu Ile Val
Lys Tyr Phe lle Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 139

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Gl ile Val
Lys Tyr Phe Ile Ghu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn [le Ala (SEQ ID
NO: 140)

D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu lle Val

Lys Tyr Phe lle Glu Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn Ile Ala (SEQ
ID NO: 141)
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85,000, 90,000, 95,000, or 100,000 kDa. Salts and solvates of
compounds of the invention that are suitable for use in a medicament are
“;I{Qtzra{c})ssg V\égzerein a counterion or associated solvent is pharmaceutically
Aeceptabie *However, salts and solvates having non-pharmaCehifiBaig7 /004779
acceptable counterions or associated solvents are within the scope of the
presebtifivantion, o Bxampler for use13s Isfeynediatessn the prepakation
of thelgsripdimdis 6ftAeribvehtioAsarddatfibi PphSmmacasticalyasteEh B
salts St %diAtes. 15 Suitable salts according to the invention include those

form?m ig%r ?nn('%yo,{;}!p% a i% acids %ggarsg?.,%\ar%ﬁs?g%fal% Val
acce i i alt ngj;régt f
hydrop%gqﬁgi;aﬁéuﬁ%huﬁg?%?fﬁ%ﬁ,‘%ﬁrlé? tai"?tar?' %?ce?fc,ygéggﬁ%rlg%c%%g -
pyruvic, acetic, trifluoroacetic, succinic, perchloric, fumaric, maleic,
glycollietiasticGaatitylior PRoRaloaceticTmethanesulfonicrethamspifenic,
p-tolukyicbalfonie faniiw, lzeridid smiiohie Anaphttalens: 2-siilfonle (SEQ
benzdRe¥difttic, and isethionic acids. Other acids such as oxalic, while

not infhemselyes g@f.}fﬁ\g&e%c%%gc%%égb e, may be yseful as .
mersSHnE A GRS e A e v
pharmasgiitiea) acceptable salts. Pharmaceuticall ccep able sa §Wi%1
bases include ammonium salts, alkali metal salts, for 25example
potasBitii aldispdiyritsdlis Tatkalinepchtarietal saits; s exaoiplen val
calcidardna rmbresiufrsbisLantiss ity WitBrorBganics Basésn for Akdfiisle
dicycm%/lla“ﬁ?ine and N-methylD-glucomine. Those skilled in the art of

organig;hemizly "ﬁ%@ﬂ%@e}- ARTABLYIRRE COPROUICE SOC),)
form someath %&?w&t\a&%@@hﬁ% AL Keeela Es%fﬂe%}é“f'géﬁey
are preaipitateg or crystallized. Such complexes are known as “solvates™.
For example, a complex with water is known as a "hydrate". The present
inventidiiphnidestoRNatis dhebmpeauhds of theliymientitin (36 Beptidesadf
the inv8ntioR tndsdhiarbsy-snfsaditabi Teefimduesor tnalingipépindes,
inclu&%g%u]t‘ir%t limited to conventional methodology, for example,
synthgsis, o dnsiiidyalaming.asidsy especially siopyise suhesis
usnnm@pmmg&@@gm@gm}rbﬁggﬁg mpﬁ}ﬁ%%%& olpate PRAdes or

recombmantaganufacturing techniques. Conditions 5The invention
provides a pharmaceutical composition comprising a peptide according to

the ifvahtioH it Ohe @rmfwam%mwy “Bodeptabi&lodticksy Yhe
inve@g@ﬁﬁ@o Bvides P praMracet fital totip dstibr fordse Tis tha (SEQ
control of‘appétite, feeding, food intake, energy expenditure and calorie
intake, the A9 MRASIIeN-GaMRIYARANKIQCIVe 3NQUNtef 81GAMAQURE,
accordingyirtaeinyRrte ﬁemmgﬁl@@rb&otiﬂqg\!%ﬂ RPieEas 1;)

10phHEfméagigutical composition for use in the treatment of obesity, for use
in the treatment of eating disorders, or for use in the treatment of diabetes

or a ”ﬁlﬂpmA@P(ﬁéb E}eow%gégﬁ' vr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Vs

yr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 152)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Ghu Glu Leu Val
Lys Tyr Phe lie Glu Trp Leu Met Asn Thr Lys Arg Asn Lys Asn Asn Ile Ala (SEQ
ID NO: 153)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val

Lys Tyr Phe ile Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
NO: 154)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe lie Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ite Ala (SEQ ID
NO: 155)
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the treatment or prevention of comorbidities associated with obesity or
excess weight. Moreover, the invention provides a method of reducing

WXEEss Weight, for example cosmetic 15excess weight, com%) |}s)£g2007 0477

administering to a patient desiring to reduce weight an effective amoun
a compound or a pharmaceutical composition according to the invention.
Furthermore, the invention prowdes a method of of treating oréeventlng

obes.%m%’eté Sl angnercserdity G o d ¥ ah Astibéds Fended
there ;agﬁa %Pﬁ‘: Gélaﬁwntst@ﬁﬁfd*fa 6 156 <0G B 80 Lt B ATTE B ABIHESS a
or

compoun pharmaceutical composition according to the invention.
The imvention alsesRrovides amethad ofreduging,appetite e biesl
redudng fecehétakelinap,ujest e atlIGingcalare imakasnia subjest;

- redudingibody’weight in a subject, 25reducing body weight gain in a

subject or |ncreaS|ng energy ex%:dlture ina subject in need thereof

; i 5}%%‘@%%2 s q«fﬁ }%Eé o \fe% s %@%%% Zsés%;

method of cau ing weight loss or preventing weight gain for 30cosmetic
PUrpasessCamRESing administeringito thesubjacta PeRtBeAl @ 1le Val
pharmaceyttial icarnpobi OQauadeoseinthid. thainveniion Adhesinie Al RS0
providiedia:péeptide of the invention for use as a medicament. It may for
use as a medicament for the treatment of obe5|t or dlabetes or of a
oSO B T, o o g
ucmg ake ina subj or 18 ucmg
|ntake ina subject reducing body Welght in a subject, reducing body
weig g 5 25 Gtk 0hd TEIERE NG EREseyISX ISNTKUCRLIGER SUbjRCYa!
The ibyentiothalse piovigdswbes afsa Gyrtholmd adoerding . to Heeriny@Rgon
in thelidAutatture of a medicament for use in the treatment of a condition
selecte obe diso dlabetes heart %s "
veerbreh TR st o
actmf er aspec 'e%; gu‘t: and in es’tlnAﬁgfunc %gr‘%ﬁ%gm
absorption’ an fluid handling, or pancreatic function including the
endotringa pancieas; tirdisordess:ofshapaserhilialy:fuactonGor @rerentpn
of caheelynrPpabddalafmieuhve Ao iiorolides St1d usasof arpéptibd 9IRHP
inventibh ¥6¥ the manufacture of a medicament for the treatment of obesity

or d'?g’-‘?f?%%r o %?Orﬂ}%b i1 2B ”h ne gvention, 4y,
provi G RQn'R fMAN ltlr!f

of a rnedl ent for use |n the contro of any one or more of appetlte
feeding, food intake, energy expenditure and calorie intake. In particular,
the inveétitiom provide$théhSer 6tape ptidecof thé mbentionCior@helle Val
manufsclife st e edivahse Moo e Budisig dppetiteyinarstipj éetAtetRiéihg

food HHta¥kE 1A% subject or reducing calorie mtake in a subject, reducing

body weight in,2 subiegtslSreducing body w HI AN 1 2 HRIRA O,
incregsing, SRR @%ﬁ?pp Eyt';slnagﬁtb Clor rsf_,yg iRt Ao 1820 1

compaundés administered may be overweight, for example obese.
Alternatively, or in addition, the subject may be diabetic, for example
having-ihsdlin AZ0Gbsistdived lorSgtuvostyiftoléradce L or Buthlurhie Babjdct
may ha%ya Alsdte S et Fot exarplelihe §eb§éét°ﬁta§ﬁﬁébe°ﬂw§8@|m

diabe¥es [fHe subject may be overweight, for example, obese and have

diabgtes mellitus orgxemaig. Jypedhdiakeies 1 BRMI9GHu e Va
alterm%weylypﬁbggég%@ﬁt RAYBANG ﬁt&?&@y@?@kﬁi QE:hﬁMtlfm: i@iéegééder
in 25vwieh okesity or being overweight is a risk factor. Such disorders

include, but are not limited to, cardiovascular disease, for example
hypertension, atherosclerosis, congestive heart failure, and dyslipidemia;
stroke; gallbladder disease; osteoarthritis; sleep apnea; reproductive
disorders for example, polycystic ovarian syndrome; cancers, for example
breast, prostate, colon, endometrial, kidney, and esophagus cancer;
varicose veins; acanthosis nigricans; 30eczema; exercise intolerance;
insulin resistance; hypertension; hypercholesterolemia; cholithiasis;
osteoarthritis; orthopedic injury; insulin resistance, for example, type 2

diabetes and syndrome X; metabolic syndrome; and thromboembolic
Aicaacae (ceoe Konalman (2000) NAatiire A0A-ARRE_-A2: Riceanan atal Rritich
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IS a recognized risk factor for increased incidence of complications of
general anesthesia. (See e.g., Kopelman, Nature 404:635-43, 2000). In

wae ﬁL ? S|ty reduces life span and carries a serious risk of
co-morbidi

ities such as those listed above. 50ther diseases &f GiEEYETEL4779
associated with obesity are birth defects, maternal obesity being -
assodiatéd MathsmEilg dSe Btintld SacaspfMebral fuisdefetts agalteinvgl
syndrbrmé Y tishcettrionven dus MsuficiénEy @V sdsytive 15l edp(RBSS;
deep %ﬁ}rq:h]r%%boss (DVT); end stage renal disease (ESRD); gout heat

disor ired nmttngrs onse-imeatied respiratgry function; .,
nterii e BaEh S Bl A v Bl o

10cormpj«mtlenp pancreatltltls as well as abdominal hernias; acanthosis
nigricans; endocrine abnormalities; chronic hypoxia and hypercapnia;
derm&wdlodital effettSheldplidn titsAgatirGesdphagdalureflug]hail ispurs
lowerlgxtF eacin T mariiMeyair Whibrs dxasies Eonsdidetablis plobiEms
such &&MWrald )clp pain, skln damage, cervical pain, chronic odors and
|nfectfpﬁeslﬂjgh§3§@@ lélqrgrers et}h/g_sbr]ea%ts etc., Iaigle&nt {no(gI o Val
abdorynal el IATHES /e orRa AN NN (e
frequantpanmigulitis, |mped|ng Walklng causing frequent infections, odors,
clothing difficulties, lower back pain; musculoskeletal disease; pseudo
tumoPdékebid (or kanin Therdbramaishypefrrsion)r and@hidingdialtiu Val

hernia?¥$¥ é\gyh??%‘f e ({misnheibha dsurtalss pdeityys Zst PonliE78e (306)
descrid ol 20administering 400 nmoles of pre prandial

oxyntomedilin fheseHmes daily dor fowr days, increased,a latod
e b R R AT N
total emexgyiexpenditure by 9.4+1-4.8% (P=0.0454) and physical actrvrty

level by 9.5+1-4.6% (P=0.0495). Accordlngly, the present invention further
rov@&‘%ﬁ%et’ﬁb@%ﬁﬁgﬁeé@rrﬁg éf sperditareeinGlustl)edt. LEh e/ al
et B B BRI bR NBIA 2536 g He Al (SE D

therapeutic lly effective amount of a compound of the invention to the

subjestInRISAYAUENG ARERREXRENEIWER 1 FORIOY IS BUrARLR All, va
physigjogiearpmcesses e Rosh can@lierd R aie ALENGIOY Ala (SEQ ID
expeﬁdltuﬁ’é)dlrectly by modulating the efficiency of those processes, or
chan the number and nature of processes that are occurring. For
exa T ﬁ‘%’%’é elbtsdy 8 pE s lefier %ﬁ%\“’}i‘hﬁ%@é Hsro¥ih
the bgjieh a gedh r%ﬁuf%a‘l\é?ta}\ﬁﬁtﬁﬁ‘%ﬂ & efndienty ordEtar

metaboli |sm can be altered to produce more or less heat. In one aspect
the nrethod ef4lhednvention invelvesmaniuiafion of the;Rreuata.qikeuitly
that alyeMeodditake Taprdinatesand Reipratallyalier Rengia (SEQ ID
expeNeitufé Energy expenditure 35 is a result of cellular metabolism,
protein synthesrs metabollc rate, and calorie utilization. Thus, in thls

Hisiradh ifipgthgdfive
aspelltq%r fgreas e? SheR y%ﬁ’eé’ggltgrp 4 %"faéégga%ga PARIHEY 6‘?%%%%%

utilization. The invention also provides a method for improving a lipid
profile-nsassabjgatiyhe: iméeniicar alsorevides aynethot.fanaligviatinga
condiyefi pritisiiedén that eaibesal uidiedAby redugingsnulindii Ala (SEQ
availdbMEy:. S0 ppetite can be measured by any means known to one of
skill in the art For exam Ie decreased a petlte can be assessed by a
psvcE e S % R R o
the n@g 1r su’Its In g)c an ein percel o hinger; SRR

fullness Hunger can be assessed by any means known to one of skill in
the I9ank Karexampler wipersis assessed UsingPsychrlogicah.agsays,
suchias Ty Bire dssdssiieriteoflys nge Gie lin§s SadisersoisparcaptieaQ
usingRahtiedidnnaire, such as, but not limited to, a Visual Analog Score
(VAS) questionnaire. In one specific, non-limiting example, hunger is
assessed by answering questions Eelatlng to desire for food, drink,
prospective food consumption, nausea, arid perceptions relating to smell
or taste. 15 A compound of the invention may be used for weight control
and treatment, for example reduction or prevention of obesity, in particular

any one or more of the following: preventing and reducing weight gain;
ndiricina and nromotina weinaht loce: and rediicina ohecityy ac maeaciired hy
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25health. A subject may be a subject who desires weight loss, for
example female and male subjects who desire a change in their
. A subject may desire decreased feelings of hunger, for
@Eg@%e 1%% subject may be a person involved in a lengthy %%Efﬁwmﬂm
requires a high level 30of concentration, for example soldiers on active
duty, air traffic controllers, or truck drivers on long distance routes, etc.
The pkeBentlintentionTinalraBo He ugelyirstrdatifiigy peevBntiongGtu He Val
amelibp4ths Ioe aire Hatihg Eenifdohs dbdigertiers sodusddbiscbmplicas
by, or@dﬁ;}éﬁ%d by a relatively high nutrient 35availability. The term
"cor!dgiw%sgﬁd' X _rg r_ﬁpﬁh x};%nsgieA%lli\éiqagetdwae ci_ loric (or
nutrer, yAURDIY s WAL begE ﬁré’@ﬁ%ﬁiﬁ%ﬁcﬁ% '%é?(é%“
a subjectithagés either caused by, complicated by, or aggravated by a
relatively high nutrient availability, or that can be alleviated by reducing
nutrieRtiay ditabiitgiiorhe Xanifedey Al dredising o intelte. Subjedts Vidho
are insYlifvFeSistan Gl dBo5evit|brastlySinBreSani ot dfulibiieGEQ
melIit&%i@émple, type 1, 2 or gestational diabetes, can also benefit
o Beods InaseorengeniL i rasent puRpian . Condlions el
dlsprci%%sﬁﬂ%at&éd%;m% increasad.Calbric nfalke inglude, BUtare fetsg
limiteghteionsghin resistance, glucose intolerance, obesity, diabetes,
including type 2 diabetes; eating disorders, insulin-resistance syndromes,
and AbZHeiMePsidedse PhoRederding o five lpreBeritanGéntion i He Val
compiind gtihBeiffie htrokeis  gheterdunlisBee frthestieatie MedtaBhmen.

However, while the compounds of the invention will typically be used to

treat Bumamsubjeststhexpay alsa berlised 1o treat sinilator ideqtical
condiﬂwﬁy{rpﬁgl%érﬁlilﬁs—b;t%&%%éq{sﬁgﬁ%&%@m%%ﬂ@g@%ﬁégiﬁ)

for exénphs)swine, cattle and poultry; sport animals for example horses;
companion animals for example dogs and cats. 15 In summary, the

inventdiisaidbAsviadea pre ot i dimtedted Yol uselasha fodicdnent
for thi2fireVeidn SrrsatrfieNtcor SbEityr THersslast prowdied F&iStie

of the invéntion for use as a medicament for the prevention or treatment of
diabeteg:onef agenabigityaf abasi Fatherthers, isReMesdR vai
peptidesafytiiadmeattianyoeyses asaANRETlicameatiior 20raduning 2ppesits
in a shiBjeébireducing food intake in a subject or reducing calorie intake in
a subject, reducing body weight in a subject, reducing body weight gain in
asu é%t?dﬂi‘gﬁ?%%\' %i‘@ﬁ sRiltdreerd- 5 dubjeet Srnelivriforehlso
provides & | me‘ihg OF tR AR &6 Brevanting Sussiyin st Subfitfh FEEID
25thereof comprising administering to the subject a peptide according to
the invensian. Apery imalse provided Arpetiodof reating, QR QyeRting
diabdtesTor BfcdleG:mOrpidityhod: dle ity ipsassubjadtinneedthererfsEQ
comghsiey Hdinistering to the subject a peptide according to the
invention. Further, there is provided a method of reducing appetite in a

PO BE B RERTG OO IEAREITR BB POP PRSI CAmBIfe intake in a
sublagh SR BAMY IR, SHplesh A0rGAUCIg Rady el faif i
a SUDGSPRIVACIRATRG LTI &XRENSIHE 1.4 subisclinmead deses
compi@ingsgadministering to the subject a peptide according to the
invention or a pharmaceutical composition according to the invention.
Compgstibrls SSxThn&hie ipdesisieTorsté wctivd mgkembentive he Ala Gin
adm'ﬁ@t%ggé( 3 Girelw Iepletetap@ysilvise idsafimrphasidsE0tal

formulation‘or composition. Accordingly, the invention provides a
pharmagesticalfaimulpipnseRPISNg, AcPTRAYNE o heinvention, or a
variagin a&@ﬁ{évaéi\t%q% sta@ﬁ}ﬂ,%@pﬁ%@t% m%%ﬁ%ﬁ%ﬁﬁeﬂ%ér Sf%
aboves; Hodiaspharmaceutically acceptable excipient. Pharmaceutical
compositions of the invention may take the form of a pharmaceutical
formulation as described below. The pharmaceutical formulations
according to the invention include those suitable for oral, parenteral
(including subcutaneous, intradem?gl, intramuscular, intravenous, and
intraarticular), inhalation (including fine particle dusts or mists which may
be generated by means of various types of metered doses, pressurized

aerosols, nebulizers or insufflators, and including intranasally or via the
hinace) rectal and tonical (inchidina dermal trancedermal 10ftrancmiicrncal
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15 bringing the active ingredient into association with a pharmaceutical
carrier which constitutes one or more accessory ingredients. In general
%ezg%m%lga?tions are prepared by uniformly and intimately bringing into
H8S0C1atoN the active ingredient with liquid carriers or finely BRVI4eRE&HI4779
carriers or both and then, if necessary, shaping the product into the
desired-fosrBlGtiofily20f Breiiatenssp e presentinveatiopes uitahle fox
oral aétifetEofihyThelprdsenmed Gls Glsdhet8eaubits Sucksascapgoks,
cachet€ JPtdBRits, each containing a predetermined amount of the active
ingre%qﬁté as %ﬁ%@/dﬁw@gmg'eﬁ: ?%Eorhﬂiorll or a suspension in an
agquecs 100 Barvadists i, b6 35 SR o Mo Tty 6
emulsigneF syyyater-in-oil liquid’emulsion. The activ Ingredient ma aﬁ?o
be presented as a bolus, electuary or paste. Various 25pharmaceutically
accepiabile daGiersiaits theiTfosaulatidyare destyiied nsstaadagthe Ala
formufdtidrniatide Sle p Refindgtod:Haftnebedtsalss cionteslbySEQW.
MartiftPSEE 18 Wang, Y. J. and Hanson, M. A., Journal of Parenteral

SCienﬁ%ﬁsng_l;—gChgple P&%@%i&a&l?ﬁ%gm O's 0, %é'l L 42:2p, 1988,
SOA (L e e eSO A@@%@mﬁ% |
or moe [dgcessory ingredients.”Compresséd tablets' may be prepar y
compressing in a suitable machine the active ingredient in a free-flowing
form $tiblie ddaaprovild@hoPlgraimiesagptioraly mired withsadaind@rare Ala
lubricSit Afretheiakrin fiblicafing AsufacelaiivsobdidpersinglagerBEQ
Moul&ga\j&tﬁ%‘% may be made by moulding in a suitable machine a

mixture of the powdered compound 35moistened with an Mert liquid

ogiluent, Thsdphists MaxRRIANALDE £aled Of AFOkeS. ADA DY, Dinus,
Atatedigiie the pepsdopRvite-sionvRY eonttalladiielapse-ali theaciver
saqgredi@nBtherein. The present compounds can, for example, be

administered in a form suitable for immediate release or extended
“h&I8%se. Immediate release or extended release can be achieved by the

use of suifaple phaymaceutical compositogs comprising the present

compgUNgS. Ot Raticylar areeﬁ%gsao%q,’% %@eﬁglﬁl fg ase, by the use of

devices such as subcutaneous implants or osmotic pumps. The
proeidydobmndsacan bede ol ategriferadrainistatiameral i with deliery
compyenfsioresiderersdhat facilitate the transport of therapeutic

macromolecules and highly charged compounds across cell membranes,

specially’h SheYsiiah thickdasiee UERTEMRET e of Earirsare in

Pa 1 c Véap?

e rB i R BB AT bl S e Virouor

the gastrointestinal (Gl) tract and/or the formulation may include additional
In agenishiiat PIOiRLPAGAINBSIs b6 degrasiationschhaPie SRR EAMPUNAS
angdhagddotheretministéiedidiipostmatlyc-axeraplaryccampasiions fosanal
reggihiRfstlortaRdiueédsaspensions which can contain, for example,
microcrystalline cellulose for imparting bulk, alginic acid or sodium
g gifa ea/ %?%“S%s]ﬁaeﬁﬁ?ﬁﬁﬂg %ﬁl&‘%ﬁ’%f&’@ﬁlﬂ%se as a viscosity enhancer,
In 3RO SWERIENEE e%%9&m&%n&%@%%@&é@@§% %{‘%ﬁiicghe rt;,and
&

. ‘ the -
NHDgesiatatelsasadaitewhish saneatiandforeXampi. M ﬁ?@ Ba}fﬁne
magetitieseteditatcium phosphate, starch, magnesium stearate and/or

lactose and/or other exgipi@nts, binders, extenders, disintegrants, diluents
and lubricants such d&fifgs& known in the art. The compounds of the
invention can also be'jEfef&d-through the oral cavity by sublingual
.- mMc ac

and/or buccal admlrygira@ié%@fd oylded tablets, compressed tablets or
20freeze-dried tabletg argexemplan.ioemswhich may be used.
Exemplary compositions include those formulating the present

In Gothpoeunti(€)nvith, fasCdissalving dilienisisychas.aiannitol, lactose,
sucrose and/or cyclodexu-ins. Also included in such formulations may be
high molecular weight excipients such as celluloses (avicel) or
polyethylene glycols (PEG). Such gs%rmulations can also include an
excipient to aid mucosal adhesion such as hydroxy 25propyl cellulose
(HPC), hydroxy propyl methyl cellulose (FIPMC), sodium carboxy methyl
cellulose (SCMC), maleic anhydride copolymer (e.g., Gantrez), and

agents to control release such as polyacrylic copolymer (e.g. Carbopol
Q24)\ | iihricante aAalidante flavvare ceolorina anente and otahilizeare mav
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10and sodium acetate/acetic acid buffers. The composition preferably
does not include oxidizing agents and other compounds that are known to
be deleterious to oxm and oxm agonists. Excipients that can be included
A1 8" H&fAnce, other proteins, such as human serum 15alBGRifFBa7/004779
plasma preparations. If desired, the pharmaceutical composition may also
containysBnor amounts of non-toxic auxiliary substances, such as wetting
or embisifritrgragients, preservatives, and pH buffering agents and the like,
for exbiplteastium acetate or sorbitan monolaurate. 20Exemplary
comp § r'i@’ﬁﬁfoﬁ sal aerosol or inhalation administration include
soluti %g’]b%éﬁ‘l WhICh can contain, for example, benzyl alcohol or other
suita S@geaegcrﬁg es, absorption promoters to enhance bioavailability,
and/oqmt&ge&;g@qg@mipg or dispersing agents such as those known in the
art. Cohuénmanthl insempegitions for nasal aerosol or inhalation
admirtibtrtidadthleyediipourid of the invention is delivered in the form of an
aerosgliSralp 255 f‘@%ﬁt&ﬂb‘ﬂ from a pressurized pack or a nebulizer,
with t@&f % iﬁf B‘;E‘P bellant e.g., dichlorodifluoro-methane,
Jfrichlqg %%@%ﬁﬂ@%m@tﬁ é fotetraﬂuoroethane carbon dioxide or other
suitable gas. In the case of a pressurlzed aerosol the dosage unit can be
THetenninsd byuprovisingoa v alve: teodalivesaumetered amount. Capsules
and cartridges of e.g., gelatin for use in an inhaler or insufflator can be
formulated to contaln a powder mix of the compound 30and a suitable
fémg RSl SEARSTRS e o er B BhFER I ORRISh e bifit Criem: frfitiaged
gETT “81088}%%%(1 of the invention is administered as an aerosol from

a metergd dose yal@riniueh. AR50 adapien 1S KW 88,30 val
actuatgk.1optienaligirstaiizes isrlsy Hglvder, andAar perawsparicles
for deapdungndelpeeyy are included (e.g., see U.S. Patent No. 6,447,743),

Intranasal formulations may mclude dellvery agents for reversibly opening
‘the 3%@%@%}1@&%@%&?@ a5y eru§peermebisiin e Be e
us P&l’é ﬂ% ;ﬂ’u ;‘:??%3? %ﬁﬁlﬂﬁtﬁﬁﬁ foriraciar de ation
may be presented as a retention enema or a suppository with the usual
carrigssrsyah agsgeAOa R s wathalia glyeerideresierscar arlvathylens
glycol.ySughraantetmarg hyRisalhsolit: alordinasy tomnaraty msabutys
liquefpB@dlorais®¥Blve in the rectal cavity to release the drug. S
Formulations for to%:al admlnlstratlon in the mouth, for example buccally

i ' eﬁ fhe Dot Hhretét fraVal
3253% U%W f SI?E f’*ﬁﬂ %% %?tt&aaéaﬁﬁgr dffcaktiiles

comprlsmg the actlve ingredient in a basis such as gelatin and glycerine or

sucraseiand-AeasialExe mplary cempositions fertenicatadministration
10inclyd@a RopitalzoarrictsUch asmRiastihase fminerakoi galledwith

polyefAsEN(PAfarred unit dosage formulations are those containing an
effectlve dose as hereinbefore recited, or an ap roprlate fractlon thereof,

tﬁa‘t tﬁlt tHal
|ngre ?E%M Oi%qu\jg% &%{%6 IaAtlonso?hls m?/uentaon

may |nclu e ot er agents conventlonal in the art having regard to the type
of formulation KysusstinRHoTIexRMAethose SHitREL06R8l Glu Leu Val
admihjstiatiéheria@ in€ludeflauotmingagisie ROThescompolmnds: afithea
inverﬁh@ﬁér@%&%éﬁ@tﬁbﬂﬁa&@ﬁ)niﬁered as sustained-release systems.
Suit £ exam Ies ustalned release systems of the |nvent|on include
suita eiﬁo% S(%ﬁg %&r cu Val
eu L s Agn Id Ala
matri stQaF article R ms *of mlcrocapsu es;
suitable hydrop ObIC materlals for example as an emulsion in an
acceptable oil; or ion exchange resins; and sparingly soluble derivatives of
the compound of 25the invention, for example, a sparingly soluble salt.
Sustained-release systems may be administered orally; rectally;
parenterally; intracistemally; mtrava%lnally, intraperitoneally; topically, for
example as a powder, ointment, geal drop or transdermal patch; bucally; or
as an oral or nasal spray. 30Preparations for administration can be
suitably formulated to give controlled release of compounds of the

invention. For example, the pharmaceutical compositions may be in the
faorm of narticleae comnricina one nor more of bindearadahle nnlvvmere
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measured by decreases in total body weight or ratio of fat to lean mass, or
by other criteria for measuring control or prevention of obesity or
W%%’(%m?ﬁ?f obesity-related conditions, as are deemed apB%ﬁ%Eﬁjﬂ%m 4779
the practitioner. Other controlled release systems are discussed in the
review by Langer, supra. In another aspect of the disclosure, compounds
of thelrientio i s &1 Gie fbe ad S5y Avay ot Sen it planked Pa My, dadenbed,
for exafhpie Phg 55 g‘W? 65809 e STB AN 0%y Al
U.S. PareReRieens 683 A ifibiAntable drug infusion devices are used to
provige patgnts i %9@&&%9&9%%%9 é@%}@@% OFJRfHSIon 9,3l
drug eyany pibertharangulic agent kssentislysuch device maynbe Ala
15categarzediasi@ithiers active or passive. A compound of the present

invention may be formulated as a depot preparation. Such a long acting
depotréhntaatan & eribmisteved by S prartatien, oy @ u Val
subc@&n%ﬁé%‘gg Eﬂ%@@g@@g&@%ﬁ%ﬁ%&%aﬁsm&ﬂ s e
exampl& HE €nipounds ¢an e formulated with suitable polymeric or
hydr%ﬁ%&r@ﬁﬁ%@@hﬁ Pﬁ%@&'ﬁ@;ﬁﬁ%ﬁﬁ%ﬂ_@u@@@w@?&% Qilj or
ion exghangen20rasinsTonas Byspasingly:solubladerivatives, fenexample,
as a sparnghycsolableisaltoAthprapeutically effective amount of a
compound of the invention may be administered as a single pulse dose,
as a bbilis Wosensinsp s sodas apmmistdrad gvere s iniplabe
doses3 O SRR gt df dEohpolTol o o bl
foIIowg(§|_IE>z§/r{ia‘:1"fl period wherein a compound of the invention is
admipistered taithersukiest followedoby, Assecontd,boldsadninistr ationain
specifigs narrlimitingiexamplesypuisedase P ef Rraompeling ok thR Glu Ala
inventipreacbidainitisiéred@ ddifig the course of a day, during the course
of a week, or during the course of a month. 30In one embodiment, a
therapeutically effective amount of a compound of the invention is
ARfmipiRtaradwitha herarentisali effsctive ameunt of another.agent. for
example an additional appetite suppressant, a food-intake-reducing,
hapsetdy Y Ese-1V (DPP-1V) inhibiting, plasma glucose-lowering or
plasma lipid-altering agent. Specific, non-limiting examples of an

nRdditionat IRREHE SHRRISSSAAL IBGIudeaMmIaPRna WIShXIRORIAR) phe

R s e Bl

non-limiting examples of DPP-IV inhibitors include Januvia (sitagliptin
TRQSRP 8L ANh Gahuds: (WidagliptindaIhe erppexads of thewrvention can

be administered simultaneously with the additional agent, or it may be

administered sequentially. Thus, in one embodiment, the compound of the

Hinverfabrly ovibrdiad antbmbnfistercd vith A agtitierar Adehiradsg Phe
v sliKglergose: 19 another e miodinient Aantherapeuiicallyoatiectivesamount

- of a compound of the invention is administered in combination with a

therapeutically effective amount of another agent, for the treatment of
Thpis sy S drinanypedie freRarpracaaneteai A whidh BpBEHC non
pdpmidti g @tarddle 08 A ddditionapéhéta pButicage ntvandoGhieviiaraanogues
o BRYIRGHSINE R QL Sxepatidesand Rraminide L0 fcampevnd ofthe

invention may be administered whenever the effect, e.g., appetjte
af@&?&ﬁ?&&%ﬁﬁ?@&%Ma%%a‘f%&%%wé%?ﬁda%%%da@é‘aedarsﬂ%Cﬁ?t‘g%é A3

desired, or slightly before to whenever the effect is desired, such as, but

1nragteu{9&§9,é}q,amg{;%.@dmgguﬁ§s ﬁb&%héém&@;&é@&;@mw&% msiniatlegﬁnm

. about 60 minutes, about inutes, ahout inutes, abqut ours,

TR o BT TP HOE B S G e, A

PIESTHpOUN Dfthe2idviediwerhalp béighenimiseeraeninteomisivat orowies 2
whenever the effect, e.g., appetite suppression, decreased food intake, or
decreased caloric intake, is desired, or slightly before to whenever the
effect is desired, such as, but not ligyited to about 10 minutes, 20about 15
minutes, about 30 minutes, about 60 minutes, about 90 minutes, about
120 minutes, about 4 hours, about 8 hours, or about 12 hours, before the
time the effect is desired. Dosages The therapeutically effective amount of

a compound of the invention will be dependent on the 25molecule utilized,
tha cirihiect haina treated the cevvearitys and tvvne of the afflictinn and the



10

15

20

25

30

35

per kg body weight. For especially active compounds or compounds
administered by an especially efficient route, in one specific, non-limiting
ompound of the invention is administered in a dose of about
vﬁ&r?rﬁ?cﬁhz?g?]n%re 2 nmol or more, 5 nmol or more, or 10 nmol SF(F?&F@”&W&W
the dose of the compound of the invention is generally not more than 100
repinmokylich essiduplépihe AlgddsisQe-amols Ghile sSeBinspalEOf iBSSuT Qre
sheoals: PRIaSBER eIl Ak kes g gl.nmols or less, 40 nmols or less, 30
nmols or less, 20 nmols or less, or 10 nmols or less. For a less active
compound or a compound administered by a less efficient route, in
Tan othetispécifio, ccon:sitimbod eamip les @pooripothn gegf divesiniveintidrini she
afshministeredsima4asg,ef about 100 nmol or more, 200 nmol or more, 300
nmol or more, 400runol or more, 500 nmol or more, 600 nmol or more,
700 nmol or more, 800 nmol or more, 900 nmol or more, or pmol or more
Dsriyeiieesdose of the compound of the invention is generally not more than
Al bpmalss the axamoloﬂdheog@ﬁ&: i§s&mwall§epfola$§m87domslzi§1&r é@%ﬂl
rless Mols or less, 5 sorle no ess, 3 jimols_or
k%;gég Sr Bﬁér%(? én%qr j'J.':,gsa ju“r)i% Jfgsgs l%rcg&aﬁp%e 35%5“%1750 O fﬁ'/r
embﬁ%@y&ﬂ?%ﬁ%ﬂ?&t|B‘??@P93ﬁ%‘offtwé’f§5@&ﬂeméwpoo§@%{ﬁ@ wmmpie
albmyriof theugpeaified wppiendosanliniss Jihus exanplas/of: R iBAINGndom
pAaseARaRS AN GampR Ade athe-INENNan ate MR s fange, of figm 1

nmol to 1 pmol, from 1 10to 900 nmols, or from 1 to 800 nmols. For
‘%Q‘g&?ﬁnﬁ&%&eE‘BFH‘HSGWECSFE‘BWB{%{T?%dmlnlstered by an especially
efficient route, the dose may be from 1 nmol to 100 urnol, from 2 to 80

ARESuAY STRMB iRVRRR RIS « A 1858 ACHNG SPMEAMERS & compound

0admlnlg red%ﬁg{less fflClent route the dose may be from 100 nmol to
PR 200 BT B JCitST BY SR SO R MBI 72 GBI 15 1n-
re@?@@ﬁ@bﬁ@?%ﬁﬂlﬁﬁmw@f@@&mﬂ@wmﬁlﬁb@m 9fBstenaburit 5@3rimol of a
sﬁﬁi&ﬂﬁlﬂﬁ@ﬁlﬁé&@e@?ﬁﬁﬁf&&&ﬁdﬁliﬁ@tﬂdﬁﬂ afRkRXAFORIA W&é fReabout
xample, about 2 nmol is administere c aneous
o R B e B o e
{ﬂzﬁas%olaﬁlmgﬂﬁo%@ﬁewwéﬁe& @t&oﬁ?p%ﬁﬁw@mﬁfeﬂnah@@g@m@m,
argdrdinyda2@phly siotogicabconditdon0bthe Subigeidi, amoﬂa@nﬁp@nﬁ&

moammmb@wmﬂ&mgm&%gﬁ?AfmQL&%M%Q{JLM%{% 180

}%Ject n a dose, of about 1 pg to about 2 mg er dose, about once, about

e oSBT AL e SPABAUTOLP LY G dagerid herepeteail

n%ﬁemﬁ}eaémh@bﬁaaé@mp@umdwﬁthe 25invention may vary from about
0.01 jig per kilogram (kg) body weight to about 1 g per kg body weight, for

e abaut 0 r kg body we ght or about 5 jig to
i T e R
tes&»yﬂét@m%mﬁ%mrwa@ @Wf@l%ermﬁoﬁ hbbernsiecutarwetighdofiaround
vidbasaadaempaurd efirerinventinnimaypasmadmiiziaredda s.suhkiget at
co%lg&é&sg’%'é% RREKD RRGNe ra%%eo{!h%%%‘é 1993009 herkg body weight.

For especially active compounds or compou as admlnls%eredflo an
cleple P BRTIBUR Ik BRanesssmt cruramatity f@mﬁfm@oge fusion
pagioAn ChIncubfrih el dmvbRtiprids jadriinistese dita addose o fah okt 42 Pg«abm
oﬂp%ﬁp&wm@%ﬂ%&}s @ag:agwe@mgfeééﬂggca @%@;@ﬂ%&%@ﬁ%@ Bl

he compound of the invention is generally not more than 45
o A e oG OB J 5 ok St et ST e 70 pg
clgrvidds, pRBlogasr. 86tegsn, 180Higoressy 185/ pg ol less:, 80pigiotleSeor
e.#ig PLilesse. i @Jess active compound or a compound administered

by a less efficient route, in another specific, non- ng example, a
compound of the invention is administered in a dose of about 450 mg or
more, 900 mg or more, 1350 mg or more, 1800 mg or more, 2250 mg or
more, 2700 mg or more, 3150 mg or more, 3600 mg or more, 4050 mg or
more, or 4500 mg or more and theﬁose of the compound of the invention
is generally not more than 45000 mg , for example, the dose 5 is 40500
mg or less, 36000 mg or less, 31500 mg or less, 27000 mg or less, 22500
mg or less, 18000 mg or less, 13500 mg or less, 9000 mg or less, 45000

mg or less. For example, a dosage range may comprise any combination
Nnf anv of the enecified lower doce limite with anv of the enacified 11innar



10

15

20

25

30

35

In a study of the effects of oxyntomodulin on appetite suppression and

food intake reduction 30in humans (Cohen et al., J. Clin. Endocrinol.
“]\A%%Qﬂ”% 3, 8800), 4696-4701) it was found that an infusion of

oxyntomodulin to human volunteers at 3.0 pmol/kg.min for o ety g™

to a significantly reduced ad libitum energy intake (19.3 -t/- 5.6%; P<0.01).
AThmdotaly@opntomabef ihd bfussdnmeas B7ONpnoolike dig cihueighie Sheture of

aﬁ%ﬁtﬁﬁ%@l&ﬂﬂ&@&%ﬂ%'méﬂé%'&%%ﬁﬂxﬁ}{&%ﬁ‘@&t%%ﬁ Elhiﬂé@tﬁ&tg
rose t? ar xld( 00 pmol/L durln%’yhe infusion. 35 In a stud e effects

"ot BRYrRSHBAE B Sidtloss i HisriR S| AiTre R4 iBiabetdonotss,
a‘&%ﬁ\ugﬁ) (28902895 jit wasrforrndthat subcutaneous injections of
oxyntomodulin to humans volunteers resulted in a significant reduction of
@%gya wgg‘%gts g)se er Stg stud% §rbnod of 2 body weight of the
SAfrhent grotp was reduced By 8 5 75 fr?(g hPrEre AtHEE EYF8lp
updspphieaigntias @leekgahkm@mmmotqﬁ(e®cob@z@®pa®w@n
wiagEaxispairly 4R0:nmakeei ey ntamadiulia was-administerad three times
daily 30 mins before meals. On average, the treatment group had an
additional 0.45kg weight loss per week. Energy intake by the treatment
AR WA SIEhyriEartR Rt ahy olor-Ey Resliqosl deuptienie remapund
obfudyveisab Witk rethe ﬂ&dﬂﬂ@’gﬁﬂldﬁﬁpﬁﬁl@dl(&m&@@g Y} 6epyndbQei a
KGR BRI A AREMRAL A0SR N MERL ARG, the 28 day, siudy period (P.=

0.0023), with no change in subjective food palatability. Oxyntomodulin
ﬂt?é%‘?ﬁ?@?ﬁ%%&t‘f&ﬁ“ﬂ?%@?@m" 56 2 ErMRg & Th RSP Al el

fungipnelves comsistervewitlyatlbssrohatlippse tisspeukhe Gndrectioreffect
AVBEHRANRINAL QYRR thgA- %%i&%ﬁdy&ézgegemmuﬂﬂ%m&%

m{gu enésl;%gs haavg been Cfgr Qgﬁto be active and/or longer-lasting than
native oxynto firseRL el M e‘?ﬁ Sé?rsda%%afg%eﬁte (Cohen et at
(2003) and Wynne et at (2005) Diabetes 54(Aug), 2390-2395). The

Pelosagaleayiiedjaria sampaund afthrHoyaniinndesnkResemeyhat lower
ﬂ An:that regrifed:for ng “Vés?ﬂxz}’%omﬂﬁt‘"& he.dosages of E’%J%%'%Sag
& Invention fequirad to ob&Srve &h efect in NUMans can be expecte fio
3B PTOIGRE Fitfo FEREFBIE 2 35 iFtEEO9D0 times, 400 times, and 1-4000
times lower than the dose of native oxyntomodulin. The magnitude of the
potency of the peptides of the invention in comparison to the native
Agyito BBt TA RS gy 1o SHSUP B HRGUIERRY B BrivisrIYRE S a
mgwinpoeind withbumienticrricsipe dowet thaindhbbreguited:ios Aativesubject

ar@)%r?ﬁ@%gﬂg Ilﬁlf@&elﬁ@ﬂﬁﬁ%&f&tm%@g% QXfltE‘iQ %@W'ngy be lower
Pn -limitin EXAMPLES I\(I terials and Methods 30An|mals All
7 (S%e ures We Yt

Ahimar p r‘ees‘p§‘31andvédﬂb ey@ﬁlgrﬁ TEISThE BSthiee AbRARATalar
Cz(setéhﬁﬁ@@ﬁ?dcﬁdmrés)a mt 1%@1(@@0?@@@@%@@%% bear70/8 516 phiate
is GodSL/ 6. micaAndinale Wostacd atsweremaintaingshindnaividurl cages
Su%lqdur ontrglle t erature 4121 (gr W|th d I|b|tum access t? stand?rd

W (R diet. S °L*‘t‘a"‘ am, ss&‘? o O WRTE FhETSRC

iheydé%gtaezfrte% WGHRRIARPPIS PHELIS ERARR GUREPP @HW%O?CGUWQHES full

AlSoemnially) 430y dulskitadn] 20O withdights ofbaint%ddrebiaese HioRs WRIGat
RN mﬂméytaseuttymét t%@tmtsamg%mst ﬁ%‘ A ng; ferQn

avera e nine days prior to the first study. During th eacc Ization

ATRRIBH Fﬁ?@é’?e@éﬁéﬁhﬁﬁlﬂ@ﬁﬁﬁ%@fﬁ}’éétm HE RSSO P8 5S4 TheBrder
oxio flarittreractlimatizedd thiestproces arechn thehstuthndaysddtbwasdoudid in
sphls tRAtmibimigiog.tne.pymbel nsatoRs Rravided AN APEMALns of a

respons and so acclimatization injections were not used. 5

P?nfra“ﬁ%“?tér‘t"eaél“ﬁ’e? fifi] %’f?ﬂﬁ%"tt?ﬁfm%%“t%?{sf%&té‘“a"dwﬁﬁFé‘t%‘%é”d“td”tﬁt&%“tna

greup & thit syrimgecwithl & 29ayatigerreedi¢o(mdxiruiritiettiofopomatle Gxla
nil). The maximum volume administered IP was 0.1 ml. 10Subcutaneous
(SC) injections: Sc injections were administered to rats via a 0.5 ml
syringe with a 29-gauge needle (m?édmum injection volume 0.2 ml), in a
volume of 0.1 ml if administered to the thigh skin, or 0.2 ml if administered
to the neck scruff. Study protocol.. C57BL/6 mice (20-35 g) were injected
with the peptide under investigation 15 following a 20-hour fast. Wistar

rats were injected following a 24-hour fast. Typically 6 to 10 rodents were
1ead nar evnarimental arorin Iniectinne waere tvynicallvy adminictarad at
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Peptides Synthesis 25Synthesis of peptides Peptides were produced by
solid phase step-wise synthesis (SPSS) using the Fmoc Wterminal

“%otectlon strategy. Chain assembly was performed on Applied

I09y<tem&?431, 433 or Pioneer automated synthesisers. SSIfcF5HERE7004779

resins were used with factory pre-loaded C terminal amino acid or with an
sparic) etlinkeitias iapprogridtchadineofelicwia g 1gitle-ehain 30phade ARG PIRS

VEECHSEE AR LR L GIOLTER &Xﬁ@%nﬂ!ﬁ Tmn’%ﬁﬂ B IL(Bu)
Ser(tBu), Thr(tBu), Tyr(tBu), Arg(PM) )éa oc), Trp(Boc). In soh'%e cases,
@

PetE B L amRRIRI eI IR St e PHEd R Eodace
ldipeptides iwetkeyspthice pléde fof despestiveimonaing is:cAlk-chensiealsvhich

t((farmnv@py@eéﬁmli%muam ligdl Biosysiems, Marck:BIRSGIencas.

AGC Wer synth sis grade. Feedback monitoring to optimise

5 a eSS SEWAL BRI ‘3@8?8% All ISR AR e RsEs ) m@sﬁ&bs
Smfiﬁ%mhféﬂlsespbéméls' werglvleavEdfromhate cpulicd ghasezresinf fupport
paddudbosicle.chain %%%%Q 1yERISIWRSAEH %V&gslﬂﬂetﬁ&%@?@%mﬁ%
S B e AR

tri- |sopropyis llane to scave protec mgsgrorﬁp%a Id)é:p?EeA
d%‘{mr@ﬁémﬁﬁiwﬁwhféwwﬁé @Pﬁamé‘:péma@@qyﬁé@pq%@@ed with
sunethyhStaeignyshybdyether (MT Biopnfe Eeikiﬂﬁl&ﬂ@ﬁeaiﬁ@dﬁ&ﬁ& bx)ﬁ spe:ciﬁc
setiEfugatian. washed '&M?;p%ﬁ@&? SR 4108 ysis and

purlflcatlon of peptides Peptides were |sso Ve e-ionized water, with

?i&‘&?ﬁ%f?&%@é‘ﬂ’é“&%‘i’d%ﬁ@?é hards3 At Eéﬁﬁﬁféﬁﬁﬁz?%§ WerE clarified
shywpentifugatiehforfitiation{atmaniGdcsimngeditiegnpiof the

RBAINSIS A PUHIEAKRNCAY. ReRlide rodE S eKe ARANRER By reverse
Cﬁh@?% HIPL, on an g I|ed Biosystems BioCad instrument using an
y

et Browie e A8 1P 500 B 6r PricrsRTS (e sy
C%?b)@l@éb lannn (fadeifioationidaSth EFTDITEIBY revetsd pivalsekdRla0d):
cagmgangemtma&{m&%ma%ey@i%@ﬁ@z)ﬁ@mw&%nwaﬁﬁﬁ@%nts
Wi S er-i re used for e illary
R e S T Bl
(dﬁ%ﬁﬁ%fé%ﬁﬁﬁhéj%%mkard 3DCE instrument. Molecular weight
determination was performed on a Micromass MALDI -R mass
spectrometer, 20 Purified peptides were freeze-dried in phannaceutical
AfrdiesgiasT iR R sHPUES b e thuintery Bcerdsd rmiansiiy
argidepchisins: 2 sRigpideshaving side thamnsdadrvatised with an acyl or alkyl
group were prepared by standard methods. Solubility of derivatised
peptides Derivatised polypeptides should be fully dissolved before
administration. In order to achieve 30solubility it may be necessary to
Phirovshpdiatily prospydtideddnaadsratirarmoditieofodiivtedlkélidionle ampte,
ccli:@le0. 01 MA@kl anekshen, dilte thawdisselved Pilidedn saling., iphibition

cacg foq p :}ghlé?i aetxapl%gg?f%rllltaste site, for example at an amino group.

Methods for lipidization of sulfhydryl-containing compounds with fatty acid derivatives are
disclosed in U.5. Patent No. 5,936,092; U.S. Patent No. 6,093,692; and U.S. Patent No,
6,225,445, Fatty acid derivatives of a compound of the invention comprising a compound of
the invention linked to fatty acid via a disulfide linkage may be used for delivery of a
compound of the invention to neuronal cells and tissues. Lipidisation markedly increases the
absorption of the compounds relative to the rate of absorption of the corresponding

unlipidised compounds, as well as prolonging blood and tissue retention of the compounds.

34
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35 Example | (comparative example). The feeding effect of native
oxyntomodulin (human) was investigated by intraperitoneal injection of
Vaé%} ;‘%9 s/kg to pimps of fasted mice. A further group was

Administered saline (control). Mean cumulative food intake ST/ fHER007/604779
course of 24 hours is shown in comparison to saline in Figure 2. Due to
Mhesetativeljsidhdaitikigy aftipativg eyt daﬂfweﬁaahi@md@aeem%ﬁd thus
ﬁwveaeshﬁéaatgfamgaggef&aﬂgmﬁu?é’ SIVES LIS RO R, ARG 2

(comparative example). The feeding effect of native oxy NtOMoat
C&?ﬁfﬁ’&ﬁmgﬁﬁﬁ%é@%&aﬁw‘é%aﬁ%@% W\féd%‘wwﬁwafﬁalésw to
1§ratps abfastédtrbtslifdiarther igehdp was-acministereadsatinedageontrol).
pMERR AEMHIRIIVRL00E DIake aMELIRE. LOUNSE RICNOUES 5 Riigwn in

comparison to saline in Figure 3.1t can be seen that even at a ﬁlgh dose

of 1400 nmoUKg, native oxyntomodulin is not capable of reducing food
I medibe irmsiet fatéhesidided isen congditions:r Atlovweidiesdssstheysame lack
ivbaiieatvenessisRaes ved o xample 2. Thadrading st fthe
egll W analogues of oxyntomodulin were investigated: PEPTIDE NO:
% [SEO D NO:178]; PEPTIDE NO: 82 [SEQ ID NO:82]; PEPTIDE NO:

58 [SEQ ID NO:58]; and PEPTIDE NO: 52 [SEQ ID NO:52]. The
caﬂamg»ueﬁemmmﬁ m%ﬁ?ﬁ%@@ﬁﬂ;@%%%ﬁ{ @@M@gﬁ@ TN,
e e e RO by
“”§ Et%tﬁﬁ@&i?é fﬁﬁet?ﬁsw?d*@%&% ereadtdenrats rpwlﬁ ﬂﬁ@?‘@ F@ufsxwasonai
cadministélpdsaline{gonpeoluiden: quitiative-doadintake-opesdianciudes
aPRUESGi R %ﬂg@{}l@ @(ﬁps %Wz{%]@cga éﬁ@&}?ﬂ%ﬂg ) olx:rlsgrljlg earsld4 Ioeg;e The

. r%alo Les demonstrate a potent and long actin ppression of

ARSI BTG S tﬁ@%ﬁ?%e%ﬁﬁ'@ﬁym@“%ﬂ?ﬁfaﬁg‘?%ﬁ%s&on

reeremm gwsciaithe additde2 dyhieur penpdrathbfistie sayothal thenfoion dnsake

diOVBB4EnA% RO REEIAGhIS MRS ARAMIN, e SANE CONNA! JLiS.Alse lower
than in the control group treated with native oxyntomodulin. Example 4.
30The feeding effects of the following analogues of oxyntomodulin were
AjtRFEtigdidhPEPTrERO: pezy ISEQPIRYNG! dBatioadd P EPFIRDEINOny

priGidd SHQoH NRinkG ] sidheanaleguns Miske, adminisiered &l #H058-0F the

paﬂgpimqla%%egeﬁ%ss YRy 8 e%gt%&%(’%o'“ﬁ‘?(%%%ol zﬁﬂ ps of

sted rats. A further was a mlnlstere saline
R G HHERD S HE BRI B HSES B EPTIS Noiiod
BB s HDANGocl84] m8bodnadl B2xiietins {EPERT Hoda (011674 (3 BEHERNO:
thdibdf) 1S shown in comparison to saline in Figures 8 and 9. The analogues
demonstrate a potent and long acting suppression of food intake in
comparison to the saline control. The food intake suppression continues
Chenigabmpibdse 8P ERTIDE NG o4 {6 BRI NGich 64y alndt82elected
fref? BRYE RN L8 ESER 4D Nind AN Hob Qﬁ;ﬂ% é@@&}!@r&ﬁ% thatthe
cOpﬂey(ljner;ga(lfaebovert elggﬁt ZSAé t}g}ldr er!) d Is|o ht& IBh!e saline control
N0 CORtALES 10 reniain Dalow Ein BRe YOHOMWIRY é tPEFTIBE NO:
mojgy fSEeslyriNe? 6 TPEPS b P EPTID Eiamt»)e cfevy[ea@uer N&H.E7)).
anit 'bis BdSoal@nerdhabrindne. CBdil{E@iegfﬂMﬁdUﬁgﬂiﬁ&i r)Mﬁith@EMeg the preferred
e effects of the following analogues
mamm@g,vu?a RIS R L08 Iseit RIS G IR, gggedw B

of oxyntomodulin were mvestlgated PE
m&hﬁbﬁ’é’dﬁ%ﬁwt PRAIPaetls {pn e U Bindiraenecbm dlaneres aret
pohdtinrhisterediatanc esé:af 20véhd g aisral eitkg irespestive iz molecular
wégf@ww}ﬁ&y&'&&?mwlm& ﬁt?&]@%@lﬁé@t&?oocgrﬁtghoenrtgé%us!:)ra\“#as

0 administered saline (control). Mean cumulative Intake over
ERTLS BPSE (TP ABRATH R0 RS SRR toass Aesed npaecsoibamg amt.
biclrgcaralogudbedern onistrdliesat potegttanddong actingiStppressiotnoffood
intake in comparison to the saline control. The food intake suppression
continues for the 15whole 24 hour period; that is to say that the food
intake over the 24 hour period is lower than
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in the saline control. It is also lower than in the control group treated with
native oxyntomodulin. Example 6. 20The feeding effects of the following
wﬁg)é)guies of oxyntomodulin were investigated: PEPTIDE NO: 60 [SEQ ID
}"4nd PEPTIDE NO: 94 [SEQ ID NO:94]. The analoghiel {al7/004779
administered at a dose of 100 and 5 nmoles/kg respectively, by
efubcufangeisinjkotiohds grotpsei:fasiediats adulfigtiier groupaas
p@l%’ﬁ?féji@%@ﬂ&@ﬂ%ﬁ@@%@&ah@%&leﬂﬁﬂ% K?omgu%%&v?b(}gel 500

hours is shown in comparison o saline in Fl(gures 12’and 13.

P8 aniBglidd dihondtrath pote P h 6 8hg Weing S ipPeSIB o0
9560 fritaike K5 QD RNSDRSEO.HR0S8liFRSEONtGINOT ha, Tord 4retatke 4,500,

1SUBRression entingesdortheWhals 24 heyr pesinds hiat is 13y Haat the

| he 24 hour perio ower than in the saline control. It is
21989 Ak5 IR 5% PUREron el e s sana ot
853@@)(395% 75.00ectdaivly 8Heacts of the following analogue of
oxyntomodulin was investigated: PEPTIDE NO: 155 [SEQ ID NO:155].
Sal loges o %?nacgurxpdp 5?5‘%&%%9&&9 d%se of 41&5 OT}ES /K in X mcdicament are
Sbcutameous inje ection to a group of s?e% rats. tﬁser group wa

thawhﬁ@f@wéaogﬁﬁﬁ@n(ww@ﬁw@&%uﬁmwmﬂiywmrHﬁ@ever,
sateurgaal32 houg isushiownrdiutampaiisamibiasatog b Hadra-d4.Thes
~ANARAYE demonstiales A B%%ngmgr'%&@htwugygsom%wO&aQJSfa L

intake in comparison to the saline control. The food intake ° suppression
PIEBHARIEY BT tHRRIER 52 1B Herien HTamieTesay tiHY B9erRer FHe
sadnvagesthe first 24 hour period is lower than in the saline control and
continues to remain below it in the following 8 hours. It is also lower than
E ntrol treated with natjve oxyntomodulln Example 8. 5The
i OB R 8 RRRHS LS 'SP EHAEaT P gsenic acids
011hmtu@h@e&%@ﬁmﬁn@lqm@@@mmmqﬁu@ﬂ HPERFIDE WO: 184

h)[@&@ld@c N@YMH@-QQILR@TIL% NQ&CLZ]Z&E&EEQEJID ﬁl’l@ﬁ'ng]} Iab@c pyruvic,

Afelognss ete adminsieren Al aaese o 3 nmlegllq.b Slcougyaneous
’(éectlont roupso%é) ats ergrdl.%ﬁ/wasa ministeted saline

%Mm&ﬁwﬁ%@w@k@lmmﬁwww?a%mq@w
naphoislanincanftpar) soirhielBalin enthifettiditsaddt ok ifer THesanal aguesic,
wisenstlganolaaaRd.) s&gﬁy%aébgaﬁfm%@ ionof foorl intake.n,

comparison to the saline control. The food intake suppression continues

OYBIRR THorERo A oo B e Rt e SeRPRAHiE A SotPRke=bver the 24
Plhoueqoetiotyisdopeblthals imithersalindudeatroloiivie sl dtwiemthanais the
e,fméwﬂfu%uﬁf;@gmﬁa aag;yﬁl%lymma%%ﬁs l;& Eesgig}paz%umd
ee Ln effects 0 owing. analggues of oxyntomodulin were
RS ga?ed Bt 1S 1 N BERTIBEROS 185YSE6 D
Digicra9aE- PEPTIDE NO: 136 [SEQ ID NO:136]; and PEPTIDE NO: 108
[SEQ ID NO:108]. The analogues were 20administered at doses of 5, 800,
R8N H00 nmoleslig [espagtivell, i inaperlianeal iniselon 12 dioups of
tasted mice. A turt group was administered sallne control). Mean
CaEJﬁﬁ‘ﬂl‘&W@‘%d’thé‘Ré%‘éé? ek Supsugrsiehauiiens SRavibeare
pregpiipati so i ShlbdeSiniignesdkioiddwl he'analegubs eempRsiraiemex
wRPEREAN G ACURA-HUPPIRERIEN. A1, 08RR1alEE, SOMPRTISOMIR G or
saline control. The food intake Suppression continues for the 25w
B EEPBER0d: that is to say that the food intake over the 24 hour period is
lower than in the saline control. It is also lower than in the control group

pgatest with.nNakive Qxypiemedilin, Example 48,308 he.fe g&gtﬁféﬁcts of
cik

the followin analo ues of oxyntomodulin vere mvestlgated EPTIDE

nRRgIng 23" [’§E‘6”|‘B" d"‘l&%‘fp?gé’ﬁ"”f’l‘ﬁ‘f? REY- ‘9 FEERS 1N S PEPTIDE
NO: 153 ISEQ ID NO:153]; and PEPTIDE NO: 199 [ SEQ ID NO:199].
The analogues were administered at a dose of 3 nmoles/kg, 200
nrnoles/kg (PEPTIDE NO: 153 [SEQ ID NO:153]), and 500 nmoles/Icg
(PEPTIDE NO: 199 [SEQ ID NO: 13 1) by subcutaneous 35injection to
groups of fasted rats. A further group was administered saline (control).
Mean
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cumulative food intake over the course of 24 hours is shown in
comparison to saline in Figures 22 to 25. The analogues demonstrate a

v&?tz%ﬂé !gﬂg,llong acting suppression of food intake in comparison to the

Saliné control. The food intake suppression continues for thePREB29%7/004779

hour period; that is to say that the food intake over the 24 hour period is
ilgiventhaniin dhiéssaitrd Lo RteplwitdSyalsesiowei htmihiie QoL gratyer;
[ | t L le 11. The.feeding effects of
nﬁﬁgeﬁ%al%oa\%{vﬁ?éﬁ a oegggg%’??})%%%}fﬁ%ﬁ%mv%%%@?ﬁ\tfé%ﬂ‘gqﬁ?é'd: PEPTIDE
NO: 210 [SEQ ID NO:210]; PEPTIDE NO: 211 [SEQ ID NO:211]; '
(REPAIBE NO: 213 [SEQ ID NO:213]; and PEPTIDE NO: 214 [SEQ ID
NOaeddhbnlhe ARRIOIUES. LRk LQAdIMIRISICESH AL 8, 9036aE 22040 400,
.and 400 nmoles/kg respectively by intraperitoneal injection to groups o
SR FRcR A TN GraEs e e RS arsatd B rASH alreAvides a
PumsRMivel fovdsititRdoovey ithbeowursb b hdS:titeufrsdsi g fowirninke, energy
cHUAFISHN LA G INQIB, FOLEs.20J0 2Rnlillg.ANAURIHES demenstrate a
Hotent daarégmlrgngr %%HQ% selzjlpgreﬁi}on Ort: .f%Pq ingglk,e in c,omparjgon to the
saline control. The 1000 Intake suppression coitRE TP IS whole 48
PRSI SSEifabcamapties Sayshiathh & FooaimbResve fothedirste rdapunpeiiod
cisnpwierdbavindhesalinecaniil and:seslinues AQ@emain helovsitin e
f j 4 ti I than in the conptrol group treated with
e S 6 Bowing
analogues of oxyntomodulin were investigated: PEPTIDE NO: 201 [SEQ
M@eN©:; 201 antbPERTIBE Ndiod 02SEQe BxNO wa2]:, The anplogoes:tic
eWateRUMINRIBIRGALAA056:0f B DRALSHG:BY, SURMIRNR0 %?é%%{%%%%to

roups of fasted rats. A further group was administered saline (contr
AT PRIV Tob B REE B0 P BB BB B b TSR in
comparison to saline in Figures 30 and 31. The 25analogues demonstrate
Fapeifit, ARdiH0BgiacHRYIGURRressInN of feqd intake nGampaisan Jadhs
Orsa%l{i)ﬁ]%r%%ptr(}%%{ll;h% food.intake %u‘%)i%essei n continues for the whole 48
hour period: that i$ to Say that the food ntake ovar e Rkt SU PR &HGE
sul SR we P TRE ST REs afincosanris e omarmtisac rensaitcb etowdinintohies
infelloming 24 hours. It is also lower than in the control group treated with
native oxyntomodulin. 30 Example 13. The feeding effect of the following
analogue of oxyntomodufin was investigated: PEPTIDE NO: 203 [SEQ ID
g 6:"5{%@*1? THRRARSYL ETed adiirnEeraRrte i douli S 10U TR Sred kisy
inguboatarrsedisinjeetion tudegroupoddiasiedingtsod futthemgrampawas
re@pinisiered saling ﬂ%ﬂ?@ép&* 1%?&%&1%%@%& emgrmw& Y& iNGed

sh&gé%r?fm()f'm h%ur_s,i§ shoyerin comparison to saline in Figure 32. The
ARAlOg U B R SRR FR L HBEHPSHA RARYIS CHiAG BamRRbsi foaPrsbign
aciRtai iniBoimysatsen to the saline control. The food intake suppression
continues for the whole 24 hour period; that is to say that the food intake
TS AA0RMLPROL AWEL (A 0 e sane Contiol, L Sals0 T
than in the control group treated with native oxyntomodu B 14.
COFPRY S SEATTG SHBRIS B fRE T 6TNa & dbfaidygtre s pfrostyatomisaulivewiere
coimuestigaied:difg i WX o204 [SEQ ID NO:204]; and PEPTIDE NO: 205
[SEQ ID NO:2051. The analogues were administered at a dose of 5
nmoles/kg by subcutaneous injection to groups of fasted rats. A further
Thg B HAS SR ISTE? SaPSAR AETRE SHEBIP NS AFF 8 ATardiFvE T dt ifttariéer
usd overdhecoufeaicft3atheury isatipwniitbeemparisoninsaline nikigyres
It 1??%/ 3pd3d:Lhe ﬁ&ﬁé@&u&%& ?&i\gﬂg%ﬁtﬁegg Be&tbﬂ@tg rle%ggr%%gg iniake ig a

suppression of foqd. intake in comparison to the saline control. The foo
SRS ISBreSL Bt EbHtiT& S Pt IR 4D MGt pEAsH ITar te 5 Say
bodhaitciblt fobdintakicoveitiresfirst @4rhotnppetiod: is lowigedhan in the saline
control and continues to remain below it in the following 8 hours. It is also
lower than in the control 15group treated with native oxyntomodulin.
Example 15. The feeding effects of the following analogues of
oxyntomodulin were investigated: PEPTIDE NO: 206 [SEQ ID NO:206];
PEPTIDE NO: 207 [SEQ ID NO:207]and PEPTIDE 20NO: 209 [SEQ ID
NO:2091. The analogues were administered at a dose of 80 nrnoles/kg by
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subcutaneous injection to groups of fasted rats. A further group was
administered saline (control). Mean cumulative food intake over the
Wﬁ%ﬁgﬂ%g § hours is shown in comparison to saline in Figures 35 to 37.

e analoglies demonstrate a potent and long acting suppre&siértartaset’7o
intake in comparison to the saline control. The food intake suppression
continues for 25the whole 48 hour period; that is to say that the food

m@@&mramm&%wamgm m@gggqa 4 mﬁea%mg genioland .

Ogontg&ues to {;emain below it in the following 24 hours. It is also lower than

i (R (SBRED I g B AR YA TR $ AR RAISa AT BsimpiEins. 30The
dewdirigdffeics dftial folowingeanalogUpio oxysteniotiulidewasintestinal and
givastigated:iRi Bl RENQ2L 5t [RERQIDNGR kol dbheanalogue was
ags%mlpdgteﬁeifu%th% % se ogf 5a Ipcggaot!g%l]%g by subcutaneous injection to a

group of fasted rats. Afurther group was. at R LSIHE REGHDIT
dyredns i rsaraiv Sifoottriskeuverativtolnses! Rphtovsisishioventim
pRSIIRAHSER 10 Spdjtad mﬁﬂ@mﬁ&ﬁ&%ﬂﬁé@%&@@m @%Jm&%&h Mﬁlgt

ing suppression. of 35fopd.int inc rison to the saline
P B R e A n R Sy
PRHGH et 1S IRAytReeHBF s it gy e ou ourpd s oekisiower
fhemn iVHE 2008/6749 FaPE 6 3200#HRDALT A nedbeisalin@reanttabodsure
aRISQUAWRLNAY DANE.ENHOLILOND, Uealed with.Dapye.oxyntiomodulin,
fE ample 17. 5The feeding effect of the following analogue of .

SRR YA B A BT PEPE R NP, D PR PR Eos ke
inpHebierhio quiecvasdeministeied abadoséuchi Gadmetasikig byubject,
re3ubG RAG GURANIGEIAN iR QURRLIGRIBLIRIS LA IHHReLAQup was

administered saline (control). Mean cumulative food intake over the

course of 24 hours is shown in comparison to saline in Figure 39. The

analogue demonstrates a potent and long acting suppression of 10food
mataiwm@?mm Qantpotzhf haasm n?e{@éi%@ﬁa]_/@% $9&dxé@§k§3§&$ﬂb%é_%i%ke.

_ : the. who 0ur period; that Is to say that the food intake
Ag%@%%gfﬁno%%%lﬁb&ié é%ﬁ?fpﬁagﬁ ?ﬁé}fﬁhec’sé’ﬁrﬂ\}éa%} %:?SK“?% iS% ?lsno lower
TR T UEBTH TP TR Rt Wit rRigr easdmroibeatimei SExEmple
bBpEhddedtingefftetof thetlalimaing Bralogue afybeymamaglinwas
liEStisRtedh PERTIRE N353 [RFQ.IRNQ35%) i Ths analogue was

administered at a dose of 5 nmoles/kg by subcutaneous injection to a
group of fasted mice. A further group was administered saline (control).
Inwsiiveuwrmittive tbo thintdieover tve coursebohidrisbuf ddsighewisoider in
WIS der0salne i Fighie AloT he.analogus femensiiatesapoient
2shiond.acting.suppression of faad intake in comparison 1o the saline
control. The food Intake SUPPression confinues 18 e WHGH 4 Fath ailure.
ang shigltpi deraieisiteksagp Halad deediowekimmtaardyiistiest hoer: peristidsviower
dithaerimthe salineaonisot Jtisalsadener tharinthecapita-arountsated
ysith.natlve oxyatomaodylin Example 19. The feeding,effect of the
c:Ofolloyving8{;1?1a’lc%%uég;] bfggxéysglt%%%sd% |ﬁ€ 5?/5?%\%%’58%%0 gﬁﬁﬁﬂgﬁaﬁf'& 130
OB N1 Q5 PR S SR R I s MR RTte rB aeky e ge o 20
chnlifivtes/ky oyrsuitsitanaeds injestivmim egrou: abfastagvigps: Adustar
an @SN aaniselal S AR BN e cuuakve. [ood e

over the course of 24 hours is shown in comparison to saline in Figure41.

Napie Qo gire HEHsHsH Al SdMsAL hrthidnd A&Mg suppression of food

intake in comparison to the saline control. The food intake suppression

OBaHIMES R he Rl A4NOW-RAKAd: thaL iS:10:58Y Mhat the food dntake

hcaoﬁé% Etshgh%él i&%ugi%)eggdtis Io§¥)er than in the saline control. It is also lower
ThAN T the Control Braup fre St it HatRoa B8 o MM R isestve-

compulsive disorder, irritable bowe] syndrome (IBS), and myoclonus. Furthermore, obesity
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PCT/GB20071004779 WO 20081071972 It will be appreciated that
throughout the above examples, compounds of the invention are capable
“}3{ '&%g%i;i@ngood intake at doses markedly lower than that of the native .
peptide used in the comparator experiments. Claims 1.A peﬁﬁiﬂgmmm‘m”
comprising the amino acid sequence: 5Xaal Xaa2 Xaa3 G1y4 Thr5 Phe6
isheLdger8dAsp ediyr 1@ Berlaled yel@nby kil Sdnguiidhtionad] senéaa hotehalia.

(XRRIB XRplRazl.Xaa2t:%a32hama %@S@%%%Jésﬁgg’ekﬁlég@fé AR
Xaa28 Xaa29 %%?30 Xaa3l Xaa32 Lys33 Asn34 Asn35 11e36 Ala37:
a

RIRER AT TS RTINS BP DAL 1S PERITFIEEER2 or Ala2, Xaa3 is

wheérern:
01n3 or Asp3; Xaal5 Xaal6 Xaal7 Xaal8 Xaal9 Xaa20 Xaa2l Xaa22

O¥RAdReXRPg i raflR GG LG ard 8 Malb Ry sal 2R eed,

Leu23 GM24, Glul5 Glul6 Glul7 Leul8 Vall9 Lys20 Tyr21 Phe22 |eu23
AR T R o S G e PR o
NP/ TS GBS GRY Y Kevig /At DasyisRerTire thhboss (BE23 end
stepknadi @wi& I@kk?@@@% ot &a&a&syﬂtﬁiwen- Iﬂéiﬁésﬂ%i)i%?%lbﬁkb&

1u24, 25Glulb. Glul.711el8V Lys20.Tyr21 Plie22 Leu23
e A Py Do o R s,
CoBIPHSAEIR BreT S AR Mhnor i BT o tep e dh PRt B grGIVR 2R9aHIS
atedmbhiei b hie digotal dhOhlys2ilyr 2ehiia R kprB3 Sdinddndaly 15
SRS Sl Leisall M%&J&Mﬁ&%&&%@é&h 438 QIR

GIn16 Glul7 Leul8 Vall9 Lys20 Tyr21 Phe22 1le23 G1n24, G11,15 G1nl6
B {AP PER DR L0 R DA D 2 Ma 8D S T I bR R8s 19908 et 7
inf 08 Vil skipsROITyrRt Rho22tkow23 Bt nadyi GledBodimil 6@ lukésete is

RIS doSRthal Yot RiNBLRiHEZ3 (B S QL Gl IR B 52 HBlifoVal 19
s20.Tyr21 Phe22 11 Xaa27 Xaa28 Xa Xaa30 Xaa3l

L 23 G1n24: 29 ]
e I S AR ATB oG P kB TP 0 ST B oot
DBV B HPVIRIEH Ifes Rp NS B 4aaldyreetswith and piinpiztibestide as set

out above in which Xaa3 is G1u3. 2. A peptide as claimed in claim 1

erein | Xa aali isl Ser r D-His| Ser2 G1n3, or

R o I S P S R e s
aqripisiE e PmER iff BraRrrdislyRgiamatino aesdisey tail der derediey
infremethetyioupisen sisting:aferbifut 5B GinoGkalida Phad hw SepAsp Tyr

: | i PR,
S B GG AL e o i

9‘/%%“%%? @%ﬁ-%i@%ﬁ}“ﬁ{rr &g Pﬁ%ﬂ‘rw(eﬁ*&aﬂcém*@ﬁ REsidE aPe/at 7S Tyr
inPrheing enGiy Fapidiure i Ay Ty Py Ser luys, ASTEASD Ko AIPhESED
acﬂr@irﬁk@ﬁ@ a therapeutically effective amount of a compound of the invention to the
subject, thereby altering energy expenditure. Energy is bumed in all physiological processes.
The body can alter the rate of energy expenditore directly, by modulating the efficiency of
those processes, or changing the number and nature of processes that are occurring. For
example, during digestion the body expends energy moving food through the bowel, and

digesting food, and within cells, the efficiency of cellular metabolism can be altered to

produce more or less heat.

In one aspect the method of the invention involves manipulation of the arcuate circuitry that
alter food intake coordinately, and reciprocally alter energy expenditure. Energy expenditure
is a resuit of cejlular metabolism, protein synthesis, metabolic rate, and calorie utilization.
Thus, in this aspect of the invention, administration of a compound of the invention may

result in increased energy expenditure, and decreased efficiency of calorie utilization,
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His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Len
Val Lys Tyr Phe Len Gin Trp Len Lys Asn Ala Gly Pro Ser Lys Asn Asn lle
whlgabeh@uiP NO: 4) His Ser Gin Gly Thr Phe Thr Ser Asp T I
Leu Gin Glu Gin Len A'al Lys Tyr Phe Len Gin Trp Leu Lys %\5%5}@];&779
Pro Ser Lys Asn Asn lle Ala (SEQ ID NO: 5) His Ser Gin Gly Thr Phe Thr
Ser Asp Tyr Ser Lys Tyr Len Gin Gin Gin Len Val Lys Tyr Phe lle Gin Trp
TheleySoASRAIR Glys REacthied ky S vig: li@i&\iﬁ@(ﬁﬁ&@:ﬂ R The invention
HisSerSin. Gl Thr Bhe Thr. Ser Asp TyrSerLy Gin Leu
: ?fr y5615Tyr Ighg] le Gllut rgpa ché%%%n%d]so g‘f;/[%ro er ‘L’?g Sh Asn
rﬁi‘i‘é"ﬁ’%‘?@?@ Eloalen:)) His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser
Lys Tyr Leu Gin Gin Gin Len Val Lys 20Tyr Phe lle Gin Trp Len Lys Asn
@A@@Mﬂ@&%&y@ SyRRE AR R5R $Psi§fpm1&?m F&l@xé&n@m Gly
he Tin Ser Asp Tyr Ser Lys Tyr Len Gin Glu Glu Len Val Lys Tyr Phe
d5recestA RS iierr e %%ﬁﬁ%ﬂ%ﬁ%@%%?ﬁt@?%ﬁ%ﬁffrr@mp{%EQ ID NO:

a@&hityation is Serp@indGiHEhrRReTiarSen Aspalyy iBeerksised prdgey Gin

sa@é{} @Aw&eﬁ}ﬁaéésymyge%% beRGRAP-heH NS BSH:ARSHY RIQISBRLYS
Asn || QID 30 Q: 13) Hi Ser Gin Gly Thr Phe Thr Ser Asp

o LS B e S TR EVE- P P Ut BT LRI o
hymger @W@mﬁr@@@w pysaRsnnAshdieaitaicSEO: BH@s. bA) nilinSed Gin
vizly EhmEere(\Sm)/aa&tmaﬁ@r hxy&ﬁy;;el;ﬁa @dﬁﬁmi@uxu&a!@hqhygeJ yr

assers]s% n G!t’rd"](:l-'lrl'l; Ue J Or 100 Al"sn é ]VSl Ia (SEQ
D NO- 1 3 fis Sdr é a}sllﬂ% Bhe" !f}%fé? § X]E’f?ggr ‘f.ys y?Len Gin
BB 82y 3 WFPH@“EW@WT?E@G% ‘E% Asn Gly Gly Pro Ser Lys

Asn Asn lle Ala (SEQ ID NO: 17) 10His Ser Gin Giy Thr Phe Thr Ser Asp
AIM&M&X&J& LRENGE P QIR He &féi‘#ﬂ%&&[ iR Q‘?réL‘?m%]P E[&%xa%rﬂ%ys

Asn Ala Gly Pro Ser Lys Aso Asn lle Ala (SE Is Set
re@‘iﬁ‘%‘l??W@HBWP@@%W‘%@%’WF gr? @flﬂlfc;f ingleoariive
anfiFgdpc R e dighQnnl mitenslayd AendGily SiphPlesSarilrydifispnobeintie Ala
mé%@@i |@ MQS(%Q)MaSS 1I‘ld!§ Se E&Jﬁb&'&’&h{c E’A%Qnm( 1§§}l' KSR Y BELIHS]
of rLeu Glr(l)rGI aGlgtlle SyaltLg’E% r Phe IIe in Trp Leur&X ésn Ala Gly

o Serl 2\ S fieRiaY B’NB"’EB&“ as ARnERL B BT hr
fOMethfeg@rnAs@@Wssm GG HENERBHING ndEimgl énvradsings ppriPine did
primiothEdtRey ki Aoy &8RN SAKIMSIAS NS MNuEPREAPHNG::

eThr er Asp, Tyr Ser L sT Len Gin
an%égh%)mons Jﬂﬁm %1[ C,i.@o%g ?_(J:»:%hn v_?x} 0 ma)pb X a4 Arf]Xi&?yxBﬁoarg/ one

Gin Gin Len Va en Lys a
onImRIE #éﬁeﬂé’%lsa“(% 3 é‘%m é@%)‘ﬁéﬂé@&s GRS T PPFePRE m@@%
hedlgp Tyr Ser Lys Tyr Len Gin Gin Gin Len Val Lys Tyr Phe Len Gin Trp
Len Lys Asn Gly Gly Pro Set Lys Asn Asn lle Ala (SEQ ID NO: 26) His Ser
Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gin Gin Gin Len Val Lys
A‘?‘i}?"iﬁh’éaﬁé’ﬁ BRI TV AGRRIR G Sra sl Eyelagw Refr fdists
wESEGD MO 2B)this Bet@inG K ThieRheydeiBatetspd)/feSopd ghimger,

' ibl‘—@@r@l@ &inGiRLen Val %Iyﬁm@d lﬂem&uahmsk%lrm@m by Bl

SetL nAs lle a(SE |s Ser in GI Thr Phe
Df‘f‘ﬂm traf&spé’ @‘Jem %Pﬁ a(Lera ?Ftﬁoll_ers 'P{/rri‘-‘ﬁ% &

Drrﬁppgl_cbﬁang@rw Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO: 31)
5His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gin Gin Gin

(i: ep \ég lSIﬁES T%!‘ Np%eagg bGeln t-:lc_irgl I('rgarglrlfél %)rér%gt% am mra n§%¥ a evz 1Szfxrgl Asn

conditions or disorders caused by, complicaied by, or aggravated by a relatively high nutrient
availability. The term "condition or disorder which can be alleviated by reducing caloric (or
nutrient) availability” is used herein to denote any condition or disorder in a subject that is

cither caused by, complicated by, or aggravated by a relatively high nutrient availability, or
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32) 10His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin

Gin Len Val Lys Tyr Phe lle Gin Trp Len Lys Asn Ala Gly Pro Ser Lys Asti
é?,' SEQ ID NO: 34) His Ser Gin Gly Thr Phe Thr Ser

Asp éIgy er Lys Tyr Len Gin Gin Gin Len Val Lys 15Tyr Phg%%ﬁ?gﬂﬂmm

Len Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO: 35)
i@ de SlovBh ThreRked uiGer AspabijirySer bysnplybl dacfoisida fadd inthie:.

sy@g&y%ﬁpaml?ﬁg eS8 Wil EBsk SRokYSh AT A 2 AINIREQ, BRI éantésn
IIe Ala QSEQ NO 372 His Ser Gin Gly Thr Phe Thr Ser Asp Ser

R BT Gt i AR BB e Lot nggrﬂ@weoly
wBhilReyGet inysidan Asn lle Ala (SEQ ID 25N0: 38) His Ser Gin Gly
Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin Gin lle Val Lys Tyr Phe

en Gin Tr nL sAsn la Gly Pro sA nA nII Ala (SEQ ID
) R T U T BTG R JF St PyeorJPLER &l
t@%ﬁ@wwwwgcwr@ﬁerwm @%W&@@ﬁe&y&cﬁém@y@lwwswmgs
dAGIEASHBARIRRQsIRINGS L BBizhtsSacnGly Thr Phe Thr Ser

Asp Tyr Ser Lys Tyr Len Gin Gin Gin lle Val Lys Tyr Phe lle Gin Tip Len
Lys Asn Ala Gly Pro Sec Lys Asn Asn lle Ala (SEQ ID NO: 43) SHis Set

AERIEIR T Hie PR P SBiRshoryrged pfderpy pandirreirrbbiime vadys
trdaymBt eflieh@Eim T iiolvered, yehifesheGlynmlyhRrof Se tidwysias i sisiial hise: (8&Q

td Bl QA s bliS R6 q}ga'xemgcﬁ@%&;m&%A%B&[@(&&%W%nm Jstser

Gin Gin Gin Ile VaI Lys Tyr Phe lle Gin Tip Len Lys Asa Ala Gly Pro Set

VEJERAR &gﬁ"ﬁ@v/&ﬁgt%éf@@wﬁsem Ergyimals for oxqmlecing R ANt Roples;
spPHreSeriadp TymSlebdys, FymbancGmiGit Girvlledatibys:dbdayr. Phe lle
Gin Tip Len Lys Mn Gly Gly Pro Ser Lys Asn Mn lle Ala (SEQ ID NO: 47)

Dqus S%%Gmf C&/ ng}Q}g é[? r Sec @s(%t'&/r Se(% 1}/; r Len Gin Gin Gin

n var 70t §5 FyrBhe tey! BlENT LY ASRR (@}%Wo EEHRARE R sn
fOAgw H@wwmmwwf@gye@m@@w @m Wy idedramphesidte SecXepidiyr
fob e bys Mtk @B frereiah or treatment of diabetes or of a co-morbidity of
obesity. Further, there is provided a peptide of the invention for use as a medicament for
reducing appetite in a subject, reducing food intake in a subject or reducing calorie intake in a
subject, reducing body weight in a subject, reducing body weight gain in a subject or

increasing energy expenditure in a subject.

The invention also provides a method of treating or preventing obesity in a subject in need
thereof comprising administering to the subject 2 peptide according to the invention. There is
also provided a method of treating or preventing diabetes or of a co-morbidity of obesity in a
subject in need thereof comprising administering to the subject a peptide according to the
invention. Further, there is provided a method of reducing appetite in a subject, reducing food
intzke in a subject or reducing calorie intake in a subject, reducing body weight in a subject,
reducing body weight gain in a subject or incréasing energy expenditure in a subject in need
thereof comprising administering to the subject a peptide according to the invention or a

pharmaceutical composition according to the invention.

Compositions
While it is possible for the active ingredient to be administered alone, it is preferable for it to
be present in a pharmaceutical formulation or composition. Accordingly, the invention

provides a pharmaceutical formulation comprising a compound of the invention, or a variant
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Lys Tyr Phe Len Gin Tip Len Lys Asn Gly Gly Pro Set Lys Asn Asn lle Ala
(SEQ 25ID NO: 50) D-Ris Sec Gin Gly Thr Phe Thr Ser Asp Tyr Ser
@szg&/rﬁL%n Gin Gin Gin Len Val Lys Tyr Pk Len Gin Tip Lou Lys Asn Ala
VP 8f1Lys Asn Asn lle Ala (SEQ 30ID NO: 52) D-His SBEXSHFZ8Kj/004779

Thr Phe Thr Ser Asp Tyr Set Lys Tyr Len Gin Gin Gin Len Val Lys Tyr
PHeivaivGhudrpden:iys ssaheely Rieed ks -AspAgrdiedladSER
AN A3 B3RP - Flis Ll ; Ser Asp Tyr Ser Lys Tyr
péerll}{ Gin Glgfgin It_sg_u Val %ﬁlgﬁ %ﬁ?g%efﬁéf?feﬁg?ﬁnﬁﬁzﬁ }lﬁ"&‘?f B”ro

BPEGYNEH NER AR {SEBRI RS- 55) 40 D-His Sec Gin Gly Thr Phe
Thr Sec Asp Tyr Sec Lys Tyr Leu Glu Glu Gin Len Val Lys Tyr Phe lle Gin

THED bR A YHAS Mol BN PHQREG LY BARDAN HE AR (REQLIRNG 36) 45
D-His hr Phe Thr Set Asp Tyr Set Lys Tyr Leu Gin Glu Gin

tGin Gly T ¢ S
P rgﬁt%jﬁf}fﬁd?% %‘ﬁ‘éuﬁéle@lsn BRI L U RO R R BrBo%e A s Asn Asn
nieaigsk@hgeo (5dydne s SetiGid@hoThisRhdiThmSctsspchyrdSet

nieyifis DY R 40 Glpeb i Nntaint daesYabley s yaRASHE g’éﬂlﬁ&&é‘&@n’sﬁ@lﬁ@@, Gly
AsQ 59 10D-His Ser GIn Gly Thr

- ro.set L nlie Ala (SEQ.ID NQ: |
R O P R o (o P ST ED Y5 BB v
UERIPE PSS NeHoaal @ inises et pdmininiaten) leitdeelSE®WD NG bB1
rddeHis SepGinuGly, TheRhed iicSendem T Sekdy st bapidin Gin Gin
He Val 15Lys Tyr Phe Len Gin Trp Len Lys Asn Gly Gly Pro Set Lys Asn
Asn lle Ala (SEQ ID NO: 62 D-His Ser Gin Gly Thr Phe Thr Set Asp
T35 oam R T PP R LR Ar 201 P& 78R (P Ré M pe Preptremby
aiyef sl ly<RicSerib s Asnf AsntieyAla (SEQH? N a6} step BEHiS
bxhidde m&&%m@@%& %§££o%éﬂo£m§1%t M%-gyéultlgﬁ g}gepvlv%igxl @olrll iMle
Lys Tyr Pile Len Gin I_r Len Lys Asn Gly Gly Pro Set Lys Asn Asn fle Ala
oM E 5 R E 15 ST RYHI Pomars PR e nd
IntigetEly B gi [t GoepGittitle theactiys iTgreddne WithGinid prtien drnyfdsaiAdad
sdBlyRAS6 otSahS A S Hieclay( SRR IPRON: S M ladis-SRE RGN HhT
Phe Thr Set Asp Tyr Set Lys Tyr Len Gin Gin Gin lle Val Lys Tyr Phe lle
Gin Trp Leu Lys Mn Gly Gly Pro Ser Lys Asn Asn lie Ala (SEQ ID NO: 68)
Fosmulpsionobhi persees iy VERHOP el BepraladmpissuionysaT e besGinas|u
di@intdlenlahicysstypitiae det@irodEpikentdyis AsinMNa Gl R Bek Lo e br
mAsnile; - NQ. Hiseoet Singly Thr Phe Thr Sec Asp Tyr
Secl fg%(é%gl? %ﬁﬁ‘é@%%&%ﬁ%ﬁ@%ﬁ?ﬁp e T8GR P i_“e?ﬁ\‘f)fs %IAsn
"By ‘iﬁ%@“ﬁ?@%“%"éﬂ}%“ﬂ'sﬂf R AR {SEO DR M yrrorei gd din
en@GfyiophrifhectieiGesdks iy e Bebelys:dyrdlea insGiachiuy loeBaMal Lysohyr
pHERE LRGNl 18R Lt TN M B W RIRSEC LG ABATNUEAR (SEQ
PRIy Ser Gin r Ser Lys Tyr

: 73) . D-Hi ly Thr Phe Tiu Ser Asp T _ y
e‘ﬁll\lag?ﬁ té G Ea 5 %?gig]_sysh%ﬁaﬁ%’él FERCETRCTPY ﬁe@lwﬂsr??% ey
Weig See gdIarsanalin Ae AladSE Qi tNO Sid)ce and Technology, Technical
Report No. 10, Supp. 42:28, 1988,

A tablet may be made by compression or moulding, optionally with one or more accessory
ingredients. Compressed tablets may be prepared by compressing in a suitable machine the
active ingredient in a free-flowing form such as a powder or granules, optionally mixed with a
binder, lubricant, inert diluent, lubricating, surface active or dispersing agent. Moulded
tablets may be made by moulding in a suitable machine a mixture of the powdered compound
moistened with an inert iiquid diluent. The tablets may optionally be coated or scored and
may be formulated so as to provide slow or controlled release of the active ingredient therein.

The present compounds can, for example, be administered in a form suitable for immediate
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D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Sec Lys Tyr Len Glu Gin Gin
Len Val 70Lys Tyr Phe Leo Gin Trp Len Lys Asn Ala Gly Pro Ser Lys Asn
wbShisA42,(SEQ ID NO: 76) D-His Ser Gin Gly Thr Phe FhE286Askr70
Tyr Ser Lys Tyr Len Gin Gin Glu Len Val Lys Tyr Phe Len Gin Trp Len Lys
Asn Gly Gly Pro Sec Lys Mn Asn lle Ala (SEQ 25ID NO: 77) D-His
reess GiekGIjetiriPir Imsaiitorsiyaryprotendgd rrliatessndhreifvesif iBpuse
of\é@xkalrb&@p];bﬁﬂat@tlﬂﬁ Gifpdiidae Bk AsUAlpréty PomBeandk ys, AsmAbrle

xnp}xe (%ﬁ (}) egeggs agge) IP $:28F g’s@c&é 'é/u;rﬂ”&s P&ﬁuTMe&@ gné%tl}g Sec
yr NGl V

&0 G al Lys Tyr P Gin Trp Leu Lys Asn Gly
O@anww@écwsc%ww% Cﬂ‘é 9&|§%@Eﬁ§4§%€5‘%§%ﬂpﬂ§%‘& itk SRy
ad2hie of bariGe tmAshcTyriSae tayspby ol earBiliGindGindenidiabl y&ilyr Phe

cHiEeS Qo;%p%&,%p cho—%g%%p zﬁéﬁl&b{ P10 3601 ¥ ASRABRUS: AadREQIRNO:
2% His Sec Gin Gi Thr %er Asp Tyr Sec Lys Tyr Len Gin Gin

S DIV 3 A %ﬁanu&u@ IR TS AR © |R;€E§1§‘/%%“§%Pﬁﬁ“§%sn
thABphl lecAlaH(GR QD! D) 188) abi/btith Sen@intGhmiih inthde EidiSariespiiByr
th§%¢!‘t¥§ IMbEU S IR GIDGW HeNAlbMSIMRRE LN uebdQukRttlys Asn
Ala Gly Pro Set Lys Asn Aso lle Ala (SEQ ID NO: 85) D-His Ser Gin Gly
EASPRANE Thr Set Asp Tyr Ser Lys Tyr Leu Gin Gin Gin lie Val Lys Tyr Phe
Len Glu Trp Len Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
ERGY 1§@)c$%95hi§5§ i Gin @Mhﬁéifal?fhﬁ:mﬁm;&ﬁﬂoﬁwaen J:atEcElﬁyﬁihﬁbr
Gin Gin .Glu I L e Len Gin Tr Lys A er
R RS E s (R SN B D G SR e
swmgp @W‘Sé?ikx)%eﬁ‘}]ﬁtﬁ‘é’ﬁ GRCOSTH SIS PSIEHS El P HEY PEPE @RS
subERd - BBs b Y5oAs in@ly 3] yiid ienGietidy s dsn iserd lehida s EQuD, MO «88ple,

D-His r I NeleRelly
o RGNt R AL a6l 0.0

w3415 R PS0 TEIS ST s SR QI T R St T
msemmyma . L e GluGindsid the ivahtiys ciy rlRthies I:Eeh@mdﬁi'pﬂ&éuthwﬁsn

@Xu@ﬁggﬁ Lhys-AsRAsilis M S BRI le&g,) comphs Histein
hr Phe Thr Ser A Tiyr Ser L %r Len Gln Gin lle Va g{s Tyr

f‘ﬁ?ﬁg TR ﬁt?paffeeﬁeﬁl R ‘?§é‘rsi EP RS SRR PEEQ ID
H@Mcgqf@nﬂ@@éi@rv@ywmn@(srws&s%@w%as@h&% P Bu
G Gadtt e lays/ ey b RenG iIn T ik Riddiys AantélyuGlipiRieag et

hi LM ecu@s 0 ehfaél)?m 2 Eg slu[c):hl\z{so cs%ﬁ%s%? (a@xée @f?&y@t&p@g g-[}}/UoP t(‘leEH? r

&r Lys Tyr Leu Gin Gin Gin Len r Phe Len Glu
Sqqlpf«a@wley@%w Aleq mpds e SEHIIGE RS ASAomd i@ﬁ@%ﬁ\lﬂﬁf@%
pldphliscAlaGimBly TRirRherdiy SehAsplipe SEIPME), Fydiber @ik GimGih

YB TARES Ly A Gyugin o .

SW@WL%W%?@W&?H@ @h?ﬁféﬁ%&x‘igmﬁg&‘}ﬁ Fgrlié Sr?ﬁlﬂf‘“rfr Lys
agksn AldsGlyliPne Ser dlysbAshidldaritesAld FBE@ID anommom D-His Ala
Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin Gin Len Val

15L s Tyr Phe Len LeuL sA nG oSetL sAs
AEYSES 15 NS TS R A oty TR DR TP Sy A o

rsS

sqlysolywhieh r@w@ml@@nﬁt@mm z'ef_fs@ ?W@ﬁéqqféa@‘i SO Béwhfg% Hle
v (Bl R 8 PR WyS AN oAS Bf tig: Al HeMN Qnd Bg)kous and non-aqueous

sterile suspensions which may include suspending agents and thickeming agents. The
formulations may be presented in unit-dose or multi-dose containers, for example sealed
ampoules and vials, and may be stored in a freeze-dried (lyophilised) condition requiring only
the addition of the sterile liquid carrier, for example saline or water-for-injection, immediately

prior to use. Extemporaneous injection solutions and suspensions may be prepared from
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D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Glu Gin
Len Val Lys Tyr Phe lle Glu Trp Len Lys Asn Gly Gly Pro Ser Lys Asn Asn
A@ ?59 ID 25NO: 104) D-His Ala Gin Gly Thr Phe Thr Ser L p

yS Tyr Len Glu Gin Gin Len Val Lys Tyr Phe lle GrnclTlfé;E WIS%WQ
Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID 30NO: 106) D-His Ala
st&ile BiydFiar el eblaspf Ty St lrgdonyiy dewr(dhd. Glee@ituiyen Val Lys

coBﬁ'th&xMﬁn%H}eI{@al—Msﬁrét% G nRER e hRASR sé@edi%l@mh

ID NO: 107 AIaGln G| Thr Phe Thr S TyrS > s Tyr
el PP IS R B BT PR (VRN A B
assemw AéﬁbmsﬁeﬁeiAwates B@gﬁﬁ N@sfmeanesmswadem @rgmrwoménrm
ol EAEPId Mp2Rink)s Mhi@ﬂq@ﬁk&m;@ agaﬁyaicmgyﬁl%ecmcﬁm Trp

nL sAsn Gl er L A IIe ID NO: 110
e R e e i
fonewavfﬁy@ Wﬁﬂpﬁé’@é‘u Qi Eéﬁ e&&owﬂré@ % F%‘@ér EW&@@H ﬁ{sﬁn
pHlefAlad SoQ 3B NeXchil2), 30 bk Al s Gy Erm%mﬁwﬁerzﬂsap dogiat
5. §%}e¥1§ J&ﬁek-selﬂcﬁl{% %Mﬁ'&t%‘% %H&d%apaﬁuh? (%);k h%%ﬂ&%saﬁﬁn

Pro Ser Lys Asn Asn lle Ala ( -His Ala G
meﬁ?dr‘rrr PRE TR SRSy Ty S Eveprwr_%ﬁff(ﬁfﬁewemrwmys Tyr
orRiignideGirs T diky dopABTEliAM arSyRroSer deyseAson AsnitiendlaSEQ
aé@,jg}ls(_): 115) D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Sec Lys Tyr

Leu Gin Glu Gin lle Val 15Lys Tyr Phe He Glu Trp Len Lys Asn Gly Gly
Pro Ser Lys Asn Asn lie Ala (SEQ ID NO: 116) D-His Ala Gin Gly Thr
ERjpeThhgepnapiPirgbod. jor Pylahesyobm GieGirrihd ¥ah2ekye®yr Phe

a;ﬂ@n@i erﬁrelheprm&ﬁm Alasbaip e Mﬁm Ashplg:Bla B L NG:
Thr. Phe Thr er As Kl%r Sec.Lys Tyr Len Gin

m@?ﬁ 2&‘ﬁ}“r ‘i/af’fy%’“? r G%"Yr iR aiys O Gl B Eer Lys
PYESSHY X PS| RAPE &SE@I}@M@%@W fqz)erﬁgiyiré@rmrwﬁmqévm
m&etafep. Tyr Ser Lys Tyr Leu Giu Gin Gin Len Val Lys Tyr Phe Leu Gin
Trp Len Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ 30ID NO: 121)
D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin Gin
Excaw N cPyeorifiophiEr net P T Lishe s nRemiaiNraRe PriSer Riienash
salvsd) disioh lead QEQ DN CXakd R) Bz ditisfller Gl GlytabhrpRkavhhveger Asp
abléﬁ’n%% FfSoteld oSzt G HEY é/n%!'clr%%lysro? D%}n%lo?dﬁ Ir&ﬁ%%gehéés

Asn Ala GI Pro Ser ITA1ys Asn Asn llé Ala (SEQ ID NO a Gin
S“@’Iﬁsrr‘i‘ﬂsﬁ'ff?"f*iﬁ}né%er &WF‘S@P*E&%GPWE%W@%EPGW@H?E@WW%O?W
adpivestrailoBiw JeprosudlofshA @iy GlyidPirerSen ltysigsoAsrdtesMl sp(SEQ

pr!e'%xl\th@m#@@r l Rsﬂﬁz&i?a@ﬂ%r@ |¥e§1ﬁfz§h@1tm£e%§é ﬁ%RJ%Bh;S&fo{séd%J}’é 2.,
s Asn Ala Gly Pro

ju Gin Giu Leu V u Tr
T AR R L e P e
orvmﬁseﬁ#bkpgéra/rfsére ksgs tr‘f;ﬁ m‘e‘-@t@red@w@l &hzégsagalums EysBEietfeirpd

b}@iuVTd*@gLﬁmhme@ ly ety B onRekt LS AsRsAsnHe-Alay(S§EQ IR ING for
r Ser.As SerL TrLeu

R-His Ala Gin Gly Thr P ' Tyr lu
AR R e e
angy§%ghiwﬁg base, (@E@aﬂﬁ)]ﬁl @ctq@@j siarch In one sprscrﬁc non- mntmg

example, a compound of the invention is administered as an aerosol from a metered dose
valve, through an acrosol adapter also known as an actuator. Optionally, a stabilizer is also
included, and/or porous particles for deep lung delivery are included (e.g., see U.S. Patent No.
6,447,743). Intranasal formulations may include delivery agents for reversibly opening the
nasal tight junction, thereby increasing drug permeability (e.g., see US Patent Application

10/322,266).
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D-I-{is Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Gin
Leu Val Lys Tyr Phe lle GIn Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn
ID 25NO: 131) D-His Ala Gin Gly Thr Phe T
vé‘l%ﬁé%é%%gwr Leu Glu Gin Giu lle Val Lys Tyr Phe Leu Gl él?méﬁ §779
Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ 301D NO: 133) 0-i-us Ala
FoulipFHe PRt Set AL Day Septystdd/ad aatGivGireal ol le\abdiysy
W RNB Uk MR ;m k@&é&%&é@ (PGl JrrQemRrebis: &%&aﬂyl@e@@cm
E D NO 1?51 %ﬁl}a Gin GIX)EThE Phe T rSe '2‘5(9 TX X’[F @f/iﬁTyr
T gEET T ‘ LS RSP RIA
rf-stn:# ?.Wﬁ%@ﬁﬂl@@w the M(SEQ ID NO: 136) D- Hls Ala Gin Gly Thr Phe Thr
Ser Asp Tyr Ser Lys Tyr Len Gin GIn Gin lle Val Lys Tyr Phe Leu Gin Trp

r n.lle Ala
il G R S G e e e T
W%‘%PT_%GTWWJH%@EIC"FYE)1E§W‘E9§%%3A‘PH@I?aPFé“S‘é%SL%rwgﬁ“Asp
a&elé\batf%@nlm &x@pam@s Bﬂﬂgbﬁsﬁd@tﬁi lc@lyaﬁgmﬂm ﬁ[hmﬁam&&pﬂ@m&er

ro Set Lys Asn Asn I e Ala ( D-His A
‘“’FWF%‘QPT%F %%A%Wﬁéﬂéﬁwwﬁ%&%ﬁ}l@m% WP\T&*%&“E% Tyr Phe

lle Gin Trp Lew Lys Asn Ala Gly Pro Set Lys Asn Asn lle Ala (SEQ ID NO:
P%@@uﬂﬁ&%&@rﬁ Xt;ghkr a%}gol@cfo%fnﬁé QnTéffegt?Je ldX?eTe% rh&%}ﬂgéigrg’ lu

al Lys yr Phe lle Gin Ti s Asn Gl Pro Set Lys Asn Asn
rﬁ‘"r (% fBrﬁt@éii thelgﬁ% VM% Agﬁng%?ﬁyr Phe Thr Set Asp Tyr
Ser Lys Tyr Lew Glu Glu Glu Lew Val 20Lys Tyr Phe Lew Glu Tip Lew Lys

rt/gmm@e ﬁl&eRf&b@ﬂkﬂ#&&ﬁ%rﬂ%ﬂH&@z@@h@E %}Mﬂ:@y AMoned Bddisua
Qr Ser Asmo: Lew Val

r.Phe T s T rLe
G St e T v
tOAT/*g e DepiNies Meistm P Fﬁ%rwla%ss @W%fowel Ws@m&gbw
irSietit fsvdydngede@ll Glu Glu Lew Val Lys Tyr Phe Lew Gin Trp Leu Lys
Asn Ala Gly Pro Set Lys Asn Asn lle Ala (SEQ 30ID NO: 148) D-His Ala
Asp Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Lew Glu Glu Glu Len Val
TE%OWPIEH%OE&;’V BIFPHID TR JE R BRIy Baringd Repagsifes
SHlab[SE@BNOu48BEEsd-is Ada ASpe@lyeTmPivdddwuBdichshigmcSer
nﬁb@;&[ﬂ&%ﬁa@&k@éﬁh@%&e@ﬂé@ 5LrM§ h¥-ERS kﬁe@éﬁnﬂpswad%cém la
ghy Pro. Secr L Asn@J %m 0 crr% ID I\l('})mlSl HIS Ala A %Thr
& ap T %y PER BT SRR T n"ﬁ’ elle
a@ﬁi%ﬂ@énﬂtw A’%‘E@W @y@mdsaﬁﬂ@gbf A%vbﬁsiam@wa ?QE‘QQ@N@* of
thk D) AR - HisAlaphsp Giyiskhr Bheiddar S@ﬁéﬁﬁdﬁ)ﬁh&@@k&/@n?ﬂay@a Gin
enval Tyr Phe lle G in Ti Asn A 9 Seplys
ac%g%;%é%l'?én% (L,IXI?I Fgrenterai% 451 racm%maellgy A¥§ava mél' rﬁglllyser
toRiEp I PEpTRIE Wﬂ_oé‘tﬁ‘%li’}’@’l’ﬁ”@ ﬁfk@ﬁ%f@ﬁdﬁ@mﬂﬁﬁ@wf@wnﬁﬁ&n
ofaber haal AsayGly Gly Pro Ser Lys Asn Asu lle Ala (SEQ ID NO: 155)
D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu
lle Val 20Lys Tyr Phe Len Gin li Len Lys Asn Ala Gly Pro Ser Lys Asn
P’Ex%?ﬁaf@“i\fgf@E@‘iﬁ“l\‘l’b“@é’?fu‘ ablpyfomuRigd ASH S KPR BHE AT Ber Asp
comyproSels bi/hdipr treienG Ko GrnGlkL tteoMahigmticgl RhvpdsennGimiT g inehelys

foaisraf@m@a %ﬁgpgﬁﬁg#m g%f@au@m&maﬁi@rwg@@%de s

r e Il er As rLen u N N a
A R o e P L AR KRR Gl et R o
EhéSE@f@@ @Wﬂ&@h}@%@%laﬁ%@@%@ He nerGer. AdesT yorSepiliges
exﬁyﬁt@aaﬁlacﬁ&mﬁ m;kke,veam;%sﬁmemvmr@m& Pelegis bysAsavely Gly

Q Ser \L%e ID NO: 161) D-His Ala Asp Gly Thr Phe
@ﬁa%eer%\é?)@ ijls;s yé%gﬁr?Glu Glu Gin lle Val Lys Tyr Phe lle Gin

Tip Len Lys Asn AIa Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO: 163)
D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin Glu
lle Val Lys Tyr Phe lle Gin Trp Len Lys Asn Gly Gly Pro Ser Lys Asn Asn
lle Ala (SEQ ID NO: 164)
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D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Lea Glu Gin Gin
lle Val Lys Tyr Phe lle Gin Trp Lea Lys Asn Ala Gly Pro Ser Lys Asn Asn

é?ﬂ) 6§ ID NO: 166) 5D-His Ala Asp Gly Thr Phe Thr Ser As 'X
er Lys Tyr Lea Gin Glu Gin lle Val Lys Tyr Phe lle Gin Trp PeHE %?5 (e

Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO: 167) 101)-His Ala Asp
AGHTPhTR hetRNn SatickspsThe Sbectedd T et of e GimGinGlange SMalckeys Tyr
z%ﬁﬁNs%ﬁms@uler@ é%&ﬁé%ﬁﬁ@ﬁoﬁﬁﬁ $8E. LLX%ﬁan%?rBuS@c@!\Ed@_%Q

S Ala S rser S r

SpEsEtR din 1(%%[%; %A n%}lgﬁe Lgezr-%r %ﬁlgﬁ P)[/% %@ﬁ‘y@ﬁély
S%ts@pwysfwm%% qmw@ cs@gga |@Wn@70§rﬁnﬁsﬁsep¢asmsps@wm@he
aﬁmeag{p%@wm% leyesof W sle@auﬁg' Rr e GHakee ¥ @ fY St A%IA@;&%S

Gin T| s Asn A Ser S sn lle Ala (SE ID NQ
me§s§ S'ZSI 13 Ut&l%)cé;y IE gA}S {)& @Bli!.)}/‘l}aé'ié Eb)?’s ntenéfor
“@W%OE%%OV&IPE%“WF Pfrfé’fﬁé&%ﬂﬁc‘f%“ﬂé?f PYRsins aty @mﬂl%ssepre
dieysedgipRandte:Ade: (SE@iRIDME: Lidied rélddisAlaA s Glrulha Bhee

mm@v%wsﬁg% §eﬂgﬁ%&xf@§e@@c%§a&%@fs c%n\}g%' g @E’an gn%'g

Trp Léa Lys Asn Ala GI Lys Asn Asn lle A

dﬁ%*?f§5€€>bmr§am£ %E@Wrﬂn@ﬁéiw%é#%%ww@s@msf’wt@&a Glu Gin
6Gih, %8 alValRaystTr. PRES II80GInST Partre Vd. yisopsm Gly Gly Pro Ser Lys Asn
Asn lle Ala (SEQ ID NO: 176) 35 D-His Ala Asp Gly Thr Phe Thr Ser Asp

Leu Glu Gin Gin Leu Val Lys Tg/r Phe lle Gin Tip Len Lys
A SR AR RS M A B NG ST e
dyxags @nylfphlplpﬁea Five SemA ST ireBeeuty9gFyt: IEsrmG i GiriGievicemiydle

chipor i Rhadlle éétiﬂerms@ﬁeLy@ B R g (ST RYIST G Hue@a lie Ala

la As Thr Ph Th Ser As rSer
L R
bsp%vééﬁan% inspromanie| FébA‘i‘éa‘(SE@' D iNEsglarly; @imglma@%@pamy Thr
inRhéoT hr iGeféspalgleS@E bympbyiids @ Gitoinl &N i Mﬁb&é lpy@r}mc%e

h}ﬁgbﬁ%mcm&m Lfé!?eéﬁﬁbfé% %'xnﬁ’u@o%% mc gaﬁesa;” D

D-His Ala Asp GlyThrP e Thr Ser Asp Tyr S erL yr Len

fe&é‘r& &‘.?P éfﬁaﬂag%ﬁ%meﬂww a@ﬂ%ﬁﬁbﬂw@ﬁiﬂ% K%?Pﬁl’ii‘%ély Pro
Ser Lys Asn Asn lle Ala (SEQ ID NO: 184) D-His Ala Asp Gly Thr Phe

Am;»«a%artéﬁ@ THESRS ANk Wi b BOGIDG IR RIS YA &éﬁ%&&ﬁh&&@@&éﬂ
s Asn Gl%/?](g,% Pro Ser L Asn_Asn IIeéAIa (SEQ 25ID NO:; 185)

s R gt spGRY SR PSSR TV REFE S P Tan B B ESin
dqﬁrésvdm_bysaqrywpﬁéfﬂ@@womp@eﬁ dfyke Msepida ShyoPidsd &llbysdhsre Asn
patR NS QclihINGF # D)vention is administered to the subject, followed by a

second bolus administration. In specific, non-limiting examples, pulse doses of a compound
of the invention are administered during the course of a day, during the course of a week, or

during the course of a month.

In one embodiment, a therapeutically effective amount of a compound of the invention is
administered with a therapeutically effective amount of another agent, for example an
additional appetite suppressant, a food-intake-reducing, dipetidyl peptidase-IV (DPP-IV)
inhibiting, plasma glucose-lowering or plasma lipid-altering agent. Specific, non-limiting
examples of an additional appetite suppressant include amnfepramone (diethylpropion),
phentermine, mazindol and phenvlpropanolamine, fenfluramine, dexfenfluramine,
sibutramine, rimonabant, and fluoxetine. Specific, non-limiting examples of DPP-IV

inhibitors include Januvia (sitagliptin phosphate), and Galvus (vildagliptin). The compound
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D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu Gin Gin
IIe Val Lys Tyr Phe lle Gin Trp Len Lys Asn Gly Gly Pro Ser Lys Asn Asn
ﬁ}ga{;gg ID NO: 188) D-His Ala Asp Giy Thr Phe Thr Ser Asp Tyr Ser
Lys Leu Glu GIn Glu lle Val Lys Tyr Phe lle Gin Trp Len’ IS}Q i
Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO: 190) D-His Ala Asp Gly Thr
oPtheiflmnBercAsE IgniBetctcdsibyitirenueinw@inhGadditoMabiys, dyit Rebtde
a@mmad%eqhafﬁlﬁ@n Falk GlYRQrBESihYR, AR MMIERAR,NO!

f191% {Pecgmde as C'a'me‘[%'ec{{;‘ any one of claims 1 to 3 wherein the
BB 4 AeS YRR &% 58’??%%%&??6‘1‘8%%% -A-B-C, wherein:

Ais absentor 1, 2,3 or 4 Ala residues or I, 2, 3 or 4 Glu residues B is

FARSAR Oflodim3 @4&@4@5@@&@&@5}3@1@&&@ gl & SlbiSsigbesiRrovided:that
B Do e e e, And el S AR B Conoaaty
comprise GhiTesidtas! and ToEIER TV SR A AR A R P
iregpret aweﬁmmiﬁeibﬁrmwwcfwaaﬂwﬁl ﬁ@het%ﬁcid vatehpireeibionambmiting
catasbidicaaiiiatiachedpeinidisg-R QOELEr0BP-0.HAR N InlR g kR Rk hd
plla)@gt ide chain by means of a peptide bond. 5.A peptide as claimed in
claim 4, wherein A or B or both A and B are absent. 15 6.A peptide as
claimed in claim 4, wherein A is one Glu residue, and B is one Ala
ArgsiguendhAtpeptidecasmelabmeihin aaydoftelaimstde: ta s hergipedds a Lys

sJﬁﬁ@H@n 0R-Apentideas, clalnedin anyeteaims 410.8, aelti?%ﬁ%w bef%}
Ig%rsre&due with lauric acid attached via its -COOH rou

SF el St Ay LAY B‘Pﬁeﬁé‘bﬁa’é"t}é?ﬁﬁﬂ“ s, about 15c is a
Hiry@eﬁe@dluéﬂmﬂnuﬁqwéum &tidimtechean 8 HEWEODPhgIdUpitathsbNiL

hetRg R ohthe lyswida ChAiR, vmieans:of apaplide hapdy. Cisalys
residue with paimitic acid attached via its -COOH group to the -NH2 group

of the Lys side chain by means of a peptide bond. -C is a Lys residue with
A Sl thttacprign A e Cootard Uy eobiratipp sty roiepeutitthe ¢ijst,
e.gidp e Buby-neans-ol-apeptit exbrn d: rexds albys krgiduedsited, or
ARG AT AaRbRd ViRdis LGAHAEURIR I8 NELE drouRRINe Lys

side chain by means of a peptide Cisa L S resi ue Wlth capric

aboufd hEME o oRytitd %WB%&F& f%‘ffh‘és Rhagt a?é‘ﬂ}ﬁuéﬁstﬁéoliylszgfé@‘éﬁﬁln

aboytrhbans gfoat Bdpticecbandt 19 Kopeplitecabeonding téfelaind«ikraying a
structure sequence selected from the group consisting of: 5 D-His Ala Asp
Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gin (flu Gin Len Val Lys Tyr

D#sg&tle Gin Tip Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala Lys
P
Tl(giﬁ(pap@qu@}yzmgtave amount of a compound of the invention will be dependent on the

molecule utilized, the subject being treaied, the severity and type of the affliction, and the
manner and route of administration. For example, a therapeutically effective amount of a
compound of the inveniion may vary from about 0.01 pg per kilogram (kg) body weight to
about 1 g per kg body weight, for example about .0.1 pg to about 5 mg per kg body weight, or
about 1 pg to about 1 mg per kg body weight per day. A compound of the invention may be
administered to a subject at 0.5 to 200 picomole (pmol) per kg body weight, or about 20 pmol
per kg body weight. For especially active compounds or compounds administered by an
especially efficient route, in one spectfic, non-limiting example, a compound of the invention
is administered in a dose of about 1 nmol or more, 2 nmol or more, 5 nmol or more, or 10
nmol or more and the dose of the compound of the invention is generally not more than 100
nmol, for example, the dose is 90 nmois or less, 80 nmols or less, 70 nmels or less, 60 nmols
or less, 50 nmols or less, 40 nmols or less, 30 nmmols or less, 20 nmols or less, or 10 nmols or

less. For a less active compound or 2 compound administered by a less efficient route, in
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D-His Ala Asp Gly Thr Pile Thr Ser Asp Tyr Ser Lys Tyr Len Glu Gin Gin
Len Val 10Lys Tyr Pile lle Gin Trp Len Lys Asn Gly Gly Pro Ser Lys Asti
w@ JIL I Lys (SEQ ID NO: 205) D-His Ala Asp Gly Thr Phe Thr Ser

gqer Lys Tyr Len Glu Gin Gin Leu Val Lys Tyr Phe 13t ﬁ‘ﬁ%‘m_ e
Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala Ala Ala 15Lys-myristoyl
a{@EQs IO @0 Bn iR 2Adpl A S poapsidroPihe ihtanSer idsiniyaSar ik ysidsyr
ok &SP BINRED YRS I xaf@%lfn%&'ﬂ ?m RO YR G

Ser Lys Asn Asn lle Ala Ala Ala Lys-palmito EQIDN 7) 20 D-His
nRPA ALRE SPF APPI0E BHR-SEY %@ﬁ W@%@E éﬁ%{@ﬁf@ﬁ%@ﬁﬁ f§ TerAval
| py® Iy mRleeiibti@idoFrpf LendysoAsioGly By SeedeydiAsn Ash ﬂﬁrAﬂGl

AR LYSSeAtov (S EQIRING 1208) 2R 418012, A7 GlYedhE BRAST
Ser Asp Tyr Ser Lys T r Len Glu Glu Glu Leu Val Lys Tyr Phe’lle Gin Trp

%R @g%ﬁe@lﬂ [ BibiSer 3 KEORSH iﬂ%nzltgnﬂllsa‘}%ﬁ%fsAid’ﬂ% AISEhitByI
XS, LPoNGr 1208)may cDuBliseSey GmbGidihriRineoT e Serifigbldymr Serx
[ia}S Yl 414 s@afﬁ&%&@ @l BRky SRV, BhehielbGim IiRikgNbYsS Asn
Ala G Pro S% Liy sn Asn lle Al ép Ala LXP’%OSE]SLHD NQO: 210)

raﬂgﬁlsé Es?y%m nﬂo?ﬁ?@"er sp&fanrgger yS 1?_en n |n @ln
BES Wﬂiwﬁ ﬁrcy? PreEteuEin Fop wsewibsanire mmgqum Serbyeiisn
adBRie-Aley @irsplai 3D leyScrimyrisioy HiSEe HNOHddhl)dablis T®Y ih), Glyn
ﬂ%%%];r@ 255 QeI WhE oy S %/r Lew Gin %ﬁ?ade'” Len.yaldys Tyr

he Len GIn Trp'Len Lys Asn Ala 1y e Lys nAsh Ile Ala Gin Ala
ai%tﬁ?{ﬁﬁ’s*f&&ﬁéﬂﬁ(%@ﬁ@lm et Sopioapmpy. Pﬁ@%# @.wr@woﬁﬁrupﬁb rpie 28y

aASRo B2y, byschysdoaim&iiuGlufid Leu Val Lys Tyr Phe Len Gin Trp
Len Lys Asn Ala Gly Pro Set Lys Asia Asn lle Ala Glu Ala Lys-palmitoyl

(SEQ ID NO: 213) D-His Ser Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr
In oo WIASIAGTLBE vERE)e Tonpbed Ghicihorplrswlys asppatadGlyhe
inbni&ek hisiAserddTdeAdap e ibdla kysmaraahiaoy S BQHENG:u? 2 4pnbOiA

acQSR@Q?e§§§QEQ$&Qa§%ﬂ9 ekt%v'%e%&t!#&}éér% RENENSE RS Se'%%?%fé%?lmu
the group 10conS|st|ng oTJ D-His Ala Asp Gly Thr PRe Thr Set A sp Tyr Ser

in R et RS RSIFPeSint fe SReciireapaspbuidaeinterie e arrighs e A Iy
pi@clgoSembipidphastbitet Ala (SEQ ID NO: 215) 15 D-His Set Gin Gly
Thr Phe Thr Ser Asp Tyr Set Lys Tyr Leu Gin Gin Gin Leu Val Lys Tyr

Phe Len Gip Tr Ala G Set Lys As lle Ala (S
IS, BT L P TR G TPBHE T-SEFA PSSR
supgt @lg @a@moetéwgm ﬂyslfr%/mm ﬁ@ﬁ, GlerTrrt. ebolity e raiGly @EP
t!rﬁ’d’@ Pebduy BASEASR AR (&E@e@c&i@ eRdelile amoltdiS: S&hGIRGIYHNT

Thr Set A n Gl in Len . Val 25 r.Phe
ol e S R MoREh by e Wb R (PRSI
bqﬁ@%’é)fﬂr C"@H—‘ﬁé@é‘t(@ﬁ&?ﬂﬁw pme %#&@dwﬁla*yﬂsém% m/oLeu
ab@ilul Glg dai g ledalkdiys Fordhenideripdnnbind et bygAsnoAladalydPro Set.

anL- %@eﬁéiﬂdé%ﬂ%@ﬁ%ﬂ%%@ NQei? Jo?zr&ms%@ta%;%bal b e Thr

Asp Tyr Set Lys Tyr Len Gin Gin Gin Len Val Lys Tyr Phe Leu Gin Trp
P BHEBoX S AP HS BT AG) A RO (S NS 235580

ng per kg body weight. For especially active compounds or compounds administered by an
especially efficient route, in one specific, non-limiting example, a compound of the invention
is administered in a dose of about 4.5 ug or more, 9 g or more, 22.5 pg or more, or 45 pg or
more and the dose of the compound of the invention is generally not more than 450 ug, for
example, the dose is 405 pg or less, 360 pg or less, 315 ng or less, 270 ug or less, 225 pgor
less, 180 ug or fess, 135 ng or less, 90 ug or less, or 45 pg or less. For a lese active

compound or a2 compound administered by a less efficient route, in another specific, non-

48



10

15

20

25

30

35

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin Gin
Len Val Lys Tyr Phe lle GIn Trp Len Lys Asn Ala Gly Pro Set Lys Asp Asn

ID NO: 221) D-His Ser Gin Gly Thr Phe Thr Ser As r Ser
“JL% Jfglﬁfgr?&n Gin Gin Len Val Lys Tyr Phe lle Gin Trp Leﬁ(ﬁ/é)%?gﬂw 4779

GIy Pro Ser Lys Asp Asn lle Ala (SEQ ID NO: 223) D-His Ser Gin Gly Thu
1@ gldunGey, Asm‘p'wrs QF fhy SnTaHtbA T Gl GGl leudalk ysotyt st he die

Gin LenLys A AIa Gl r Lys IIe AIa S ID NO:
mgﬁell%%())ﬁ HieAma'dn %Elorﬁércpﬂ go?’ﬁ% é‘é?o,&gpé% lEys ?;%%Oéin
@i G Eeervwa%@yrglﬁhm@em%ﬂwﬁm toere, Iwéﬂﬂ@m@cka@ky BrbtiBeiose

ofe4S DDARA B ARRR RN é%@:&é@tﬁéﬁ &l@ﬁ.@r%f@m 09I Bbse
Ser Asp Tyr Ser Lys Tyr Len Gin Gin Gin Len Val Lys Tyr Phe lle Gin Trp

s 8PPy A nRPRER MBS sty 11y 0nn AT TR vege*cbem Rit§0 pgpy less,
1 DoblispAlddsin Gy khoRae, 70 Hes-Asp, T8 ek by fsky Fhaitdpif 5 ra@ge

ral Ee\éék%gkﬁéﬁsz% (Q)%’]!TIEQI(()BDI Qf-la:nB (I:Tﬁge sﬁcﬂ[ci%sg IA %{% Proléertké Qhe

Asn lié Ala’ (SEQ D-His in GI
SPEHSHIPES S‘i’iﬁli{%iﬁ éihue m@meﬁ @f\?ﬁFL%tWrdpﬁl‘?éaEéﬁﬁ ] wqrpﬁtméhowse
inASHi B - GiyRIchSentys Asp Asndle Aleo(SER251P BDlds220) Hilis Ao
5 6” GI TIQS Pﬁgg Tgutééacroésgul yr Ser L /S T&é Iaen thn &n Gin lie V?I Lys
Tyr JIliY en Lys Asn Ala C°Bro Ser tys? y&sﬁsﬁgcﬂg
@f(SE@ mytN @e 2@@)@@ bDﬁ%W&@\@ﬁ@ly&’TﬁmP ﬁéoﬂfi@ %roAfsmeBﬁ Berl§s

gl Yol el %&%M%MO%M%E{H&I%&@QT- slLBiibYS MR Aladly
Pro Ser Lys Asp Asn lle Ala (SEQ ID NO: 231) 5 D-His Ala Asg? Iy Thr

he TRPSAY Mg RAPS ke pdP Eéﬁoc%?é%wﬁ@r&e&%%f&tﬁ% Vi¥Phe lle

Gln Tip Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lie Ala (SEQ ID NO:
233) 10D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu

Glu lie Val Lys e lie Gin Tj (fly Pro Ser Lys
e R e i e e e
c@éﬁ Rsprer Jood épalps oT gprictis. @1Eﬂ@@ﬁsgmenersﬂa#xmﬁdyﬂyraﬂheqnef@m ip

thé RiddcySrAsBalohe GINKE R38N ASPHASH Hﬁteﬂlﬁx(éé@lé aNG: e%%hnure
Rl AR IS e A% L SR S o
“"A&Wiff‘éi R 8068*12@3*2’616‘?% &e 2@%)( ﬁ?mﬂgsmw‘gbcw WIP ﬁéfllsmf S’é? ;@E§p
frohy risser §0ppWyo bnG oG Ghirbenbdal 2ospiyoRbed @iV ipr kesudl 95
pMASN Ala Gly Pro Ser Lys Asp Asn lle Ala (SEQ ID NO: 237) D-His Ala Asp
Gl), Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu lle Val Lys Tyr
Phe Len Gin Tip Len Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala (SEQ
Sup¢@oR88) SinroukisoAtbe AspnGily dlhr iRhedd tho8ehadsp dyrvSen Ly &y
oflo@hkh Saba G ltiRlLtsl ap}éﬁéﬂeﬁﬁ, TS I8sGin Ry ARRfaly: l%ﬁfn';&e

r.Lys As n lle AI N is A Gly Thr
Jejgﬁﬂe‘ﬁﬁb eg arscin e’g glz'yr Len (éo éﬂg& g_el 4 L§a’% Phe lle
G‘@Tﬂ@fﬁ"ﬂeﬁ@é%‘?@?@ly Pro Ser Lys Asp Asn lle Ala Lys (SEQ ID NO:
242) 10D-His Ala Asp GIy Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin

h]gé&%lsgrf]- Iﬂ% eﬁfl% LLcMSSo §¥1 omo u lliel %I%%-ép teLseutSpL sssz%sn c}{)g Ir}/ a%:_l 3 2 Lys

in §é?%&§b¢ﬁﬁﬂ§é?’q/s Tr '&qf@ﬁ?@ﬁ?feﬂu@@a 4109 46564701 it was found

that an infusion of oxyntomodulin to human volunteers at 3.0 pmol/kg.min for 90 minutes led
to a significantly reduced ad libitum energy intake (19.3 +/- 5.6%; P<0.01). The total
oxyntomodulin infused was 270 pmol/kg body weight. The observed oxyntomodulin-like

immunoreactivity in the blood of the subjects rose to around 800 pmol/L during the infusion,
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15Lys Tyr Phe lle Gin Trp Len Lys Asn Gly Gly Pro Ser Lys Asp Asn lle
Ala Lys (SEQ ID NO: 245) D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser

W@@@@tﬁg Glu Glu Gin Leu Val Lys Tyr Phe lle Gin Trp Le&é&g@&&%&gm

r Lys Asp Asn lle Ala Ala Ala Lys-myristoyl (SEQ
D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gin Gin Glu
It_eshiabl s TacRéoden@inotepol aurieigbt Asn GG BRSe elals epeksn
2065 AR Algy A YSBANMHRYbERER I RINRn2AL 4 &G i MaudsR el Thr

Phe Thr Ser As Ser Lys.Tyr Let, Gin Gjn Gin Len Val Lys Tyr Phe lle
o 5 AR A B ) G S A AR Al R b o
28 yeystbainyE{SED 1D a2 g)o @2 608¢67 197.2 RCT/RBLOL IR0 79

Rl L%fﬁﬁﬂax&ﬁpnﬁtyswfigr? 1k SetASPoLY S byt YsL8o GGl
45‘53&1\@&%’? Té/r Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Set Lys As%Asn

. ! Y.
RIYPRIRTR SRR pstErs e Sy %ﬁiﬁél’% FE FhrPhe
aTdeSehcAsptfivat Seub edhpraidt @ GieGlaithe bos abt oo inPige ineke®in

HEREERUNSASHARGHRR ReldYSASR ASh ligia Sl AladniRERdP
NO: 250) 9-His Ser Gin Gly Thr Phe Thr Ser Asp Tﬁr SetLys Tyr Leu

met e Tin e B vy GETRH FGEP RS v e 1o Rsh Jx By Bra'
sBét loys AspeBaliaidla@rAlad s mystowiSEGHHDNG s@5L)ive foBtHis

pREEEI. O RSN SR LAY ORE E¥ Sy eI GG e or Val
Lys Tyr Phe Leu Gin Tip Leu Lys Asn Ala Gly Pro Ser L_%/]gésp Asn lle Ala
|

Yy )
SR AITSESCHAITOVT (SEey B Rie8°53555- s BREEHET) ¥4 Phe Thr
nBetalsp Fyr Bet-wpskyprivdu Glu Gin Glu Leo Val Lys Tyr Phe Leu Gin Tip
Leu Lys Asn Ala Gly Pro Set Lys Asp Asn lle Ala Gin Ala Lys-arachidoyl

SEQO rn NO: 253) 20 L-Hjs Ala Asp Gly Thr Phe Thr Set Asp Tvyr. Ser Lys
SRR i B R B et W (e e el
e SeriopoRdls AsseidnArEerie REEhogr 4i@%d hVomerhs’
(Bbe DhirGet Aspuiyp B8etldzys)T Yhd eisded deplidebitr heonyiahild/ss fyniagion

n}'\ag%e%%rmalr%%nmmﬁ 7l RIGREL B4R ERBAS0 HEHALRER 1D
O: 255) L-His Ser Gin Gly Thr Phe Thr Set Asp Tyr Set Lysog/r Leu

pesfifes ] BIdor B PIPBBISILo R BT 8 11 HFS SRR P& ReFFENBRAPro
LkSet. fysAspAgr ek 2(SERIBMORASHM 1-410HisS év@inhlyhd lase Phe
ndi Ve m&%%éﬁ%ggﬂﬁée%@ & Ho%&@ﬂﬂe%p“@é%h@ﬂv@rﬁ%ﬂ—ﬁo Gin

Tip Leu Lys Asn.Ala Gly Prq Set Lys Asp Asn lle Al EQ 35ID NO: 257)
TR S Ely PR SS RS R Sl Dy FFERAM Gin

afleinetdtips TypphenflefCin iTipniente he inger him G Prorsblor gaivtsp Asn
olendiaolSRQ 1D NO: 258) L-I-lis Set Gin Gly Thr Phe Thr Set Asp Tyr Set
Lys Tyr Let, Gin Gin Gin Len Val Lys Tyr Phe Len Gin Tip Len Lys Asn
Ala Gly Pro Ser Lys Asp Asn lle Ala (SEQ ID NO: 259) L-His Set Gin
Tedirieppé Hhrged R T csbe pemiplisg ' @KIeH Gin Len Val 10Lys
Tyr Phe lle Gin Trp Len Lys Asn Ala Gly Pro Set Lys Asp Asn lie Ala (SEQ
PR NG 260) L-His Set GIn Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr
Len Glu Gin Glu Len Val 15Lys Tyr Phe lle Gin Tip Len Lys Asn Ala Gly
Mpigrglserd Ml ®sn lle Ala (SEQ ID NO: 262)  L-His Ser Gin Gly Thr
ARe S hAaBemiksd PyrcSerdsyselyrappn@inb@ithGibrilshVEHbhys Oijicd Hevkie!s
e B e o i G
-His Ala Gin Gly. Thr. Phe. Thr Set As r Ser Lys Tyr Leu Gin Gi
i VBF G ESE PO B FEMAr iR TR AR B e e
wibp\bitle Adee{SEREABINOh84ARM Hiie [BIS |G [V iR Fesh LS e ras
whitk. Selelys bykib R GHGIR Gif ken1Y ablySiaby rith e LSin oF o Leshdk ysi)

oSS, Gl RO, S6 Vs SRS OIS ANBESERIDIND: 288K 4cd in the anima

facility. All animals were handled almost daily for on average nine days prior to the first
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L-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu
lle Val Lys Tyr Phe Len Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn
ID NO: 267) 5E-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser
w@ﬁ%ﬁlﬁgu&@n Gin Glu lle Val Lys Tyr Phe Leu Gin Trp Leﬁq_T)ng %7@({;;,779
Gly Pro Ser Lys Asp Asn lle Ala (SEQ ID NO: 268) L-His Ala Gin Gly
stifly. PrangtkeSer ks ZerSeried/ sniopréceive hw GinliG inkeivtal ot Glays Woydays
apeul6-einoTHR AL UL NS ASE A8 G RIS S Iy SRS 1 A R(RER s
i:NO: 2@9 i -€Hi§ A aéxASri] Gly Thr Phe %gr er As ,T)a/l Ser Lys Tyr Leu
G BRTSiRe & VAR 15 PRETRE SR LAY (P8R RRPERy PPS s©
agEmpiEAOsHRS ol s (SREASID NO: 270) L-His Ala Asp Gly Thr
Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val Lys Tyr Phe lle
inTrp Le Asn.Gl Pro Ser Lys Asp.Asn lle Ala (SEQ |D 20NO:
e B R SRR S S e
weishy A | haPEy SrdicPetimaiuTrpicu e dhl GRIG mronsemuys wime
adsnidterAlE @EQIRINO: 273) 25 His Ala Asp Gly Thr Phe Thr Ser Asp
Tyr Ser Lys Tyr Leu Glu Gin Glu lie Val Lys Tyr Phe lle Gin Trp Leu Lys
Asn Gly Gly Pro Ser Lys Asp Mn lle Ala (SEQ ID NO: 274) 30L-His Ala
SREFBPhi BRI S8 HsITSHoser eyLIpisire i i g Loy ariyes
withraPkeshess Geadkrgniaimuys ijsriddav@lynPro. Sei)l ys AsphAsn diecMlan] if
ASEQIUNLITE) dikUsoAR ARG T RNE ThiSErASP Tyr See Lys
Tyr Len Gin Gin Glu Len Val Lys Tyr Phe lle Gin Trip Leu Lys Asn Ala Gly
Pro Ser Lys Asp Asn lle Ala (SEQ ID NO: 276) L-His Ala Asp Gly Tin Phe
Sty BaewdpCPRYPBEmiss (TR 1 ah Gin GirtiGinvile Walpbysid yndehateeie@ith
fo-ﬁ'lﬁv_l-ﬁ%n} b&&ﬁﬁ Hfiﬁ!?r\]ﬁ!;gzp ﬂ’é_?s S@S% kﬁﬂ@oﬁﬁf?@ﬁésﬂﬂll% ﬁﬁ_ﬁ&%@s{g 'N%aglz%) to
-His Ala As r Phe Thr See Asp Tyr Ser Lys. n.Gin Gjn Gin
e P s e e Do i Ty S B Pt 0,
ARSI YIS EChoY NG preeted immaiatdly Altgs Gikpione Phrarariniser
fohdp kb yicSerdiys reyilialnGindois@ig.le Vakl yss Ty, PhadlesGird hilb@hg

ik YA AP PR PHRLQRElEUS Asp Asn lle Ala Lys 15(SEQ ID NO: 281)
Li-Us Ala Asp Gly The Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu Glu Gin

Len Val Lys Tyr Phe lle Gin Trp Len Lys Asn Gly Gly Pro Set Lys Asp Asn
lle Ala Lys 20(SEQ ID NO: 283) L-His Ala Asp Gly The Phe Thr Ser Asp
Tyr Ser Lys Tyr Len Gin Gin Gin Len Val Lys Tyr Phe lle Gin Tip Len Lys
PeitfesRyBitBro See Lys Asp Asn lle Ala Lys (SEQ ID NO: 284) 25 L-His
Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin Gin Leu Val

siRediyoinSdIRGIn Trp Len Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala
[ ID NO: 285) -His Ala Asp. Thr Phe Thr

Ala Ala Lys-myri | (SE Gl
P R R AL CAERH 00 SR PR cor
PrpiepP Py SASEY G @ yaray S mey serspradsen e flled Mlaspdaty S akiffitoy |
Pi?&@d@é}é@d %&%SLSEFL'B\?ﬁﬁ?QiéSQ_F@%ﬁQ rLIIEeh %v;{_}hfdgfff@@:%fl{}-g%d%é ILyS

r n.Gl n Gl n r || | r n n

bt SRS XD S e PR T o BRI N 287
POEeAdEr YRS B sty Pl RE ThICEEEAS SV B B9 Anr(tBw) Gilv(&Gin.Glu
Scir@Bu/ aht(ysaY, iy Ripen || e /@b BT pss@vdy SrA SR G GHHR EasBeths HaMASN
dxﬁﬁlﬁt%@aé}é}p]a@hy&ﬂ&%@@&élz@%% H%e'})lt?d:csz ‘§f§1)e used 1 place of respective
monomers. All chemicals (from various suppliers including Applied Biosystems, Merck
Biosciences and AGCT) were synthesis grade. Feedback monitoring to optimise syntheses

was employed on all instruments.
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L-His Sec Gin Gly The Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin Gin
Len Val Lys Tyr Phe Len Gin Trp Len Lys Asn Ala Giy Pro Ser Lys Asp

vﬁﬂ@%ﬁ Gin Ala Lys (SEQ ID NO: 289) 20 L-His Sec Gin G1y Tin-P (
sp Tyr Sec Lys Tyr Len Gin Gin Glu Len Val Lys ﬁ Wﬁﬂgﬁmwﬂ

GIn Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asti lle Ala Gin Ala
Alftps spmyiristo pk St NEw D) R Ble-ddis Secs@inrGlpidn i & Thidehain
dAPRFM T8E WS SDML QUL A ALGIR 18R Y b YSalyr g Let Eifalip
Len Lys sn. A Igﬁjo Sec Lé sp Asti lle Ala gﬁ? Ala Lys-pahnitoyl
TR R ISR RSB RS e PSE Ly
Pwﬁeﬁﬁ@ﬁt@mwm_@wwf@m%ﬁw Pivktiena@iesTimgcisnted/wikanerid
tePIQyPese Y Aish AspdiRAlaGinMadyysarachidoy WeRRQIRMNGE £92)

dlld,ﬁ\n eIptlde accordlng to claim 1 having a structure sequence selected
from the group comprising: 35 D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr
Sec Lys Tyr Leu Glu Glu Glu lle Val Lys Tyr Phe lle Glu Trp Leu Lys Asn

Ay GlydRreaBacdiys Aspepiansile Ala (SEQ ID NO: 293) D-His Ser Glu GIy

P I’&'&E %rlg{ségfeﬁpdg ygné% ‘L’M%I'T\y Eh a%ﬁﬁ? O(f;aceg; ic Lz‘:cli'c? xlilfh\e{al E
he Leu Glu Trp E‘gs Asn A Pro Ser Lys Mn Asn | Ia (§§ QID

Prgsicsgjions “Iﬁr?ﬁ‘:? é}mf@rgfﬂsﬁ?qﬁr?éﬁ#m%ﬁmw%m@sm@m
pBiIUGhaiBls doe puviibdi@oys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro
Sec Lys Asn Asn lle Ala (SEQ ID NO: 295) D-His Sec (flu Gly Thr Phe
Thr Ser As rSetLys T r Leu Glu Glu#%: lle Val Lys Tyr Phe lle Gin
AT PRy SR RE A TA P 18R 296)
BD%@@F@M She T aRhETHiSed A dpikpr S 8P BYE By PbenGhar€in Glu
Sﬂqﬁk@'f@&é’@f@%ﬁﬁ%“ﬁﬁﬂﬁa{é@ &%Lb&y&r&arbﬁ}em@&x Iﬁfa@éﬁ%ﬁ&g’sn Mn

: 20 D- H|s Sec, Glu Gly Thr r er As
P r§peafa\_w (gﬁ é%% @%ﬁi_eu ﬁ}alijﬁﬂe “iﬂmr (gﬁmsgmlfr LeuCLyste
SOAH&’W%D%OS@P%%OA%W%% n&wwgra@ lﬁ@qq@hmy Q@Z@l Fis Sép@mi
oiziydERaPhei Tdarpseiddspity s BeciduyB.diurd FoCB Gim&atu LR IMald: weifvr
RS SR RN LY AR AR SR P hﬁsﬁg&té%”e Ala (SEQ ID
300) 30D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu
GIu Giu Glu Leu Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro
P8idied yepittn wsh fHezAldrnS EQHDNENBEgrab: klis sAlalGlad8ppiTriniB hed
c1ddm SeLASRIYr Ser Lys Tyr Leu Glu Gin Giu Leu Val Lys Tyr Phe lle Gin
Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO: 303)
D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu
Derivetiged pidqohabise Leu Gin Tip Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn
PdhE AR AP N 304atised Witk Ala UG Iyrdbyr Ry TRl ASRIEW
m %ﬁ ys Tyr Leu Glu Gin Glu lle Val 10Lys Tyr Phe Leu Gin Trp Leu Lys
ély Gly Pro Ser Lys Mn Mn lle Ala (SEQ ID NO: 305) D-His Ala
Gin Giy Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gin Gin Glu lle Val Lys
SchyriRh el iR G utidapdeptideys Asn Ala Gly Pro Ser Lys Asn Asti lle Ala
Dé%%éppc]‘l id:éQ %B&%@fnﬁ‘[’?o@%l%%y@;@ 391%1;[ Q&g gx? A%? Qrérey Eo a%l%elv S

rLenGu GluLenValLys T Trp Leu Lys Asn G X
sob%éhgf& T%bﬂgﬁc%ém e ﬂféot\\;eé)@ Hﬂwd.?@?) a smdll amount of dilute alkali
(for example, 50 1:] 0.01 NaOH) and then dilute the dissolved peptide in saline.

Imhibition of food intake experiments.

Example | {comparative example).

52



16

15

20

25

30

35

D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gin Gin Glu
Leu Val Lys Tyr Phe Len Gin Trp Leu Lys Asn Ala Gly Pro See Lys Asn

wg,s %5SEQ ID NO: 308) D-His Ala Glu Gly Thr Phe Thr Ser AS£ (H¥
er Lys 'Len Gin Gin Gin lle Val Lys Tyr Phe lle Gin Trp TR EH& R4+

Gly Gly Pro Ser Lys AST1 Asn lle Ala Lys (SEQ ID NO: 311) 50-His Ala
TGiriGlpddifeRrhé nhhiv-SeyAspolyiiSairthys Wy iheudgdreGin iGispHaddadiLys

i x&;@@sﬂ QoI 5 SSRGS T0 RS ASD.AS e flad ys
? ID NO: 312) 10D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys

Leresth éﬂ??‘tf‘ﬁ“ﬁ@ﬂ‘\?é?‘t%%%ﬁéhﬁé‘@ﬁ? ﬁ*?ﬁ"L}é%"Fﬁg‘fs%é’fP@y Gly
c@maﬁmLys&*&mrﬁfsmzAlaubyg 8 EQUBINGY 3did)ty of DrhtisoAtaGiniG1y,
2 HRbe Thy Seh ASRTY-Seb kT Hen G GinGinLenya! 15Lys Tyr

Phe lle Gin Trp Len Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala Lys
(SEQ ID NO: 315) D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys
Ergrpled Gon@iriGigepiafal Lys Tyr Phe lle. Gin Trp Len Lys Asn Gly Gly

Iﬁé%&%gl-efﬁ;e%ﬂn&tﬁ% He AlanodaI Al andMay SrB M@%&@g&t@ BRI u316)

rPhe Thr rLen Gln Glu Gl
ecl_!u{? é)ﬁl_éasﬂ?fjm% stéfiats g?yé ss';emLmste K
{(Gratpeta Mﬁaﬁ\%}fﬂ%ﬂﬁéﬁ‘?ﬂﬁd?iaé@ E@frﬁ)erqwss M 2@1@431 PRONIR IG TRy iF st
sithe il RtgGerns ABRah Y Sen ks hyn kem@iudinGhod-anovVed, ln)dﬁv-Eyr Phe lle
0%@%({91&1%3%% éa‘ﬁ'ﬁalgbf r@&Xs& Oté)%rulnyl?c ’ﬁ\sigség @a %%ear 6;11 €56 cond flons,

s-stearoyl (SEQ D-His Ala Gin Gly Thr Phe Thr Ser Asp
AT “§‘é‘i1°|_§f°sﬂf‘i/‘faﬁ“@ﬂaéﬂﬁféﬁﬁcéYﬁnlﬁﬁs\?a‘f@E‘ﬁfél Tyr Phe lle Gin Trp Leu Lys
Asn Gly Gly Pro Ser Lys Asn Asn lle Ala Ala Ala Lys-arachidoyl (SEQ ID
E%le;gjgﬁ) D- His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leo Glu
E G|n L Phe u Gin Tip Leu L s Asn Ala Gly Pro Ser Lys

Eﬂ?ﬁ %fa g‘w&z ﬁi‘)‘ﬁ?ﬁ”&%ﬁ’ PR SBYETEER Thr
P%%Ngefr?ﬂéwm L Y& REATEENG: G TR N/ L PEPIYPPNG:
54EBEGID w@lsep Aéwﬁsnma@ysﬁ’[gs@abm iﬁ@”ﬁé%ﬂiﬁ;éﬂ@s GleAla

o .
ol ”t”éfwfa% R AROEN LIRS BRGY 16 P BT,
8% dR m \PEFIIBEMNYSSAETERIR NOAR: @@W%TIQ@HQIrﬁ%%@EQ
NDINOuBA2Y ke byBubligthenSindalynibpihe dhbSarrAspATrEe hys k¢
LEGH LRGN LA IHOERE kel REH IS AR SN

Pro Ser Lys Asn Mn lle Ala Gin Ala 15Lys-arachidoyl (SEQ ID NO: 323)
SOV ARTRRT I FhirpRd BiFSeRAsg Wéag‘ﬁéwﬁaﬁe e resiu
ldte a¢and yeityrsheflfeoGintakipil eumbydséan BdyaBGily RrorSETHeysoA SnaAsn

sdﬁﬁﬁmmsmt&%%#ﬂd@ pRREASHR Yo ThY :'RQ%I%?J’%&%BVEWM
erL s.T rIeuGuGIuGln LeuVaIL Tyr Phe Leu Trp Len Lys
ey iR sl T R e

tf@i?ﬂ@’lﬁ?hﬁ‘@h@”ﬂhw%ﬂ%sp Tyr Ser Lys Tyr Len Glu G|n Gin Len Val Lys

Tyr Phe Len Gin Tip Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala

E%_@SE% p NO: 326) L-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys
rLeu Gin Gin Gin Ile Val

The feeding effects of the following analogues of oxyntomodulin were investigated:
PEPTIDE NO: 164 [SEQ ID NO:164]; and PEPTIDE NO: 167 [SEQ ID NO:167]. The
analogues were administered at a2 dose of 4 and 5 nmoles/kg respectively, by subcutaneous
injection to groups of fasted rats. A further group was adminisiered saline (control). Mean
cumulative food intake over the course of 48 hours (PEPTIDE NO: 164 [SEQ ID NO:i164))
and 32 hours (PEPTIDE NO:167 [SEQ ID NO:167)) is shown in comparison to saline in
Figures 8 and 9. The analogues demonstrate a potent and long acting suppression of food

intake in comparison to the saline control, The food intake suppression continues for the
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30Lys Tyr Phe lle Gin Tip Leo Lys Asn Ala Gly Pro Ser Lys Asn Asn lle
Ala (SEQ ID NO: 327) L-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser
Gln Gin Gin Len Val Lys Tyr Phe lle Gin Tip Len Lys Asn
wéyg(@.l;@&er Lys Asn Asn lle Ala (SEQ ID 35NO: 328) L-Tlis §¥G§FS"8&9“7”
Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val Lys Tyr
wRHedldRERT D Neulby $SAQTANCGIE BradEr (BB AR Beniké BEY(BEQ ID

Nw@sﬁﬁ@ukpbﬂ&ﬁ%@%@AMM@%M&%&%J W SRS LYE b fAlk
Phe lle GIn Ter) Leu Lys Asn Ia Gly Pro Ser Lys

Gin Glu lle Val L
g RS ATRTA ] TR 317720 (s A e e BT e Ser
(R&‘E@@ﬁrl‘gé By SSER IDSNCE R (Bha GiersdGRVAIRD by IHy e DS #VIFr it
ishRY bysARR AlabhPit:Res tasAsAsnle MadsiuD NO: 332)

L-His Ala Glu Gly Thr Phe Thr Sec Asp Tyr Ser Lys Tyr Leu Glu Gin Glu

Leu Val 15Lys Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn
Exmgplié-Ala (SEQ ID NO: 334) L-His Ala Glu Gly Thr Phe Thr Ser Asp
Thyk&efplyscdysiluaidbvbindivle Vel hyohydRhedemingigleu Lys
Péﬁiﬁ}iﬁkx@'xd%r&% M%/\%) Ag@ﬂiﬁaﬁéa@%‘% %ﬂ'&b‘% I@é?)zas']’re Hig Ala

Glu Gly Thr Phe Thr Ser A Myr Seré(ﬁs Tyr Leu Glu GIn G Val Lys
aﬂ?&ﬂgﬁﬂﬁé"ﬁ‘éa‘j@lﬂmﬁfﬂ@ﬁ E% PBrE B FEPCNEH Ay s RREoUs
in(SEQ DN @s 336)2brkisHis At oG wihidRhesEild SEndXspiFyl). Seeduys

cMzJﬁ%U £l &Qﬂe%l}érllﬁe\éakkelérﬁmgﬂ@g 18, SR RS YSARAR Cly
o Ser és Asn Mn lle Ala (SEQ ID NO: 337), L-His Ala Glu Gly Thr Phe

Fl?‘F{FSS'Qra}i b T§P%‘3P‘B§§csr9?iéﬁ tﬁja@?ﬁ‘?‘t‘; ﬁ?‘i.’@ﬁg\?&ﬂ%/%‘%?sﬁiﬂ%ﬁﬁ@&%
intRkp peurysidsoGly s@iyeRrotSe by SrasmiAisrilerriaSER BN 1838)
whold i@fﬁ!ﬁr@&&@mmg Bh@ﬁm t%@foﬁ@ﬁht-gyé Refhe/s THLLRALSID IR @ik
mkw X 1%!:L r Phe L g Gi ll}_% }’&A%K} Alg Géy Pro Sec Lys Asn
Véeﬁg% fa &in E;tlry% thr Ser Asp
OXYWS@‘?‘L‘FS Tyr Len Gln Gin Gin lle Val Lys Tyr Phe lle Gin Trip Len Lys
Asn Gly Gly Pro Ser Lys Asn Asn lie Ala Lys (SEQ ID NO: 342) L-His
(2in Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu GIn Gin lle Val
15Lys Tyr Phe lie Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle
The feqding eifedty ﬂﬁﬂi\?éﬂlgwg)gﬁ%ﬁgma%%?ﬁ@mﬂwiww@f?i*ﬁvg%@%fép Tyr Ser
PR NCe A0GHEGID Slutle pid FHPIEOR/NEHE IeEQ I T 24N Tiysaddogtshy

wihRERIREEHS ARD Asm%ﬂ%m&&ﬁ@ﬂ&!&% B¢ loaliR ARGl
Thr Phe ‘raijSer A Xr Sec L s Tyr Leu GIu in Glu Lgu Val Lg/s Tyr

" BRERSCIR r‘Btf;en eA%‘n‘@lyaéﬁ?‘B‘Pés@ SwgeA%%“}:\ h NERST sive
fOQ@S(@E@O@r M@@%)Ofl_?—’-l-hguﬁlé SinvGly PhrPisenThsSer MSpeTyr Bamiys.
THEYhAIB R 6 i fadtis (i Lsaev@nuy&umtag @uggrgéém sprb&Lide m@e{r@y

P L Asn Ala Ala L 0: 347
o i 8 AR R Aol

s E?y%ayr‘}ﬂﬁwf’eﬁn@ @’I?%‘T?ﬁﬁLéﬁ %@%ﬂmwmﬁ & F;?wdf@éﬁll_%%lgﬁ 25 le g

alAIRwWachysrpalmito] (SEQuEMGB4R)ive oxintblimAliamGlu Gly Thr Phe
Thr Ser Asp Tyr Ser Lys Tyr Len Glu Glu Glu Leu Val 10Lys Tyr Phe lle
GIn Trp Len Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala Ala Ala
Expgp! §t£aroyl (SEQ ID NO: 349)  L-His Ala Gin Gly Thr Phe Thr Ser Asp
ThEyeeSmie kffechyr LerfcGhwicdur@ivelse YahtopdymPhe iHeeGinatdd pPERTIDYS

N@%@ﬁ%@lﬂ)q\f@: %ﬁ me%@ Hes AgAaAIRat 2 dose of 4 nmoles/kg by
subcutaneous injection to a group of fasted rats. A further group was administered saline
{control}. Mean cumulative food intake over the course of 32 hours is shown in comparison
to saline in Figure 14. The analogue demonstrates a potent and long acting suppression of
food intake in comparison to the saline control. The food intake suppression continues for the

whole 32 hour period; that is to say that the food intake over the first 24 hour period is lower
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15Lys-arachidoyl (SEQ ID NO: 350) L-His Ser Glu Gly Thr Phe Thr Ser
Asp Tyr Ser Lys Tyr Leu Glu Glu Gin Len Val Lys Tyr Phe Leu GIn Trp
“k%b@/@@;g Ala Gly Pro Ser Lys Asn Asu lle Ala Gin Ala LygéSE%ID

: 1; L-His Ser Gin GI)/ Thr Phe Thr Ser Asp Tyr Ser y’sGr PR

Glu Gin Gin Len Val Lys Tyr Phe Leu Gin Trp Len Lys Asn Ala Gly Pro.
tigpi the wire AgtlanalleoCilural Esyszinpristoyi iSECIDWN® 33625 2Bis Bl
ISeF G4 BINeEoRRNETRNSREASE: IS ekkysduken Gin Gin Gin Len Val

Lys Tyr Phe Len Gin Tip Len Lys Asn Ala Gly Pro Ser Lys Asn Mn lie Ala

Glu Ala Lys-painitoyl (SEQ ID NO: 353) L-His Ser Glu Gly Thr Phe Thr
Egwppdsp Tyr Ser Lys Tyr Len Gin Glu Glu Len Val 30Lys Tyr Phe Len Gin
Thepek@uslysMnAla Gly i Sebhys s hsmileiMaGinoAdBigated:
PRYSRIALRIAOM (SRR @&ﬁ%ﬁ ?(?3”&3}3 %@:hﬁr{'l %ﬁ@ Lfﬁ‘i\@:b ﬁi%ﬁ] P§n§f sy

comprising a peptide as clairmed in any one of claims [ to 11 and one or
ok 2 R Uty e e REIE AP AR 51018 Aot ieelcaY
sdempesition @t aipechbiotiaird 12swhidhisfarope riphedaladeridstiation.
(&ﬁu@gp hAMAGEUlca ROMBARLIOR AR-CIRIMES 1) SR LA R L3 WG,

for adminijstration subcutaneously, intravenously, intramuscularly, .
QR AR AR T AR LU An SR AT 8 (B LRI OF A bk & St aaTRy b
oViacthethin gscotibarysetofia péptideas daatied indnyoppesbolamsubt6d 1

tfon e maRMiachie Al a-Madicamenties e axenlion QrireaReN Rk
tobes{ /o 1161é (%%ter %f ﬁfeptiQe asﬁcl;laimt din any one tof ?I imgll tto 11 for
R g & IR e R R PR P SRR SRS A kAL of
ogatseted it of a co-morbidity of obesity. 17. Use of a peptide as claimed
in any of claims 1 to 11 for the manufacture of a medicament for reducing
Eggfgqgn‘g in a subject, reducing food intake in a subject or reducing calorie
Intake In a subject, reducing body weight in a subject, reducing body
Threigrirgsieits afisobfetesfimersssmgrenarpiddperamiaissdubject.
PEBTITHENGBE E8:CI@MEn 41) PERTALEN @i OfSElqimeth 195 1L PEWNBE MCths 6
hepideds administemdneiahasaliyed W Wdlvysers.camedin.laim

ny one of claims 15 to 18, wherein the peptide is. administered = =
o R SIS, S Aol A L TS Rl A tonel jetin
ot evrtraibyg, itemn siniugbsaltyupraliydii sthyedsabiingosiiyt o idanthe
clRgsi2Gd ReRtids @selaimed in ARt Ciains i 1ol imUss.A8:an

rnedicainent. .25 The use of a peptide according to any of claims 1 to
L R S e S
infRke MAATFAERIRS Oha hiag reatdntifo foeé ity sirpieventrgiobedmts a
wibilj echoaﬁlﬂaﬂedg seieif @ _p;@pﬁki a}amdmget@vanyecﬁa}q{adﬁ&did@ id }o®Erahan
ANAMACEHHGR! FOUMROSINAN AGCOrAING 10 80Y,9f é}L%{QEl%léﬁ ;igﬁ%é‘ in the

manufacture of a medicament for treating or preventing diabetes or of a
BBUATRABIERY of obesity in a subject. 23.The use of a peptide according to

any of claims I to 11 or a pharmaceutical 10 composition according to any
rfglaims 12 to 14 in the manufacture of a medicament for reducing
Tap(%atite infa Sl%gg?ct_' Eeducipg food infake or calorie intake in a subject,

Pe fiveing sty Shels S BB Ay IoatSRE bR IR Lt B aete Srrtakding
PerBigly ¥Rpeidibfe in s Bk SEP2ZHTHE ) 88 BER P pli@2adiatting Moany
19f @aimp hdei i .ohamhaimaseytical iboampesibo) ascordingdo.slaim 12
9 inthe manufacturs of 8 medicamant fgr sasing welght g or for

preventing Welgﬁff gain for comestic purp% es in‘a‘subject.

N(O:153]), and 500 nmoles/kg (PEPTIDE NO: 199 [SEQ D NO:19971) by subcutaneous
injection to groups of fasted rats. A further group was administered saline (control). Mean
cunmlative feod intake over the course of 24 hours is shown in comparison to saline in

Figures 22 to 25. The analogues demonstrate a potent and long acting suppression of food
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25.The use as claimed in any of claims 21 to 24, wherein the subject is
overweight. 2026.The use as claimed in any of claims 21 to 25, wherein

ject is obese. The use as claimed in any of claims 21 to 26
‘ﬁv%r%e@%m%téisubject is diabetic. 28. The use of any of claimg ET’%*%’? 1004779
wherein the peptide or pharmaceutical composition 25is for peripheral
infelieinieranoon 20T dinsewfenihofokhine @ uppr@giowbereimetifer geptide
wabRhaNpaceuticaleompasitien istphefakasdnministation subautaneausiy,
iNfEavenoust, inframyssularly, Iniranasally, transdennally, transmucosally.
orally, buca %/ suBfingually or via the fings. EPErTes fafa77921
PECPIBMSEQUENCE LISTING <110> Imperial Innovations Limited
<120> NOVEL COMPOUNDS AND THEIR EFFECTS ON FEEDING
E@E@!@‘Y{QUR <130> 12599 WO <160> 361 <170> PatentIn version 3.4
<210> 1 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM
ThnSrsineeEontoy PidioupenipriemyeTRf PrEoTMdSa wepimpsiEatetys Tyr
PERRIGING] 0 1155805 1GHOL0 0) Malnys A YOPHE [SroGhuNDR ILewEYSIASNO:
2f7sBly BREe202332 1B ARD AT 1A IR AWk shddand (5812

PRT <213> Artificial
adminsstered at a dose of 20, 200, 400 and 400 amoles/kg respectively by intraperitoneal

injection to groups of fasted mice. A further group was administered saline {control). Mean
cumulative food intake over the course of 48 hours is shown in comparison to saline in
Figures 26 to 29. The analogues demonstrate a potent and long acting suppression of food
intake in comparison fo the saline control. The food intake suppression continues for the
whole 48 hour period; that is to say that the food intake over the first 24 hour period is lower
than in the saline control and continues to remain below it in the following 24 hours. Tt is also

lower than in the control group treated with native oxyntomodulin.

Example 12,

The feeding effects of the following analogues of oxyntomodulin were investigated:

- PEPTIDE NO: 201 [SEQ ID NC:2017; and PEPTIDE NO: 202 [SEQ ID NO:202]. The

analogues were administered at a dose of 5 nmoles/kg by subcutaneous injection to groups of
fasted rats. A further group was administered saline (control). Mean cumulative food intake
over the course of 48 hours is shown in comparison to saline in Figures 30 and 31. The
analogues demonstrate a potent and long acting suppression of food intake in comparison to
the saline control. The food intake suppression continues for the whole 48 hour period; that is
to say that the food intake over the first 24 hour period is lower than in the saline control and
continues to remain below it in the following 24 hours. It is also lower than in the control

group treated with native oxyntomodulin.

Exampie 13,

The feeding effect of the following analogue of oxyntomodulin was investigated: PEPTIDE
NQ: 203 [SEQ ID NO:203}, The analogue was administered at a dose of 100 nmoles/kg by
subcutaneous injection to a group of fasted rats. A further group was administered saline
(control). Mean cumulative food intake over the course of 24 hours is shown in comparison
to saline in Figure 32. The analogue demonstrates a potent and long acting suppression of

food intake in comparison to the saline control. The food intake suppression continues for the
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<220> <223> OXM analogue <400> 2 His Set Gin Gly Thr Phe Thr Set
Asp Tyr Ser. Lys Tyr Leu Glu Glu 151015 Glu Lou Val Lys Tyr Phe Leu

walhddh-Len Lys Asn Sly Sly Pro Set 202530 Lys Ash Asn Ilgﬁl%}’g%( 7004779
<210>3 PCT/GB 2007 / 004 7 7 9 <211> 37 <212> PRT <21 35 Artifiia

<220> <223> OXM analogue <400> 3 His Set Gin Gly Thr Phe Thr Set
whals T4Rogaanpd; THAt isdr S tha liel5a0eBIG ky trébe VAhpyrodigdRhievtee th®lu

it beBH MBS TS arASH 20263 LS SRAMWIHEMA 35 <210>
4<211> Eiz <212> PRT <213> Atrtificial <220> <223> OXM analogue

0%%20%}1 Is Set Gin Sly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Leu Glu Glu

Example 14,

The feeding effects of the following analogues of oxyntomodulin were investigated:
PEPTIDE NO: 204 [SEQ ID NO:204]; and PEPTIDE NO: 205 [SEQ ID NO:205]. The
analogues were adrninistered at a dose of 5 nmoles/kg by subcutaneous injection to groups of
fasted rats. A further group was administered saline (control). Mean cumulative food intake
over the course of 32 hours is shown in comparison to saline in Figures 33 and 34, The
analogues demonstrate a potent and long acting suppression of food intake In comparison to
the saline control. The food intake suppression continues for the whole 32 hour period; that is
to say that the food intake over the first 24 hour period is lower than in the saline conirol and
continues to remain below it in the following § hours. It is also lower than in the control

group treated with native oxyntomodulin,

Example 15.

The feeding effects of the following analogues of oxyntomodulin were investigated:

PEPTIDE NO: 206 [SEQ ID NO:2061; PEPTIDE NO: 207 [SEQ ID NO:207)and PEPTIDE
NO: 209 [SEQ ID NO:209}. The analogues were administered at a dose of 80 nmoles/kg by
subcutaneous injection to groups of fasted rats, A further group was administered saline
{control). Mean cumulative food intake over the course of 48 houss is shown in comparisbn
to saline in Figures 35 to 37. The analogues demonstrate a potent and long acting suppression
of food intake in comparison to the saline control. The food intake suppression continues for
the whole 48 hour period; that is to say that the food intake over the first 24 hour period is
lower than in the saline control and continues to remain below it in the following 24 hours. it

i3 also lower than in the conirol group treated with native oxyntomodulin.

Example 16

The feeding effect of the following analogue of oxyntomodulin was investigated: PEPTIDE
NO: 215 {SEQ ID NO:215]. The analogue was administered at a dose of 5 nmoles/kg by
subcutaneous injection to a group of fasted rats. A further group was administered saline
(control). Mean cumulative food intake over the course of 24 hours is shown in comparison
to saline in Figure 38. The analogue demonstrates a potent and long acting suppression of
food intake in comparison to the saline control. The food intake suppression continues for the

whole 24 hour period; that is to say that the food intake over the 24 hour period is Jower than
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151015 Glu Leu Val Lys Tyr Phe Leu Gin Tr
p Leu Lys Asn Ala Sly Pro S
202530 Lys Asn Asn lle Ala 35 <210> 5 <211> 37 <212> PRT <2y1 *
woAntifigiabr220> <223> OXM analogue <400> 5 His See GFf¢ ?W%’”ﬁﬁmg
Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu 1510152 PCT/GB 2007/00 4

779GluL Asih
in Usbing Clé %oigt Xg Txr Phhagélﬁ @Aﬂt}%{@rhﬁﬁﬂé llyvely Pro Set
25301 10> 6 <211> 37 <212> PRT <213>
oxyartificinlx220> <223> OXM analogue <400> 6 His Sec Gin Gly Thr Phe

IE; %P;g :_?rss) Jeyer f/leett I_AynsnT_Iy_/kr] rsze Glu Glu 151015 Glu Lee Val Lys Tyr Phe
Example 17 ys Arg Asn 202530
The feeding effect of the following analogue of oxyntomodulin was investigated: PEPTIDE
NO- 216 [SEQ ID NO:2161. The analogue was administered at a dose of 10 nmoles/kg by
subcutaneous injection o a group of fasted rats. A further group was administered saline
(conirol). Mean cumulative food intale over the course of 24 hours is ghown in comparison
to saline in Figure 39. The analogue demonstrates a potent and long acting suppression of
food intake in comparison to the saline control. The food intake suppression continues for the
whole 24 hour period; that is to say that the food intake over the 24 hour period is lower than

in the saline control. It is also lower than in the control group treated with native

oxyntomodulin.

Example 18.

The feeding effect of the follow'mg analogue of oxyntomodulin was investigated: PEPTIDE
NO: 355 [SEQ 1D NO:355]. The analogue was administered at a dose of 5 nmoles’kg by
subcutaneous injection to a group of fasted mice. A further group was administered saline
{control). Mean cumulative food intake over the course of 4 hours is shown in comparison to
saline in Figure 40. The analogue demonstrates a potent and long acting suppression of food
intake in comparison to the saline control. The food intake suppression continues for the
whole 4 hour period; that is to say that the food intake over the 4 hour period is Jower than in
the saline control. It is also lower than in the control group treated with native

oxyntomodulin.

Example 19.

The feeding effect of the following analogue of oxyntomoduhn was investigated: PEPTIDE
NO: 130 [SEQ ID NO:130}. The analogue was administered at a dose of 20 nmoles/kg by
subcutaneous injection to a group of fasted mice. A further group was administered saline
(control). Mean cumulative food intake over the course of 24 hours is shown in comparison
to saline in Figure 41. The analogue demonstrates potent and long acting suppression of
food intake in comparison to the saline control. The food intake suppression continues for the
whole 24 hour period; that is to say that the food intake over the 24 hour period is iower than
in the saline control. It is also lower than in the control group treated with native

oxyntomodulin.
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Lys Ann Ann lle Ala 35 <210> 7 <211> 37 <212> PRT <213> Atrtificial
<220> <223> OXM analogue <400> 7 His Set Gin Gly Thr Phe Thr Set
Asp Tyr Set Lys Tyr Lee Glu Glu 151015 Glu Leu Val Ly§,g¥[GPBQ@}J, gole
wo 2edpdzesrtys Ann Ala Gly Pro Sec 202530 Lys Ann Ann lle Ala 35 <210> 8
<211> 37 <212> PRT <213> Atrtificial 3 PCT/GB 2007004 7 7 9 <220>
<223> OXM analaaners108zBotlisGepiBindaiymis PHETAISETASp Tyr
R wiER PPEFVr Len Gin, Gin 1015.Gli | &R\l o4 ByiPhestiepGiinT mp-en
capaﬁygm%ﬂg@ ﬁ?@%@r%’ Lys Ass Ass lle Ala 35 <210> 9

in the comparator experiments.
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<211> 37 <212> PRT <213> Artificial <220> <223> OXM analogue <400>
9 His Ser Gin Gly Thr Phe Thr Set Asp Tyr Sec Lys Tyr Leu Gin Gin
151015 Gin Len Val Lys Tyr Phe lle Gin Trp Len Met Asn Thr Lys Arg Ass
202530 Lys Ass Ass lle Ala 35 <210> 10 <211> 3/ <212> PRT <213>
Claftificial <220> <223> OXM analogue <400> 10 His Sec Gin Gly Thr Phe
Thr Set Asp Tyr Set Lys Tyr Len Gin Gin 151015 Glu Leu Val Lys Tyr Phe

lle Gin Trp Len Lys Asn Ala Gly Pro Sec 202530 4 SUBSTITUTE SHEET
L (RULEEDE) Fﬁt’??fé’égztb%?“}‘ﬁ‘}&%és?q@e‘}fﬁé Ass Ass lle Ala 35 <210> 11

an s B B ATRR B ARe ARG RA9T Ser11 Lys12 Tyr13 Leuld
Xaa15 Xaalb Xaal7 Xaal8 Xaal9 Xaa20 Xaa2l Xaa22 Xaa23 Xaa24 Trp25 Leul6
Yaa27 Xaa28 Xaa29 Xaa30 Xaa3l Xaa32 Lys33 Asn34 Asn35 {le36 Ala37;
wherein:

Xaal is Hisl or D-Hisl,
Xaa? is Ser? or AlaZ,
Kaad is Gln3 or Asp3;

Yaal5 Xaal6 Xaal7 Xaal8 Xaal9 Xaa20 Xaall ¥aa22 Xaa23 Xaa24 is:

Gluis Glul6 Glul7 Leul8 Vall9 Lys20 Tyr2] Phe22 Leu23 Ghu24,
Glul5 Glul6 Glal7 Leul8 Vall9 Lys20 Tyr21 PheZ2 Leu23 Gin24,
Glul5 Glul6 Glul7 Leul8 Vall9 Lys20 Tyr21 Phe22 le23 Glu2d,
Gluls Glul6 Glul7 Leui8 Vall9 Lys20 Tyr21 Phe22 He23 Gin24,
Gluls Glul6 Glul7 Tle18 Vall9 Lys20 Tyr21 Phe22 Leu23 Glu24,
GlulS Glul6 Ghul7 Tie18 Val19 Lys20 Tyr21 Phe22 Leu23 Gin24,
Glul5 Glui6 Glul7 Hel8 Vall9 Lys20 Tyr21 Phe22 He23 Glul4,
Glul5 Ginl6 Glul7 Leul8 Val19 Lys20 Tyr21 Phe22 Leu23 Glu24,
Glul5 Glnl6 Glul7 Leul8 Vall9 Lys20 Tyr21 Phe22 Leu23 Gin24,
Glul5 Glnl6 Glul7 Leul8 Vall9 Lys20 Tyr21 Phe22 11e23 Glu24,
Gluis Glni6 Glul7 Leul8 Vail9 Lys20 Tyr21 Phe22 [le23 Gin24,
GlulS Ginl6 Glui7 Hel8 Vali9 Lys20 Tyr21 Phe22 Leu23 Giu24,
Glut5 Glnl6 Glul7 Tle18 Vall9 Lys20 Tyr2]1 Phe22 Leu23 Gln24,
Gluis Glnl16 Glul7 Hel8 Vall9 Lys20 Tyr2 1 Phe22 {le23 Glu24, or
Glul5 Ginl6é Glul7 Tle18 Vall9 Lys20 Tyr21 Phe22 lle23 Gin24;

Yaa27 Xaa28 Xaa29 Xaa30 Xaa3l Xaadl is:

Lys27 Asn28 Ala29 Gly30 Pro31 Ser32,

or a peptide as set out above in which residue Asn34 is replaced with Asp34;

or a peptide as set out above in which Xaa3 is Glu3,
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<223> OXM analogue <400> 11 His Set Gin Sly Thr Phe Thr Set Asp Tyr
Set Lys Tyr Leu Glu Glu 151015 Glu Leo Val Lys Tyr Phe lle Gin Trp Leo
Lys Ass Gly Gly Pro Set 202530 Lys Ass Ass lle Ala 35 <210> 12 <211>
37 <212> PRT <213> Artificia <220> <223> OXM analogue <400> 12 His
2. Set GinGligdr it SamAspvFyreBet Lys Tyr Leu Glu Giu 151015 Glu
Leu Val Lys Tyr Phe lle Gin Trp Leo Met Ass Thr Lys Arg Ass 202530 Lys
Asn K§%1|@N¥3@@10> 13 <211> 37 <212> PRT <213> Artific a <220>
<223> ?X alogue <400> 135 PCT/G32007/004 7 79 His Ser Gin
Gly TH 'Sl Asp Tyr Set Lys Tyr Leu Glu Glu 51015 Glu lle Val
Lys hzsh‘%izﬁ% I QIrrp Leu Lys Asn Ala Gly Pro Set 202530 Lys Asn
Asn Jig,Ala g@ﬁ;&; 14 <211> 37 <212> PRT <213> Arti ial

(SEQ ID NO: 360).

-

3. A peptide as claimed in claim 1 having an amino acid sequence selected from the
group consisting of:

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Giu Glu Leu Val Lys

Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 1)

His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val Lys

Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
NO: 2)
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<220> <223> OXM analogue <400> 14 His Ser Gin Gly Thr Phe Thr Ser
Asp Tyr Set Lys Tyr Leu Glu Glu 151015 Glu lle Val Lys Tyr Phe Leu Glu
Trp Leu Lys Asn Gly Gly Pro Sec 202530 Lys Asn Asn lle Ala 35 <210>

15 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM analogue
<4005 14 Borfigsedin By ThrsSthésthnssedsy Tyr ISerdlyssTylieleGal Lys
Glu %&’ ot e U sty e ipdihaitr s Leuvet asHerhe (SEQAFG
Asn 530 Lys Asn Asn lle Ala356 PCT/GB 20G71007 79 <210>

16 <2123 iR4he ;Ergeiﬁ%%ﬁfﬂﬂfia's? e retsr QM anglague
<4003, 16,H TR, Sbgﬁlf- - j’%}r‘ﬁit STTyrLe Y
Glu 1\% ;L,O%h)% I%E’J@ﬁe Val L%gls 3E/rA Ph(e}igg%g)ifwoﬁ%ﬁ Lei ys Asn AL ?)% %%)
SeE 202530 Lys Asn Asn lle Ala

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val Lys
Tyr Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ 1D NO:
7)

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val Lys
Tyr Phe He Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn e Ala (SEQ 1D NO:
8)

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val Lys
Tyr Phe He Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO:
10}

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val Lys
Tyr Phe Ile GIn Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID NO:
I

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val Lys
Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn He Ala (SEQ ID
NO: 13)

His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Ghu Ie Val Lys
Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQID
NO: 14
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35<210> 17 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM
analogue <400> 17 His Ser Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr
Leu Glu Glu 151015 Gin lle Val Lys Tyr Phe Leo Gin Trp Leo Lys Asn Gly
Gly Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 18 <211> 37 <212>
PRTES “>(€,Af§? igheBbpiheSonsspXm Syl £406u1@HE S GihlLys
T’R&pe%?’%%’i%?ﬂ?’ E@hS@r kit AlpEEEE

i
200 9 Gin lle Val Lys Tyr Phe Len Gin Trp Leu Met Asn Thr Lys

Arg ASDR02R3B1LYS, AﬁM*ﬁPs‘!e‘? Alp-B3 §810% 4% Mg P%.Tws
<2133 el 529k sezs AXMAGlone 00z 19 His. JerGinsg

Thr Rige Thr Ser Asp yr Her Lys Tyr Len Gin GIu 151015 Glu lle Val

Tyr Phe lle Gin Trp Len Lys Asn Ala Gly Pro Her

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val Lys
Tyr Phe lie Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID NO:
19}

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Giu Ile Val Lys

Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn e Ala (SEQ ID NO:
20}

His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu Glu He Val Lys
Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID NO:
22

His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu lie Val Lys
Tyr Phe He Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID NO:
23)

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val Lys
Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 25)

His Ser GIn Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Giu Leu Val Lys
Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
NO: 26)

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leun Val Lys
Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Jle Ala (SEQ ID
NO: 28

His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val Lys

Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 29)
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202530 Lys Asn Asn lle Ala 35 <210> 20 <211> 37 <212> PRT <213>

Artificial <220> <223> OXM analogue <400> 20 His Set Gin Gly Thr The

Thr Her Asp Tyr Ser Lys Tyr Len Gin Gin 151015 Gin lle Val Lys Tyr Phe

lle Gin Trp Len Lys Ash Gly Gly Pro Set 202530 Lys Aso Asn lle Ala 35

<216§52%1‘<@111@>3? eFhodipRar 490 3w Aetificial 8r POTIGEROGT Lend/al Lys
G3edirA3W BRMedtab Gk AA60% e Rslser @@y TIHasREQTHY NO:

Set /1 Tyr Set LysTyr Leu Glu Glu 151015 Glu lle Val Lys Tyr Phe IIe

Glu Tep éegkbi\r/il%t ? rg Asn ;/%25?) AsuaGAs IeA Val Lys
21%12}%6 3 rg g%? 571 Ag NO:
analegue <400> 22 IS Se Gln Gly Thr Phe Thr §er Asp

Leu Glu Glu 151015

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Ghu Gln Glu Leu Val Lys
Tyr Phe He Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO:
34)

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lyvs Tyr Leu Glu Gln Glu Leu Val Lws
Tyr Phe Iie Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn He Ala (SEQ 1D NO:
35)

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Ghu Gln Glu Ile Val Lys
Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lie Ala (SEQ ID
NO:37)

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu e Val Lys
Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Yle Ala (SEQ ID
NO: 38)

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu GIn Glu Ile Val Lys
Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 48)

His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Ile Val Lys

Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 41)
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Glu lle Val Lys Tyr Pile lle Gin Trp Leu Lys Asn Ala Gly Pro Set 202530

Lys Asn Asn lle Ala 35 <210> 23 <211> 37 <212> PRT <213> AtrtificiaL

<220> <223> OXM analogue <400> 23 His Set Gin Gly Thr Phe Thr Sec

Asp Tyr Set Lys Ty§r}1Leu Glu Glu 151015 Glu lle Val Lys Tyr The lle Gin
/

SR Bl R

37 <Z12> PRT <213> Art cial <220> <223> OXM analogue <400> 24 His

Set @i GhaTRsEhe, T S6f é‘é@ﬁ%ﬁ%&%ﬁ%&@@%@ﬂ EQ18 iy
lle Vi Lys T dihedla Gin LR damMelAsh dhi Lya Arg AR 20283 0Lysno:
Asn Agn lle Ala 35 <210> 25 <211> 37 <212> PRT <213> Artificial <220>

<223> OXM analogue <400> 25

His Ser GIn Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu lle Val Lys
Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Hle Ala (SEQ ID NO:
46)

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu He Val Lys
Tyr Phe Ite GIn Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID NO:
47}

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
ID NO: 49)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Glo Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
1D NO: 50)

D-His Ser GIn Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
ID NO: 52)

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ
IDNO: 53)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tvr Leu Glu Glu Giu Leu Val
Lys Tyr Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 55)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val

Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ie Ala (SEQ ID
NO: 56)
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His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin 151015
Gin Len Val Lys Tyr She Leu Gin Trp Len Lys Ann Ala Gly Pro Ser

202530 Lys Asn Ann lle Ala 35 <210> 26 <211> 37 <212> PRT <213>
Artificial <220> <223> OXM analogue 10 PCI/GB 2007 /00 7 7 9 <400>
26 HigBsceir olirhithe ThrsetaspTyeSensi R Fyr Chu@iGiher Val
151%5 &g TefivSn Jetrpae tELAMTrBederlys Ash o1 K PSISAD
202 :I_°)§ Asn Asn lle Ala 35 <210> 27 <211> 37 <212> PRT <213>

Artifigial s 220% 5223 OKM Q%%? AP 3L 288 GGG RS
Thr %%PPEWH@%E{H% YuliSH tol gyé %%%%ﬁ%%&é@i %Eﬁﬁg D
Leu Gty Top Leu Met Asn Thr Lys Arg Asn 2025 Lgl/s sn Asn lle
<210> 28 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM

analogue
D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu e Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ
ID NO: 61

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ
ID NO: 62)

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu Glu Ghu He Val
Lys Tyr Phe Leu GIn Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
1D NO: 64)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ
1D NO: 65)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu lle Val
Lys Tyr Phe lle Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 67)

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Tle Val

Lys Tyr Phe lle Giu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Tle Ala (SEQ ID
NG: 68)
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<400> 28 His Set Gin Gly Thr Phe Thr Set Asp Tyr Sec Lys Tyr Leu Glu

Gin 151015 Glu Leu Val Lys Tyr Phe Let Gin Trp Let Lys Asn Ala Gly Pro

Set 202530 Lys Asn Asn lle Ala 35 11 PCT/GB 20071 004779 <210> 29

<211> 37 <212> PRT <213> Artificial <220> <223> OXM analogue <400>
Fo kel y‘rﬁfrrb’ﬁé TisrSset msprTyedeti s g GhobItiHe Val

151 Ph&& PLyB R PR A B E’}Vrﬁfﬁéﬁr@@ Agh'splsKHIPFSEQ 1D

Set Lys Asn Asn lle Ala 35 <210> 30 <211> 37 <212> PRT <213>

AT <2200 <257 O Analogie 400 hr ke
Thr %@E ’?‘?PPIJE@ ;-;?p-lbé‘,ru ,égsrhd (Ei 1&5& £4, A&;n Jé);}af] D

Leo f&im Trp Leu Met Asn Thr ys Arg Ass 202530 L s Ass Asn

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val
Lys Tyr Phe Leu Glu Trp Lev Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ
ID NC: 73)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn e Ala {(SEQ
I NO: 74)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
ID NO: 76)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Let Glu Gln Glu Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
ID NO: 77)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val
Lys Tyr Phe lle Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
NO: 79)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val
Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 80)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
NQ: 82)

>-His Ser GIn Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val

Lys Tyr Phe Ite Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
NO: 83)
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35 <210> 31 <211> 37 <212> PHI <213> Artificial <220> <223> OXM
analogue <400> 31 His Set GIn Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr
Leo Glu Gin 151015 12 PCT/GB 2007/04 7 79 Glu Leu Val Lys Tyr |
Phe lie Glu Trp L s Asn Ala Gly Pro Sec 202530 Lys Asn Asnh lle Ala
35 %ﬁé §gﬁ§?¥fﬁ§g@ <P 135 HF 23300 S5l Syl val
analggue <4 LA B B ST AY iy SEERED Py e dErye |
Leu Glu Gin 15,1015 Glu Leu Val Lys Tyr Phe lle Glu Trp Leu Lys. Asn
Gly BlyiRr.Se293530 kysAsrAsN e Aa.3p 53107 33:5248>31 12427
PRTLs218PPAlIfIGaGR2 2071 £2232 QXWhanalogde 54007 83 HisikeliGiBe o
Gly ThineheésThr Set Asp Tyr Sec Lys Tyr Leu Glu Gin 151015 Glu Leu Val
Lys Tyr Phe lle Glu Trp Leu Met Asn Thr Lys Arg Asn

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Ile Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
ID NO: 88)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tvr Ser Lys Tyr Leu Glu Gln Glu lle Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asa Tie Ala (SEQ
ID NO: 89)

D-His Ser GIn Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Ghi Gln Glu Ile Val
Lys Tyr Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 91

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu e Val
Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 92)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Ghu Tie Val
Lys Tyr Phe Ile GIn Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 94)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Ile Val

Lys Tyr Phe Hle GIn Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
NQO: 95)
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202530 Lys Asn Asn lle Ala 35 <210> 34 <211> 37 <212> PRT 13
PCT/GB 2007/004 7 79 <213> Artificial <220> <223> OXM analogue
<400> 34 His Set Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu
GIn 1§[,Gll{ Leu Val Lys Tyr Phe lle Gin T!%Leu Lys Asn Ala Gly Pro Set
2025301 9@&% & Rig Bbr £97 ysp Iy ey fyshyebypSlpRiu & Bsu Val
353 R raib gt LA00% 38 Pslar e ey TAlRREQ

Artiﬁgﬁy 3 %g

Thr Set Asp Tyr Ser Lys Tyr Leu Glu Gin 151015 Glu Len Val Lys Tyr Phe
lle Gingfignskedihys Ao Gly ﬁlyﬁyéggfg%ﬁ%%&yg-ﬁéiﬁ S%E'le%%%é
<210336,FR1d P 24271 BRI SR L3 ATHCiAl <2203 3203 XM 2 (SEG
analigue<490> 36

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala {(5EQ
ID NO: 106)

D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn He Ala (SEQ
1D NO: 101)

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Giu Leu Val
Lys Tyr Phe lle Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Tle Ala (SEQ 1D
NO: 103)

D-His Ala GIn Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe He Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NG: 104)

D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe lie Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lie Ala (SEQ ID
NQ: 108)

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NOG: 107)

D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Ghe Glu Ile Val
Lys Tyr Phe Leun Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
IDNO: 109)

D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leuv Giu Glu Glu Hle Val

Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ife Ala (SEQ
IDNG: 110)
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His Set Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu Gin 151015
Glu Leu Val Lys Tyr Phe lle Gin Trp Len Met Asn Thr Lys Arg Asn 202530
14 PCT/GB 2007/004 7 79 Lys Asn Asp, lle Ala 35 <210> 37 <211>

tIfICI 220> <223> OXM analo ue <400> 37 His
]]n'?] N %"ﬁ@y r Dy B G foydieys
||ervé o %bere%ﬁigﬁ L T e L R

Asn Asn IIe 35 <210> 38 <211> 37 <212> PRT <213> Artificial <220>

<223z QxXMaanaleguers 400738 His e Gin Gly, Tor E&ﬁoﬂfé{?hﬁ%@e%
Ser Lys Tyrreu GloGind bAOL5Glx @%&% Ty Rile e U GlHTAR: ket
Lys AsniSly Sly Pro Ser 202530 Lys Asn Asn lle Ala 35 <210> 39 <211>

37 <212> PRT <213> Artificia <220>

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Te Val
Lys Tyr Phe He Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn [le Ala (SEQID
NO: 115)

D-His Ala GIn Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu lle Val
Lys Tyr Phe Hle Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ 1D
116)

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val
Lys Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO:118)

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val
Lys Tyr Phe lle Gla Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 119)

D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leun Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
IDNO: 12D

D-His Ala Gin Gly Thr Phe Thr Ser Assp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val

Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
IDNO: 122)
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<223> OXM analogue 15 PCT/GB 7007 /nn 47 7 9 <400> 39 His See
Gin Gly Thr Phe Thr Set Asp Tyr Sec Lys. Tyr Leo Glu Gin 151015 Glu lle
Val Lys Tyr Phe Leo Glu Trp Leo Met Asn Thr Lys Arg Asr 202530 Lys

Asn
<223

Asn lle Ala 35 <210> 40 <211> 3 <212> PRT <213> Atrtificial <220>
’éﬁ(&/ﬁ"’a‘ﬁ@l diz4beT woSend sl o fra ST Pre T Ee Fade

Set s*N f BICEINR Sty 15 G IAPM SO Per bw&f@&@.HWL Q

Lys

] &/ Pro Ser 202530 Lys Asn Asn lle Ala 35 <210> 41 <211>

37 <%11%;>s RﬁEfn?é%ﬁf plicial; %%

| 1 L His,
Set %ﬂ. (i;yy l]}thLPD@-E EEUA‘EPS AYJH X@Eéﬁ%o Set 202530 @E{;

lleV

kys. TysPhe Leo Gin Trp'Leo Lys Asn Gly Gly

Asn Asn lle Ala 35 16

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Len Val
Lys Tyr Phe lie Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn fie Ala (SEQ ID
NO: 127

D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val
Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
NG 128)

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val
Lys Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
NO: 130)

[D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val
Lys Tyr Phe He Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
NO: 131

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu e Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
ID NO: 133)

D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu He Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn e Ala (SEQ
ID NO: 134)

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Giu Ile Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
ID NO: 136)

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu e Val

Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
ID NO: 137)
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PCT/GB 2007/0047 79 <210> 42 <211> 37 <212> PRT <213> Art cial
<220> <223> OXM analogue <400> 42 His Set Gin Gly Thr Phe Thr Set
Asp Tyr Set Lys Tyr Leu.Glu Gin 151015 Glu lle Val Lys Tyr Phe Leu Gin
Trp Leu Met Asn Thr Lys Arg Asn 202530 Lys Asn Asn lle Ala 35 <210>

43 <§1fi§ 41p Oin SlyphPho 1 BeSeriffsid e So0bya F2Bbe0 %M Ghaldydie Val
<4O(§1§YH@%@? B By PhEBhesTrYSEASE TyrisedeyLmy e ddedhEQ ID
Gin %)Glu Its Val Lys Tyr Phe lle Glu Trp Leu Lys Asn Ala Gly Pro

Set 202930,LYs, le ﬁla 39 <2 4 <21 7< iL2> PBIT <2
Atifigial 5224 ey alage, < y%gm &f % A Y;(Egs D
Thr Sef.Asp, Tyr Set Lys Tyr Leu Glu Gin1 PCT/ 7 /

D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Ile Val
Lys Tyr Phe lie GIn Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lie Ala (SEQ ID
NQO: 1423

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu lle Val
Lys Tyr Phe lle Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn fle Ala (SEQ 1D
NO: 143)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
IDNG: 145)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
IDNO: 146)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
IDNO: 148)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val

Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
IDNGO: 149)
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151015 CIA, lle Val Lys Tyr Phe lle Glu Trp Leu Lys Age Gly Gly Pro Set
202530 Lys Asn Asn lle Ala 35 <210> 45 <211> 37 <212> PRT <213>
Artificia <220> <223> OXM analogue <400> 45 His Her Gin Gly Thr Phe

Thr ywﬁ§ A% i GIu G 151015 mygﬂj&VaJ&J L. ﬁé}l’ rThe«V |
I 4
<21' ?%4%5 %ﬁf 12¢ %rﬁ/flcl%l '[%% 55750 3 % 21D

analogue <400> 46 His Set Gln Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr

Lee Glu:Gim 1035 GluAle gl drs, g"f?&}@ﬁﬂﬂﬂ}% b{F 499 Alaya
Gly Pyo13erROBa30Lys AsiiAs e M35 52105 AV 421 1331 18.68:¢ 1p
200K 00184 7 79 <212> PRT <213> Attificial

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Ghu Glu Ghu Leu Vai
Lys Tyr Phe Ile Gin Trp Leu Lys Asn Ala Gy Pro Ser Lys Asn Asn {le Ala (SEQ ID
NO: 154)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Ghu Glu Glu Leu Val
Lys Tyr Phe lle Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ 1D
NO: 155)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Giu Ile Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ
D NO: 157)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ
ID NO: 158)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu lle Val
Lys Tyr Phe Leu GIn Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
1D NO: 160)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu Glu Ile Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
ID NO: 161)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Ghu Glu Ile Val
Lys Tyvr Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 163)

D-His Ala Asp Gty Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val

Lys Tyr Phe lle Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
164)
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<220> <223> OXM analogue <400> 47 His Ser Gin Gly Thr Phe Thr Ser
Asp Tyr Ser Lys Tyr Len Gin Gin 51015 Ginlle Val Lys Tyr [The lle Gin Trp
Len Lys Asp Gly my Pro Ser 202530 Lys Asn Asn lie Ala35  <210>48

<211>37 <212>PRT , .
D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Tie Val

Lys Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NQO: 166)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu lle Val
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 167)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gl Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
IDNG: 169)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
IDNO: 170)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ
IDNG: 172}

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Tle Ala (SEQ
ID NO: 173)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val
Lys Tyr Phe He Gla Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 175)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val

Lys Tyr Phe lle Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lie Ala (SEQ ID
NO: 176)
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<213>Artificial <220> <223>0OXM analogue  <400>48  His Ser
Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin5 10

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Gle Leu Val
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn He Ala (SEQ ID
NQO: 178)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Len Val
Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NG: 179

>-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Tle Val
Lys Tyr Phe Leu Giu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
ID NO: 181)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Hle Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn He Ala (SEQ
IDNG: 182)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Ghe Tie Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
ID NG: 184)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu lle Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
IDNO: 185

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Ghu Gin Ghu Ile Val
Lys Tyr Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn He Ala (SEQ ID
NO: 187)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Tle Val
Lys Tyr Phe lle Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 188)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tvr Ser Lys Tyr Leu Giu Gln Giu Ile Val
Lys Tyr Phe Ile Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 190)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Ile Val

Lys Tyr Phe lle Gin Trp Leu Lys Asn Gy Gly Pro Ser Lys Asn Asn Tie Ala (SEQ ID
NG: 191)
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15 Glu lle Val Lys Tyr Phe lle Gin Trp Len Met Am n Thr Lys Arg Asn
202530 Lys Aso Asn lle Ala 35 <210> 49 <211> 37 <212> PRT <213>
Artificial <220> <223> OXM analogue <220> <221> misc_feature
<222>(1)..(1) <223> Xaa is D-His <400> 49 19 PCT/GB 2007/00477
I- & TRBUIERY CAHEdy TR [HE THiEF A&pTyhgeints rryrdetreiu diiional
exBhOdb Gligtk el aldoys TyuBRhesherimiu Trp Leu Lys Asn Ala Gly Pro Set
202530 Lys Asn Am n lle Ala 35 <210>50 <211> 37 <212> PRT <213>

Artificial <220> <223> OXM analogue
Ais absent or 1, 2, 3 or 4 Ala residues or 1, 2, 3 or 4 Glu residues

Bisabsentor 1,2, 3 or 4 Ala residues or 1. 2, 3 or 4 Glu residues

provided that A and B do not both comprise Ala residues, and that A and B do not both

comprise Glu residues; and

€ is Lys, or Lys with an acid selected from capric acid, lauric acid, myristic acid,
palmitic acid, stearic acid and arachidic acid, attached via its ~COOH group to the -NH,

group of the Lys side chain by means of a peptide bond.

5. A peptide as claimed in claim 4, wherein A or B or both A and B are absent.

6. A peptide as claimed in claim 4, wherein A is one Glu residue, and B is one Ala
residue.

7. A peptide as claimed in any of ¢claims 4 to 6, wherein C is a Lys residue.

8. A peptide as claimed in any of claims 4 to 6, wherein:

- Cis a Lys residue with lauric acid attached via its <COOH group to the -NH2 group

of the Lys side chain by means of a peptide bond.

- C is a Lys residue with myristic acid attached via its -COOH group to the -NH2
group of the Lys side chain by means of a peptide bond.

- Cis a Lys residue with palmitic acid attached via its ~COOH group to the -NH2

group of the Lys side chain by means of a peptide bond.

-C is a Lys residue with stearic acid attached via its <COOH group to the -NH2 group

of the Lys side chain by means of a peptide bond.
- Cis a Lys residue with arachidic acid attached via its ~COOH group to the -NH2
group of the Lys side chain by means of a peptide bond.

- Cis a Lys residue with capric acid attached via its —~COOH group to the -NH2 group

of the Lys side chain by means of a peptide bond.
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<220> <221> misc_feature <222>(1)..(1/ <223> Xaa is D-His <400> 50
Xaa Ser GIn Gly Thr ['he Ti-it Set Asp Tyr Ser Lys Tyr Leu Glu Glu 151015
Glu Leu Val Lys Tyr ['he Leu Glu Trp Leu Lys Asn Gly Gly Pro Sec
202530 Lys Asn Asn lle Ala 35 <210> 51 <211> 37 <212> PRT <213>

% ArtifiddicED %% D918 ORI AP RO e SRsnas selcfeatdiren the group
o33y (1) <223> Xaa is 0-His <400> 51 20 Xaa Set Gin Giy Thr Phe

Thr Set Asp Tyr Set Lys Tyr Leu mu mu 151015 Glu Lou Val Lys Tyr Phe

Leu Gly Trp,k-ou Met AsnThe Lys A A;E;' 02530 Lys Asn Asn Ilg_{l“\.l%u35.
<10 B P A Ry SR e e SR
analegue F2ROR 521> misc_feature

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val
Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala Lys
(SEQ 1D NO: 205)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Ite Gln Trp Leu Lys Asn Gy Gly Pro Ser Lys Asn Asn lle Ala Als Ala
Lys-myristoy! (SEQ 1D NO: 206)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Lev Glu Glu Glu Leu Val
Lys Tyr Phe fle Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala Ala Ala
Lys-palmitoyl (SEQ ID NO: 207)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Giu Leu Val
Lys Tyr Phe lle Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala Ala Ala
Lys-stearoyl (SEQ [D NO: 208)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe lle GIn Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala Ala Ala
Lys-arachidoyl (SEQ ID NQ: 209)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Gl Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala Glu Ala
Lys (SEQ ID NG: 210)

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu GIn Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala Glu Ala
Lys-myristoyl (SEQ ID NO: 211)

L-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val

Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala Glu Ala
Lys-myristoyl (SEQ ID NO: 212)
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<222>(1)..(1) <223> Xaa is 0-His <400> 52 Xaa Set Gin Gly Thr Phe Thr
Set Asp Tyr Set Lys Tyr Lou Glu Glu 151015 Glu Lou Val Lys Tyr Phe Lou
Gin Trp Leu Lys Asn Ala Gly Pro Set 202530 Lys Asn Asn lle Ala 35
<210> 53 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM
analbtlies <onigh Spp iy bl Sg7'ep diigéerdatufer(hyy @)tal fdholikisval

4005 55 B PRE-BheTHHSEAS F ISét’éL S Fhlieatadip Ala
élu 151 ﬁ@%@ééﬁgf%gi '%%42}3} 9 51015 Glu feu?\r/al LyssyTyryPhe Leu

Gin RSN EEINEOS 30 Ala 320 Va
<21%%%§§%%§ Gﬁ%%‘ Fj E%Ef gi @ifycf}‘ﬁg §2§05 ﬁ& sn ?a(}lu Ai?a.

analpgue 522831 (SEQ D NO: 214)

(3}

10. A peptide according to claim 1 having a structure sequence selected from the group

10 consisting of:

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Ghu Glu Ile Val
Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala (SEQ ID
NO:215)

15
D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Ile Ala (SEQ
ID NO: 216)

20 D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Giy Gly Pro Ser Lys Asp Asn Ile Ala (SEQ
ID NO: 217)

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
25 Lys Tyr Phe Leu GIn Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala (SEQ
IDNG: 218)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val
Lys Tyr Phe Ile Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Ile Ala (SEQ ID
30 NO: 219)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala (SEQ
1D NO: 220)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val

Lys Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn [le Ala (SEQ ID
NO: 221) |
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<221> misc_feature <222>(1)..(1) <223> Xaa is D-His <400> 54 Xaa Ser
GIn Gly Thr Phe Thr Set Asp Tyr Sec Lys Tyr Leu Glu Glu 151015 Glu
Leu Val Lys Tyr Phe Leu Gin Trp Leu Met Asn Thr Lys Arg Asn 202530
Lys Asn Asn lle Ala 35 <210> 55 <211> 37 <212> PRT <213> Atrtificial
<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)

<223>Nadds @:H‘smz}@@ae%ﬁlmzﬁ@g @r"‘r‘é@'%g%‘%”}‘f%%‘? %Eﬁ%‘fmﬁ%’ﬂ
Set G 51015 P uleu ,
val o R e A L3 55 R S 0w/ S chosio b SEq

Asn f&2A18335 <210> 56 <211> 37 <212> PRT <213> Artificia

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu He Val
Lys Tyr Phe lie Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Ile Ala (SEQ ID
NO:224)

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala (SEQ
D NO: 225)

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gla Glu Leu Val
Lys Tyr Phe Ille Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Ile Ala (SEQ ID
NO: 227)

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Ile Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Ife Ala (SEQ
ID NO: 228)

D-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Ile Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn Ile Ala {(SEQ
ID NOG: 229)

D-His Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu e Val

Lys Tyr Phe Ile GIn Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala {(SEQ D
NO: 230)
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<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)
<223> Xaa is 3-His <400> 56 Xaa Ser Gin Gly Thr Phe Thr Ser Asp Tyr
Her Lys Tyr Leu Glu Glu 151015 Glu Leu Val Lys Tyr Phe lle Glu Trp Leo
Lys Asn Gly Gly Pro Her 202530 Lys Am Asn lle Ala 35 <210> 57 <211>
37 <D0k pRA42GBSTArificiAhx 32051 228ScOMM andloglie: <224 22 Wl

miscLieatrers 322k Tl 52237 Aads &t ﬁ&é&%ﬁl?ﬁ%kﬁé s
Thr P hr Her Asp Tyr Her Lys Tyr Leu Glu Glu 15101523 .
SUB@%T@ HEET (RULE 26) Gin Lou Val Lys Tyr. Phe lle Gin Tap

Len Met Asn Thr Lys Arg Asn 202530 Lys Asn Asn lle Ala 35 <210> 58
<211> 37
D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe He Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lie Ala (SEQID
NQO: 233

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Ghe He Val
Lys Tyr Phe lle Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala (SEQ ID
NOG: 234)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu e Vai
Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala (SEQ ID
NO: 235)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala (SEQ
IDNO: 236)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gl Gln Glu Leu Val
Lys Tyr Phe Ile Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala (SEQ ID
NO: 237)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Gl Tie Val

Liys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lie Ala (SEQ
1D NG: 238)
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<212> PRT <213> Artificial <220> <223> OXM analogue <220> <22_1>
misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 58 Xag Set Gin Gly
Thr Phe Thr Set Asp Tyr Set Lys Tyr Lou Gin Gin 151015 Gin Leu Val Lys

Tyr Phe lle Gin Tap Leu Lys Asn Ala Gly Pro Sea 202530 Lys Asn Asn lle
Ala 388510k d6R &I@%ﬁ@zi@%rpécrkm:&ﬂmﬁéw leAg)» GROGH Ile Val

o3cmﬁr@ogmrmm&m&msxs_nfesagw@?%@%gl(lggswpﬂgﬁﬁe&%ﬂ?se ]

0-Hi 03 Set Gin Gly Thr Phe Thr Her Asp Tyr Ser Lys Tyr
Gin ZﬁSlO@%%%UBSTITUTE SHEET (RULE 26)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu lle Val
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Glv Pro Ser Lys Asp Asn Ile Ala Lys
(SEQ ID NO: 242)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Iie Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn He Ala Lys
(SEQ ID NO: 244)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val
Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala Lys
(SEQ ID NO: 245)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Ghu Leu Val
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn Ile Ala Ala Ala
Lys-myristoyl (SEQ ID NO: 246)

D-tTis Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Ghu Leu Val
Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala Ala Ala
Lys-palmitoyl (SEQ ID NO: 247)

D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val

Lys Tyr Phe lle Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala Ala Ala
Lys-stearoyl (SEQ ID NO: 248)
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PCT/GB 2067 /04 7 7 9 Glu Leu Val Lys Tyr Phe lle Gin Trp Leu Lys Asn
Gly Gly Pro Ser 20 25 30 Lys Aso Asn lle Ala 35 <210>60 <211>37

watwERT, <213>Artificia PCT/GR2I0T/G04779
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D-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gla Glu Glu Leu Val
Lys Tyr Phe He Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Als Ala Ala
Lys-arachidoyl (SEQ ID NO: 249)

D-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala Glu Ala
Lys (SEQ ID NO: 250)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Glo Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala Glu Ala
Lys-myristoyl (SEG ID NO: 251)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Ile Ala GluAls
Lys-palmitoyl (SEQ ID NO: 252)

D-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Ile Ala Gl Ala
Lys-arachidoyl (SEQ ID NO: 253)

L-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu fle Val
Lys Tyr Phe Tle Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn He Ala (SEQ ID
NC: 254)

1-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Tle Ala (S8EQ
ID NO: 255)

L-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Glu Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala (SEQ
1D NO: 256)

1-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val

Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Tle Ala (SEQ
D NO: 257)
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<220> <223>0XM analogue <220> <221>misc_feature
<222>(1)..(1) <223>Xaa s fl-His

L-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu Glu Glu Ile Val
Lys Tyr Phe lle GIn Trp Lev Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala (SEQ ID
NO: 258)

L-His Ser Gl Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Gl Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Tle Ala (SEQ
D NO: 259)

L-His Ser GIn Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Va)
Lys Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asa lle Ala {SEQID
NG: 260)

L-His Ser GlIn Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val
Lys Tyr Phe Ile GIn Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Ile Ala (SEQ D
NQO: 262)

L-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu Gin Glu Tle Val
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala (SEQID
NO: 263)

L-His Ala Glo Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gl Glu Glu Len Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala {(SEQ
ID NO: 264)

L-His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Gln Glu Leu Val
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn [le Ala (SEQ ID
NO: 266)
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<400>60 Xaa Sen Gin Gly Thr Phe Thr Ser Asp Tyr Set Lys Tyr Leu
Glu Glu 15 10 15 Glu Leu Val Lys Tyr Phe lle Gin Trp Leu Met Asn Thr
Lys Arg Aso 202530 Lys Asn Asn lle Ala 35 <210> 61 <211> 37 <212>

Eizﬁé%'a%?g é“tﬁ‘iﬁi@@ Ti542 ThA3s LM R0aI9946342076T281 Giu e Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala (SEQ

ID NO: 267)

L~His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu He Val
Lys Tyr Phe Leu Gln Trp Leu Lvs Asn Gly Gly Pro Ser Lys Asp Asn tie Ala (SEQ
D WNO: 268)

L-His Afa Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu {ie Val
Lys Tyr Phe Hle Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala (SEQ ID
NO: 269)

L-His Ala Asp Gly Thr Phe Thr Ser Asp Tvr Ser Lys Tvr Leu Glu Glu Ghu Leu Val
Lvs Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn He Ala (SEQ
ID NO: 270)

E-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Hie Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala (SEQ ID
NO: 272)

L-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Glu Glu lle Val
Lys Tyr Phe lle Ghu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala (SEQ ID
NO: 273)

L.-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu lle Val
Lys Tyr Phe lie Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn He Ala (SEQ ID
NO: 274)

L.-His Ala Asp Giy Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val

Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Ile Ala (SEQ
ID NO: 275)
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<222>(1)..(1) <223> Xaa is fl-His <400> 61 Xaa Ser Gin Gly Thr Phe Thr
Ser Asp Tyr Ser Lys Tyr Leu Glu Glu 151015 Glu lle Val Lys Tyr Phe Leu
Glu Trp Leu Lys Asn Ala Gly Pro Ser 25 PCT/GB 2007/004779

202530 Lys Aso Am Lie Ala 35 <210> 62 <211> 37 <212> PRT <213>
Artifici E’éé‘ébéseﬁgi BXRE Ahaksgderbydedopibmlise Gudiindipbasyal

(1)..(1:922BReXRaGis DriHis B 00%6 2 6a3:5efoG i Gly Ahr Rheld Ai-SekQ 1D
Asp Iyr Lys Tyr Leu Glu Glu 151015 Glu lle Val Lys Tyr The Lee GLu
Trp Lee Lyg Asn Gly Gly Pro Ser 202530 Lys Asn Ace lle Ala 35 <210> 63
<211> 37 <212> PRT (213> Artificial <220> <223> OXM analogue <220>

<221>1nigGa feHUIE Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Ile Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Ile Ala (SEQ
ID NO: 277)

L-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Ile Val
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala Lys
(SEQ ID NO: 280)

L-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Ile Vai
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn Ile Ala Lys
(SEQID NO: 281}

L-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe lle GIn Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala Lys
(SEGQ ID NO: 283)

L-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val

Lys Tyr Phe Hle Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn Ile Ala Lys
(SEQ ID NO: 284)
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<222>(1)..(1) <223> Xaa is D-His <400> 63 Xaa Ser Gin Gly Thr She Thr
Set Asp Tyr Ser Lys Tyr Lee Glu Glu 151015 Glu lle Vat Lys Tyr The Leu
Ole Trp Lee Met Ace Thr Lys Are Asn 202530 26 PCT/GB 2007 / Lys Asn
Asn lle Ala 35 <210> 64 <211> 37 <212> PRT <213> Artificial <220>
<2237 N ASBIGEUL L BbD Lhe 5571 45isE Tetareleobosty. ¢y Ghdasy Val
XaalisOFHisidOs164 daSes Gin Gly ThriPhael hy SepAem Tiyradenlysla

Tyr b 9@95%%%(@%}9{5“%\/3' Lys Tyr Phe Leu Gin Trp Leu Lys Asn

Ala y Pro Set 30 Lys Ash Asn lle Ala 35 <210> 65 <211> 37
<212> PRT <213> Artificial <220> <223> OXM analogue

L-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Hle Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala Ala Ala
Lys-palmitovl (SEQ ID NO: 286)

L-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gle Glu Leu Val
Lys Tyr Phe ile Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn Ile Ala Ala Ala
Lys-stearoyl (SEQ 1D NG: 287)

L-His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asp Asn lle Ala Ala Ala
Lys-arachidoyl (SEQ ID NO: 288)

L~His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn Ile Ala Glu Ala
Lys (SEQ 1D NG: 289)

L-His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leun Val
Lys Tyr Phe Leu GIn Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn lle Ala Glu Ala
Lys-myristoyl (SEQ ID NO: 290)

L-His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asp Asn e Ala Glu Ala
Lys-palmitoyl (SEQ 1D NO: 291)

L-His Ser GIn Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lvs Asp Asn lle Ala Glu Ala

Lys-arachidoyl (SEQ ID NO: 292)

A peptide according to claim | having a structure sequence selected from the group

comprising:

86



L

10

15

20

25

30

<220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 65
Xaa Ser G1n Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu
151015 Glu lle Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Gly Gly Pro Sec

202530 27 SUBSTITUTE SHEET (RULE 26) Lys Am n Asn lle Ala 35
AU AT S BT S5 068 R M a0 e sy 1 Val

analogud 1203« 21 Frmise Heatwe2237 (p.64) (2233nXaa i DHuliSEQ ID
<4003 $6q%aa Sec GIn Gy Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu
Glu 151015°Glu lle Val Lys Tyr Phe Leu Gin Trp Leu Met Asn Thr Lys Arg
Asn 202530 Lys Asn Asn lle Ala 35 <210>67

D-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val

Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
ID NO: 294

D-His ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn He Ala (SEQ
1D NG: 295)

[3-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Tle Val
Lys Tyr Phe lle Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 296)

D-His Ser Glu Gy Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID
NO: 297)

D-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val
Lys Tyr Phe tle Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
NO: 299)

D-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu lie Val
Lys Tyr Phe lle Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn [le Ala (SEQ ID
NO: 300)

D-His Ala Glu Gty Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Vai

Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ
ID NO: 301)
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<211>37 <212>PRT <213>Artificial <220> <223>0XM analogue
<220> <221>misc_feature <222>(1).41)

D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val
Lys Tyr Phe Ile GIn Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ ID
NO: 303

D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Ile Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ
ID NO: 304)

D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu e Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
1D NO: 305)

D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu lle Val
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID

NO: 306)

D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val

' Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ ID

NO:307)
D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val

Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
D NO: 308)
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<223>Xaa is D-His <400>67 Xaa Ser GIn Gly Thr She Thr Ser Asp
Tyr Sec Lys Tyr Leu Glu Glu 151015 Glu lle Val Lys Tyr Phe lle Glu Trp
Leu Lys Asn Ala Gly Pro Sec 202530 28 SUBSTITUTE SHEET (RULE

26 00779 Asn lle Ala 35 <210> 68 <211> 37 <212> PRT
R GRS T il ongy Los Et e Teditng!
<22 2361y RpeRGin X aa lis D-High 040068 Pt s By GinrGlynlhr Ah e ykhr
Ser fs Iy Rechys Tyr Leu Glu Glu 151015

D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu lle Val
Lys Tyr Phe e Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala Lys
(SEQ ID NO: 312)

D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser Lvs Asn Asn lle Ala Lys
(SEQIDNO: 314)

D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Len Val
Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala Lys
(SEQ ID NO: 315)

D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu Glu Let Val
Lys Tyr Phe lie Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala Ala Ala
Lys-myristoy! (SEQ ID NO: 316)

D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe lle Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala Ala Ala
Lys-palmitoyl (SEQ ID NO: 317)

D-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe lle Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala Ala Ala
Lys-stearoyl (SEQ ID NO: 318)

D-His Ala Giu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val

Lys Tyr Phe lle Gln Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn [le Ala Ala Ala
Lys-arachidoyi (SEQ ID NO: 319)
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Glu lle Val Lys Tyr Phe lle Glu Trp Leu Lys Asn Gly Gly Pro Ser 202530
Lys Asn Asn lle Ala 35 <210> 69 <211> 37 <212> PRT <213> Attificial

w2207 5223> OXM analogue <220> <221> misc_feature <222> fﬁ% ‘F)
<223>f><<§§%is D-His <400> 69 Xaa Ser Gin Gly Thr Phe Thr Sel RER$47477

Ser Lys Tyr Leu Glu Glu 151015 Glu lle Val Lys Tyr Phe lle Glu Trp Leu
Net AShHihParyayply ABnPRO2E38:! 1A Rerbediyd[EyAla 26 RIDTIEE.2004 /

0 0 4 Tyé Bvi3ed 5/ ﬁﬁi&l&%ﬁ%@@? R s213z Arifigial 220, ala
<223> 0] @g 220> <221> misc_feature <222>(1)..(1) <223>
Xaa is 6 @é a% %@aa Ser Gin Sly Thr Phe Thr Ser Asp Tyr See Lys

Tyr Lou Glu Glu 151015
D-His Ser Glu Gly Thy Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Gla Leu Val

Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn e Ala Glu Ala
Lys-myristoyl (SEQ ID NO: 321)

D-His Ser Giu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala Glu Ala
Lys-palmitoyi (SEQ ID NO: 322)

D-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala Glu Ala
Lys-arachidoy! (SEQ ID NO: 323)

L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu He Val
Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Iie Ala (SEQ ID
NO: 324)

L-His Ser Giu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQ
ID NO: 325)

L-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala (SEQ
I NO: 326)

L-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu Glu Glu Ile Val
Lys Tyr Phe lle Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn He Ala (SEQ ID
NOC: 327

L-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val

Lys Tyr Phe lle Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn He Ala (SEQ ID
NO: 328)
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G u lle Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Ser 202530
Lys Asn Asn lle Ala 35 <210> 71 <211> 37 <212> PRT <213> Attificial
<220> <223> OXM analogue <220> <221> misc feature <222>(1)..(1)
<223> Xaa is 0-His <400> 71 Xaa Ser Gin Gly Thr Phe Thr Sgr Asp Tyr
Ser LyEyrLGl Eh B IS 101 SGAPRd VAT yThrPie feGin Gip Lauval

Lys Asn TG1FHBIHREN See 12025306y s ASBIABR U2rA 38:3Asn Tle Ala (SEQ ID
SUBSFITUTE SHEET (RULE 26) PCT/GB 2007/ 004 77 9 <210> 72
<211>37°<212> PRT <213> Atrtificial <220> <223> OXM analogue <220>
<221> misc_feature <222>(1)..(1) <223> Xaa is D-His <400> 72 Xaa Set

Gin GlyiTkeRilR Ty SetAs T SREEYSASAA ys Tyr Lev Glu Gin Glu Tie Val
Lys Tyr Phe lie Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn e Ala (SEQ ID
NG: 331

L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu Giu Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Eys Asn Asn lle Ala (SEQ
IDNO: 33

L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Leu Val
Lys Tyr Phe [le GIn Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Tle Ala (SEQ b
NO: 334)

L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu Ile Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lie Ala (SEQ
ID NO: 335)

L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Ye Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala (SEQ
ID NO: 336)

L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln Glu lle Val

Lys Tyr Phe lle Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn lle Ala (SEQID
NO: 337
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Glu lle Val Lys Tyr Phe lle Gin Trp Leo Met Asn 2025 Lys Asn Asn lle Ala
35 Tyr Leo Glu Glu 15 Tilt Lys Arg Asn 30 <210>73 <211>37
<212>PRT <213>Artificial <220> <223>0XM analogue <220>

L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser Lvs Asn Asn Ile Ala {(SEQ ID
N2 338)

LA

L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin Glu Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn e Ala (5EQ
ID NO: 339}

16 L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Ghu Glu Glu lle Val
Lys Tyr Phe Hle Gln Trp Leu Lys Asn Gly Glv Pro Ser Lys Asn Asn lle Ala Lys
(SEQ ID NO: 342)

L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Ghi Gln Glu Ile Val
15 Lys Tyr Phe lle Gln Trp Leu Lys Asn Gly Gly Pro Ser Lvs Asn Asn Ile Ala Lys
(SEQ ID NG: 343)

L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gl Glu Glu Leu Val
20 Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala Lys
(SEQ ID NO: 345)

L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Gin Glu Leu Val

Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser Lyvs Asn Asn Ile Ala Lys
25 (SEG 1D NO: 346)
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<221>misc_feature <222>(1)..(1) <223>Xaais D-His <900>73

Xaa Set Gin Gly Tilt Pile Tilt Set Asp Tyr Set Lys Tyr Leo Glu GIn 151015
Glu Leo Val Lys Tyr Pile Leo Glu Trp Leu Lys Asn Ala Gly Pro Set 202530
Lys Asn Asn lle Ala 35 31 PCT/GB 2007 /004 7 79 <210> 74 <211> 37
<2125 Prfiasie Gl ke Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val

Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala Ala Ala
Lys-myristoyl (SEQ ID NO: 347)

L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Ghu Leu Va
Iys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn lle Ala Ala Ala
Lys-palmitoy! (SEQ ID NO: 348}

L-His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Glu Glu Leu Val
Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn fle Ala Ala Ala
Lys-stearoyl (SEQ 1D NO: 349)

L-His Ala Giu Gly Thr Phe Thr Ser Asp Tvyr Ser Lys Tyr Leu Glu Glu Glu Len Val
Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser Lys Asn Asn Ile Ala Ala Ala
Lys-arachidoyl (SEQ ID NO: 350)

L-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gl Glu Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala Glu Ala
Lys (SEQ ID NO: 351)

L-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Ghu Glu Leu Val
Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Tle Ala Glu Ala
Lys-myristoyl (SEQ 1D NO: 352)

L-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu Glu Glu Leu Val
Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Hie Ala Glu Ala
Lys-palmitoyl (SEQ TD NO: 353)

L-His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu Glu Leu Val
Lys Tyr Phe Leu GIn Trp Leu Lys Asn Ala Gly Pro Ser Lys Asn Asn Ile Ala Glu Ala
Lys-arachidoyl (SEQ ID NO: 354)

12. A pharmaceutical composition comprising a peptide as claimed in any one of clamms

I to 11 and one or more pharmaceutically acceptable carriers.

i3. A pharmaceutical composition as claimed in claim 12 which is for peripheral

administration.

93
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20

25

<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)
<223> Xaa is D-His <400> 74 Xaa Set Gin Gly Thr Phe Thr Ear Asp Tyr
Ser Lys Tyr Leu Giu Gin 151015 Glu Leu Val Lys Tyr Phe Leu Glu Top
Leu Lys Asn Gly Gly Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 75
<211> 37 <212> PRT <213> Artificiai <220> <223> OXM analogue <220>

14<221% Mﬁ%&ﬁ@&ﬁcﬁ%gﬁ%}] 43 )52 aads10-Hi$:4PPR i{ R,Xaa Ser
Gin GI}/1 Thrghe Thr Set. Asg E’g%‘ et. L s Tyr Leu Glu Gin 151015 Glu Leu

adyny T o PO APRAKA Do sagrpally:
tfwmﬂiﬂe%imsu@@l P EPIER:200F 404 k2E> 76

15. Use of a peptide as claimed in any one of claims 1 to 11 for the manufacture of a

medicament for the prevention or treatment of obesity.

16. Use of a peptide as claimed in any one of claims 1 to 11 for the manufacture of a

medicament for the prevention or treatment of diabetes or of a co-morbidity of obesity.

17. Use of a peptide as claimed in any of claims 1 to 11 for the manufacture of a
medicament for reducing appetite in a subject, reducing food intake in a subject or reducing
calorie intake in a subject, reducing body weight in 2 subject, reducing body weight gain in a

subject or increasing energy expenditure in a subject,

18. The use as claimed in claim any one of claims 15 to 17, wherein the peptide is

administered peripherally.
19. The use as claimed in claim any one of claims 15 to 18, wherein the peptide is
administered subcutaneously, intravenously, intramuscularly, intranasally, transdermally,

transmucosally, orally, bucally, sublingually or via the lungs.

20. A peptide as claimed in any of claims [ to 11 for use as a2 medicament.

G4



10

15

[
(]

<211> 37 <212> PRT <213> Artificial <220> <223> OXM analogue <220>
<221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 76 Xaa Ser
Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin 151015 Gin Leu
Val Lys Tyr Phe Leu Gin Trp Len Lys Asn Ala Gly Pro Set 202530 Lys
2lasn /flgﬁ fhe A& BPLga gecordin@n s Ryl RS PR €pa Bhariticitirad220>

comp@dpOXbiranalegus sPARmMS 224> misendeatiie 52227 tlhdd) 5987
IS 0-His <400> 77 Xaa %‘(_er Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys

trexf%a c|>r reventmg obest subject :
a]tngLe Gin Elﬁ 7618 GRS val Lys Tyr the Len Gin Trp Leu Lys Asn
Gly Gly Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 78 33

22 The use of a peptide according to any of claims 1 to 11 or a pharmaceutical
composition according to any of claims 12 to 14 in the manufacture of a medicament for

treating or preventing diabetes or of a co-morbidity of obesity in a subject.

23, The use of a peptide according to any of claims 1 to 11 or a pharmaceutical
composition according to any of claims 12 to 14 in the manufacture of a medicament for
reducing appetite in a subject, reducing food intake or calorie intake in 2 subiect, reducing

body weight or body weight gain in a subject, or increasing energy expenditure in a subject.,

24, The use of a peptide according to any of claims 1 to 11 or a pharmaceutical
composition according to claim 12 to 14 in the manufacture of a medicament for causing

weight loss or for preventing weight gain for comestic purposes in a subject.

25. The use as claimed in any of claims 21 to 24, wherein the subject is overweight.

26, The use as claimed in any of claims 21 to 25, wherein the subject is obese.

27, The use as claimed in any of claims 21 to 26, wherein the subject is diabetic.

28. The use of any of claims 21 to 27, wherein the peptide or pharmaceutical compaosition

is for peripheral administration.

29, The use of any of claims 21 to 28, wherein the peptide or pharmaceutical COmMposition

is to be for administration subcutaneously, intravenously, intramuscularly,

intranasally, transdermally, transmucosally, orally, bucally, sublingually or via the lungs.



SUBSTITUTE SHEET (RULE 26) PCT/GB 2007/0047 79 <211> 37
<212> PRT <213> Artificial <220> <223> OXM analogue <é§$> NL779
misc feature <222>(1)..(1) <223> Xaa is 0-His <400> 78 z ?I/nﬁééf :

Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin 151015 Glu L "ﬁ 2@@?

Tyr Phe Leu Gin Trp Leu Met Asn Thr Lys Arg Asn 202530 Lys Asn Asn

lle Ala 35 <210> 79 <211> 37 <212> PRT <213> Artificial <220> <223>

OXM analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is

0-His <400> 79 Xaa Seeitt. mysThw:Phe Thu Ser Asp Tyr Sec Lys Tyr

Leu Glu Gin 151015 Glu Leu Val Lys Tyr Phe lle Glu Trp Leu Lys Asn Ala
OGRS 'Serap2Espens Hmited

<i20> NOVEL COMPOUNDS AND THEIR EFFECTS ON FEEDING BEHAVIOUR

<i30> 12595 WO

<ie0> 361

<170> PatentIn version 3.4

<210> 1
<Zil> 37
<212> PRT

<213> Artificial

<220>
<223> (XM analogue

<400> 1

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

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala

35
<2i0> 2
<211> 37
<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<4G0> 72

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

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys. Asn Gly Gly Pro Ser
20 25 30

Lys Asn‘Asn Tle Ala
35

<210> 3

SUBSTITUTE SHEET (RULE 28)



Lys Asn Asn lle Ala 35 <210> 80 <211> 37 34 SUBSTITUTE SHEET

(RULE 26) PCT/GB 2007 /04779 <212> PRT <213> Atifici <BRO> 0477 &
<223> OXM analogue <220> <221> misc_reature <222>(1)..(1) <223>

Xaa is 0-His <400> 80 Xaa Sec Gin Gly Thr Phe Thr Sec Asp Tyr Ser Lys

Tyr Leu Gin Gin 151015 Glu Leu Val Lys Tyr Phe lle Gin Trp Len Lys hen

Gly Gly Pro Ser 202530 Lys Asn Mn lle Ala 35 <210> 81 <211> 37 <212>

PAT <213> Artificial <220> <223> OXM analogue <220> <221>

<211misy_feature <222>(1)..(1) <223> Xaa is 0-His <400> 81
<212> PRT
<213> Artificial

<Z20>
<223> OXM analoguse

. <400> 3

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

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 3D

Lys Asn Asn Ile Ala

35
210> 4
<2il> 37
<212> PRT

<Z13> Artificial

<220
<223> OXM analogue

<400> 4
His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 10 15

Glu Leu Val Lys Tyr Phe Leu Glr Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 5
<21i> 37
<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 5

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 3 16 15

SUBSTITUTE SHEET (RULE 28)



Xaa Ser Gin Gly Thr Phe Thr Sec Asp Tyr Ser Lys Tyr Leu Gin Gin

151015 Gin Leu Val Lys Tyr Phe lle Glu Trp Len Met Asngl} T s ,{}{;@ihp@ 047789
202530 Lys hen Asn lle Ala 35 <210> 82 <211> 37 <212> PRT 35

PCT/GB 2007 /004 7 7 9 <213> Artificial <220> <223> OXM analogue

<220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 82

Xaa Set Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Gin 151015

Glu Leu Val Lys Tyr Phe lle Gin Trp Lea Lys Asn Ala Gly Pro Ser 202530

clu LbysAsnyAsy Hera36 s210283«w21l> 37 €212 PRT, 213> Artificial

<220> €223> OXM analogu#<220> <221> misc3feature <222>(1)..(1)
<223> Xaa is 0-His <400> 83

Lys Asn asn Ile Ala

<21G>
<2L1>
<212>
<Zi3>

<220>
223>

<400>

35

6

37

PRT
Artificial

O¥XM analogue

6

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

1

5 10 15

Glu Leu val Lys Tyr Phe Leu Gln Trp Leu Met Asn Thr Lys Arg Asn

20 25 30

Lys Asn Asn Ile Ala

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

<220>
<223>

<400>

35

9
37

PRT
Artificial

OXM analogus

~

Bis Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu

i

5 10 15

Glu Leu Val Lys Tyr Phe Iie Glu Trp Leu Lys Asn Ala Gly Pro Ser

20 25 30

Lys Asn Asn Ile Ala

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

35

B

37

PRT
Artificial

SUBSTITUTE SHEET (RULE 26)



Xaa Ser Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Lea Glu Gin 151015
Glu Lea Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly ?.-Tu-;jjj'ji"_'_-i.i 004778
Lys hen hen lle Ala 35 <210> 84 <211> 37 <212> PRT <213> Artificial 36
PCT/GB 2007 /004 779 <220> <223> OXM analogue <220> <221>
misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 84 Xaa Set Gin Gly
Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Gin 51015 Giu Leu Val Lys
Tyr Phe lle Gin Trp Leu Met Asn Thr Lys Arg Asn 202530 Lys Asn Asn lle
<220>Ala 35 <210> 85 <211> 37 <212> PRT <213> Artific a <220> <223> OXM
223> arfEfbque’e220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His

<q00><400> 85

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

Glu Leu Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser
.20 25 30

Lys Asn Asn [le Als

35
<210> ¢
<211> 37
<212» PRT

<213> Artificial

<220>
<223> OXM analogue

<406> ¢
His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gla

1 5 10 15

Giu Leuw Val Lys Tyr Phe Ile Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala
35

<210> 10

<21i> 37

<212> PRT

<213> Artificial

<220>
<223> QXM analogue

<400> 10

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 ' i0 15

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

SUBSTITUTE SHEET (RULE 28)



Xaa Set Gin Gly Thr Phe Thr Ser Asp Tyr See Lys Tyr Leu Glu Gin
151015 Glu lle Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn AIRCIWCRIOP8E f n0 4 7 7 9
202530 Lys Asn Asn lle Ala 35 <210> 86 <211> 37 <212> PRT <213>
Artificial 37 PCT/GB 2007 /0 4 7 7 9 <220> <223> OXM analogue <220>
<221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 86 Xaa Set
Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Giu Gin 151015 Glu lle
Val Lys Tyr Phe Leu Glu Trp Leo Lys Ass Sly Gly Pro Ser 202530 Lys Asn
Lys rAss:He Ala 35:<210>87

<Z10>
<211>
<212>
<213>

<220
223>

<400>

35

11

37

PRT
Artificial

OXM analcgue

11

His Ser Gln Gly Thr

1

5

Glu Lew Val Lys Tyr

20

Lys Asn Asn Ile Ala

<2L0>
<211>
<212>
<213>

<220>
223>

<400>

35

12

37

PRT
Artificial

O¥XM analogue

12

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
25 30

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Giu

1

5

Giu Leu Val Lys Tyr

20

Lys Asn Asn Ile Ala

<210>
<211
212>
<Z213>

<2Z20>
<223>

<400>

35

13

37

PRT
Artificial

OXM analogue

13

10 15

Phe Ile Gln %rp Leu Met Asn Thr Lys Arg Asn
25 30

SUBSTITUTE SHEET (RULE 26)



<211>37 <212>NIT  <213>Artificial <220> <223>0XM
analogue  <220> PCT/GB 2007/ 00477 8

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu
1 5 i6 15

Giu Ile val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala

35
<210> 14
<211> 37
<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 14
His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu

1 5 1o 15

Glu Iie Val Lys Tyr Phe Leu Giu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala

35
210> 15
<211» 37
<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<40Q06> 15
His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 10 15

Glu Ile Val Lys Tyr Phe Lev Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala
35

SUBSTITUTE SHEET (RULE 286)



<221>misc_feature

<222>(1)-(1)

<223>Xaa is 0-His

Xaa Set Gin Gly Thr The Tl-it Ser Asp Tyr Set Lys

<210> 14

<21il> 37

<212> PRT

<213> Artificial
<220>

<223> CXM analogue

<400> 16

His Ser Gln Gly Thr

1

Glu Ile Val Lys Tyr Pha Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser

5

20

Ly¥s Asn Asn Ile Ala

35
<210> 17
<2i1l> 37
<212> PRT
<213> -Artificial
<220>
<223> OXM analogue
<400> 17

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

1

Glu Ile Val Lys Tyr Phe Leu Glpn Trp Leu Lys Asn Gly Gly Pro Ser

5

20

Lys Asn Asn Tle RAla

35
<210> 18
<21li> 37
<212>  PRT
<213> Artificial
<220>
<Z23» O¥XM analogue
<400> 18

His Ser Glmn Gly Thr Phe Thr Ser Asp Tyxr Ser Lys Tyr Leu Glu Glu
10

1

5

25

25

10

1o

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

15

30

15

30

15

SUBSTITUTE SHEET (RULE 26)

<400>87
PCT/GB 2007/ 00477 @



Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr Phe Leu Glu Trp Leu Met Asn

Thr Lys Arg Asn 202530 Lys Asn Asn lle Ala 35 <210> 88 <BGTAGE

2007/004778

<212> PRT <213> Artificia <220> 38 PCT/GB 2007/0047 79 <223>

OXM analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is

D-His <400> 88 Xaa Set Gin Sly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu

Glu Gin 151015 Glu lle Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly

Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 89 <211> 37 <212> PRT

<213> Art eta <220> <223> OXM analogue <220> <221> misc_feature
Glu I@Zﬁi(%g&(l}KZ@@i%aaliS ?EHiSeu Met Asn Thr Lys Arg Asn

Lys Asn Asn
35

<210> 1%
<21i» 37
<212> PRT

Iie Ala

<213> Artificial

220>

<2Z3> O©XM analogue

<400> 19
His Ser Gin
1

Giu Ile Vval

Lys Asn Asn

35
<21G> 20
<21i> 37
<212> PRT

Gly Thr

Lys Tyr
20

Ile Ala

<213>» Artificial

<220>

<223> COXM analogue

<400> 20

His Ser Gln Gly Thr

1

Glu Ile Val

Lys Asn Asn
35

<210> 21
<211> 37
<212> PRT

5

Lys Tyr
20

Ile Ala

<213> Artificial

3¢

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

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

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser
25 30

SUBSTITUTE SHEET (RULE 26)



<400> 89 Xaa Set Gin Sly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu

Gin 151015 Glu lle Val Lys Tyr Phe Leu Gin Trp Leu Lys ARCSREBNZEID 00477 §

Set 202530 Lys Asn Asn lle Ala 35 <210> 90 <211> 37 <212> PRT <213>

Artificial <220> <223> OXM analogue 39 SUBSTITUTE SHEET (RULE

26) POT/GB 2007/0047 79 <220><221> misc_feature <222>(1)..(1)

<223> Xaa is D-His <400> 90 Xaa Set Gin Gly Thr Phe Thr Set Asp Tyr

Sec Lys Tyr Len Gin Gin 151015 Gin lle Val Lys Tyr Phe Len Gin Trp Len

Met Asn Thr Lys Arg Asn 202530 Lys Asn Asn lle Ala 35 <210> 91 <211>
<220>37 <212> PRT <213> Atrtificial <220> <223> OXM analogue <220> <221>
223 RS 222> (1)...(1)

<400> 21
His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 © 10 15

Glu Ile Val Lys Tyr Phe Ile Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lvs Asn Asn Ile Ala
35

<210> 27

<2L1> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 22
His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 i5

Glu Ile Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 ‘ 25 30

Lys Asn Asn Ile Ala

35
<210> 23
<21i> 37
<212> PRT

<213> Artificial-

<220>
<223> O0OXM analogue

<4Q0> 23
His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 190 15

Glu Ile Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

SUBSTITUTE SHEET (RULE 26)



<223> Xaa is D-His <400> 91 Xaa Set Gin Gly Thr Phe Thr Set Asp Tyr
Set Lys Tyr Len Gin Gin 151015 Gin lle Val Lys Tyr Phe I€GInGEpA6h / 00 477 8
Lys Am n Ala Gly Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 92 <211>
37 <212> PRT <213> Artificial <220> <223> OXM analogue 40 PCT/GB
2007 04 7 7 9 <220> <221> misc_feature <222>(1)..(1) <223> Xaa is
0-His <400> 92 Xaa Ser Gin Gly Thr She Thr Ser Asp Tyr Sec Lys Tyr
Leu Glu Gin 151015 Glu lle Val. Lys Tyr She lle Giu Trp Leu Lys Asn Gly
) Gly Pro Sec 202530 Lys Ass Ass lle Ala 35 <210> 93 <211> 37 <212>
e APRTR21S> Adtificial <220> <223> OXM analogue <220> <221>
misc_feature <222>(1)..(1) <223> Xaa is D-His

<2i0> 24

<2il> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analaogue

<400> 24
His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 16 15

Giu Ile Val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

‘Lys Asn Asn Ile Ala
35

<210> 25

<211i>» 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 25
His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 10 . i5

Giu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 26

<211>» 37

<212> PRT

<213> Artificial

<220>
<223> (O¥M analogue

10

SUBSTITUTE SHEET (RULE 26)



<400> 93 Xaa Set Gin Gly Thr She Thr Sec Asp Tyr Sec Lys Tyr Leu Glu
Gin 151015 Glu lle Val Lys Tyr She lle Giu Trp Leu Met As I y
Ass 2025.30 Lys Ash Ass lie Ala 35 <210> 94 <211> 37 <£@[ﬁ€?éﬁg}r 004778
<213> Artificial <220> <223> OXM analogue 41 PCT/GB 2007/00477
9 <220> <221> (ills feature <222>(1)..(1) <223> Xaa is 0-His <400> 94
Xaa Set Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leo Glu Gin 151015
Glu lle VallLys Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Set 202530
<400>LyssAsn Asn lle Ala 35 <210> 95 <211> 37 <212> PRT <213> Atrtificial

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

Giu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys &sn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala

35
<210> 27
<2ii» 37
<212> PRT

. <213> Artificial

<220>
<223> O0XM analogue

<400> 27
His Ber Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 10 15

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala
35

<210>» 28

<211> 37

<212> PRT

<213>» Artificial .

220>
<Z223> COXM analogue

<400> 28

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
1 5 i0 15

Glwe Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 ' 25 30

Lys Asn Asn Ile Rla
35

11

SUBSTITUTE SHEET (RULE 26)



<220> <223> OXM analogue <220> <221> misc_feature <222>(1).41)
<223> Xaa is 0-His <400> 95 Xaa Set Gin Gly Thr Phe ThiPgg/G8PIIIY f 00477 &
Set Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr Phe lle GIn Trp Leu
Lys Asn my Gly Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 96 <211>
37 <212> PRT <213> Artificial <220> <223> OXM analogue <220> 42
PCT/GB 26u7 /004 7 7 g <221> misc_feature <222>(1)..(1) <223> Xaa
is 0-His <400> 96 Xaa Ser Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr
Leu mu Gin 151015 Glu lle Val Lys Tyr Phe lle Gin Trp Leu Met Asn Thr
S5 L y$ Arg Asn 202530

211>
<Z212> PRT
<213> Artificial

<220>
<Z23> O0OXM analogue

<40Q0> 29

His Ser Gln Gly Thr
1 3

Glu Leu Val Lys Tyr
20

Lys Asn Asn Ile Ala
35

<218> 30

<21l> 37

<212> PRT
<213> Artificial

<220>
<223> OXM analogue

<400> 30
His Ser Gln Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asn Asn Ile Ala
35

<210> 31

<211l> 137

<212> PRT

<213> Artificial

<Z220>
<223> O¥M analogue

<4G0> 31

His Ser Gln Gly Thr
1 5

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Leu Gln Trp Leu Met Asn Thr Lys Arg Asn
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu Gln
10 ‘ 15

12
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Lys Asn Asn lle Ala 35 <210> 97 <211> 37 <212> PRT <2
<220> <223> OXM analogue <220> <221> misc_feature <

<223> Xaa is 0-His <100> 97 Xaa Ala Gin Gly Thr She Thr Set Asp Tyr
Set Lys Tyr Leu Glu Glu 151015 Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu
Lys Asn Ala Gly Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 98 <211>
37 <212> PRT <213> Artificial <220> <223> OXM analogue <220> <221>
misc_feature 43 PCT/GB 2007/004 7 7 9 <222>(1)..(1) <223> Xaa is
D-H s <400> 98 Xaa Ala Gin Gly Thr Phe Thr Sec Asp Tyr Ser Lys Tyr

al Len Gin Gin 151015 Gin Len Val Lys Tyr Phe Leq Gin T£ Len Lys Asn
v *GlyBlyPro Sef foé!s%(ﬂ_ s KstASE g HIa™* 5, Y o °e

Lys Asn Asn Ile Ala

35

<210> 32
<2il> 37
<212> PRT

<213> Artificial

<220>

<223> OXM analogque

<400> 32
His Ser Gln
1

Glu Leu Val

Lys Bsn Asn
35

<210> 33
<211> 37
<212> PRT

Gly Thr
5

Lys Tyr
20

Ile Ala

<213> Artificial

<220>

<223> 0OXM analogue

<400> 33
His Ser Gln
il

Glu Leu Val

Lys Asn Asn

35
<210> 34
<2il> 37
<Zi2» PRT

Gly Thr
5

Lys Tyr
20

Ile Ala

30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Ile Gilu Trp Leu Lys Asn Gly Gly Pro Ser
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Ile Glu Trp Leu Met Asn Thr Lys Arg Asn
25 30

i3

SUBSTITUTE SHEET (RULE 26)

a8 B0 1 00477 8



35 <210> 99 <211> 37 <212> PRT <213> Avriif c a <220> <223> OXM
analogue <220> <221> ,misc_feature <222>(1)..(1) <223> X4 JHB-AKE7 / 00477 8
<400> 99 Xaa Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu
Gin 151015 Gin Leu Val Lys Tyr Phe Len Gin Trp Len Met Asn Thr Lys
Arg Asn 202530 Lys Aso Asn lle Ala 35 <210> 100 <211> 37 <212> PRT
<213> Artificial <220> <223> OXM analogue <220> <221> misc_feature
<222>,().,(1) 44 PCT/GB2G07/004 779 <223> Xaa is D-His <400>
<213> 1@0Xaa:Ala Gin Gly Thr Phe Thr.-Sec Asp Tyr Sec Lys Tyr Leu Glu Glu .
151015 Glu Lee Vol Lys Tyr Phe Lee Gin Trp Lee Lys Asn Ala GIy Pro

<223> s%;gzggooq Lys Asn Asn lle Ala

<4Q0> 34
His 8er Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

i 5 10 15

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

Lys Asn Asn Ile Ala
35

<210> 35

<211>» 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 35
His Ser Gln Giy Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
1 5 10 15

Glu Leu Val Lys Tyr Phe Ile Gln frp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 306

211> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 36

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

Gle Leu Val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

14
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35<210> 101 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM
analogue <220> <221> misc_feature <222>(1)..(1) <223> X&alid:GH807 / 00 4 7 7 g
<400> 101 Xaa Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu
Glu 151015 Glu Lee Val Lys Tyr Phe Lee GIn Trp Lee Lys Asn Gly Gly
Pro Ser 202530 Lys Aim Asn lle Ala 35 <210> 102 <211> 37 <212> PRT
<213> Artificial <220> <223> OXM analogue <220> <221> misc_feature
<222>(1)..(1) <223> Xaa is 0-His 45 PCT/GB 2607/004 77 9 <400>
102 Xaa Ala Gin Gly Tl-it Phe Thr Set Asp Tyr Set Lys Tyr Len Gin Gin
51015 Gin Leu Val Lys Tyr Phe Len Gin Trp Len Met Ash Thr Lys Arg Asn
Rvs 202530y A n Asn lle Ala

<210> 37

<211> 37

<212> PRT

<213> Artificial

<220>
<Z223> O¥M analogue
<400> 37

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

Glu Ile Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 38

<Z11» 37

<212> PRT

<213> Artificial

<220>
<223> OXM analcgue

<400> 38
His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin
i 5 10 15

Glu Ile Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 1398

<211> 37

<212> PBERT

<213> Artificlal

<220>
<223> OXM analogue

15
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35 <210> 103 <211> 37 <212> PRT <213> Artificia <220> <223> OXM _
analogue <220> <221> misc_feature <222>(1)..(1) <223> Rea/GH-H& / nn 477 §
<400> 103 Xaa Ala Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Len Glu

Glu 151015 Glu Len Val Lys Tyr Phe lie Glu Trp Len Lys Asn Ala Gly Pro

Set 202530 Lys Asn Asn lle Ala 35 <210> 104 <211> 37 <212> PRT

<213> Artificial <220> <223> OXM analogue <220> <221> misc_feature
<222>(1)..(1) <223> Xaa is D-His 46 PCT/GB 2607 /047 79 <400>

104 Xaa Ala Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu 1

<400>101%
His Ser Gln Gly Thr
1 . 5

Glu Ile Val Lys Tvyr
20

Lys Asn Asn Ile Ala

35
<210> 40
<211> 37
<212> PRT

<213> Artificial

220>
<223> OXM analogue

<400> 490
His Ser Gln Gly Thr

i 5

Glu Ile Vval Lys Tyr
20

Lys Asn Asn Ile Ala
35

<210> 43
<2il> 37
<21i2> PRT

<213» Artificial

L220>
<223> OXM analogue

<400> 41
His Ser Gln Gly Thr
1 5

Glu Ile Val Lys Tyr
20

Lys Asn Asn Ile Ala
35

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Leu Glu Trp Leu Met Asn Thr Lys Arg Asn
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin
10 15

Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 ‘ 15

Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser
25 30

16
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Glu Leu Val Lys Tyr Phe lle Glu Trp Leu Lys Asn Gly Gly Pro Set 202530
Lys Asn Asn lle Ala 35 <210> 105 <211> 37 <212> PRT <2PE/aBfid&l7 1 nq 477 &
<220> <223> OXM analogue <220> <221> misc_fearure <222>(1)..(1)
<223> Xaa is D-His <400> 105 Xaa Ala GIn Gly Thr Phe Thr Set Asp Tyr
Set Lys Tyr Leu Glu Glu 51015 Glu Leu Val Lys Tyr Phe lle Glu Trp Leu
Met Asn Thr Lys Arg Asn 202530 Lys Asn Asn lle Ala 35 <210> 106
<211> 37 <212> PRT <213> Artificial <220> <223> OXM analogue <220>
<221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 106 47

~ PCT/GB 20117/04 7 79 Xaa Ala Gin Gly Thr Phe Thr Set Asp Tyr Set

C0%LyETyr Leu Giu Glu 151015

<211
<212> PRT
<213> Artificial

<220>
<223> CXM analogue

<400> 42
His Ser Gln Gly Thr

1 5

Glu Ile Val Lys Tyr
20

Lys Asn Asn Ile Ala
35

<210> 43

<211> 37

<212» PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 43
His Ser Gln Gly Thr
1 5

Glu Ile Val Lys Tyr
20

Lys Asn Asn Ile Ala
35

<210> 44

<211> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 44

His Ser Gln Gly Thr

Phe Thr Sex Asp Tyr Ser Lys Tyr Leu Glu Gln
© 10 15

Phe Leu GIn Trp Leu Met Asn Thr Lys Arg Asn
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
i 15

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

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

17
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Glu Leu Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Ser 202530
Lys Asn Asn lle Ala 35 <210> 107 <211> 37 <212> PRT <283 /A BfidiEl7 /004778
<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)
<223> Xaa is D-His <400> 107 Xaa Ala Gin Gly Thr Phe Thr Set Asp Tyr
Ser Lys Tyr Leu Glu Glu 151015 Glu Leu. Val Lys Tyr Phe lle GIn Trp Leu
Lys Asn Gly Gly Pro. Ser 202530 Lys Asn Asn 71e Ala 35 <210> 108
<211> 37 <212> PAT <213> Artificia <220> <223> OXM analogue <220>
1 <221> mis¢ feature <222>(1)..(19 <223> Xaa is 0-Hiss<400> 108 48
PCT/GB 200004779

Glu Ile Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 45

<2ii> 37

<2i2> PRT

<213> Artificial

<220>
<223> COXM analogue

<400> 45
His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 10 15

Giw Ile Val Lys Tyr Phe Ile Giu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Aspn Asn Ile Ala

i5
<210> 46
<z211> 37
<212> PRT

<213> Artificial

220>
<223> (XM analogue

<400> 46

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

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

Lys Asn Asn Ile Ala
35

<210> &7
<211> 37

18
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Xaa Ala Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leo.Glu G égggpf PR
Glu Leo Val Lys Tyr Phe lle Gin Trp Leo Met Asn Thr Lys ‘K/rg ' 26253 004778
Lys Asn Asn Tie Ala 35 <210> 109 <211> 37 <212> PRT <213> Attificial
<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)
<223> Xaa is D-His <400> 109 Xaa Ala Gin Gly Thr Phe Thr Set Asp Tyr
Set Lys Tyr Leo Glu Glu 151015 Glu lle Val Lys Tyr Phe Leo Glu Trp Leo
Lys Mn Ala Gly Pro Set 202530 Lys Mn Mn lle Ala 35 <210> 110 <211>
<2125 3F212> PRT <213> Atrtificial <220> <223> OXM analogue <220> <221>
<213>mig¢iféatute <222>(1)..(1) <223> Xaa is D-His <400> 110 Xaa Ala Gin
<2205 Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Leo Glu Glu 49

<223> OXM analogue
<40G> 47

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
1 5 190 15

Glu Ile Val Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Gly Pro Serv
' 20 25 36

Lys Asn Asn Ile Ala
35

<210> 48

<21i>» 37

<212> PRT

<213>» Artificial

<220>
<223> OXM analogue

<400> 48
His Ser &ln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
1 5 10 15

Glu Tle Val Lys Tyr Phe Ile Gin Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Als
35

<210> 49

<211> 37

<212> PRT

<213>» Artificial

€220> .
<223> OXM analogue

<2205

<221> misc_feature
222> (LY. . {1}
<223> Xaa is D-His

<400> 49

19
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PCT/GB 2007 /04 7 79 51015 Gin f e Val Lys Tyr She Len Gin Trp Len '
Lys Asnh Gly Gly Pro Sec 202530 Lys Asn Asn lle Ala 35 <21B6WEE 2007 100477 &
<211> 37 <212> PRT <213> Artificia <220> <223> OXM analogue <220> -
<221> misc_feature <222>(1)..(1) <223> Xaa is D-His <400>111 Xaa Ala
Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin 151015 Gin lle
Val Lys Tyr Phe Leu Gin Trp Leu Met hen Tin Lys Arg Asn 202530 Lys
Asn Asn lle Ala 35 <210> 112 <211> 37 <212> PRT <213> Atrtificial
<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)

i‘aa 5622585 RyaRTOtIs™2A0TE 112 Rea e Bin By T ??EGFHr Set Asp Tyr

Ser Lys Ty? Len Gin Gin 15101550

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser

20

Lys Asn Asn Ile Ala

<210>
<21li>
212>
<213>

<220>
<223>

<220>
221>
222>
<223>

<400>

35

50

37

PRT
Artcificial

OXM analogue

misc_ feature
{1}).. 113
Xaa is D-His

50

Xaa Ser Gln Gly Thr

1

5

Glu Leu Val Lys Tyr

20

Lys Asn Asn Ile Ala

<210
<211>
<2Le>
<213>

<220>
<223>

<220>
<221>
222>
<223>

<400>

i5

51

37

PRT
artificial

O¥XM analogue

misc_ feature

(1) .. (1)
Xaa is D-His

51

25 30

Fhe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 . 15

Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser
25 30

20
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PCT/GB 2007/004 7 79 Glu lle Val Lys Tyr Phe Leu Gin Trp Leu Lys

Asn Ala Gly Pro Ser 202530 Lys Asn Asn lle Ala 35 <210> 1P8'RZIH >7817 I0047748
<212> PRT <213> Atrtificial <220> <223> OXM analogue <220> <221>

misc_feauure <222>(1)..(l) <223> Xaa is 0-His <400> 113 Xaa Ala Gin

Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr keu Glu G1u 151015 Glu lle Val

Lys Tyr Phe Leu Gin Trp Leu Lys Asn Gly Gly Pro Ser 202530 Lys Asn

Asa lle Ala 35 <210> 114 <211> 31 <212> PRT <213> Artificia <220>

xaa s&223% Q@XMranalegre <220zs5221>smisq, feature.£222>(1)..(1) <223>

i

Xaa is 0-Hi§ <400> 114 Xaa AlalGin Gly Thr Phe ThtSer Asp Tyr Ser Lys
Tyr Leu Glu Glu 151015 51 SUBSTITUTE SHEET (RULE 26)

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Met Asn Thr Lys Arg Asn

20

Lys Asn Asn Tle Ala

<210>
<211>
212>
<213>»

<226
<223>

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

<400>

35

52

37

PRT
Ertificial

O¥XM analogue

misc feature
(Ly.. {1
Xaa is D-His

52

Xaa Ser Gin Gly Thr

1

5

Glu Leu Val Lys Tyr

20

Lys Asn Asn Ile Ala

<210>
<Z1ll>
<Z212>
<213>

<220
<223»

220>
<221>
222>
<223>

<400>

15

53

37

PRT
Argificial

OXM analogue

misc_feature
{1y .. (1)
¥aa 1is D-His

53

25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Leu Gln Typ Leu 4ys Asn Ala Gly Pro Ser
25 30

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

21
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PCT/GB 2007 /n04 779 Glulle Val Lys Tyr She Leu Gin Trp Leu Met

Ann Thr Lys Arg Aso 202530 Lys Ann Ann fie Ala 35 <2103 CTEHRIBAIBI 00 47 7 &
<212> PRT <213> Atrtificial <220> <223> OXM analogue <220> <221>

misc_featere <222>(1)..(1) <223> Xaa is 0-His <400> 115 Xaa Ala Gin

Gly Thr She Thr Set Asp Tyr Set Lys Tyr Leo Glu Glu 151015 Glu lle Val

1

Lys Tyr She lle Glu Trp Leo Lys Ann Ala Gly Pro Set 202530 Lys Ann Ann
lle Ala 35 <210> 116 <211> 37 <212> PRT <213> Artificial <220> <223>
"OXM analogue <220> <221> misg_feature <222>(1).,(l) <223> Xaa is

O-llls <400> 116 Xaa Ala Gin Gly Thr She Thr Set Asp Tyr Set Lys Tyr
Glu LESWQHL%M,%ISJPQ%%?@ Gin Trp Leu Lys Asn Gly Gly Pro Ser
20

Lys &sn Asn Ile Ala

<210>
<211
<212>
<213>

<220>
<223>

<220>
<221>
222>
<223>

<400>

35

54

37

PRT
Artificial

OXM analogue

misc feature
(1)..(1)
Xaa is D-His

54

Xaa Ser Gln Gly Thr

1

3

Glu Leu Val Lys Tyr

20

Lys Asn Asn lle Ala

<210>

. €211>

<212>
<213>

<220>
<223>

<220>
<z221>
<222>
<223>

<400>

35

5%

37

PRT
Artificial

O¥M analogue

misc feature
(1. {1
Xaa is D-His

55

25

30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

10 15

Phe Leu Gln Trp Leu Met Asn Thr Lys Arg Asn

25

30

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

1

5

10 15

22
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SUBSTITUTE SHEET (RULE 26) PCT/GB2G0/0047 79‘|ﬂG|Ul|Q
ValLys Tyr Phelle Glu Trp Leu Lys Asn Gly Sly Pro Set 20 B&1/88Lyd7 / 00477 8
Asn Ass lle Ala 35 <210>117

Glu Leu Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Tle Ala

35
<210> 56
211> 37
<212>» PRT

<213> Artificial

220>
<223> OXM analogue

<220>
<221> misc_feature
<222>  {1)..(1)

<223> Xaa is D-His
<400> 56

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

Glu Leu Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala

35
<210> 57
<211> 37
<212> PRT

<213> BArtificial
<220>
<223> OXM analogue

<220>

<221> misc_feature
<222>  (1y..(1)
<223> Xaa is D-His
<400> 57

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

23

SUBSTITUTE SHEET (RULE 28)



<211>37  <212>PRT  <213>Attificial ~ <220>  <223>0XM
analogue : Tl 207 700 4

Glu Leu Val Lys Tyr Phe Ile Glu Trp Leu Met Asn Thr Lys Arg Asn
- 20 25 30

Lys Asn Asn Ile Ala

35
<210> 58
<211> 37
<212> PRT

<213» Artificial
<220>
<223> O0XM analogue

<220>

<221> misc feature
<222>  {(1).. (1)
<223> Xaa is D-His

<400> 58
Xaa Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu

1 5 10 15

Giu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 20 30

Lys Asn Asn Ile Ala

35
<210> 535
<21i1> 37
<212> PRYT

<213> Artificial
<Z20>
<223> OXM analogue

<Z220>

<221> misc_feature
<222>» (LY. . {L)
<z23> Xaa is D~His
<400> 5%

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

24
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<220> <221>misc_feature = <222>(1)..(1) <223>Xaa is 0-His
<400>117 PCT/GB 2007/ 0Q 4778

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn lle Ala

35
<210> €0
<211> 37
<Z212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>
<221» misc feature
<222>  {1).. {1}

<223> ¥aa is D-His
<400> 60
Xaa Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 . 10 i5

Glu Leu Val Lys Tyr Phe Ile GIn Trp TLeu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Tle Ala

35
<210> 81
<2rLl> 37
<212> PRT

<213> Artificial
<220>
<223> OXM analogue

<220
<221> misc_feature

<222> {1)..(1)"

<223> Xaa is D-His

<400> 61

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

Glu Ile Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser

25
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Xaa Ala Gin Gly Thr Phe Thr Ser Asp Tyr Set Lys Tyr Leu Glu Glu 151015

Glu lle Val Lys Tyr Phe lle Glu Trp Leu Met Ass Thr Lys Arg Re$/BB5807 / 60477 9
Lys Ass Ass lle Ala 35 <210> 118 <211> 37 S.212> PRT <213> Atrtificial

<220> <223> OXM analogue <220> <221> misc_feature <222>(1).11)

<223> Xaa is 0-His <400> 118 Xaa Ala GIn Sly Thr Phe Thr Set Asp Tyr

Ser Lys Tyr Leu Glu Glu 151015 Glu lle Val Lys Tyr Phe lle Gin Trp Leu

Lys Ass Ala Sly Pro Set 53 POT/GB 2007 /0 07 9 202530

20

Lys Asn Asn Ile Ala

<210>
<2i1>
<212>
<213>

<220
<223

220>
<221>

222> -

<223>

<400>

35

62

37

PRT
Artificial

OXM analogue
misc feature

(L) .. {1
Xaa is D-His

62

Xaa Ser Gln Gly Thr

1

5

Glu Ile Val Lys Tyr

20

Lys Asn Asn Ile Ala

<210>
<211l>
212>
€213>

<220>
223>

<220>
<221>
<222>
223>

<400>

35

63

37

PRT
Artificial

OXM analogue

misc feature
(1., (1}
Xaa 1s D-His

63

25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser
25 30 '

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

1

3

10 15

Glu Ile Val Lys Tyr Phe Leu Glu Trp Leu Met Asn Thr Lys Arg Asn

20

25 30

26
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Lys Aso Asn lle Ala 35 <210> 119 <211> 37 <212> PRT <213> Art cial .

<220> <223> OXM analogue <220> <221> misc_feature <22PS@\3BL)2007 7 ap 477 @
<223> Xaa is.D-His <400> 119 Xaa Ala Gin Gly Thr Phe Thr Sec Asp Tyr

Ser Lys Tyr Leu Gin Glu 151015 Glu lle val Lys Tyr Phe lle Gin Trp Leu

Lys Asn Gly Gly Pro Ser 202530 Lys Asn Asn lle Ala 35 <210> 120 <211>

37 <212> PAT <213> Art ci al <220> <223> OXM analogue <220> <221>

misc_feature <222>(1)..(1) <223> Xaa is D-His <400> 120 Xaa Ala Gin

Gly Thr

o S

<210> 64
<21i1> 37
<212> PRT

Phe Thr Sec Asp Tyr Sec Lys Tyr Len Glu Glu 151015 Glu lle Val
Ph% lle Gin Trp Leu Met Asn Thr Lys Arg Asn 202530 54 PCT/GB
2 179 Lys Asn Asn lle Ala

<213>» Artificial

<Z20>

<Z2Z3> OxM analague

<2Z20>

<221> misc_feature
222> (1)y.. (1)
<223> Xaa is D-His

<EH0>  ©4

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

1

5 10 15

Glu 1le Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 - 25 30

Lys Asn Asn Ile Ala

35

<210> 65
<21i> 37
<212> PRT

<213> Artificial

<Z220>

<223> O0XM analogue

<220>

<221> misc_feature

«222>  {iy..

{1)

<Z223> Xaa is D-His

<400> 65

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

1

5 10 15

Glu Ile Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser

20 25 30

217
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35<210> 121 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM

analogue <220> <221> misc_feature <222>(1)..(1) <223> Xag iy BeHig;g7 [ap477 @
<400> 121 Xaa Ala fin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu

Gin 15 Glu Leu Val Lys Tyr Phe 20 Lys Asn Asn lle Ala 1015 Leu Glu Trp

Leu Lys Asn Ala Gly Pro Ser 2530 35 <210>122 <211>

Lys Asn Asn Ile Ala

35
<210> 66
<211> 37
<212> PRT

<213> Artificial
220>

<223> O¥M analogue

<220>

<221> misc_feature
<222>  {1)..{1}
<223> Xaa 1ls D-His

<400> 66
Kaa Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
i 5 10 15

Glu Tle Val Lys Tyr Phe Leu Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala

35
<210> &7
<211i> 37
<212> PRT

<213» Artificial
£220>
<223> O¥M analogue

<220>

<221> misc_feature

<222>  {1)..{1)

<223> ¥aa 1is D-His

<400> &7

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

Glu Ile Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser
20 25 3¢

28
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37 <212>PRT (213> Artificial <220> <223> OXM a_nalogue
o 077004778

Lys Asn Asn Ile Ala

35
<210> 6B
<211> 37
<212> PRT

<213> Artificial
<2205

<223> 0OXM analogue

220>

<221> misc feature
<222> {1y..10)
<223> ¥aa is D-His

<400> &8
XKaa Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 10 15

Glu Tle Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Giy Gly Pro Ser
20 25 30

Lys Asn Asn JTle Ala

35
<2L0> 69
<211> 37
<212> PRT

<213> Artificial
<220>
<223> (XM anzlogue

<220>

<Z221> misc_feature

€222>  (Ly.. {1y

<223> Xaa is D-His

<400> 69

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

Glu Ile Val Lys Tyr Phe Ile Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala

29
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<220> <221> misc_feature = <222>(1)..(I)  <223> Xaais 0-His

<400> 122 PCT/GB 2007 /00477 9
a5
<23i0> 106
<211> 37
<212> PRT

<213> Artificial

220>
<223> OXM analogue

<220>

<22i> misc_feature
222> (LYy.. (LY
223> ¥aa 1is D-His

<4006> 70

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

Giu Ile Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala

35
<210> 71
211> 37
<212> PRT

<213> Artificial
<220>
<223> OXM analogue

<220>

<221> misc feature

<222>  (1)..1{1}

<223> ¥aa is D-His

<400> 71

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

Glu Tle Val Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

30
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Xaa Ala Gin fly Thr Phe Thr Ser Asp Tyr Sec Lys Tyr Leu Glu Gin 151015

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly PRCSAEB 2007 f g0 477 8
202530 55 SUBSTITUTE SHEET (RULE 26) PCT/GB 7007/047 79

Lys Asn Asn lle Ala 35 <210> 123 <211> 37 <212> PRT <213> Atrtificial

<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)

<223> Xaa is D-His <400> 123 Xaa Ala Gin Gly Thr Phe Thr Ser Asp Tyr

Ser Lys Tyr Leu Glu Gin 151015

<210> 72
<211» 37
<212> PRT

<213>» Artificial

<220>
<223> OXM analogue

<220
<221> misc_feature
<2225 {1).. L)

<223> Xaa is D-His
<4G0> 72
Xaa Ser Gin Gly Thr

1 5

Glu Ile Val Lys Tvyr
20

Lys ARsn Asn Ile Ala

35
<210> 73
<21i> 37
<212> PRT

<213> Artificiail

<220>
<223> O0XM analogue

<220>

<221> misc_feature
222> {(L)..{1)
<223> Xaa is D-His

<400> U3
Xaa 8er Gln Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asn Asn Ile Ala
35

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser
25 30

31
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Glu Len Val Lys Tyr Phe Len Glu Trp Leu Met Asn Thr Lys Arg Asn

202530 Lys Asn Asn lle Ala 35 <210> 124 <211> 37 <212>PRRIRY88T / 477 &

Artificia <220> <223> OXM analogue <220> <221> misc_feature

<222>(1)..(1) <223> Xaa is D-His <400> 124 Xaa Ala GIn sly Thr Phe Thr

Ser Asp Tyr Ser Lys Tyr Leu Glu Gin 151015 Glu Len Val Lys Tyr Phe

Len Gin Trp Leu Lys Asn Ala Gly Pro See 202530 56 PCT/GB 2007/00

4779 Lys Asn Asn lle Ala 35 <210> 125 <211> 37 <212> PRT <213>

Artificial <220> <223> OXM analogue <220> t <221> misc_feature
<210><222>(1)..(1) <223> Xaa is 0-His <400> 125 Xaa Ala Gin Gly Thr Phe Thr
$21.7Sef Asp Tyr Set Lys Tyr Leu Glu Gin 151015

<212> )
<213> Artificial

<220>
<223> OXM analogue

<220>
<221> misc feature
<222> {(1y.. (1)

<223> Xaa is D-His
<4430> 74
Xaa Ser Glmn Gly Thr Phe Thr Ser Asp Tyy Ser Lys Tyr Leu Glu Gln

1 5 10 i5

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 3G

Lys Asn Asn Ile Ala
35

<210> 75

<211> 37

<212> PRT

<213>» Artificial

<220>
<223> OXM analogus

<220>

<221> misc feature

<222> (LY., (L)

<223> ¥aa is D-His

<4030> 75

Xaa Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin
1 5 i0 15

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala
35

32
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Glu Leu Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Gly Gly Pro Set
202530 Lys Asn Asn lle Ala 35 <210> 126 <211> 37 <212>BRICR 1S / g0 <
Artificial <220> <223> OXM analogue <220> <221> misc_feature
<222>(1)..(1) <223> Xaa is 0--His <400> 126 Xaa Ala Gin Gly Thr Phe
Thr Set Asp Tyr Ser Lys Tyr Leu Glu GIn 151015 Glu Leu Val Lys Tyr Phe
Leu GIn Trp Leu Met Asn Thr Lys Arg Asn 202530 Lys Mn Asn lle Ala 57
PCT/GB 2007/004 7 79 35 <210> 127 <211> 37 <212> PRT <213> Art

<210> Cigg<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)

<211» <228> Xaa is 0-His <400> 127 Xaa Ala Gin Gly Thr Phe Thr Set Asp Tyr

zgﬁz SE??MSJ%E Leu Glu Gin 151015 Glu Leu Val Lys Tyr Phe lle Glu Trp Leu
Lys Asn Ala Gly Pro Set

<220>
<223> O0OXM analogue

<220>

<221> misc_feature
222> I1Yy.. (1}
<223> Haa is bD-His

<400> 7¢
¥aa Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 16 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys BAsn Asn Ile Ala
35

<210> 17

<21i> 37

<212> PRT

<213> Artificial

<220>
<223> O¥XM analogue

<220>

<221> misc_feature

<222>  {1})..1{1})

<223> Xaa is D~His

<4Q0> 77

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

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro 3Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 78

33
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202530 Lys Asn Asn lle Ala 35 <210> 128 <211> 37 <212> PRT <213>
Artificial <220> <223> OXM analogue <220> <221> misc_fe _
<222>(1)..(1) <223> Xaa is 0-His <400> 1213 Xaa Ala GIn Gly !;Gghémm /604778
Thr Ser Asp Tyr Set Lys Tyr Leu Glu Gin 51015 Glu Leu Val Lys Tyr Phe
lle Glu Trp Leu Lys Asn Gly Gly Pro Set 202530 Lys Asn Asn lle Ala 35 58
PCT/GB 2007/004 7 7 9 <210> 129 <211> 37 <212> PRT <213>
Artificial <220> <223> OXM analogue <220> <221> misc_feature :
-<211><222>(1)..(1) <223> Xaa is 0-His <400> 129 Xaa Ala Gin Gly Thr Phe Thr
<212>Sd@Msp Tyr Sec Lys Tyr Leu Glu Gin

<213> Artifici

<220>
<Z223> OKM analogue

<220>

<221> misc feature
<222> (L}, (L)
<2Z3>» ¥aa is D-His

<400> 78

Xaa Ser Gln Gly Thr
1 5

Glu Leu Val Lys Tvr
20

Lys Asn Asn Ile Ala
35

<210> 7%

<211l> 37

<212> PRT

<213> Artificial

<220>
€223> Q¥M analogue

<220>

<22i> misc_feature
€222>  {l}..{L}
<223> Xaa is D-His

<400> 7%
Xaa Ser Gln Gly Thr
1 5

Glu Leu Val Lys Tyr
- 20

Lys Asn Asn Tle Ala
35

<210> B0
<2ll> 37

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

10 15

Phe Leu Gln Trp Leu Met Asn Thr Lys Arg Asn

25

30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin

10 : 15

Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser

25

30

34
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51015 Glu Leu Val Lys Tyr Phe lle Glu Trp Let Met Asn Thr Lys Arg Asn

202530 Lys Asn Asn lle Ala 35 <210> 130 <211> 37 <212>HeAG 2887 / 00477 9
Artificial <220> <223> OXM analogue <220> <221> misc_feature

<222>(1)..(1) <223> Xaa is 0-His <400> 130 Xaa Ala GIn Gly Thr Phe Thr

Set Asp Tyr Set Lys Tyr Let Glu Gin 151015 Glu Let Val Lys Tyr Phe lle -

Gin Trp Let Lys Asn Ala Gly Pro Sec 202530 Lys Asn Asn lle Ala 35 59

PCT/GB 2007 /07 7 9 <210> 131 <211> 37 <212> PRT <213> Artificial

 <219><230> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)

<213><228nf Xdals D-His <400> 131 Xaa Ala Gin Gly Thr Phe Thr Ser Asp Tyr

<220>
223> OXM analogue

<220>

<221> misc feature
<2Z2> {1l).. {1}
<223> Xaa is D-His

<400> BO

Xaa Ser Gln Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asn Asn Ile Ala
35

<210> 81

<211> 37

<212> PRT

<213> Artificial

<2205
<223> (O¥M analogque

<220>

<221> misc_feature
<22Z> (1) .. {1}
<223> Xaa is D-His

<40G> 81
Xaa Ber Gln Gly Thr

1 5

Glu Leu Val Lys Tyr
20

Lys Asn Asn [le Ala
35 ‘

<210> 82
<211>» 37
<212> PRT

Ser Lys Tyr Leu Glu Gin 151015

Phe Thr Ser Asp Tvyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Tle Glu Trp Leu Lys Asn Gly Gly Pro Ser
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Ile Glu Trp Leu Metf Asn Thr Lys Arg Asn
Z5 30

35
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Glu Leu Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly @S%%ﬁ

Lys Asn Asn lle Ala 35 <210> 132 <211> 37 <212> PRT <E’ Lobirer / 00477 9

<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)

<223> Xaa is D-His <400> 132 Xaa Ala Gin Gly Thr Phe Thr Ser Asp Tyr

Sec Lys Tyr Leu Glu Gin 151015 Glu Leu Val Lys Tyr Phe lle Gin Trp Leu

Met Asn Thr Lys Arg Asn 202530 Lys Ann Asn lle Ala 35 60 POT/GB

2007 /07 79 <210> 133 <211> 37 <212> PRT <213> Artificial <220>
<213><2237:QXM analogue <220> <221> misc_feature <222>(1)..(1) <223>

Xaa is 0-His <400> 133 Xaa Ala Gin Gly Thr Phe Thr Ser Asp Tyr Set Lys
“220>Tyr | eu Glu Gin 151015 Glu lle Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn

23 AR GR P Ser

<220>

<2231> misc_feature
L222> (1y..(1}
<223> Haa is D-His

<400> B2

Xaa Ser Glp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tvr Leu Glu Gln
H 5 10 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 36

Lys Asn Asn Ile Ala
35

<21i0> 83

<211> 3%

<212> PRY?

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> misc feature
<22Z>  (1}.. (1}
<223> HXaa is D-His

<400> 83
Xaa Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

ia 5 10 15

Glu Leu Val Lys Tyr Phe Tle Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 84

<211> 37

<212> PRT

<213> BArtificial

36
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<z220>
<223>

<220>
<221>
222>
<223>

<400>

202530 Lys Asn Asn lle Ala 35 <210> 134 <211> 37 <212> PRT <213>

Artificial <220> <223> OXM analogue <220> <221> misc_f&FE/&E 2007 / p 4 778
<222>(1)..(1) <223> Xaa is D-His <400> 134 Xaa Ala Gin Gly Thr Phe Thr

Ser Asp Tyr Ser Lys Tyr Leu Glu Gin 151015 G1u lle Val Lys Tyr Phe Leu

G1u Trp Leu Lys Asn Gly Gly Pro Ser 202530 Lys Asn Asn lle Ala 35

<210> 13561 2307/004 7 79 <211> 37 <212> PRT <213> Artificial

<220> <223> OXM analogue <220> <221> misc_feature <222>(1) ()

<223> Xaa is D-His <400> 135

OxXM analogue

misc_feature
(Iy.. ()
Xaa is D-His

84

Kaa 3er Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1

5 1.0 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn

20 25 30

Lys Asn Asn Ile Ala

<21i0>
<211>
<Z212>
<213>

<220>
<223>

<220>
<221>
<222>
<Z223>

<400>

35

B85

37

PRT
Artificial

CXM analogue

misc_feature
(1i..101}
Xaa is D-His

85

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

1

5 15 i5

Glu Ile Val Lys Tyr Phe Leu Glu Trp leu Lys Asn Ala Gly Pro Ser

20 25 30

Lys Asn Asn Ile Ala

<218>
<21i>
<212>
<Z213>

35

86

37

PRT
Artificial

37
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<220>
<223>

220>
<221>
222>
<223>

<400>

Xaa 8
1

Glu I

Xaa Ala GIn Gly Thr ['he Thr Set Asp Tyr Ser Lys Tyr Leu Glu Gin 151015

Glu lle Val Lys Tyr ['he Leu Glu Trp Leu Met Asn Thr Lys ArB{ASGRO28HOf 5 47 7 g
Lys Asn Asn lle Ala 35 <210> 136 <211> 37 <212> PRT <213> Artificial

<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)

<223> Xaa is 0-His <400> 136 Xaa Ala Gin Gly Thr ['he Thr Set Asp Tyr

Set Lys Tyr Len Glu Gin 151015 Gin lle Val Lys Tyr ['he Leu Gin Trp Len

Lys Asn Ala Gly Pro Ser 202530 Lys Asn Asn lle Ala 35 <210> 137 <211>

37 62 /004 <212> PRT <213> Atrtificial <220> <223> OXM analogue
<ZZo>=a@tsemisc_feature <222>(1)..(1)

misc feature
(1}..{1)

Xaa is D-His
86
er Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

5 10 15

le Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala

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

<220>
<223>

<220>
<221>
222>
<223>

<400>
Xaa 8§

1

Glu I

Lys A

<210>
<211>
<Z12>
<213>

<220>

35

87

37

PRT
Artificial

OxXM analogue

misc feature
(1y..(1}
Xaa is D-His

87
er Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
5 10 15

le Val Lys Tyr Phe Leu Giu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

sn Asn Ile Ala
35

88

37

PRT
Artificial

38
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<223> Xaa is 0-His <400> 137 Xaa Ala Gin Gly Tin Phe Thr Ser As TyF
Ser. Lys Tyr Leu Glu Gin5 10 15 Glu lle Val Lys Tyr Phe LE& EBrgid? /1 ng 477 @
Leu Lys Asn Gly Gly Pro Sec 20 25 30 Lys Asn Asn lle Ala 35

<223> OXM analogue

220>

<221> misc_feature
<222>  {1}..(1)
<223> ¥aa is D-His

<400> 88
Xaa Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
1 5 10 15

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

Lys Asn Asn Ile Ala

35
<210> BO9
<2il> 37
<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220
<221> misc feature
<222>  {1)..11)

<223> ¥Xaa is D-His
<400> 89
Xaa Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 10 15

Glu Ile Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser
29 25 30

Lys Asn Asn Ile Ala

35
<210> S0
<211> 37
<212> PRT

<213> Artificial

226>
<223> OXM analogue

39
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<2202
221>
222>
<223

<400>
Xaa 8

I

Glu I

Lys A

<210>
<2il>
<212>
<Z213>

<220>
<223>

<220>
221>
<222>
<223>

<400>
Xaa §

1

Glu T

Lys A

<Z10>
<211>
€212>
<213>

<220
<223>

<210>138  <211>37  (212>PRT  <213>Artificial ~ <220>
PCT/GE 2007 /0o 477 @

misc_feature
{(1)..{1)
Xaa is D-His

90

er Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
3 : io0 15

|

le Val Lys Tyr Phe Leu Gln Trp Leu Met RAsn Thr Lys Arg Asn
20 25 30

sn Asn Ile Ala
35

81

37

PRT
Artificial

OXM analogus

misc feature
{1y.. (1}

Xaa is D-His
91

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

le Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser

20 25 30
sn Asn Ile Ala
35
82z
37
PRT
Artificial

OXM analogue

40
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220>
221>
222>
223>

<EQ0>

<223>0XM analogue <220> <221>misc_feature <222>(1)..(1)
PCT/GB 2007/ 004779

misc_ feature
(Ly.. (Y
¥aa is D-His

52

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

1

5 10 15

Glu Ile Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser

20 25 30

Lys Asn Asn Ile Ala

<219>
<211>
<212>
<213>»

220>
<223>

<220>
<221>
222>
<223>

<400>

35

93

37

PRT
Artificial

OXM analogue

misc feature
(Ly.. (1}
Xaa is D-His

Q3

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

i3

5 10 15

Glu Ile Val Lys Tyr Phe Ile Giu Trp Leu Met Asn Thr Lys Arg Asn

20 25 - 30

Lys Asn Asn Ile Ala

<210>
<211>
<212>
<2L3>

<220>
<223>

35

94

37

PRT
Artificial

OXM analogue

41
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<223>Xaais O-His ~ <400>138  Xaa Ala Gin Gly Tin Ph r@h %%et _ .

Asp Tyr Set Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr I§ { W /004778
Trp Leu Met Asn Thr Lys Arg Asn 202530 Lys Asn Asn lle Ala 35 <210>

139 <211> 37 <212> PRT 63 SUBSTITUTE SHEET (RULE 26)

220>

<221» misc_feature
<222>  {1ly..{1)
<223> Xaa is D-His

<400> 94
Xaa Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 . 10 15

Glu Ile Valeys Tyr Phe Ile Gin Trp Leu Lys Asn Ala Gly Pro Ser
20 25 3G

Lys Asn Asn Ile Ala

35
<210> 9%
<211> 37
€212> PRT

<€213> Arrificial
<220>
<223> OXM analogue

<220>

<221> misc feature
222> (1y.. (1L
<223> ¥aa is D-His

<400> 85
Xaa Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
1 5 10 15

Glu Ile Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ber
20 25 30

Lys Asn Asn Ile Ala

35
210> 8%
<211> 37
<212> PRT

<213» Artificial
<220>

<Z223> OXM analogue

220>

42
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PCT/GB 2007 00 4 7 7 9 <213> Artificial <220> <223> OX gue ,
<220> <221> misc_feature <222>(1)..(1) <223> Xaa is 5-Hlié®2g§> li@@( /004778
Xaa Ala Gin Gly Thr Phe Tin Ser Asp Tyr Sec Lys Tyr Lou Glu Gin 15 10

15 Glu lle Val Lys Tyr Phe lle Glu Trp Lou Lys Asn Ala Sly Pro Ser 20 25

30 Lys Asn Asn lle Ala 35 <210>140

221> misc_feature

<222>  (1y.. (L)

<223> Xaa is D-His

<406> 96

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

Giu Ile Val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala

35
<210> 97
211> 37

. <212> PRT

<213>» Artificial

<220
<223> QXM analogue

<220>
<221> misc_feature
<222> (1)..{1

<223> Xaa 1is D-His

<400> 97

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

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser
- 20 25 30

Lys Asn Asn Ile Ala

35
<210> 98
<211> 37
<212> PRT

<213> Artificial
<220>
<223> OXM analogue

<220>
<221> misc_feature
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<211>37 <212>PRT <213>Artificial <220> <223>0XM analogue ‘
<220> <221>misc_feature <222>(1)..(1) PCT/GB 2007 /004778

<222>  (1).. (1)
<223> ¥aa is D-His

<400> 98
Xaa Ala Gin Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asn Asn Ile Ala

35
<214> 99
<211> 37
<212> PRT

<213> Artificial
<220>
<223> OXM analogue

<220>
<221> -, misc feature
<222>  ({1y..(1)
<223> Xaa is D-His

<400> 98
Xaa Ala Gln Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asn Asn Ile Ala

35
<Z210>» 100
<211> 37
<212» PRT

<213> Artificial

<220>
<223> (XM analogue

220>
<221> misc_feature
<222> {1).. (1}

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Leu Glu Trp Leu Lys Asn Gly Gily Pro Ser
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Leu Glu Trp Leu Met Asn Thr Lys Arg Asn
25 30
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223>

<400>

<223>Xaais 5-His <400>140 Xaa Ala Gin Gly Thr Phe Thr Ser Asp :
Tyr Ser Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr Phe ReI&HBTAI7 7 00477 §
Leu Lys Asn Gly Sly Pro Ser 20.2530 Lys Asn Asn lle Ala 35 <210> 141

<211> 37 <212> PRT <213> Artificial 64 PCT/GB 2007/0047 79

<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)

<223> Xaa is D-His <400>141' Xaa Ala Gin Gly Thr Phe Thr Ser Asp Tyr

Sec Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr The lle Glu Trp Leu

Met:Ash THr:kys Arg Asn

106

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

o1

5 10 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser

20 25 30

Lys Asn Asn Ile Ala

210>
211>
212>
<213>

<220>
<223>

<220>
221>
L2E2>
<223>

<400>

35

101

37

PRT
Artificial

OXM analogue

misc feature
(1) ..{1)
Xaa is D-His

101

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

1

5 10 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser

20 25 30

Lys Asn Asn lle Ala

<21G>
<211>
<21l2>
<2i3>

<220>
<223>

220>
221>
222>
<223>

35

102

37

PRT
Artificial

OXM analogue

misc feature
{1)..(1}
Xaa is D-His
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202530 Lys Asn Asn lle Ala 35 <210> 142 <211> 37 <212> PRT <213>
Artificial <220> <223> OXM analogue <220> <221> misc_fefdvé&l 2G07 1 g 477 8
<222>(1)..(1) <223> Xaa is 0-His <400> 142 Xaa Ala Gin Gly Thr The Thr
Ser Asp Tyr Sec Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr The lle
Gin Trp Leu Lys Asn Ala Gly Pro Sec 202530 Lys Asn Asn lle Ala 35
<210> 143 <211> 37 <212> PRT <213> Artificial 65 PCT/GB 2007/00 4
779 <220> <223> OXM analogue <220> <221> misc_feature
<222>(1)..(1) <223> Xaa is 0-His <400> 143 Xaa Ala Gin Gly Thr Phe Thr

<400> S@fAsp Tyr Set Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr Phe lie

Zaa Al%lggxr%heublfyghés&glgerGIXsEr9y§ege%OLZy5339yr Leu Glu Glu

1 5 10 15

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

Lys Asn Asn lle Ala
35

<210G> 103

<211> 37

<212> PRT

<213> Artificial

<220>
<223> (OXM analogue

<220

<221> misc feature
€222>  (1).0 (13
<223> Xaa is D-His

<400> 103

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

Glu Leu Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 104

<211l> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<2Z1l> misc_ feature
<222> {l)y..(L)
<223> Xaa is D-His
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Lys Asn Asn lle Ala 35 <210> 144 <211> 37 <212> PRT <§3§Q fifi g,} .
<220> <223> OXM analogue <220> <221> misc_feature < 1 éj /0047789

<223> Xaa is 0-His <400> 144 Xaa Ala Gin Gly Thr Phe Thr Set Asp Tyr

Set Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr Phe lle Gin Trp Leu

Met Asn Thr Lys Arg Asn 202530 Lys Asn Asn lle Ala 35 <210> 145

<211> 37 <212> PRT <213> Artificial <220> 66 ri,'17/0:3- 2 <223> OXM

analogue <220> <221> misc feature <222>(1)..(1) <223> Xaa is 0-His
<400><400> 145 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Lou Glu

Glu 151015 Glu Leu Val Lys Tyr Phe Lou Glu Trp Leu Lys Asn Ala Gly
§l(aa p‘fﬁroGg‘eEJio?ﬁsﬁieyghﬁsﬁeﬁfﬁﬁlé{?ilge’: Lys Tyr Leu Glu Glu

15

Glu Zeu Val Lys Tyr Phe Tle Giu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<Z10> 1038

<211> 37

<212> PRT

<213> Artificial

<220>
<223> O0OXKM analogue

<220

<221> misc_feature
<222>  {1)..(1)
<223> Xaa is D~His

<400> 105
Xaa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 i0 15

Glu Leu Val Lys Tyr Phe Ile Glu Trp Leu Met Asn Thr Lys Arg Asn
26 : 25 30

Lys Asn Rsn Ile Ala
35

210> 106

<211>» 37

<212> PRP

<213> Artificial

220>
<2Z23> O0OXM analogue

220>

<221> misc feature
222> (LY. (1)
<Z223> Xaa is D-His

<400> 106
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35 <210> 146 <211> 37 <212> PRT <213> Artificial <220> ﬁ%ﬁﬁﬂﬂ"

analogue <220> <221> misc_feature <222>(1)..(1) <223> Xad'is D- /004778
<400> 146 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Lou Glu

Glu 151015 Glu Lou Val Lys Tyr Phe Lou Glu Trp Leu Lys Asn Gly Gly

Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 147 <211> 37 <212> PRT

<213> Artificial <220> <223> OXM analogue 67 20070047 79 <220>

<221> misc_feature <222>(1)..(1) <223> Xaa is D-His <400> 147 Xaa Ala

Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu 151015

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

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Fro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<Z1Q> 107

<211i> 37

<212> PRT

<213> Artificial

<220>
<Z23> OXM analogue

<220> :
<221> misc_feature
€222 (1).. (1}
<223> Xaa is D-His

<408> 107
Xaa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 15

Glu Leu vVal Lys Tyr Phe Tle Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn lle Ala
35

<210>» 108

<211> 37

<212> PRT

<213> Artificial

<220>
<223> O¥M analogus

<220>

<221> misc_feature
<2225  {l}..(1)
<223> Xaa is D-His

<400> 108
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Glu Leo Val Lys Tyr Phe Leo Glu Trp Leo Met Asn Thr Lys Wﬁﬁ
202530 Lys'Asn Asn lle Ala 35 <210> 148 <211> 37 <212> /004778

Artificial <220> <223> CAM analogue <220> <221> m sc_feature
<222>(1)..(1) <223> Xaa is 0-His <400> 148 Xaa Ala Asp Sly Thr Phe Thr
Ser Asp Tyr Ser Lys Tyr Leu Glu Glu 151015 Glu Leo Val Lys Tyr Phe
Leo GIn Trp Leo Lys Asn Ala Sly Pro Sec 202530 Lys Asn Asn lle Ala 35
<210>149 <211> 37 <212> PRT <213> Attificial <220> <223% OXM
Xaz rAnalogue 58P CH{GBr208a7 45 4?‘37r759r @Z%Sﬁi%ml%feature
bo<222>(1).(

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 3¢

Lys Asn Asn Ile Ala

35
<2i0> 1098
<Z2il> 37
<Z12> PRT

€213> Artificial
220>
<223> OXM analoque

<220>

<221> misc feature
<222> (1) ..{1)
<223> Xaa is D-His

<400> 109
Xaa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 10 15

Glu Ile Val Lys Tyr Phe Leu Giu Trp Leu Lys Asn Ala Gly Pro Ser
20 25 3G

Lys Asn Asn Ile Ala

35
<210> 110
<211> 37
212> BRT

<213> Artificial
<220>
<223> OXM analogue

220>

<2Z1> misc_feature
222> (1)y..{(L)
<223> Xaa is D-His
<4G0> 110

Xza Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
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<223> Xaa is 0-His <400> 149 Xaa Ala Asp Giy Thr The Thr Sec Asp Tyr
Bar Lys Tyr Leu Glu Glu 151015 Glu Leu Val Lys Tyr The Laﬁ@fﬁﬁplﬂ@& 004779
Lys Asn my Gly Pro Sec 202530 Lys Asn Asn lle Ala 35 <210> 150 <211>
37 <212> PRT <213> Artificial <220> <223> OXM analogue <220> <221>
misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 150 Xaa Ala Asp
Gly Thr The Thr Set Asp Tyr Bar Lys Tyr Leu Glu Glu 151015 Glu Lay Val
Lys Tyr Phe Leu Gin Trp Leu Met Asn Thr Lys Arg Asn 202530 Lys Asn
1 Asn lle Ala 85 <210> 151 <211>37 <212> PRT <213> Artificial <220>
<223> OXM analogue 69

Glu I'le Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn fle Ala
35

<210> 111

<211> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> misc feature
222> (L1y. . (1}
<223> ¥Xaa 1s D-His

<400> 111

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

Giu Ile Val Lys Tyr Phe Leu Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 36

Lys Asn Asn Ile Ala
35

<z210> 112

211> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>
<221> misc_feature
<222>  (1}.. (1)

<223> Xaa is D-His
<4090> 112

Xaa Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 . 5 10 15
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PCT/GB 2007 /004 7 7 9 <220> <221> misc_feature <222>(1)..(1)
<223> Xaa is ft-His <400> 151 Xaa Ala Asp Gly Thr PhePWégt Sl Ty -
Ser Lys Tyr Leu Gin Gin 151015 Gin Len Val Lys Tyr Phe™l ngigl_’(efg7 647783 :
Lys Asn Ala Gly Pro Set 202530 Lys Asn Aso lle Ala 35 <210> 152 <211>
37 <212> PRT <213> Artificial <220> <223> OXM analogue <220> <221>
misc_feature <222>(1)..(1) <223> Xaa is D-His <400> 152 Xaa Ala Asp
Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Len Gin Glu 15.1015 Gin Len
Val Lys Tyr Phe lle Gin Trp Len Lys Mn Gly Gly Pro Set 202530 Lys Asn
Mn lle Ala 35 <210> 153 <211> 37 <212> PRT <213> Artificia <220>

Glu I@zﬁ%& gxmyén%gw&zoqueu Lys Asn Ala Gly Pro Ser

30

Lys Asn Asn Ile Ala
35

<210> 113

<211> 37

<212> PRT
<Z13> Artificial

<220>
<223> OXM analogue

<220>
<221> misc feature
<222>  (1)..({L1}

<223> ¥Xaa is D-His

<400> 113

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

Glu Ile Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lwys A=n Asn Ile Ala
35

<Z10> 114

<Z11> 37

<212> PRT

<213> Artificial

<220>
<223> O¥M analogue

<220

<e2l> misc_feature
<222> (1}, .{1)
<223> Xaa is D-His
<400> 114

Xaa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 15
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PCT/GB 2507 /004 7 7 9 <221> misc_feature <222>(1)..(1) <223> Xaa
is D-His <400> 153 Xaa Ala Asp Sly Thr Phe Tin Ser Asp Tyr Set Lys Tyr

Leo Glu G1u 151015 Glu Leu Val Lys Tyr Phe lle Glu Trp LePuGWe@%s?ﬁg? (004778
Thr Lys Arg Asn 202530 Lys Asn Ass lle Ala 35 <210> 154 <211> 37

<212> PRT <213> Artificial <220> <223> OXM analogue <220> <221>

misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 154 Xaa Ala Asp

Gly Tin Phe Thr Sec Asp Tyr Sec Lys Tyr Leo Glu Glu 151015 Glu Leu

Val Lys Tyr Phe lle Gin Trp Leo Lys Ass Ala Gly Pro Set 202530 Lys Asn

Glu IjsHelelAlaBh 3200135 <281>.37 w212 PRI =21 3x Avdificial . <220>

<223> XM analogue 25 30

Lys Asn Rsn Ile Ala

<210>
<21i>
<212>
<213>

<220>
<223>

<220
<221>
<222>
<223>

<400>

35

115

37

PRT
Artificial

OXM analogue

misc_feature

(1y.. (1)
Xaa is D-His

115

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

1

5 1G 15

Glu ITle Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser

20 25 30

Lys Asn Asn Ile Ala

<210>
211>
<212>
<213>

220>
<223>

220>
221>
<222>
<223

<400>-

Xaa A
1

35

116

37

PRT
Artificial

O¥XM analogue

misc_feature

(1}.. (1)

Xaa is D-His
116
la Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
5 10 15
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<220> <221> misc_feature 71 <222>(1) .. (1) <223> Xaa is D-His <400>
155 Xaa Ala Asp Gly Thr Phe Tilt Set Asp Tyr Set Lys Tyr Lipgrts Ghag; /004778
151015 Giu Leu Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Set
202530 Lys Asn Asn lle Ala 35 <210> 156 <211> 37 <212> PRT <213>
Artificial <220> <223> OXM analogue <220> <221> misc_feature
<222>(1)..(1) <223> Xaa is 0-His <400> 156 Xaa Ala Asp Gly Tilt Pile Tilt
Ser Asp Tyr Set Lys Tyr Leu Glu Glu 151015 Glu Leu Val Lys Tyr Phe lie

Glu IGIVIyprkeoMetAsa T RLLYys-ArgeASY 202530 ¢ ys AsndAssrlle Ala 35
<210> 87 <211> 37 <212>*PRT <213> Artificiaf&220> <223> OXM
analogue <220> <221> misc_feature

Lys Asn Asn Ile Ala

35
210> 117
<211> 37
<212>  BRT

<213> Artificial
<220
<223> QXM analogue

<220>

<221> misc_feature
<222> (1}, (1}
<223> Xaa is D-His

<400> 117
Xaa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 1hH

Glu Ile Val Lys Tyr Phe Tle Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala

35
<210> 118
<211> 37
<212> PRT

<213> Artificial
<220>
<2Z3> (XM analogue

<220>

<221>» misc_feature

<222>  {1)..(1}

<223> Xaa is D-His

<400> 118

Xaa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Glu Glu
1 : 5 10 15

Glu Ile val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser
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<222>(1)..(1) 72 SUBSTITUTE SHEET (RULE 26) PCT/GB 2007/00 4

779 <223> Xaa is 0-His <400> 157 Xaa Ala Asp Sly Thr Bg Tt S@UAs 4 7 7 &
Tyr Sec Lys Tyr Leo Glu Glu 151015 Glu lle Val Lys Tyr Phe Lou Glu Trp

Leo Lys-Asn Ala Sly Pro Set 202530 Lys Asn Aso lle Ala 35 <210> 150

<211> 37 <212> PRT <213> Artificial <220> <223> OXM analogue <220>

<221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 158 Xaa Ala

Asp Sly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu 151015 Glu lle

Val Lys?Fyr Phe Leu Glu Trpieu Lys Asn Sly Sly®Pro Set 202530 Lys Asn

Asn lle Ala 35 <210> 159 <211> 37 <212> PRT <213> Atrtificial <220>

Lys Asn Asn Ile Ala
35

<210> 11%

<211> 37

<212>  PRT

<213> Artificial

220>
<223> Q¥M analogue

<220>

<221> misc feature
<222>  (1y.. (1)
<Z223> Xaa is. D-His

<400> 119
Xaa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 : 5 10 15

Glu Ile Val Lys Tyr Phe Ile Gln Trp Leu Lys &sn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 120

<211>» 37

<212> PRT

<213>» Artificial

<220>
<Z223> OXM analogue

<220>

<221> nisc feature

<€222>  (1)..{1}

<223> ¥aa is D-His

<400> 120

¥aa Ala Sln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 15

Glu Ile val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 30
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Lys A

<210
<21il>
212>
<213>

<220
<223>

<220
221>
<222>
<223>

<400>

<223> OXM analogue <220> <221> misc_feature <222>(1)g¢§) < 22?

Xaa is 0-His 73 PCT/GB 2007/ 00 4 7 7 9 <400> 159 Xaa //ﬁé) Wi/004779
Thr Phe Thr Set Asp Tyr Ser Lys Tyr Leu Glu Glu 151015 Glu lle Val Lys

Tyr Phe Leu G1u Trp Leu Met Ash Thr Lys Arg Ash 202530 Lys Asn Asn

lle Ala 35 <210> 160 <211> 37 <212> PRT <213> Atrtificial <220> <223>

OXM analogue <220> <221> misc_feature <222>(1),.(1) <223> Xaa Is

0-His <400> 160 Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Set Lys Tyr

Leu Glu Glu 151015 Glu lle Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala

Gg{ro Set 202530 Lys Asn Asn lle Ala 35 <210> 161 <211> 37 <212>

PRI <2132 Artificial <220> <223> OXM analogue

121

37

PRT
Artificial

OxM analogue
misc_feature

(1y..{1)
Xaa is D-~His

121.

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

1

5 . 16 i5

Glu Leu val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser

20 25 30

Lys Asn Asn Ile Ala

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

<220>
<223>

<220
<221>
222>
223>

<400>

35

122

37

PRT
Artificial

OXM analogue

misc feature
(.. .{n
Xaa is D-His

122

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

1

5 16 15

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly ‘Gly Pro Ser

20 25 30
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<220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His 74 PCI/GB

2007/0047 79 <400> 161 Xaa Ala Asp Gly Thr Phe Thr BeT/&p 07 / gn 477 §
Set Lys Tyr Lee Glu Glu 151015 Glu lle Val Lys Tyr Phe Leu Gin Trp Len

Lys Asn Gly Gly Pro Ser 202530 Lys Asn Asn lle Ala 35 <210> 162 <211>

37 <212> PRT <213> Atrtificial <220> <223> OXM analogue <220> <221>
misc_feature <222>(1)..(1) <223> Xaa is.0-His <400> 162 Xaa Ala Asp

Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Lee Glu Glu 151015 Glu lle Val

Lys T

r Phe Leu Gin Trp Leu Met Ann Thr Lys Arg Asn 202530 Lys Ann
AlS 35%210> 163 <211> 37 <212> PRT <213> Artificial <220>

<223> OXM analogue

<210>
<211>
212>
<LL3>

<220>
<223>

<220>
<221>
<222>
<Z223>

<400>

123

37

PRT
Artificial

OXM analogue

misc feature

(1) .. (L}
Xaa is D-His

123

Xaa Ala Gln Gly Thr

1

5

Glu Leu Val Lys Tyr

20

Lys Asn Asn Ile Ala

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

<Z220>
<223>

<Z220>
<221 >
<222
<223>

<400>

35

124

37

PRT
Artificial

OXM analogue

misc_feature
{1y.. (1)
naa is D-His

124

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Leuw Glu Trp Leu Met Asn Thr Lys Arg Asn
25 30

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

1

5

10 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser

20

25 30
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<220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 163
75 Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr LBUTGGEGRE)? f 00 477 §
151015 Glu lle Val Lys Tyr Phe lle Glu Trp Lou Lys Asn Ala Gly Pro Ser
202530 Lys Asn Asn lle Ala 35 <210> 164 <211> 37 <212> PRT <213>
Art cial <220> <223> OXM analodue <220> <221> misc_feature
<222>(1)..(1) <223> Xaa is D-His <400> 164 Xaa Ala Asp Gly Thr Phe
Thr for Asp Tyr for Lys Tyr Lou Glu Glu 151015 Glu lle Val Lys Tyr Phe lle
Lys a@lisdrprlowlys Asn Gly Gly Pro Ser 202530 Lys Asn Asn lle Ala 35
<2%6> 165 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM
analogue <220> <221> m sc_feature

<210» 125

<211> 37

<212> PRT

<213>» Artificial

<220>
<2Z3» OXM analogue

<220>

<221> misc_feature
<222>  (1L).. {1}
<223> Xaa is D-His

<400> 12%
Xaa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 10 15

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

Lys Asn Asn Ile Ala
35

<21G> 126

<211> 37

<212> PRT

<213> Artificial

<220>
<223> O0XM analogue

<220>

<221> misc_feature

<222>  (1ly.. (1}

<223> ¥aa is D-His

<4G0> 126

Xaa Ala Gin Gly Thr Phe Thr Ser Bsp Tyr Ser Lys Tyr Leu Glu Gln
1 5 10 15

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

Lys Asn Asn Ile Ala
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<222>(1)..(1) <223> Xaa is D-His <400> 165 76 SUBSTITUTE SHEET
(RULE 26) 12007 /00779 Xaa Ala Asp Gly Thr Phe ThiP63/@BpZti7 f 00 477 &
Ser Lys Tyr Leu Glu Glu 151015 Glu lle Val Lys Tyr Phe lle Glu Trp Leu

Met Mn Thr Lys Arg Asn 202530 Lys Asn Asn lle Ala 35 <210> 166 <211>

37 <212> PRT' <213> Artificial <220> <223> OXM analogue <220>

<221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 166 Xaa Ala

Asp Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu 151015 Glu lle

Val3gys Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Set 202530 Lys Mn

Mn lle Ala 35

<2i0> 127

<211» 37

<21Z> PBRT

<213> Artificial

<LLG> -
<223> O¥M analogue

<220>
<221> misc feature
<2Z22> (1)L (Ly

<Z223> Xaa is D-His
<400> 127
Xaa Ala Gln Gly Thr

1 5

Glu Leu Val Lys Tyr
20

Lys Asn Asn Ile Ala

35
<210> 128
<21i1> 37
<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> misc feature
<222> (L}, (0
<223> ¥aa is D~His

<40C> 128
Xaa Ala Gin Gly Thr
1 5

Glu Leu Val Lys Tyr
206

Lys Asn Asn Ile Ala
35

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

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

Phe Thr Ser Asp Tyr Ser Lys Tvyr Leu Glu Gln
10 15

Phe Ile Giu Trp Leu Lys Asn Gly Gly Pro Ser
25 30
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<210>
<211i>»

<210> 167 <211> 37 <212> PRT <213> Artificial <220> <223> OXM

analogue <220> <221> misc_feature <222>(1)..(1) <223> ¥&d/ieD-HE / 00477 9
<400> 167 Kea Ala Asp Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu

Glu 77 MT/GB 2007 /004 7 7 951015 Glu lle Val Lys Tyr The lle Gin

Trp Leu Lys Asn Gly Gly Pro Set 202530 Lys Asn Asn fie Ala 35 <210>

160 <211> 3/ (212> PRT <213> Artificial <220> <223> OXM analogue

<220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <900> 168

Xaa Ala Asp Gly Thr The The See Asp Tyr Set Lys Tyr Leu Glu G1lu _

151015 Glu lle Val Lys Tyr Phe lle Gin Trp Leu Met Asn Thr Lys Arg ASn

2@%%30 Lys Asn Asn lle Ala 35 <210> 169 <211> 37 <212> POT <213>

<212> Artficial

<213>

<220
<223>

<220>
<221>
222>
<Z223»

<400>

Artificial

0OXM analogue

misc feature
{1y .. (1)
¥aa is D-His

129

¥az Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Gln

1

5 16 15

Glu Leu Val Lys Tyr Phe Tle Glu Trp Leu Met Asn Thr Lys Arg Asn

20 25 30

Lys Asn Asn Ile Ala

<Z1i0>
<Zii>
L212>
<213>

<220>
223>

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

<400>

35

130

37

PRT
Artificial

OXM analogue

misc_feature
{(1).. {1
¥aza is D-His

130

¥aa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1

5 10 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Rla Gly Pro Ser

20 25 30

Lys Asn Asn Ile Ala

35
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<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)
<223> Xaa is 0-His <900> 169 Xaa Ala Asp Gly Thr Phe T j I 4
Set Lys Tyr Leu Glu Gin 51015 78 PCT/GB 2007 /004 75%{; @Ig\iﬂj@/[ 004773
Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser 202530 Lys
Asn Asn lle Ala 35 <210> 170 <211> 37 <212> PRT <213> Atrtificial
<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)
- <223> Xaa is 0-His <400> 170 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr
Ser Lys Tyr Leu Glu Gin 151015 Glu Leu Val Lys Tyr Phe Leu Glu Trp
<210> etpLys Asn Gly Gly Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 171
$2127<23)> 37 <212> PRT <213> Artificial <220> -

<212
<213> Artificial

<220>
<223> QXM analogue

220>

<221> misc_feature
222> {ly.. (1}
<223» Xaa is D-His

<400> 131
Zaa Ala Gln Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asn Asn Ile Ala

35
<2310> 132
<2il> 37
<212>  PRT

<213> Artificial

220>
<223> OXM analogue

<220>

<221> misc feature
<222  (l).. (1)
<223> Xaa is D-His

<400> 132
Xaa Ala Gln Gly Thr
1 5

Glu Leu Val Lys Tvyr
20

Lys Asn Asn Ile Ala
35

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Gln
10 15

Phe Tle Gin Trp Leu Lys Asn Gly Gly Pro Ser
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
25 30
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.<223> OXM analogue <220> <221> misc_feature <222>(1)..(1) <223>

Xaa is 0-His <400> 171 Xaa Ala Asp Gly Thr Phe Thr Set RS/ S8aLysQ 0477 8
Tyr Leu Glu GIn 151015 79 POT/GB 2007/004 7 7 9 Glu Leu Val Lys

Tyr Phe Leu Glu Trp Leu Met Asn Thr Lys Arg Aso 202530 Lys Asn Aso

lle Ala 35 <210> 172 <211> 37 <212> PAT <213> Artificial <220> <223>

OXM analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is

0-His <400> 172 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr

zgigleéﬁéalu GlIn 151015 Glu Leu Val Lys Tyr Phe Leu Gin Trp Lau Lys Asn

15 AlaGly Pro Set 20 25
<213> Artificial

<220>
<223> OXM analogue

<220>

<221> misc_feature
<222>  {1)..{1}
<223> Haa is D-His

<400> 133
Zaa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin

1 5 10 13

Glu Ile Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser
20 - 25 30

Lys Asn Asn Ile Ala
35

<210> 134

<211> 37

<212> PRT

<213> Artificial

<220>
<223> O0XM analogue

<220>

<221> misc feature

<222>  {1)..{1)

<223> Xaa is D-His

<400> 134

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

Glu Ile Val Lys Tyr Phe Leu Glu Trp Leu Lys Bsn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 135
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30 Lys Asn Asn lle Ala 35 <210>173 <211>37 <212>PRT

<213>Artificia
211> 37
<212> PRT

<213> Artificial
<220
<223> O0OXM analogue

<2Z0>

<221> misc feature
<222>  {1}..(1)
<223> Xaa is D-His

<400> 135
Xaa Ala Gln Gly Thr
1 5

Glu Ile Val Lys Tyr
20

Lys Asn Asn Ile BRla

35
<210> 136
<211> 37
<212> PRT

<213> Artificial
<220>
<223> OXM analogue

Q20>

<221> misc_feature
<222>  {1y..{1}
<223> Xaa is D-His

<400> 136
Xaa Ala Gln Gly Thr
H 5

Glu Ile val Lys Tyr
20

Lys Asn Asn Ile ARla

35
<Z1G> 137
<211> 37

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin
i0 15

Phe Leu Glu Trp Leu Met Asn Thr Lys Arg Asn
25 30

Phe Thr Ber Asp Tyr Ser Lys Tyr Leu Glu Gin
10 15

Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
25 30
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<220>

212>
<213>

220>
<Z223>

<220>
221>
222>
<223>

<400>

PRT
Artificial

CXM analogue

misc_feature
{(1y.. (L)
Xaa is D-His

137

Xaa Ala Gln Gly Thr

1

Glu Ile Val Lys Tyr

20

Lys Asn Aspn Ile Ala

<210>
<Z2il>
<212>
<213>

<220>
<223>

<220>
<Z21>»
222>
<223>

<400>

35

138

37

PRT
Artificial

OXM analogue

misc feature
(Ly..(L)
Xaa 1s D-His

138

Xaa Ala Gin Gly Thr

1

5

<223>0XM analogue <220> <221>mischeatgrg

Vot 2‘@? / @ 0

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
’ 10 15

Glu Ile Val Lys Tyr Phe Leu Gln Trp Leu Met Asn Thr Lys Arg Asn

20

Lys Asn Asn Ile Ala

<210>

<21Ll>

<212>

35

139
37
PRT

25 30
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<222>(1)..(1)

<223>Xaa is D-His <400>173 Xaa Ala As

Gly
The Phe Thr Set Asp Tyr Sec Lys Tyr Leu Glu GIn 151015°88/GB 2007/ 00477 8
SUBSTITUTE SHEET (RULE 26)

<213» Artificial
<220>
<223> OXM analogue

220>

<221> misc feature
€222>  (1}..{1)
<Z723> HXaa is D-His

<400>» 139
Aaa Ala Gln Gly Thr
1 5

Glu Ile vVal Lys Tyr
20

Lys Asn Asn Ile Ala

35
<210> 140
<211> 37
<212> PRT

<213>» Artificial
220>
<223> OXM analogue

<220>

<221> misc_feature
222> {1l)..1{1)
<223> ¥Xaa is D-His

<400> 140
Xaa Bla Gln Gly Thr

1 5

Glu Ile Val Lys Tyr
20

Lys Asn Asn lle Ala

35
<210> 141
<211i> 37
<212> PRT

<213> Artificisl

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser
z25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser
25 30
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POT/ GB 2007 /00 4 7 7 9 Glu Leo Val Lys Tyr Phe Leo Gin Trp Lou Lys
Asn Gly Gly Pro Ser 202530 Lys Asn Asn lle Ala 35 <210>¢+4;<213>-37, ,
<212> PRT <213> Artificial <220> <223> OXM analogue <§g&é§2§ﬁ 1004778
misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 174 Xaa Ala Asp
Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Lou Glu Gin 151015 Glu Lou val
Lys Tyr Phe Lou Gin Trp Lou Met Asn Thr Lys Arg Asn 202530 Lys Asn
Asn lle Ala 35 <210> 175 <211> 37 <212> PRT <213> Atrtificial <220>
<223> OXM analogue <220> <221> misc_feature <222>(1)..(1) <223>
220> Kaa js 0-His <400> 175 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr Set Lys
22 i S BRT Gin

<220>

<221> misc feature
<222>  {1)..{1)
<223> Xaa is D-His

<400> 141
Xas BAla Gln Gly Thr
1 5

Glu Ile Val Lys Tyr
- 20

Lys Asn Asn Ile Ala

35
210> 142
<211> 37
<212> PRT

<213> Artificial

<Z220>
<223> O¥M analogue

<220>
<2Z1>» misc_feature
<222>  {1)..(1)

<223> Xaa is D~His
<400> 142

Xaa Ala Gin Gly Thr
1 5

Glu Ile Val Lys Tyr
20

Lys Asn Asn Ile Ala

35
<210> 143
<211> 37
€212> PRT

<213> Artificial

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Ile Glu Trp Leu Met Asn Thr Lys Aryg Asn
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
. 10 15

Phe Tle Gln Trp Leu Lys Asn Ala Gly Pro Ser
25 30
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151015 Glu Lou Val Lys Tyr Phe lle Glu Trp Lou Lys Asn Ala Gly Pro Set
Si PCT/GB 2007 /004 7 79 202530 Lys Asn Asn lle Ala 3b¢<z -
<211> 37 <212> PRT <213> Artificial <220> <223> OXM ang%zggzggg 004778
<221> misc_feature <222>(1)..(1) <223> Xaa is D-His <400> 176 Xaa Ala
Asp Gly Thr Phe Thr Ser Asp Tyr Set Lys Tyr Leu Glu Gin 151015 Glu
Leu Val Lys Tyr Phe lle Glu Trp Leu Lys Asn Gly Gly Pro Set 202530 Lys
Asn Asn lle Ala 35 <210> 177 <211> 3V <212> PRT <213> Artificial
<2205220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)
<223x223% XaadsB-His <400> 177 Xaa Ala Asp Gly Thr Phe Thr Sec Asp Tyr
Sec Lys Tyr Leu Glu Gin 151015
<220>
<221> misc feature

<222> (1y.. {1}
<223> ¥aa is D-His

<4005 143

Aaa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
1 .5 10 15

Glu Ile Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 ’ 25 30

Lys Asn Asn Ile Ala
35

<210> 144

<2ii1> 37

<21Z2> PRT

<213» Artificial

<220>
<223> OXM analogue

<220>

<221> misc feature
<222>  (1)..1{1)
<223> Xaa is D-His

<400> 144
Xaa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Gln

1 5 10 15

Glu Ile Val Lys Tyr Phe Ile Glm Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala
35

<210> 145

<211> 37

<212» PRT

<213> Artificial

<220>
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Glu Leu Val Lys Tyr Phe lle Glu Trp Leu Met Asn Thr Lys Arg Asn 202530
82 PCT/GB 2G07/004 779 Lys Asn Asn lle Ala 35 <21@%§:/7§§<%§%?4 004772
37 <212> PRT <213> Artificial <220> <223> OXM analogue <220> <221 v
oisc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 178 Xaa Ala Asp
Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Leo Glu Gin 151015 Glu Leo Val
Lys Tyr Phe lle Gin Trp Leo Lys Asn Ala Gly Pro Ser 202530 Lys Asn Asn
lle Ala 35 <210> 179 <211> 37 <212> PRT <213> Atrtificial <220> <223>
<223> O analegue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is
0-His <400> 179 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr
<220s L€0 Glu Gin 151015 Giu Leo Val Lys Tyr Phe lle Gin Trp Leo Lys Asn Gly
<221> Gy RreSek e ‘

<222> (L) .. (1}
<223> Xaa is D-His

<400> 145

Xaa Ala Bsp Gly Thr Phe Thr Ser AsplTyr Ser Lys Tyr Leu Glu Giu
1 5 10 15

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 146

<211> 37

<212> PRT )
<213> Artificial

<220>
<223> OXM analogue

<220>

<221> nmisc_feature
1<222>  {1)..(L1)
<223> ¥aa is D-His

<400> 146
Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 15

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys BAsn Asn Ile Ala
35

<210> 147

211> 37

<212> PRT

<213> Artificial

<220>
<223> QXM analogue
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202530 83 SUBSTITUTE SHEET (RULE 26) PCT/GB kudi/004 779

Lys Asn Am n lle Ala 35 <210> 180 <211> 37 <212> PRT

,

1

1

SAG

<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)
<223> Xaa is 0-His <400> 180 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr
Ser Lys Tyr Leu Glu Gin 151015 Glu Leu Val Lys Tyr Phe lle Gin Trp Leu
Met Asn Thr Lys Arg Asn 202530 Lys Asn Asn lle Ala 35 <210> 181
<211> 37 <212> PRT <213> Artifjcja <220> <223> OXM analogue <220>
<221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 181 Xaa Ala

£220>

21> VakLys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Set

<222>
<223>

(L} .. (1)
Xaa is D-His
<400> 147

XKza Ala Asp Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asn Asn Ile Ala
35

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

148

a7

PRT
Artificial

<220>

<223> O0O¥XM analogue

220>
<2Z21>
222>
<223>

mizc feature
(Ly.. (1)

Xaa is D-His
<400> 148

Xaa Ala Asp Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asn Asn Ile Ala
35

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

149

37

PRT
Artificial

£220>

<223> OXM analogue

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Leu Glu Trp Leu Met Asn Thr Lys Arg Asn
25 36

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gilu
10 15

Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
25 30
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202530 84 SUBSTITUTE SHEET (RULE 26) PCT/GB 2007/004779

Lys Asn Asn lle Ala 35 <210> 182 <211> 37 <212> PRT <?§7ﬁ§ifg@ /004779
<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..

<223> Xaa is D-His <400> 182 Xaa Ala Asp Gly Thr Phe Thr Sec Asp Tyr

Sec Lys Tyr. Lou GIL) GIn 151015 Glu lle Vat Lys Tyr Phe Lou Glu Trp

Let Lys Asn Gly Gly Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 183

<211> 37 <212> PRT <213> Artificial <220> <223> OXM analogue <220>

<221> misc_feature <222>(1)-(1) <223> Xaa is D-His <400> 183

<220>

<221» misc_feature
222> (1)..{L)
<223> Xaa is D-His

<400> 149
Xaa Ala Asp Gly Thr

1 5

Giu Leu Val Lys Tyr
20

Lys Asn Asn Ile Ala

35
<210> 150
<211> 37
<212> PRT

<213>» Artificial

<220>
<223> OXM analogue

<220
<221> misc_feature
<222>  {1Yy..{1)

<223> Xaa is D-His
<400> 150

Xaa Ala Asp Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asn Asn lle Ala
35

<210> 151

<211> 37

<212> PRT

<213> Artificial

220>
<223> OXM analogue

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gilu Glu
10 15

Phe Leu Gln Trp Leu Met Asn Thr Lys Arg Asn
25 30
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221>
222>
223>

<400>

Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Le n.,...

151015 Glu lle Val Lys Tyr Phe Lou Glu Trp Lou Met Asn#ﬁﬂ@ A?f%‘%éng 04779
202530 Lys Asn Asn lle Ala 85 PCT/GB 20 35 <210> 184 <211> 37

<212> PRT <213> Atrtificia <220> <223> OXM analogue <220> <221>

misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 184 Xaa Ala Asp

Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin 151015 Glu lle Val

Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser 202530 Lys Asn

<220> Asn lle Ala 35 <210> 185 <211> 37 <212> ERT <213> Artificial <220>
<?g§>f§)?€ﬁ%1nalogue <220> <221> amisc_feature <222>(1)..(1)

Xaes is D-His

151

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

1

5

10 15

Glu Leu Val Lys Tyr Phe Ile Glu'Trp Leu Lys Asn Ala Gly Pro Ser

24

Lys Asn Asn Ile Ala

<210>
<211>
<2LE>
<213>

<220>
<223>

<220>
<221>
<222>
223>

<400>

35b

152

37

PRT
Artificial

OXM analogue

misc_feature
(1)y.. (1}
¥aa is D-His

152

Xaa Ala Asp Gly Thr

1

5

- Gilu Leu Val Lys Tyr

20

Lys Asn Asn Ile Ala

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

<220>
<223>

<220>

35

153

37

PRT
artificial

0¥XM analogueg

25 30

"Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser
‘ 25 30
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<223> Xaa is 0-His <400> 185 Xaa Ala Asp Gly Thr Phe Tg %??25? r;[gr - '
Ser Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr Phe Lt Ib ' f@\i g 0047 78
., Lys Asn Gly Gly Pro Set 202530 Lys Asn Asn lle Ala 35 86 PCT/GB 2007

/10047 79<210>186 <211> 37 (212> PRT <213> Artificial <220>

<223> OXM analogue <220> <221> misc_feature <222>(1)..(1) <223>

Xaa is ft-His <400> 186 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr Set Lys

Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr Phe Leu Gin Trp Leu Met Asn
<2215 ThiikyseAsguAsn 202530 Lys Asn Asn lie Ala 35 <210> 187 <211> 37
:§§§§<2>§Ea2:£%-—rﬁ<i§13> Artificia <220> <223> OXM analogue <220>

<400> 153

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

Glu Leu Val Lys Tyr Phe Ile Glu Trp Leu Met Asn Thr Lys Arg Asn
20 . 25 30

Lys Asn Asn Ile Ala
35

<210> 154

<211> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> nisc_feature
<222>  (1li..(1)
<223> Haa is D-His

<400> 154
Xaa Ala Asp Giy Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gliu Glu
1 5 10 15

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

Lys Asn Asn Ile Ala
35

<210> 155

<211> 37

'<212>» PRT

<213> Artificial

<220>
<223> OXM analogue

<220>
<221> migc feature
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<221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 187 Xaa Ala
‘Asp Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Lou Glu Gin45103% @{r;gﬂlye 004 7 7 8
Val Lys Tyr Phe lle Glu Trp Leu Lys Asn Ala Gly Pro Ser 202530 Lys Asn
Asn lle Ala 3587 PCT/GB 2007/004 7 7 g <210> 108 <211> 37 <212>
PRT <213> Artificial <220> <223> OXM analogue <220> <221>
misc_feature <222>(1)..(1) <223> Xaa is D-His <400> 188 Xaa Ala Asp
Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu GIn 151015 Gin lle Val
<222> Lys iTyr Bhe lle Glu Trp Len Lys Asn Gly Gly Pro Her 202530 Lys Mn Mn
<223> ||ERal 3FP<RE0> 189 <211> 37 <212> PRT <213> Artificial <220> <223>

<qpg> OXM analogue <220> <221> misc_feature

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

Git Leu val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 156

<211> 37

<212> PRT

<213> Artificial

220>
<223> OXM analogue

<220>

<221> misc feature
222> {1).. (1)
<223> Xaa is D-His

<40CG> 156
Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

r 5 10 15

Glu Leu Val Lys Tyr Phe Ile Gin Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala
35

<210> 157

<21l> 37

<212> PRT

<213> Artificial

<220>
<223> QXM analogue

<220>
<221> misc_feature
<2Z2>  ({1).. (1)
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<222>11)..(1) <223> Xaa is 0-His <400> 189 Xaa Ala Asp Gly Thr Phe

Thr Ser Asp Tyr Sec Lys Tyr Len Gin Gin 151015 Gin lle V@G‘ym@rzﬁ@}%gj 004779

lle Gin Trp Leu Met Asn Thr Lys Arg Mn 202530 Lys Asn Mn lle Ala 35 8
PCT/GB 2007 /004 7 7 9 <210> 190 <211> 37 <212> PRT <213>
Artificial <220> <223> OXM analogue <220> <221> misc_feature

<222>(1)..(1) <223> Xaa is 0-His <400> 190 Xaa Ala Asp Gly Thr Phe Thr

Set Asp Tyr Set Lys Tyr Leu Glu GIn 151015 Glu lle Val Lys Tyr Phe lle
<223:GiRArp Leudiys Asn Ala Gly Pro Set 202530 Lys Asn Asn lle Ala 35
<210> 191 <211> 37 <212> PRT <213> Artificia <220> <223> OXM

<4003nafdgue <220> <221> misc_feature <222>(1)..(1)
Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1

5

10 15

Glu Ile Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser

20

Lys Asn Asn Ile Ala

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

<220>
<Z223>

<220
<221
222>
<223>

<400>

35

158

37

PRT
Artificial

COXM analogue

misc feature
(1) .. (1}
Xaa is D-His

158

Xaa Ala Asp Gly Thr

1

5

25 . 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
: 10 15

Giu Ile Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser

20

25 30

Lys Asn Asn Ile Ala

<210>
<Z211>
<212>
<213>

220>
<223>

<220>
<Z22in
222>
<223>

35

159

37

PRT
Artificial

OXM analogue

misc_ featurs
{1y..(1}
Xaa is D-His
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<223> Xaa is 0-His <400> 191 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr
Set Lys Tyr Leu Glu Gin 151015 . Glu lle Val Lys Tyr The Hys TT-
Lys Asn Gly Gly Pro Set 202530 Lys Asn Asn lle Ala 35 <g§82g§32%@e? 004778
PCT/GB 2007 /004 7 79 <211> 37 <212> PRT <213> Artificial <220>
<223> OXM analogue <220> <221> misc_feature <222>(1)..(1) <223>
Xaa is 0-His <400> 192 Xaa Ala Asp Gly Thr Phe Thr Her Asp Tyr Her
Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr Phe lle Gin Trp Leu Met
Asn Thr Lys Arg Asn 202530 Lys Asn Asn lle Ala 35 <210> 193 <211> 37
<400> <232> PRT <213> Artificia <220> <223> OXM analogue <400> 193

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

Glu Ile Val Lys Tyr Phe Leu Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 : 30 .

Lys Asn Asn Ile Ala
35

<210> 160
<211> 37
<2i2> PRT

<213> Artificial

<220>
<223> QXM analogue

<220>
<221> misc feature
<222 (1) ..(1)

<223> Xaa 1is D~His
<480> 160

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

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

Lys Asn Asn Ile Ala

35
<210> 161
<Z2il> 37
<212> PRT

<213> Artificial
<220>
<223> OXM analogue

<220>

<221> misc_feature
<C22Z> {(1y.. (1)
<223> X¥aa is D-~His
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His Her Gin Gly Thr Phe Thr Her Asp Tyr Her Lys Tyr Leu Asp Set

151015 Arg Arg Ala Gin AspPhe Val Gin Trp Leu Lys Mn AlaSly/Bid H887 / g 477 9
202530 Lys Asn Mn lle Ala 35 <210> 194 <211> 37 <212> PRT <213>

Artificial <220> <223> OXM analogue 90 PCT/CB 2007 0 0 if 79 <400>

194 His Set Gin Gly Thr Phe Thr Ser. Asp. Tyr Per Lys Tyr Leu Asp Set

151015 Arg Arg Ala Gin Asp Phe Val Gin Trp Leu Lys Asn Gly Gly Pro

Per 202530 Lys Asn Asn lle Ala 35 <210> 195 <211> 37 <212> PRT

<400><2%3> Artificial <220> <223> OXM analogue <220> <221> misc_feature

<222>(1)..(1) <223> Xaa is 0-His <400> 195 Xaa Set Gin Gly Thr Phe Thr

pas A%P%ﬁ37y§*lje?']_eyghl"y?t%@%@sﬁypéiei%lSYAr@eAr%AlélGin Asp Phe

Val Gin Trp Leu Lys Asn Ala Glyi?:’ro Per 202530

Glu Ile Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser

20

Lys Asn Asn Ile Ala

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

<220
<EZ23>

<220>
<221>
222>
<223>

<400>

35

162

37

PRT
Artificial

OXM analogue

misc feature
(Ly.. (1)
Xaa is D-~His

162

Xaa Ala Asp Gly Thr

1

5

Glu Ile Val Lys Tyr

<210>
<211>
<2rZ>
<2i3>

<220>
<223>

<220>
<Z221>
<222
<2Z3>

<400>

20

" Lys Asn Bsn Ile Ala

35

163

37

PRT
Artificial

OxXM analogue

misc_feature
(1), {1
Xaa is D-His

163

25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Leu Gin Trp Leu Met Asn Thr Lys Arg Asn
25 30
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Lys Asn Asn lle Ala 35 <210> 196 <211> 37 <212> PRT <213> Artificial
<220> <223> OXM analogue <220> <221> misc_feature <22‘%’7%9(2@37 /004778
<223> Xaa is 0-His <400> 196 91 SUBSTITUTE SHEET (RU’LE 6) '
PCT/GB 2007/004 779 Xaa Set Gin Gly Thr Phe Thr Set Asp Tyr Set
Lys Tyr Leu Asp Set 151015 Arg Arg Ala Gin Asp Phe Val Gin Trp Leu
Lys Ass Gly Gly Pro Set 202530 Lys Mn Ass lie Ala 35 <210> 197 <211>
37 <212> PRT <213> Artificial <220> <223> OXM analogue <220> <221>
misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 197 Xaa Ala Gin

Xaa AIG|pSEhEBhehThrrsetAspeTyrsSetyseFyrlsetvAsp:Set 153015 Arg Mg Ala

1 Gin Asp Phe Val Gin Trp Leu Ly$ Ass Ala Gly Pro Séf

Glu Ile Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30 ‘

Lys Asn Asn Ile Ala
35

<210> 164

<211> 37

<212>» PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

€221> misc feature
<222>  {1)y..(1}
<223> ¥aa is D~His

<400> 164

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

Glu Tle Val Lys Tyr Phe fle Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 165

<211> 37

<212> PRT

<Z213> Artificial

<220>
<223> OXM analogue

0
<220>
<221> misc feature
<222>  (1).. (L}
<223> Xaa is D-His

<400> 165
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202530 Lys Ass Ass lle Ala 35 <210> 198 <211> 37 <212> PRT <213>
Artificial <220> <223> OHM analogue <220> <221> misc_fegture-., - .
<2225(1).(1) <223> Xaa is 0-His <400> 190 92 PCT/GB 2057/ 00 454/ 00477 ¢
9 Xaa Ala Gin Gly Thr Phe .Thr Set Asp Tyr Set Lys Tyr Leo Asp Ser '
151015 Arg Mg Ala Gin Asp Phe Val Gin Trp Leu Lys Asn Gly Gly Pro Set
202530 Lys Asn Asn lle Ala 35 <210> 199 <211> 37 <212> PRT <213>
Artificial <220> <223> OXM analogue <220> <221> misc_feature

xaa AIS2RZ> 6L (hy <AR32XaR isddHis<4002199,Xaa Ala Asp.Giy Thr Phe

1 Thr Set Asp Tyr Set Lys Tyr Leu%Asp Set 151015 ArgeArg Ala Gin Asp

She Val Gin Trp Leu Lys Asn Ala Gly Pro Ser 202530

Glu Ile Val Lys Tyr Phe Ile Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala
35

<210> 166

<211> 37

<212> PRT'

<213> Artificial

<220>
<Z23> O0XM analogue

<220>

<22T> misc_feature
<222>  (1l)..(1}
<223> Xaa is D-His

<400> 1686
Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 15

Giu Ile Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 36

Lys Asn Asn Ile Ala
35

<z210> 167

<Z2il» 37

<212> PRT

<213>» Artificial

<220>
<Z23> OXM analogue

<Z220>

<22i> misc_feature

<222>  (1)..{1}
<223> Xaa is D-His

<400> 167

Xaa Alz Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Glu
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Lys Asn Asn lle Ala 35 <210> 200 <211> 37 <212> PRT <213> Artificial
<220> <223> OXM analogue <220> <221>sc feature <22 8HTNGRLL0T 7 00 47 7 §
<223> Xaa is 0-His <400> 200 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr
Set Lys Tyr Leo Asp Set 93 PCT/G13 2007 004 7 7 9 51015 Arg Arg Ala
Gin Asp Phe Val Gin Tip Len Lys Asn Gly Gly Pro Ser 202530 Lys Asn
Asn lle Ala 35 <210> 201 <21'1> 38 <212> PRT <213> Artificial <220>
<223> XM analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa
1 is D-His <480> 201 Xaa Ala Asp&ly Thr Phe Thr SersAsp Tyr Set Lys Tyr
Len Gin Gin 151015 Glu lle Val Lys Tyr Phe lle Gin Trp Len Lys Asn Gly

lyvgfoL§setP§92P§x§O? !!Télsi;ﬁls%rApsﬁelllleL@!saALs)éS C?‘ASy Gly Pro Ber
20 25 ’

Giu Z§%

Lys Asn

<210>
<2il>
212>
<213

<220>
<223>

220>
<221>
222>
<223>

<400>
Kaa Ala

1

Glu Ile

Asn Ile Ala
35

168

37

PRT
Artificial

O¥XM analogue

misc_featurse
(1)..(1)
Xaa iIs D-His

168
Asp Gly Thr
5

Val Lys Tyr
20

Lys Asn Asn Ile Ala

<210>
<211>
<212>
<Z213>

<220>
£223>

<220>.
<223i>
222>
<223>

<4G0>

35

169

37

PRT
Artificial

OXM analogue

misc_feature
(1y.. (L)
Xaa is D-His

169

30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
25 30

¥aa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

i

5

10 15
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<210> 202 <211> 38 <212> PRT <213> Art ficta <220> <223> OXM
analogue <220> <221> misc_feature <222>(1)..(1) <223 i 4
<400> 202 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr Seﬁg/z yBr ?_?emﬁ?dﬁna 04773
Gin 151015 94 PCT/GB 2007 /04 7 7 9 Glu lle Val Lys Tyr Phe lie Gin
Trp Leu Lys Asn Gly Gly Pro Set 202530 Lys Asn Asn lle Ala Lys 35
<210> 203 <211>38 <212> PRT <213> Atrtificial <220> <223> OXM
analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His .
<400> 203 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu
Gin 151015 Glu lle Val Lys Tyr Phe lle Gin Trp Len Met Asn Thr Lys Arg
O MR D05536 Ly SRS ASH Hié al bys 85 2o Ala Gly Pro ser

Lys Asn Asn Ile Ala
35

<210> 176

<Z211> 37

<Z212> PRT

<213> Artificial

<220>
<Z23> O0XM analogue

<220>

<221> misc_feature
€222>  (1)..{1)
<223>» Xaa is D-His

<&G0> 170
Zaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 10 15

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 ) 25 30

Lys Asn &sn Ile Ala
35

<210> 171

<211i> 37

<212> PRT

<213> Artificial

<220>
<223> 0XM analogue

<220>

<221> misc_feature
€222>  {1ly.. (1)
<223> Xaa 1s D-His
<400> 171

Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin
k¢ 5 10 15
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<210> 204 <211> 38 <212> PRT <213> Artificial <220> <223> OXM

analogue <220> <221>sc_feature <222>(1)..(1) <223> Xaeb'g.#}?téls -
<400> 204 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr Set LyS Tyt e@g@mf 004778
Glu 151015 95 SUBSTITUTE SHEET (RULE 26) PCT/GB 2007/004 7 -

7 9 Giu Leu Val Lys Tyr Phe lle Gin Trp Leo Lys Asn Gly Gly Pro Ser

202530 Lys Ann Annle Ala Lys 35 <210>205 <211>38 <212>PRT

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Met Asn Thyr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala
35

<210> 172
<211> 37
<Z12> PRT

<213>» Artificial

<220>
<223> OXM analoguse

<220%

<221> misc_feature
222> (1), (1}
<223> Xaa is D-His

<400> 172
Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
1 5 14 15

Glu Leu Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 173
<211> 37 2
<212> PRT
<213> Artificial

<220>
<223> OXM analogue

<220>

<221>» nisc_feature
<222>  {1j..(1}
<223> Xaa is D-His
<400> 173

Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
1 ’ 5 10 15
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<213>Artificial <220> <223>0XM analogue <220>

<221>misc_feature <222>(1)..(/) <223>Xaais O_Hiéﬁlﬂiﬁ MW7 /004778

Glu Lew Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala

35
<21¢> 174
<211> 37
<212> PRT

<213> Artificial
<220>

<223> O0OXM analogues

<220>

<221> misc_feature
<222> (LY. (1)
<223> ¥aa is D-His

<400> 174

¥aa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Lsu Giu Gin
1 5 16 15

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

Lys Asn Asn Ile Ala

35
<210> 175
<211> 37 .
<212> PRT .

<213> Artificial
<220>
<223> 0XM analogue

<220>

<221> misc_feature

222> A1Y.. (1)

<223> ¥Yaa is D-His

<400> 175

Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glin
i ' 5 10 i5

Giv Leu Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser

&1
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<400>205 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu

Glu Gin 151015 Glu Leu Val Lys Tyr Phe lle Gin Trp Leo LysrAnp qmp 7780
Pro Ser 202530 Lys Ann Ann lle Ala Lys 35 <210> 206 <211> 40 <212>}VY(‘) 0477
PRT <213> Artificial <220> <223> OXM analogue <220> <221>

misc_feature <222>(1)..(1) <223> Xaa is D-His <220> <221> MOD_RES
<222>(40)..(60) <223> Xaa at possition 40 is Lys-myristoyl <220> 96

20 25 30

Lys Asn Asn Ile Ala

35
<210> 176
<21il> 37
<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>
<221> misc_feature
<222>  {1}..(1}

<223> Xaa 1s D-His
<400> 176
Zaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 . 10 15

Glu Leu Val Lys Tyr Phe Tle Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 177
<2il> 3/
<212> PRT

<213> Artificial

<220>
<223> O¥M analogue

<220>
<221> misc feature
<222> (Ly..(1)

<223>» Xaa is D-His
<40Q0> 177

Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
1 5 0 15

Glu Leu Val Lys Tyr Phe Ile Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30
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PC17GB 2007 /007 79 <221> MOD_RES <222>(40)..(40) <223> Xaa

at position 40 is Lys-myristoyl <400> 206 Xaa Ala Asp %T]@;E—’hg;(ﬁwy 004778
Ser Asp Tyr Sec Lys Tyr Leu Glu Glu 151015 Glu Leu Val Lys Tyr Phe lle

Gin Trp Leu Lys Asn Gly Gly Pro Sec 202530 Lys Asn Asn lle Ala Ala Ala

Xaa 3540 <210> 207 <211> 40 <212> PRT <213> Artificial <220> <223>

OXM analogue <220> <221> misc_feature <222>(1).:(1) <223> Xaa is

0-His <220> <221> MOD_RES <222>(40)-(40) <223> Xaa at position 40

is Lys-palmitoyl <400> 207 Xaa Ala Asp Gly Thr Phe Thr Sec Asp Tyr Sec

Lys Tyr Leu Glu Glu 151015 Glu Leu Val Lys Tyr Phe lle Gin Trp Leo Lys

Lys AspgiGRIGREPro Set 202530 Lys Asn Asn lle Ala Ala Ala Xaa 3540 <210>

<210>
<21il>
212>
<213>

<220>
223>

220>
<2Z21>»
<L222>
<223>

<40G0>

20§5<211> 40

178

37

PRT
Artificial

O¥XM analogue

misc_feature
(1y.. (1)

Xaa is D-His

178

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

1

5 16 15

Glu Leu val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser

20 25 30

Lys Asn Asn Ile Ala

<210>
<Z211i>
<212>
213>

<220>
<223>

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

<400>

35

179

37

PRT
Artificial

0OXM analogue

misc_feature
{(1}..(1)
Xas is D-His

179

¥aa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin

1

5 10 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser

20 25 3¢
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<212> PRT <213> Atrtificial <220> 97 POT/GB 2007 /007 7 9 <223>

<220> <221> <222> <223> <220> <221> <222> <223> <4PHEXNwi / 00 477 8
analogue misc feature (1).._(1) XaaisD--His MOD_RES (40)..(40) Xaa at

position 208 40 is Lys-stearoyl Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr

Ser Lys Tyr Leu Glu Glu 151015 Giu Leu Val Lys Tyr The lle Gin Trp Lou

Lys Asn Gly Gly Pro Ser . 202530 Lys Asn Asn lle Ala Ala Ala Xaa 35 40

<210> :

Lys Asn Asn Ile Ala

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

<220>
<223>

<220>
<Z21>
L222>
<223>

<400>

35

180
37
PRT

~Artificial

OXM analogue

misc_feature
(1y..(1)
Xaa is D-His

180

Xaa Bla Asp Gly Thr

1

5

Giu Leu Val Lys Tyr

20

Lys Asn Asn Ile Ala

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

<220>
<223%

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

<400>

35

181

37

PRT
Artificial

OXM analogue

misc_feature
(L. (1
Xaa is D-His

181

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Ile Gin Trp Leu Met Asn Thr Lys Arg Asn
25 30

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

1

5

10 15

Glu Ile Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser

20

25 30
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209 <211>40 <212>PRT <213> Artificial <220> <223> OXM

analogue <220> <221> misc_feature <222>

Lys Asn Asn Tie Ala

35
<210> 182
<211» 37
<212> PRT

<213> Artificial
<220
<223> OXM analogue

220>

<221> misc_feature
<222> (1) . .1
<223> ¥aa is D-His

<400> 1B2
Xaa Ala Asp Gly Thr

1 5

Glu Ile val Lys Tyr
- 20

Lys Asn Asn Ile Ala

35
<210> 183
<211> 37
<212> PRT

<213> Artificial
<220>
<223> 0XM analogue

<220>

<221> misc feature
<Z222>  (1)..{L)
<223> Xaa is D-His

<400> 183
Xaa Ala Asp Gly Thr
1 5

Glu Ile Val Lys Tyr
20

Lys Asn Asn Ile Ala

PCT/GE 2007 / 00477 9

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giln
16 15

Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser
25 -30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Slu Gln
10 15

Phe Leu Glu Trp Leu Met Asn Thr Lys Arg Asn
25 30
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(1)..(1) <223> Xaais 0-His <220> <221>MOD_RES <222> :
(40)-(40) <223> Xaa at possition 40 is Lys-arach doyl <22@CT/§%212537 {00477 g9
MOD_RES <222>

35
<210> 184
<21i>» 37
<212> PRT

<2i3> Artificial
<220>
<223> 0OXM analogue

<2205

<221» misc feature
<222> {1y .. (1Y
<223> Xaa is D-His

<400> 184
Xaa Ala Asp Gly Thr
1 5

Glu Ile Vval Lys Tyr
20

Lys Asn Asn Ile Ala

as
<2i0> 185
<211i> 37
<212> PRYT

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> misc_feature
<222>  {1}y.. (L1}
<223> Xaa is D-His

- <40G> 185
Xaa Ala Asp Gly Thr

1 5

Glu Ile Val Lys Tvyr
20

Lys Asn Asn Ile Ala
35

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu GlIn
10 15

Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser
25 . 30
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(40)..(40) <223> Xaa at position 40 is Lys-arachidoyl <400> 209 Xaa

Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu @? 004 ? 79
SUBSTITUTE SHEET (RULE 26) PCT/GB 2007/0047 7 9 G Leu

Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser 202530 Lys Asn Asn

lle Ala Ala Ala Xaa 3540 <210> 210 <211> 39 <212> PRT <213> Artificia

<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)

<223> Xaa is D-His <400> 210 Xaa Ser Gin Gly Thr Phe Thr Sea- Asp

Tyr Sea- Lys Tyr Leu Glu Glu 151015

<210> 188
<2ii> 37
<212> BRT

<213> Artificial

220>
<223> O0OXM analogue

<Z20>

<221> misc_feature
<222>»  {1)y..{1)
<223> Xaa is D-His

<400> 186

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

Glu Ile Val Lys Tyr Phe Leu Gin Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala

35
<210> 187
<211> 37
<212> PRT

<213> Artificial
<220>
<22Z23> OXM analogue

<220>

<221> misc_feature

<222> (1y..1{L1)

<223> ¥Xaa is D-His

<q00> 187

Xaa Ala A&sp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
1 5 10 15

Glu Ile Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Ala Gly Pro Ser
’ 20 25 30

Lys Asn Asn Ile Ala
35
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Glu Leu Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser
- 202530 Lys Asn Ass lle Ala Glu Ala 35 <210> 211 <211>4pEPTR PRT / 00477 §
<213> Artificial <220> <223> OXM analogue <220> <221> misc_feature
<222>(1)..(1) <223> Xaa is D-His <220> <221> MOD_RES
<222>(40)-(40) <223> Xaa at position 40 is Lys-myristoyl <400> 211 99
PCT/GB 2007 /004 7 7 9 Xaa Sec Gin Gly Thr Phe Thr Sec Asp Tyr Sec
Lys Tyr Lee Glu Glu 151015 Glu Leu Val Lys Tyr She Leo Gin Trp Lee
Lys Asn Ala Gly Pro Sec 202530 Lys Asn Asn lle Ala Glu Ala Xaa 3540
<210><20B@> 212 <211> 40 <212> PRT <213> Art <220> <223> OXM analogue

<211><290> <221> MOD_RES
<212>  PRT

<213> Artificial

<228>
<223> OXM analogue

<Z20>

<€221> misc_feature
<222>  {1)..1(1}
<223> Xaa is D-His

<400> 188
¥aa Ala Asp Giy Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 10 15

Glu Ile Val Lys Tyr Phe Ile Glu Trp Leu Lys Rsn Gly Gly Pro Ser
20 : 25 30

Lyvs Asn Asn Ile Ala
35

<210>» 189

<211i> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> misc_feature

<222> (L), {1}

<223> Haa is D-His

<400> 189

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

Giu Ile Val Lys Tyr Phe Ile Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Bla
25
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<222>(40)..(40)
Set Gin Gly Thr
Leu Val Lys Tyr

<223> Xaa at position 40 Is Lys-myristoyl <400> 212 His

She Thr Set Asp Tyr Set Lys Tyr Lee Glu GIOTIBIO8@lv 5477 3
She Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser 202530

Lys Asn Asn lle Ala Glu Ala Xaa 3540 <210> 213 <211> 40 <212> PRT
<213> Artificial <220> <223> OXM analogue <220> <221> misc_feature
<222>(1)..(2) <223> Xaa is D-His <220> <221> MOORES

<222>(40)..(40)

<2104S Lys-palmitoyl
<21135¢BrtLys Tyr Lau

100 PCT/GB 2007 /004 7 7 9 <223> Xaa at position 40
<400> 213 Xaa Xaa Set Gin my Thr Phe Thr Set Asp Tyr
Glu 151015 Glu Glu Leu Val Lys Tyr Phe Leu Gin Trp Leu

<212 y&3sn Ala Gly Pro 202530 Set Lys Asn Asn lle Aka Glu Ala 3540 <210>

<213

<220
<223> O0XM analogue

<220>
<221> misc feature
<22Z>  {L).. {1}

<223> Xaa is D-His
<400> 190

Xaa Ala Asp Gly Thr
i 5

Glu Ile Val Lys Tyr
20

Lys Asn Asn Ile Ala
35

<210> 191

<211> 37

<212>» PRT

<213> Artificial

<220>
<223> QXM analogue

<220>

<221> misc feature
222> {ly.. {1}
<223> Xaa is D-His

<400> 191
Xaa Ala Asp Gly Thr

1 5

Glu Ile Val Lys Tyr
20

Lys Asn Asn Tle Ala
35

<210> 182

214" TE%0 <2125 PRT

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

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

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
25 30
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<213> Artificial <220> <223> OXM analogue <220> <221> mise_feature

<222>(1)..(1) <223> Xaa is D-His <220> <221> MOD_RES R
<222>(40)..(40) <223> Xaa at position 40 is Lys-arachidoyl EQ%;Ble,QuZ? F004778
Xaa Ser GIn Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu 151015

Glu Leu Val Lys Tyr Phe Leu GIn Trp Leu Lys Asa Ala Gly Pro Set 202530

Lys Asn Asn lle Ala Glu Ala Xaa 3540 <210> 215 <211> 3/ <212> PRT

<213> Artificial <220> <223> OXM analogue 101 PCT/GB 2007/004 7

< 1>7 9 7<220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400>

<21‘2>21§~R&(aa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leo Glu Glu
<213>1540%5icial

<220>

<223> JXM analegue

220>

<221> misc feature
222>  (1}..{1)
<223> Haa is D-His

<400> 182
Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 16 15

Gilu Ile Val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
Z0 25 30

Lys Asn Asn Ile Ala

35
<Z10> 193
<Z11> 37
<Z212> PRT

<213>» Artificial

<220>
<223> COXM analogus

<400G> 193

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

Arg Arg Ala Gln Asp Phe Val Gln Trp Leu Lys &sn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala

35
<210> 194
<21l> 37
€212> PRT

<213> Artificial

<220>
<223> OXM analogue
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Glu lle Val Lys Tyr Phe lle Glu Trp Leo Lys Asn Giy Sly Pro Ser 202530
Lys Asp Ass lle Ala 35 <210> 216 <211> 37 <212> PRT <21PEQECiaio? 1 np 477 9
<220> <223> OXM analogue <220> <221? misc_feature <222>(1)..(1)
<223> Xaa is 0-His <400> 216 Xaa Ser Gin Gly Thr Phe Thr Set Asp Tyr
Ser Lys Tyr Leo Glu Glu 151015 Giu Leu Val Lys Tyr Phe Leu Glu Trp
Leo Lys Asn Ala Gly Pro Ser 202530 Lys Asp Ass lle Ala 35 <210> 217
<211> 37 <212> PRT <213> Artificial <220> <223> OXM analogue 102
<400>-PQ@J{GB 2007 /007 79 <220> <221> misc_feature <222>(1)..(1) <223>
Xaa is 0-His <400> 217 Xaa Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys
}liis SWIGEOUG@UE‘@UPH_%EEHESEI Asp '{2}11‘ Ser Lys Tyr Leu Asp Ser

15

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

Lys BAsn Asn Ile Ala
35

<218> 185

<211> 37

<212> PRT

<213» Artificial

<220>
<Z223> QXM analogue

<220>

<221> misc_feature
<222> {1y..(1)
<223> Xaa is D-His

<400> 195
Xaa Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Ser
1 5 10 15

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

Lys Asn Asn Ile Ala
35

<210> 196

<211> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220> )
<221> misc_feature
<222>  (1y..(%4)

<223> Xaa is D-His

<400> 196
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Glu Lou Val Lys Tyr Phe Lou Glu Trp Lou Lys Asn Gly Gly Pro Ser _

202530 Lys Asp Asn lle Ala 35 <210> 218 <211> 37 <212>@F? 1

Artificial <220> <223> OXM analogue <220> <221> misc fea ur]—GEZ ﬂ}ﬁ? /004778
<222>(1)..(1) <223> Xaa is 0-His <400> 218 Xaa Ser Gin Gly Thr Phe Thr

Ser Asp Tyr Ser Lys Tyr Lou Glu mu 151015 Glu Leu Val Lys Tyr Phe Lou

Gin Trp Lou Lys Asn Ala Gly Pro Ser 202530 . Lys Asp Ass lle Ala 35

<210> 219 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM

analogue <220> 103 KI7(3132007/004 7 7 9 <221> misc_feature

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

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

Lys Asn Asn Ile Ala
35

<210> 197

<2il> 37

<212> PRT

<213> Artificial

<220>
<223> 0X¥M analogue

<2Z0x>

<221> misc_ feature
<222>  (1).. (L)
<223> Xaa is D-His

<d4f0> 197
Xaa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Ser

1 5 10 15

Arg Arg Ala Gin Asp Phe Val Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 36

Lys Asn Asn Tle Ala

35
<210> 198
<21i» 37
<212> PRT

<213> Artificial

<220>
<223> O0OXM analogue

<220>
<221> misc_feature
<222>  {1)..{1)

<2?23> ¥aa is D-~His

<480> 188

92

SUBSTITUTE SHEET (RULE 26)



<222>(1)..(1) <223> Xaa is 0-His <400> 219 Xaa Ser Gin Gly Thr Phe Thr

Ser Asp Tyr Ser Lys Tyr Leu Glu Glu 151015 Glu lle Val Ly ﬁ@

Gin Trp Leu Lys Asn Ala Gly Pro Ser 202530 Lys Asp Asn ﬁ I 5%{ﬁ /004773
<210> 220 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM

analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His

<400> 220 Xaa Ser Gin Gly Thr Phe Thr Ser Asp Tyr Set Lys Tyr Leu Glu

Glu 151015 Glu Leu Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly

xaa RRIGREE202830:LySASRASE:eMagds 9107221 <2113 37 <212> PRT

1

<213> Artificial <220> <223> OXM analogue <220> £221> misc_feature
104 PCT/GB 2007 /0047 7 9 <222>(1)..(1)

Arg Arg Ala Gln Asp Phe Val Gln Trp Leu Lys Asn Gly Gly Pro Ser -

20

Lys Asn Asn Ile Ala

<210>
<21l1i>
<212>
<213

<220>
<223>

<220
<221>
<2225
<223>

<400>

35

199

37

PRT
Artificial

O¥XM analogue

misc feature
(..
Xaa is D-His

159

Xaa Ala Asp Gly Thr

1

5

25

36

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Ser

10 15

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

20

Lys Asn Asn Ile Ala

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

<220>
<223>

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

<400>

35

200

37

PRT
Artificial

OXM analogue

misc_feature
{1)..(1)
Xaa is D-His

200

25

38

¥aa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Ser
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<223> Xaa is ft-His <400> 221 Xaa Sec Gin Gly Thr Phe Thr Sex Asp Tyr

Sec Lys Tyr Leu Glu Glu 151015 Glu Leu Val Lys Tyr Phele.Gin Trp.Le

Lys Asn Ala Gly Pro Set 202530 Lys Asp Asn lle Ala 35 < i%??r%ziﬂglﬁﬂﬂ 04778
37 <212> PRT <213> Artificial <220> <223> OXM analogue <220> <221>
misc_feature <222>(1)..(1) <223> Xaa is D-His <400> 222 Xaa Sex- Gin

Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu 151015 Glu Leu Val

Lys Tyr Phe lle Gin Ttp Leu Met Asn Thr Lys Arq Ass 202530 Lys Asp

Asn lle Ala 35 <210> 223 <211> 37 <212> PRT <213> Avtificial <220>

<223> OXM analogue <220> <221> misc_feature <222>(1)..(1) 105

Arg Arg Ala Gln Asp Phe val Gin Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 201

<211> 38

<212> PRT

<213> Artificial

<Z220>
<223> OXM analogue

<220>

<221> misc feature
<222>  {l)..(1)
<223> Xaa is D-His

<4G60> 201
Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 3 10 15

Glu Iie Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala Lys
35

<210> 202

<211> 38

<212>  PRT

<213> Artificial

<220>
<223» OXM analogue

<C2Z0>

<221> nmisc_feature
<222 (1)..{1}
<223> ¥aa is D-His
<400> 202

Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Lew Glu 5ln
1 5 10 15
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PCT/GB 2007 /004 7 7 9 <223> Xaa is D-His <400> 223 Xaa Set Gin
GLy Thr Phe Thr Ser Asp Tyr Sec Lys Tyr Len Gin Gin 151Q15 G ‘
Val Lys Tyr Phe lle Gin Trp Len Lys Asn'Ala Gly Pro Sec 2(?%3@%?@;{ 004778
Asn lle Ala 35 <210> 224 <211> 37 <212> PRT <213> Atrtificial <220>
<223> OXM analogue <220> <221> misc_feature <222>(1)..(1) <223>
Xaa is 0-His <400> 224 Xaa Ser Gin Gly Thr Phe Thr Set Asp Tyr Set Lys
Tyr Leu Glu Gin 151015 Gin lle Val Lys Tyr Phe lle Gin Trp Leu Lys Asn
Ala Gly Pro Set 202530 Lys Asp Asn lle Ala 35 <210> 225 <211> 37
<212> OPT <213> Artificial <220> <223> OXM analogue <220> <221>
Glu Inasm_ﬁg%tur@g%2>(i§..z§m 92232 XagsisBriis 106 pro ser
2 25 30

Lys Asn Asn Ile Ala Lys

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

220>
<223>

<220>
<221>
<Z222>
<223>

<400>

35

203.

38

PRT
Artificial

OXM analogue

misc feature
{1} ..
Xaz is D-His

203

Xaa Ala Asp Gly Thr

1

5

Glu Ile Val Lys Tyr

20

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
i0 15

Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
25 30

Lys Asn Asn Ile Ala Lys

<210>
<211>
<Z212>
<213>

<220>
<223>

<220>

<221>

<222>
<223>

<400>

35

204

38

PRT
Artificial

OXM analogue

mise_feature
(1) .. 1)
Xaa is D-His

204

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

1

5

10 15
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PCT/GB 2007/004 7 79 <400> 225 Xaa Ala Gin Gly Thr Phe Thr Ser
Asp Tyr Set Lys Tyr Len Glu GU, 51015 Gin Len Val Lys T e
Trp Len Lys Asn Ala Gly Pro Set 202530 Lys Asp Asn IIe @@22@@? 004778
226 <211> 37 <212> PAT <213> Atrtificial <220> <223> OXM analogue
<220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 226
Xaa Ala Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin 151015
Gin Len Val Lys Tyr Phe lle Gin Trp Len Met Asn Thr Lys Arg Asn 202530
Lys Asp Asn lle Ala 35 <210> 227 <211> 37 <212> PRT <213> Artificial
ciu L&ER220P 52237, 0XM Analogue 522075227 ﬁM§CG_ﬂt§3£t%e“§222>(1) (1)
<223> Xaa is 0-His 107 25

Lys Asn Asn Ile Ala Lys
35

<210> 203

<211> 38

<212> PRT

<213> Artificial

£220> .
<223> OXM analogue

<220>

<221> misc_feature
222> [1).. (1)
<223> ¥Xaa is D-His

<4Q0> 205

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

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn asn Ile Ala Lys
35

<210> 206

<211> 40

<212> PRT

<213> Artificial

<220>
<223> O0OXM analogue

<220>

<221> misc_feature
<222>  {1)..(1}
<223> Xaa is D-His

<Z220>

<221> MOD RES

<222>  {40)..{40)

<223> Xaa at possition 40 is Lys-myristoyl

<220>
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PCT/GB 7007 /004 7 7 9 <400> 227 Maa Ala Gin Gly Thr Phe Thr Set
Asp Tyr Oar Lys Tyr Leu Glu Gin 151015 Glu Leu Val Lys T; {tﬁq%ll ot P
Trp Leu Lys Aso Ala Gly Pro Set 202530 Lys Asp Asn lle AgCBfg < 1%@” 0047738
228 <211> 37 <212> PRT <213> Artificial <220> <223> OXM analogue
<220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 228
Xaa Ala Gin Gly Thr Phe Thr Ser Asp Tyr Sec Lys Tyr Leu Glu Gin
151015 Glu lle Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Set
<221>2Q2530:Lys Asp Asn lle Ala 35 <210> 22,9 <211> 37 <212> PRT <213>
<222>Artifinial ®@20> <223> OXM analogue <220> <221> misc_feature
223> < ¥R )Pq(1) L2239 Xaakis OHiss<d00> 229 108

<400> 206

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

Glu Leu Val Lys Tyr Phe Tle Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala Ala Ala Xaa
35 40

<Z210> 207

<Z21i> 40

<212> PRT

<213> BArtificial

<220>
<223> O0OXM analogue

<220>

<221> misc feature
222> {1}..{1}
<223> Xaa is D-His

<220>

<221» MOD_RES

<222>  (40)..(40}

<223> Xaa at position 40 is Lys-palmitoyl
<40G> 207

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

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn JIle Ala Ala Bla Xaa
3as 40

<210> 208

<21i> 40

<212> PRT

<213>» Artificial

<220>
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PCT/GB 2007 /00 4 7 7 9 Xaa Ala Gin Gly Thr Phe Thr Set Asp Tyr Ser
Lys Tyr Leu Gin Gin 151015 Gin lle Val Lys Tyr Phe Len GF(Trg Lepjhy
Asn Giy Gly Pro Sec 202530 Lys Asp Asn lle Ala 35 <210> 230 <211> 3
<212> PRT <213> Atrtificial <220> <223> OXM analogue <220> <221>
misc_feature <222>(1)..(1) ' <223> Xaa is D-His <400> 230 Xaa Ala Gin
Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu GUI Gin 151015 Gin lle Val
Lys Tyr Phe lle Gin Trp Len Lys Asn Ala Gly Pro Set 202530 Lys Asp Asn
<223 U Ala,,35 55210> 231 <211> 37 <212> PRT <213> Artificiai <220> <223>
OXM analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is

D-His
<2205
<221> misc feature
<222>»  (1y..11)
<223> Xaa is D-His

220>

<221> MOD RES

<222>  (40)..(40}

<223> Xaa at position 40 is Lys-~stearoyl

<400> 208
Kaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Glu
1 5 10 15

Giu Leu Val Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Gly Pro Ser
.20 25 30

Lys Asn Asn Ile Ala Ala Ala Xaa
33 40

<210> 209
<211> 490
<Z12> PRT

<213> Artificial

<220>
<223> 0XM analogue

<220>

<221> misc_feature
<222> (1y.. (1)
<223> ¥aa i1s D-His

<220>

<221> MOD_RES

<222> (40} ..(40)

<223> Xaa at possition 40 is Lys-arachidoyl

<220>

<221> MOD RES

<222>  (40) .. [40)

<223> Xaa at position 40 is Lys-arachidoyl
<400> 208

Xaa Ala Asp Gily Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 15
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<400> 231 109 PCT/GB 2007/004 7 7 9 Xaa Ala Asp Gly.Thr Phe Thr

Ser Asp Tyr Set Lys Tyr Leu Glu Glu 151015 Glu Leu Val RisifGBPRBII 0004 77 §
Gin Trp Leu Lys Asn Ala Gly Pro Ser. 20.2530 Lys Asp Asn lle Ala 35

<210> 232 <211> 37 <212> PRT <213> Artcial <220> <223> OXM .

analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is D-His

<400> 232 Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Set Lys Tyr Leu Glu

Glu 151015 Glu Leu Val Lys Tyr Phe lle Glu Trp Leo Met Asn Thr Lys Arg

sl RSNV202530:Lysehsh Ashille-Ala 35 5210z 233 <2113 37 £212> PRT
<213> Afdificial <220> <223>0XM analogue <22{> <221> misc_feature

Lys Asn Asn Ile Ala Ala Ala Xaa
35 40 -

<210> 210
<211> 3¢
<212> PRT
<213> Artificial

220>
<223> OXM analogue

<220>

<221>» misc_ feature
<222>  (1)..41)
<223> Xaa is D-His

<4¢0> 210

X&a Ser Gin Gly Thr Phe Thr Ser Asp Tyr $er Lys Tyr Leu Glu Glu
1 5 10 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala Glu Ala
35 :

<210> 211

<211> 40

<212> 'PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> misc_feature
€222>  (ly.. (1}
<223> Xaa is D-His

<220>

<221> MOD_RES

<222>  (40).. (40}

"<223> Xaa at position 40 is Lys-myristoyl

<400> 211
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<222>(1)..(1) <223> Xaa is 0-His <400> 233 Xaa Ala Asp Gly Thr Phe Thr
Ser Asp Tyr Set Lys Tyr Leo Glu Glu 110 PCT/GB 2007 O 9
51015 Gin Leo Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Gléé’}&érozwt/O 04779
202530 Lys Asp Asn lle Ala 35 <210> 234 <211> 37 <212> PRT <213>
Artificial <220> <223> OXM analogue <220> <221> misc_feature
<222>(1).41) <223> Xaa is 0-His <400> 234 Xaa Ala Asp Gly Thr Phe Thr
Set Asp Tyr Set Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr Phe lle
xaa sGIRIIRLERLYSASH MYy GlyPro Sef20233Q Lys AspiAss lle Ala 35
1 <210> 235x211> 37 <212> PRikb <213> Artific a <226> <223> OXM
analogue '

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala Glu Ala Xaa

35 40
<216> 212
<21l> 40
<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> MOD_RES

222> {(40) .. (40)

<Z223> Xaa at position 40 is Lys-myristoyl

<40G> 212
His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 i5

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala Glu Ala Xaa
35 490

<210> 213
<211> 40
<212> PRT

<213> Artificial

<220>
<223> QXM analogue

220>

<221> misc_feature
€222> (L)Y, (2)
<223> ¥aa is D-His

<220>
<221> MOD_RES
<222>  [40)...[(40)
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<223>

<400>

<220> <221> misc_feature <222>(1).41) <223> Xaa is 0-His <400> 235

Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Len Glu Gin

151015 111 PCT/GB 2007/004779Glulle Val Lys TYPBHER B 1 00477
Trp Leu Lys Asn 2025 Lys Asp Asn lle Ala 35 Gly Gly Pro Ser 30

<210>236 <211>37 <212>PRT <213>Artcial <220>

Xga at position 40 is Lys-palmitoyl

213

Raa Xaa Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Lau Glu

1

5 10 15

Glu Giu Leu val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro

20 25 30

Ser Lys Asn Asn Ile Ala Gilu Ala

<Z10>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
L222>
<223>

<2205
<221
<222>
223>

<400>

35 40

214

40

PRT
Artificial

OXM analogue

misc feature
{(1)y..(L
Xaa is D-His

MOD RES
(40} .. (40}
Xaa at position 40 is Lys-arachidoyl

214

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

1

5 10 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Giy Pro Ser

20 25 3¢

Lys Asn Asn Ile Ala Glu Ala Xaa

<210>
<21i>
212>
<213>

<220>
<223>

35 40

215

37

PRT
Artificial

OXM analogue
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<223>0XM analogue <220> <221>misc_feature <222>(1)..(1)
<223>Xaa is D-His <400>236 Xaa Ala Asp Gly Thr Phe Ffi¥/5HT Asp7 /004778
Tyr Ser Lys Tyr Leu Glu Gin 15

<220>

<221> misc feature
222> {(1y.. (1)
223> XKaa is D-His

<400> 215
Zaa Ala Asp Gly Thr
1 5

Giu Yle Val Lys Tyr
20

Lys Asp Asn Ile Ala

35
<210> 216
<211> 37
<212> PRT

<213> Artificial
<220>
223> OXM analogue

<220>

<221> misc_feature
<222> (1) .. {1}
<223> ¥aa is D-His

<400> 216
Xaa Ser Gln Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asp Asn Ile Ala

35
<210> 217
<211> 37
<212> PRT

<213> Artificial

<220>
<Z223> OXM analogue

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Leu Glu Trp Leu Lys Bsn Ala Gly Pro Ser
25 30
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Glu Leu Val Lys Tyr 20 Lys Asp Asn lle Ala 35 1015 Phe Leu Gin Trp Leu
Lys Asn Ala Gly Pro Ser 2530 <210>237  <211>37 <212%¢HRIB 2007 / 004778

<213>Artificial

<220>

<221> misc feature
222> (LY. (1)
<223> Haa is D-His

<400> 217
Xaa Ser Gln Gly Thr

1 5

Glu Leu Val Lys Tyr
20

Lys Asp Asn Ile Ala

35
<210> 218
<Z21l>» 37
<212> PRT

<213> Artificial
<220>
<223> O0OXM analogue

<220>

<221> misc feature
<222>  {1).. {1}
<223> ¥aa is D-His

<400> 218
Xaa Ser Gln Gly Thr

1 5

Glu Leu Val Lys Tyr
20

Lys Asp Asn Ile Ala

35
<210> 21¢
<211> 37
€212> PRT

<213> Artificial

<220>
<223> QXM analocgue

220>

<220>

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Leu Glu Trp Leu Lys Asn Gly Gly Fro Ser
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
25 30
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<223>0XM analogue <220> <221>misc_feature <222>(1)..(1)
<223>Xaa is D-His <400>237 Xaa Ala Asp Gly Thr Ph’ﬁeﬁpggerzé}ﬁp/ 004778
Tyr Ser

<22i> misc_feature
<222>  {(1)..(1}
<223> Haa is D-His

<400> 219
Xaa Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 10 15

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

Lys Asp Asn Ile Ala
35

<210> 220
<211i> 37
<212> PRT

<213> Artificial

C<220>
<223> OXM analogue

<220>
<221> misc feature
<222>  {Ly.. (L)

<223> Xaa is D-His

<400> 220

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

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asp Asn Ile Bla

35
<210> 221
<211> 37
<212> PRT

<213> Artificial
<220>
<223> OXM analogue

<220>
<221> misc_feature
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Lys Tyr Leu Giu Gin 151015 1 12 SUBSTITUTE SHEET (RULE 26)
PCT/GB 2007 /004 7 7 9 Glu Lou Val Lys Tyr The lle Gin ﬁm@ liiﬁ?? /004778
Asn Ala Gly Pro Sec 202530 Lys Asp Am n lle Ala 35 <210> 238 <2171>
37 <212> PRT <213> Artificial <220> <223> OXM analogue <220> <221>
misc_feature <222>(1).41) <223> Xaa is 0-His <400> 238 Xaa Ala Asp
Gly Thr Phe Thr Sec Asp Tyr Sec Lys Tyr Leu Glu Gin 151015 Glu lle Val
Lys Tyr Phe Leu Gin Trp Lou Lys Asn Ala Gly Pro Sec 202530 Lys Asp
<222>Asplle Ala 35 <210> 239 <211> 37 <212> PRT <213> Artificial <220>
<223><223> OXMianalogue

<400> 221
¥aa Ser Gin

1

Glu Leu Val

Lys Asp Asn
35

<210> 222
<2ii> 37
<212> PRT

Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
5 16 15

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

Ile BAla

<213> Artificial

220>

<223> OXM analogue

<220>

<221» misc
<222> (1) ..

feature
(1}

<223> Xaa is D-His

<400> 222
Xaa Ser Gln
i

Glu Leu Val

Lys Asp Asn
35

<210> 223
<211> 37
<212> PRT

Gly Thr Phe Thr Sef Asp Tyr Ser Lys Tyr Leu Glu Glu
5 10 15

Lys Tvr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Tle Ala

<213> Artificial

<220>

<223> O0OXM analogue

<220>

<221> misc_feature

€222>  {1)..

£1)

105

SUBSTITUTE SHEET (RULE 28)



<220> <221> misc_feature <222>(ii(1) <223> Xaa is 0-His <400> 239
Xaa Ser Gin Gly Thr Phe Thr Ser Asp Tyr Sec Lys Tyr Lou Asp Sec -
151015 113 PM:2200/0 7 7 9 Arg Arg Ala Gin Asp Phe Rlal 6B T#0ieun 0 47 7 8
Lys Asn Ala Gly Pro Bar 202530 Lys Asp Asn lle Ara 35 <210> 240 <211>
37 <212> PRT <213> Artificial <220> <223> OXM analogue <220> <221>
misc_feature <222>(1)..(1) <223> Xaa is D-His <400> 240 Xaa Ala Asp
Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Bar 151015 Arg Arg Ala
<223>GinAsp Bhe ¥al Gin Trp Leu Lys Asn Ala Gly Pro See 202530 Lys Asp
Asn lle Ala 35 <210> 241 <211> 38 <212> PRT <213> Atrtificial <220>
480> < 733> OXM analogue <220> <221> misc_feature

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

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn ‘Ala Gly Pro Ser
20 25 30

Lys Asp Asn Ile Ala
35

<210> 224

<211> 37

212> PRT

<213> Artificial

226>
<223> OXM analogue

<220>

<221> misc_feature
<z222>» (1) ..(1}
<223> Xaa is D-His

<440> 224

¥aa Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glin
1 5 10 15

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

Lys Asp Asn Ile Ala
35

<210> 225

<211> 37

<21Z2> PRT

<213> Artificial

<220>
€223> O¥M analogue

<220>

<221> misc_feature
222> (1y..11)
<223> Yaa is D-His
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<4Q0>

Xaa Ala Gl

1

Glu L

Lys A

<210>
<21i>»
212>
<213>

<220>
<223>

<220>
<221
222>
<223>

<400>
Xaa A

1

Giu L

Lys A

<210>
<Z2il>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<223>

<222>(1)..(1) <223> Xaa is D-His <400> 241 Xaa Ala Asp Gly Thr Phe

Thr Bar Asp Tyr Sec Lys Tyr Leu Glu Glu 151015 Glu lle Val Lys Tyr Phe

lle Gin Trp Leu Lys Asn Gly Gly Pro Set 114 PCT/GB 2007P6TY&E 2087 / 90477 9
202530 Lys Asp Asn lle Ala Lys 35 <210> 242 <211> 38 <212> PRT

<213> Artificial <220> <223> OXM analogue <220> <221> misc_feature

<222>(1)..(1) <223> Xaa is 0-His <400> 242 Xaa Ala Asp Gly Thr Phe Thr

Ser Asp Tyr Ser Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr The lle

Gin Trp Leu Lys Asn Gly Gly Pro Ser 202530 Lys Asp Asn lle Ala Lys 35

<246> 243 <211> 38 <212> PRT <213> Atrtificial <220> <223> OXM
analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His
Gly Thr Phe Thr Ser ASp Tyr Ser Lys Tyr Leu Glu Glu
5 10 15
eu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30
sp Asn Ile Ala
35
226
37
PRT

Artificial

OXM analogue

misc feature
(Ly.. (L}
Xaa is D-His

226
la Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
5 10 15

eu Val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

sp Asn Ile Ala
35

227

37

BRT
Artificial

0OXM analogue

misc_feature
{1y.. (1)
Xaa is D-His
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<400> 243 Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu

G10 151015 Glu lle Val Lys Tyr Phe lle Gin Trp Leu Met A%ngﬁggygf 004778
Asn 202530 115 PCT/GB 2007/ 004 7 7 9 Lys Asp Asn lle Ala Lys 35

<210> 294 <211> 38 <212> PRT <213> Atrtificial <220> <223> OXM

analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His

<400> 244 Xaa Ala Asp Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu

Glu 151015 Glu Leu Val Lys Tyr Phe lle Gin Trp Lou Lys Asn Gly Gly Pro

<400>5ep202530 Lys Asp Asn lle Ala Lys 35 <210> 245 <211>. 38 <212> PRT

<213> Artificial <220> <223> OXM anal.ogue <220> <221> misc_feature

rea P253(H)Y (1) <223 Katris @%Hi§sfé4%>@a5fxxa&wa;%qs§1@|y Thr Phe Thr

Ser Asp Tyr Set Lys Tyr Lou Glu Gin 151015

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser

20

Lys Asp Asn Ile Ala

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

<220>
<223>

<Z220>»
221>
222>
<223>

<400>

35

228

37

PRT
Artificial

0OXM analogue

misc_feature
(1Y .. {1}
Xaa 1s D-His

228

Xaa Ala Gln Gly Thr

1

5

Glu Ile Val Lys Tyr

20

Lys Asp Asn Ile Ala

<210>
<21i>
<212>»
<213>

<2205

<223>

<220>
<221>
222>
<223>

<400>

35

228

37

PRYT
Artificial

OXM analogue

nisc feature
{(1)y..{1}
Xaa is D+His

229

25 30

Pre Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
25 30
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Glu Leu Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Sec 202530
116 SUBSTITUTE SHEET (RULE 26) PCT/GB 2007 /00 ?ﬁé L % .
Asp Asn lle Ala Lys 35 <210>246 <211>40 <212>PRT <21 " @iai? 07/004778
<220> <223>0XM analogue <220> <221>misc_feature <222>(1)..(1)
<223>Xaa is 0-His <220> <221>MOD_RES <222>(40).,(40) <223>Xaa at
position <400>246 40 is Lys-myristoyl Xaa Ala Asp Giy Thr Phe Thr Sec
Asp Tyr Set Lys Tyr Leu Glu Glu 51015 Glu Leu Val Lys Tyr Phe lle Gin
Trp Leo Lys Asn Gly Gly Pro Set 202530 Lys Asp Asn lle Ala Ala Ala Xaa
¥aa Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1

5

©10 15

Glu Ile Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser

20

Lys Asp Asn Ile Ala

<210>
<211i>»
<212
<213>

<220
<223>

<220>
<221>
222>
<223>

<4G0>

35

230

37

BRT
Artificial

OXM analogue

misc feature
1y ..y -
Xaa is D-His

230

Xaa Ala Gln Gly Thr

i

5

Glu Tle Val Lys Tyr

20

Lys Asp Asn Ile Ala

<210>
<211>
<212>
<Z213>

<220>
<223>

<220>
<221>
<222>
223>

<400

- 35

231
37

PRT
Artificial

O¥M analogue

misc feature

{1Yy.. (L)
Xaa is D-His

231

25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

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

109

SUBSTITUTE SHEET (RULE 26)



3540 <210> 247 <211> 40 <212> PRT <213> Actificia <220> <223> OXM
analogue <220> <221> misc_feature <222>(1)..(1) <223> RQ&/ BO-Hi§7 /0047789
<220> <221> MOD_RES <222>(40)..(40) <223> Xaa at position 40 is
Lys-paimitoyl 117 PCT/GB 2007 /004 7 7 9 <400> 247 Xaa Ala Asp Gly
Thr Phe Thr Sec Asp Tyr Sec Lys Tyr Leu Glu Glu 51015 Glu Leu Val Lys
Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser 202530 Lys Asp Ass lle
Ala Ala Ala Xaa 3540 <210> 248 <211> 40 <212> PRT <213> Atrtificial
Xaa AKDRRE> @12/23D>r0%m atnal&guesﬁzm%@%a m&ﬁCLéeaitﬂ,lﬁe&’222>(l) (1)
L' <223> Xaa’s 0-His

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 . 25 30

Lys Asp Asn Ile Ala
35

<210> 232

<211> 37

<212>  PRT

<213» Artificial

<220>
<223> OXM analogue

<220>

<221> misc_feature
<222 {1})..({1}
<223> Xaa is D-His

<400> 232
Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 - > 10 15

Glu Leu Val Lys Tyr Phe Ile Glu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asp Asn Ile Ala
35

<210> 233

211> 37

<212> PRT

<Z213> Artificial

<220>
<223>» OXM analogue

L220>

<221>» misc_feature
<222> (LY. 41
<223> Xaa is D-His
<400> 233

Xaa RAla Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
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<220> <221> MOD_RES <222>(40)..(40) <223> Xaa at position 40 is
Lys-stearoyl <400> 248 Xaa Ala Asp Gly Thr Phe Thr Set A{TAGBSEIYE G477 §
Tyr Leu Glu Glu 151015 Glu Leo Val Lys Tyr Phe lle Gin Trp Leo Lys Aso
Gly Gly Pro Ser 202530 Lys Asp Ass lle Ala Ala Ala Xaa 3840 <210> 249
<211> 40 <212> PRT <213> Artificial <220> <223> OXM analogue <220>
118 PCT/GB 2007 /0047 7 9 <221> misc_feature <222>(1)..(1) <223>
Xaa is D-His <220> <221> MOD_RES <222>(40).(40) <223> Xaa at
1 position 40 is Lys-arachidoyl <40Q> 249 Xaa Ala As Cﬁ'%’ Thr Phe Thr Set
Asp Tyr Ser Lys Tyr Leu Gin Gin 51015 Gin Len Val Lys Tyr Phe lle Gin

Trp Len Lys Asn Gly Gly Pro Sec 202530 Lys Asp Asn lle Ala Ala Ala Xaa
Glu %ﬁg}%ﬁl ;ys Tyr Phe Ile”Gin Trp Leu Lys Asn Gly Gly Pro Ser

0 25 30

Lys Asp Asn Ile Ala
35

<210> 234

<211> 37

<212> PBRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> misc feature
<222>  (1)..{1)
<223> Xaa is D-His

<400> 234
Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu

1 5 10 15

Glu Ile Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asp Asn Ile Ala
35

<210> 235

<211> 37

<212> PRT

<213> Artificial

<220>
<223> O0OXM analogue

<220>

<221> misc_feature
<222>  (1})..(1}
<223> Xaa is D-His
<400> 235

Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu
1 5 16 i5

111

SUBSTITUTE SHEET (RULE 26)



<210> 250 <211> 40 <212> PRT <213> Atrtificial <220> <223> OXM
analogue <220> <221> misc_feature <222>(1)..(1) <2235 4R bt/ 00477 &
<400> 250 Xaa Set Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Gin
Gin 151015 Gin Len Val Lys Tyr Phe Len Gin Trp Len Lys Asn Ala Gly
Pro Ser 202530 Lys Asp Asn lle Ala Gin Ala Lys 3540 <210> 251 <211>
40 <212> PRT <213> Artificial <220> 119 PCT/GB 2007/0047 79
<223> OXM analogue <220> <221> misc_feature <222>(1)..(1) <223>
Xaa is 0-His <220> <221> MOD RES <222>(40)..(40) <223> Xaa at
position 40 is Lys-myristoyl

Glu Ile Val Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Gly Pro Ser

20 © 25 30

Lys Asp Asn Ile Ala

35
<210> 236
<211> 37
<212> PRT

<213>» Artificial

<220>
<223> O0¥M analogue

<220>

<221> misc feature
<222>  (l)..(1}
<223> Xaa is D-His

<400> 236
Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 18 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asp Asn Ile Ala
35

<210> 237
<2i1> 37
<212> PRT

<213> Artificial
<220>

<223> QXM analogue

<z20>

<221> misc_feature
€222>  (1)..1{L)
<223> Xaa is D-His
<400> 237

Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu &ln
1 5 10 15
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<400> 251 Xaa Set Gin.Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu
Glu 151015 Glu Leu Val Lys Tyr Phe Leu GIn Trp Leo LysPASMa Bl / 0047 7 9
Pro Ser 202530 Lys Asp Asn lle Ala Glu Ala Xaa 3540 <210> 252 <211>
40 <212> PRT <213> Artificial <220> <223> OXM analogue <220> <221>
misc_feature <222> (1).11) <223> Xaa is D-His <220> <221> MOD_RES
<222>(40)-(40) <223> Xaa at position 40 is Lys-palrnitoyl <400> 252 Xaa
Set Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu 151015 Glu
Leo Val Lys Tyr Phe Leu Gin Trp Leo Lys Asn Ala Gly Pro Ser 202530

clu tkySVASp.AShllesla Gl Ala Xaaik20u:RCHGB 2007 F0:054:7 7 9 <210>
<211> 2212> <213> <220> ¥223> <220> <221>%€222> <223> <220>
<221> <222> <223>

Lys &sp Asn Ile Ala
35

<210> 238

<21i> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> misc feature
<222> {l)..11)
<223> HKaa is D-His

<400> 238
Xaa Bla Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
1 5 10 15

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

Lys Asp Asn Ile Ala
35

<210> 239

<231> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogus

<220>

<221> misc_feature
<222>  (1)..(1}
<223> Xaa is D-His
<400> 239

¥aa Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Ser
1 5 10 ‘ 15
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<900> 35 253 40 PRT Artificial OXM analogue misc_feature (1)..(1) Xaa is
0-His MOD_RES (40)..(40) Xaa at pos 253 on 90 40 Lys-a idayl ggqa}f an4779
Ser Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu'1 IO% Glu '

Leu Vol Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser 202530
Lys Asp Asn lle Ala Glu Ala Xaa 3540 <210> 259 <211> 37 <212> PRT

<213> Artiificia <220> <223> OXM analogue <400> 254 His Ala Asp Gay
Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu 151015

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

20

Lys Asp Asn Ile Ala

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

<220>
<Z23>

<220>
<221>
222>
<223>

<400>

35

240

37

PRT
Artificial

OXM analogue

misc_feature
(.. (1)
Xaa is D-His

Z40

Xaa BAla Asp Gly Thr

1

5

Arg Arg Ala Gln Asp

20

Lys Asp Asn Ile Ala

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

<220>
<223>

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

<400>

35

241

38

PRT
Artificial

OXM analogue

misc_feature
{1y.. (1}
¥aa ls D-His

241

25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Ser
10 i5

Phe Val Gln Trp Leu Lys Asn Ala Gly Pro Ser
25 30

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

1

5

10 15

Glu Ile Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
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Glu lle Vol Lys Tyr The lle Glu Trp Leu Lys Asn Gly Gly Pro Set 202530
Lys Asp Asn He Ala 35 121 PCT/GB2G0/004779 <21@5m<%@?[ 004779
37 <212> PRT <213> Artificial <220> <223> OXM analogue <400> 255
His Set Gin Gly Thr Phe Th Set Asp Tyr Set Lys Tyr Leu Glu Glu 1510 Glu
Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Sly Pro Set 202530 Lys
Asp Asn lle Ala 35 <210> 256 <211> 37 <212> PRT <213> Atrtificial
<220> <223> OXM analogue <400> 256 His Ser GIn Sly Thr Phe Thr Set
Asp TyrSet Lys Tyr Leu Glwe&lu 151015 Glu Leyd/al Lys Tyr Phe Leu Glu
Trp Leu Lys Asn Gly Sly Pro Set 202530 Lys Asp Asn lle Ala 35 <210>

Lys adp hs2tle 3, <BL2> PRT <213> Artificial <220> <223> OXM analogue
<4006> 257 His Set Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Gin
Glu

<210> 242

<211> 38

<212> PRT
<213> Artificial

220> :
<223> OxXM analogue

<220>

<221> misc feature
222> {1)..1{1)
<Z223> ¥aa is D-His

<400> 242
Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 10 15

Giu Ile Val Lys Tyr Phe Iie Gin Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asp Asn Ile Ala Lys
35

<210> 243

<211> 3B

212> PRT

<213> Artificial

220>
<223> OXM analogue

<220>

<221> misc feature

<222 (1).. (1)

<223> Xaa is D-His

<400> 243

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

Glu Ile Val Lys Tyr Phe Ile Gin Trp Leu Met Asn Thr Lys Arg Asn
20 ) 25 30
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151015122 )27/004779 GluLeu Val Lys Tyr Phe Leu Gin Trp Leu

Lys Asn Ala Gly Pro Set 202530 Lys Asp Asn lle Ala 35 <210> 258

<211> 37 <212> PAT <213> Artificial <220> <223> OXM {ifpaBe 300Pn 0 £ 77 9
258 His Ser Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu

151015 Glu lle Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Set

202530 Lys Asp Asn lle Ala 35 <210> 259 <211> 37 <212> PAT <213>

Artificial <220> <223> OXM analogue <400> 259 His Set Gin Gly Thr Phe

Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu 151015 Glu Len Val Lys Tyr Phe

Len Gin Trp Leu Lys Asn Ala Gly Pro Set 202530 Lys Asp Asn lle Ala 35

Lys Aé@f;(gﬂ 260 &b 1537 <212> PRT 123 '

<210
<211>
<212>
<213>

<220>
<223>

<2200
221>
222>
223>

<400>

1

244

38

PRT
Artificial

OXM analogue

misc feature
(1) .. {1}

Xaa is D-His
244

Xaza Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

5 L0 15

Glu Leu Val Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Gly Pro Ser

20 25 30

Lys Asp Asn Ile Ala Lys

a5

<210> 245
<21l1>° 38

<2l2>

PRT

<213>» Artificial

<220>
223>

<220>

O¥XM analogue

<221> misc_feature
<222> (1) ..1(1)
<223> Xaa is D-His

<400> 245

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

1

5 10 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser

20 25 30
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PCT/GB 2007 /004 7 7 9 <213> Artificia <220> <223> OXM analogue
<400> 260 His Set Gin Gly Thr The Thr Ser. Asp Tyr Sec Lys Tyr Les Gin
Gin 151015 Gin Leu Val Lys Tyr Phe lle Gin Trp Len Lys AsS8@TAGBy BT 7 o0 4 778
Sec 202530 Lys Asp Ass lie Ala 35 <210> 261 <211> 37 <212> PRT
<213> Artificial <220> <223> OXM analogue <400> 261 His Set Gin Giy
Thr Phe Thr Sec Asp Tyr Sec Lys Tyr Len Gin Gin 151015 Gin Len Val
Lys Tyr Phe lle Gin Trp Len Met Ass Thr Lys Arg Ass 202530 Lys Asp Ass
lle Ala 35 <210> 262 <211> 37 <212> PRT <213> Atrtificial <220> <223>
Lys AgXNrahalogueix400> 262 His Set Gin Gly Thr Phe Thr Ser Asp Tyr Sec
Lys Tyr Len Gin Gin 151015 Gin Len Val Lys Tyr Phe lle Gin Trp Len Lys

Ass Ala Gly Pro Set 202530 124

<210> 246

<211l> 40

<212> PRT

<213> Artificial

220>
<223> OXM analogue

<220>

221> misc feature
<222>  {1)..{1}
<223> ¥aa is D-His

<220>

<221> MOD_RES

<222> {400 .. {40

<223> Xaa at position 40 is Lys-myristoyl

<400> 2486

Xaa Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gilu Glu
1 3 10 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 3¢

Lys Asp Asn Ile Ala Ala Ala ¥aa
35 40

<210> 247

<211> 40

<212> PRT

<213> Artificial

<220>
<223> O¥XM analogue

<220> .
<221> misc_feature
<222>  (L).. (1)
<223> ¥aa is D-His

L <220>
<221> MOD_RES

<222>  [40)..{40)
<223> Xaa at position 40 is Lys-palmitoyl
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PCT/GB 2007 /004 7 7 9 Lys Asp Asn lle Ala 35 <210> 263 <211> 37
<212> PRT <213> Atrtificia <220> <223> OXM analogue éé%)g?%@@g 04779
Set Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leo Glu' Gi 101 I&)
lle Val Lys Tyr Phe lle Gin Trp Leo Lys Ass Ala Gly Pro Set 202530 Lys
Asp Asn lle Ala 35 <210> 264 <211> 37 <212> PRT <213> Atrtificial
<220> <223> OXM analogue <400> 264 His Ala Gin Gly Thr Phe Thr Ser
Asp Tyr Ser Lys Tyr Leo Glu Glu 151015 Glu Leu Val Lys Tyr Phe Leo

<4006GirtTrp Leo Lys Asn Ala Sly Pro Set 2025 Lys Asp Asn lle Ala 35 <210>

¥aa %‘65 <21G > 37 <212> PRT <213> Atrtificial <220> <223> OXM analogue

1 PCTIEB 20077 00 47 7°6"<A003 265 RIS AIA Girt GifFFhFPhe Thr Ser
Asp Tyr Ser Lys Tyr Leu Gin Gin 151015 Gin Len Val Lys Tyr Phe lle Gin

TrLP Len Met Asn Thr Lys Arg Asn
Glu Leu Val Lys Tyr Phe Ilé Gln Trp Leu Lys Asn Gly Gly Pro Ser

20 25 30

Lys Asp Asn Ile Ala Ala Ala Xaa
35 ' 40

<210> 248

<211> 40

<212>» PRT

<213> Artificial

<220>
<223> OXM analogue

<220>
<221> misc feature
222> (1y.. (1)

<223> ¥aa is D-His

<220>

<223> MOD_RES

<2Z22> (40} ..(40)

<£23> Xaa at pesition 40 is Lys-stearcyl
<400> 248

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

Glu Leu Val Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asp Asn Ile Ala Ala Ala Xaa
35 40

<210> 249

<211> 40

<212> PRT

<213> Argificial
<220>

<223> (XM analogue

<220
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202530 Lys Asp Asn lle Ala 35 <210> 266 <211> 37 <212> PRT <213>
Artificial <220> <223> OXM analogue <400> 266 His Ala Gi§IEBETREFhe 00 47 7 §
Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin 151015 Gin Len Val Lys Tyr Phe
lle Gin Trp Len Lys Asn Ala Gly Pro Ser 202530 Lys Asp Asn lle Ala 35
<210> 267 <211> 37 <212> PRT <213> Artificial <220> <223> OXM
analogue <400> 267 His Ala Gin Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr
Len Gin Gin 151015 Gin lle Val Lys Tyr Phe Len Gin Trp Len Lys Asn Ala
<251 Gly Pra Ser.202530 Lys Asp Asn lle Ala 35 126 PCTIP13 2007 /004 77
<222>9 €2103 268 <211> 37 <212> PRT <213> Artificial <220> <223> OXM
<223> grtabogaeP<4G0> 268 His Ala Gin Sly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr
<270 L€0 Glu Gin 151015

<221>  MOD RES

<222>»  {40)..(40}

<223> Xaa at position 40 is Lys-arachidoyl

<40G0> 249

Xaa Ala Asp Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asp Asn Ile Ala
35

<2i0> 250
<211> 40
<212> PRT
<213> Artificial

<220>
<223> QXM anzlogue

<220>

<221> misc feature
<222> (L)..(1)
<223> Xaa is D-His

<400> 250
Xaa Ser Gln Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asp Asn Ile Ala
35

<210> 251

<211> 40

<212> PRT

<213> Artificial

<220>

Phe Thr

Phe Ile

Ala Ala

Phe Thr

Phe Leu

Gilu Ala

Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
L0 15

Gln Trp Leu Lys Asn Gly Gly Pro Ser
25 30

Xaa
10

Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
16 15

Gln Trp Leu Lys Asn Ala Gly Pro Ser
25 30

Lys
40
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Glu lle Val Lys Tyr Phe Leo Gin Trp Leu Lys Asn Gly Gly Pro Ser 202530 -

Lys Asp Asn lle Ala 35 <210> 269 <211> 37 <212> PRT <Zp%w¥@?fl% 11004779
<220> <223> OXM analogue <400> 269 His Ala Gin Gly Th hr Ser

Asp Tyr Set Lys Tyr Leo Glu Gin 151015 Glu lle Val Lys Tyr Phe lle Gin

Trp Leo Lys Asn Ala Gly Pro Set 202530 Lys Asp Asn lle Ala 35 <210>

270 <211> 37 <212> PRT <213> Artificial <220> <223> OXM analogue

<400> 270 His Ala Asp Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Leo Glu

<223> Glyil 272 REFGB 2007 /00 4 77 9 51015 Glu Len Val Lys Tyr Phe Len

<220>
<Z221>
<222>

23>

<220>
<221
<222>
<223>

<400>

Gin Trp Len Lys Asn Ala Gly Pro Ser 202530 Lys Asp Am n lle Ala 35
<210> 271 <211> 37 <212> PRT <213> Artificial <220> <223> OXM
amaleguea<d0> 271 His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys
TgﬁLeri Glu Gin

aa is D-His

MOD_RES
(40) .. 140}
Xaa at position 40 is Lys-myristoyl

251

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

1

5 10 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser

20 25 30

Lys Asp Asn Ile Ala Glu Ala Xaa

<2i0>
<21i>
212>
<213>

220>
<223>

<220>
<221>
<222>
223>

220>
<2Z21>
222>
<223>

<400>

35 40

252

4Q.

PRT
Artificial

OXM analogue

misc_feature
(1}..{1)
Xaa is D-Bis

MOD RES
{40y, . (40}
Xaa alt position 40 is Lys-palmitoyl

252

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

i3

5 i0 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser

20 25 30

Lys Asp Asn Ile Ala Glu RAla Xza

120

SUBSTITUTE SHEET (RULE 26)



<210>
<21l
<212>
<213>

<Z220>
223>

220>
<221>
222>
<223>

<2200
<221>
<222%
<223>

<400>

151015 Gin Leo Val Lys Tyr Phe lle Gin Trp Leo Met Asn Thr Lys Arg Asn
202530 Lys Asp Asn lle Ala 35 <210> 272 <211> 37 <212> PRT <213>
Artificial <220> <223> OXM analogue <400> 272 His Ala REH (0% THIPHe Q0 47 7 8
Thr Ser Asp Tyr Ser Lys Tyr Len Glu Gin 151015 Gin Leo Val Lys Tyr Phe
lle Gin Trp Len Lys Asn Gly Gly Pro Ser 202530 Lys Asp Asn lle Ala 35
<210> 273 <211>37 - 128 PCT/GB 2007 /004 7 7 9 <212> PRT <213>
Artificial <220> <223> OXM analogue <400> 273 His Ala Asp Gly Thr She
ThgSet Asp Tyr Set Lys Jyr Len Gilt Glu 151015 Glu lle Val Lys Tyr She
lle Glu Trp Leu Lys Asn Gly Gly Pro Ser 202530 Lys Asp Asn lle Ala 35
<§%9> 274 <211> 37 <212> PRT <213> Artificial

40

PRT
Artificial

OXM analogue

misc feature
(1)..{1}
"Xaa is D-His

MOD_RES
{40} .. (40
Xaa at position 40 is Lys-arachidoyl

253

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

1

5 10 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser

20 25 30

Lys Asp Asn Ile Ala Glu Ala Xaa

210>
<21i>
<212>
<213>

<220>
<223>

<400>

35 49

254

37

PRT
Artificial

OXM analogue

254

His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1

5 10 15

Glu Ile Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser

20 25 30

Lys Asp Asn Ile Ala

35
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<220> <223> OXM analogue <400> 274 His Ala Asp Gly [pg
d:rsﬁe I ﬁe& 04778

Asp Tyr Set Lys Tyr Len Glu Glu 151015 Glu lle Val Lys Ty
Trp Leu Lys Asn Gly Gly Pro Set 202530 Lys Asp Asn lle Ala 35 <210>
275 <211> 37 <212> PRT <213> Artificial <220> <223> OXM analogue
<400> 275 His Ala Asp Gly Thr She Thr Set Asp Tyr Set Lys Tyr Leu Glu
Gin 151015 Glu Leu Val Lys Tyr She Leu Gin Trp Leu Lys Asn Ala Gly
Pro Set 129 PCT/GB 2007/004 7 7 9 202530 Lys Asp Asn lle Ala 35
<210> 276 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM
:‘Z?i)i aﬁaf’ogue <400> 276 His Ala Asp Gly Thr Phe Thr Per Asp Tyr Per Lys
<212 Tyﬁr}_eu Glu Gin 151015 Glu Leo Val Lys Tyr Phe lle Gin Trp Leo Lys Asn

<213> AlatGRBro Sec 202530 Lys Asp Asn lle Ala 35

<220>
<223> OXM analogues

<400> 255
His Ser GIn Gly Thr Phe Thy Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 1¢ 15

Glu Leuw Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asp Asn Ile &la
35

<210> 2586

<21i1> 37

<212> PRT

<213> Artificial

<Z20>
<223> OXM analogue

<40DD> 256
His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 16 15

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 ‘ 38

Lys Asp Bsn Ile Ala
35

<210> 257

<2il>» 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 257

His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu 6lu
1 5 10 15
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<210> 277 <211> 37 <212> PRT <213> Atrtificial <220> <2,2\3,_>,3%;(%ﬁ -
analogue <400> 277 His Ala Asp G1y Thr Phe Thr Per ASEWW r i%/ 004778
Tyr Leo Glu GIn 151015 Glu lle Val Lys Tyr Phe Leo Gin Trp Leo Lys Asn
Ala Gly Pro Per 202530 Lys Asp Asn lle Ala 35 <210> 278 <211> 37
<212> PRT <213> Atrtificial <220> 130 PC,T/GB 2007/007 7 9 <223>
OXM analogue <400> 278 His Ser Gin Gly Thr Phe Thr Sec Asp Tyr Ser.
Lys Tyr Leu Asp Ser 151015 Arg Mg Ala Gin Asp Phe Val Gin Trp Leu Lys
Asn Ala Sly Pro Set 202530 Lys Asp Asn lle Ala 35 <210> 279 <211> 37

. <212> PRT <213> Art' icia <220> <223> OXM analogue <400> 279 His

HRta Rep sty b Phe’ Thi St AR Ty Sef By s™Fyr et AgpsSer 151015 Arg

Arg Ala Slit Asp Phe Val Gin Trp Leu Lys Asn Alasgly Pro Ser 202530 Lys

Asp Asn lle Ala
Lys Asp Asn Ile Ala

35

<210> 258

<211> 37

<212> PRT

<Z213> Artificial

<220>
<223> O¥M analogue

<400> 258
His 8er Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 10 15

Glu Lie Val Lys Tyr Phe Tle Gln Trp Leu Lys Asn Ala'Gly Pro Ser
’ 20 25 30

Lys Asp Asn Ile Ala
35

<210> 259

<211> 37

<212> PR?T

<Z13> Artificial

<220>
<223> O0OXM analogue

<400> 259

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

Gilu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asp Asn Jle Als
35

<210> 260
<«211> 37
<212> PRT
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35 <210> 280<211> 38 <212> PRT <213> Artificia <220> <223> OXM
analogue <400> 280 His Ala Asp Sly Thr Phe Thr Set As $ é%
Tyr Leu GU, mu 151015 Glu lle Val Lys Tyr Phe lle Gin Tegiﬁlé L)C/gs sia 004773
Gly Sly Pro Ser 202530 Lys Asp Asn lle Ala Lys 131 PCT/GB 2007 /00
4779 35<210> 281 <211> 38 <212> PRT <213> Atrtificial <220> <223>
OXM analogue <400> 281 His Ala Asp Gly Thr Phe Thr Set Asp Tyr Set
Lys Tyr Leu Glu Girt 151015 Glu lle Val Lys Tyr Phe lle Gin Trp Leu Lys
<213>AsRGly Gy Pro Ser 202530 Lys Asp Asn lle Ala Lys 35 <210> 282 <211>
(220>3$ <212> PRT <213> Artificial <220> <223> OXM analogue <400> 282
<2935 Hisa Asp Gly Thr Phe Thr_Set Asp Tyr Set Lys Tyr Leu Glu Glu 151015
Glu lle Val iys Tyr Phe lle Gin Trp Leu Met Asn Thr Lys Arg Asn 202530
<400> Ly&@Asp Asn lle Ala Lys 35

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

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

Lys Asp Asn Ile Ala
35

<210> 261

<211> 37

<212> PRT

<213> Artificial

<220>
<223> 0O¥XM analogue

<400> 261
His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
Z0 25 30

Lys Asp Asn Ile Ala
35 -

<210> 262

<211> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<4G0> 262

His Ser Gln Giy Thr Phe Thr Ser Asp Tvr Ser Lys Tyr Leu Glu Gln
i3 5 10 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30
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<210> 283 <211> 38 <212> PRT <213> Atrtificial <220> <223> OXM
analogue <400> 283 132 PCT/GB 2007/004 7 7 9 Hisphigysp By Thhg 4 77 9
Phe Thr Ser Asp Tyr Set Lys Tyr Leu Glu Glu 151015 Glu Leu Val Lys Tyr
Phe lle Gin Trp Leu Lys Ash Gly Gly Pro Sec 202530 Lys Asp Asn lle Ala -
Lys 35 <210> 284 <211> 38 <212> PRT <213> Artificia <220> <223>
OXM analogue <400> 284 His Ala Asp Sly Thr Phe Thr Set Asp Tyr Set
Lys Tyr Leu 'Clu Gin 151015 Glu Leu Val Lys Tyr Phe Ile Gin Trp Leu Lys
Ann Gly Gly Pro Set 202530 Lys Asp Ann lle Ala Lys 35 <210> 285 <211>

tvs ad0<212> PRT <213> Artificial <220> <223> OXM analogue <220> <221>

Y AIAB! RES $322>(40)..(40) <223> Xaa at position 40 is Lys-myristoyl

<400> 285

<210> 263

<2i1> 37

<212> PRT

<Z213>» Artificial

<2206>
<223> OXM analogue

<400> 263
His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 10 15

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

Lys Asp Asn Ile Ala
35

«210> 264

<211> 37

<212> PRT

<213> Artificial

<220>
<Z23> OXM analogue

<40G> 264
His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 15

Giu Leu Val Lys Tyr Phe Leu Gla Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asp Asn Ile Ala
35

- <210> 265

<211> 37
<212> PRT
<213> Artificial

<220>
<223> O¥XM analogue
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His Ala Asp Sly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu 151015

Glu Leu Val Lys Tyr She lle Gin Trp Leu Lys Ann Sly Gly

ROTRGR2083BP 00 477 §

133 SUBSTITUTE SHEET (RULE 26) PCT/GB 2007 /04 7 7 9 Lys Asp
Asn lle Ala Ala Ala Xaa 3540 <210> 286 <211> 40 <212> PRT <213>

Artificial <220> <223> OXM analogue <220> <221> MOD 885

<222>(40)-(40) <223> Xaa at position 40 is Lys-palmitoyl <400> 286 His

Ala Asp Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu 151015 Glu

Leu Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser 202530 Lys
<400>AspAsn lle Ala Ala Ala Xaa 3540 <210> 287 <211> 40 <212> PRT <213>

i s pf\rtificrial <220> E:<223> OXMAanaTIo?ue <220> <221> MOD 885
L PFP5(4)-(40) 5255 X84 at'had

Glu Leu Val Lys Tyr
20

Lys Bsp Asn Ile Ala
35

<210> 266

<21ii>» 37

<212> PRT

<213» Artificial

<220
<223> OXM analogue

<400> 266
His Ala Gln Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asp Asn Ile Ala
35

<210> 287

<211> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<460> 287

His Ala Gln Gly Thr
1 5

Giu Ile Val Lys Tyr
20

Lys Asp Asn Ile Ala
35

Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

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

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu 3in
10 15

Phe Leu Gln Ttp Leu Lys Asn Ala Gly Pro Ser
25 30
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His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Set Lys Tyr Leo Glu Glu 151015 -
Glu Leu Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly GlpPfo(Her®029300 477 8
134 SUBSTITUTE SHEET (RULE 26) PC17GB 2007 /ii04 7 7 9 Lys
Asp Asn lle Ala Ala Ala Xaa 3540 <210> 288 <211> 40 <212> PRT <213>
Artific a <220> <223> OXM analogue <220> <221> MOD RES
<222>(40)-(40) <223> Xaa at position 40 is Lys-arachidoyl <400> 288 His
Ala Asp Gly Thr Phe Thr Ser Asp Tyr Set Lys Tyr Len Gin Gin 151015 Gin
Len Val Lys Tyr Phe lle Gin Trp Len Lys Asn Gly Gly Pro Set 202530 Lys
<210>As 5}A_sn lle Ala Ala Ala Xaa 3540 <210> 289 <211> 40 <212> PRT <213>
<2115 ArHficia <220> <223> OXM analogue <400> 289 His Set Gin Gly Thr Phe
<212> ThrSet Asp Tyr Set Lys Tyr Len Gin Gin 151015 Gin Len Val Lys Tyr Phe
<213> L éri'GACER Leu Lys Asn Ala Gly Pro Ser 202530

<220>
<223> OXM analogue

<400> 268
His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin

1 5 10 15

Glu Ile Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn GlyVGly Pro Ser
20 25 30

Lys Asp Asn Ile Ala
35

<210> 269

<211> 37

<Z212> PERT

<213> Artificial

<220>
<223> O0OXM analogue

<4080> 269
His Ala Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 10 15

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

Lys Asp Asn Ile Ala
35

<210> 270

<211> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 270

His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

127

SUBSTITUTE SHEET (RULE 26)



Lys Asp Ass Tie Ala Gin Ala Lys 3540 <210> 290 <211> 40 <212> PRT '
135 PCT/GB 2007 /04 7 79 <213> Atrtificial <220> <22 .
analogue <220> <221> MOD_RES <222>(40)-(40) <223>§§§éaqlp%ﬂ$q{icfna 04778
40 is Lys-myrostoyl <400> 290 His Ser GIn Gly Thr Phe Thr Set Asp Tyr
Sec Lys Tyr Leu Glu (flu 151015 Glu Leu Val Lys Tyr Phe Leu GIn Trp
Leu Lys Asn Ala Gly Pro Set 202530 Lys Asp Asn lle Ala Glu Ala Xaa
3540 <210> 291 <211> 40 <212> PRT <213> Artificial <220> <223> OXM

1 analogue <220> <221> MOD_RES <222>(40)..(40) <223> Xaa at position

© 40 is Lys-palmitoyl <400> 291 His Ser Gin Gly Thr Phe Thr Set Asp Tyr

Ser Lﬁsgr Leu Glu Glu 151015 Glu Leu Val Lys Tyr Phe Leu GIn Trp

Gl Y ]
u %gu Lys géﬁaﬂaﬁgﬁyﬁgﬁjgégrzgp Leu Lys Asn Ala ggy Pro Ser

Lys Asp Asn Ile Ala
35

<210> 271

<21i> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<4G0> 271
His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 10 15

Glu Leu Val Lys Tyr Phe Ile Giu Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asp Asn Ile Ala
35

<210> 272

<21i> 37

<212> PRT

<213>» Artificial

<220>
<223> OXM analogue

<400> 272

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

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 “30

Lys Asp Asn Ile Ala
35

«210> 273
<211> 37
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202530 Lys Asp Asn lle Ala Glu Ala Xaa 3540 <210> 292 <211> 40

<212> PAT <213> Artificial 136 PCT/GB 2007 /0047 7 Eg@é@ M 004779

OXM analogue <220> <221> MOD_RES <222>(40)..(40) aa at

position 40 is Lys-arachidoyl <400> 292 His Ser GIn fly Thr Phe Thr Ser

Asp Tyr Ser Lys Tyr Lou (flu Glu 51015 Glu Lou Val Lys Tyr Phe Lou Gin

Trp Lou Lys Asn Ala Gly Pro Ser 202530 Lys Asp Asn lle Ala flu Ala Xaa

3540 <210> 293 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM
<212>anmn@logue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is D-His
<213> <4003 293 Xaa Ala flu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Lou Glu
<2005 11U 151015 Glu lle Val Lys Tyr Phe lle Glu Trp Lou Lys Asn Gly Gly Pro
<223> S@RQ%&%U@

<400> 273

His Ala Asp Gly Thr Phe Thr Ser Asp Tvr Ser Lys Tyr Leu Glu Glu
1 5 10 15

Giu Ile Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asp Asn Ile Ala

35
<210> 274
<211> 37
<212> PRT

<Z213> Artificial

<220>
<223> (XM analogue

<400> 274

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

Glu Ile Val Lys Tyr Phe Tle Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asp Asn Ile Ala

35
<210> 275
<211l> 37
<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 275
His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 10 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
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Lys Asn Asn lle Ala 35 <210> 294 <211> 37 <212> PRT <213> Artificial
137 PCT/GB 2007 /004 7 7 9 <220> <223> OXM analolid K220#67 / 00 477 9
1 <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 294 Xaa Ser ‘
Glu Gly Thr Phe Thr Ser Asp Tyr Sec Lys Tyr Leu Glu GUI 151015 Gil]
Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser 202530
Lys Asn Asn lle Ala 35 <210> 295 <211> 37 <212> PRT <213> Artificial
<220> <223> OXM analogue <220> <221> misc_feature <222>(1)..(1)
<223> Xaa is 0-His <400> 295 Xaa Set Glu Gly Thr Phe Thr Ser Asp Tyr
+ Set Lys Tyr Leu Glu Glu 51015 Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu
Lys Aé_{y%s@lsql(élxl(ély Pro Sec 202530 Lys Asn Asn lle Ala
35

<210> 276

<21i>» 37

<212> PRT

<213» Artificial

<220>
<223> O0OXM analogue

<400> 276
His Ala Asp Gly Thr Phe Thr Ber Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 10 i5

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn BAla Gly Pro Ser
20 25 30

Lys Asp Asn Tle Ala
35

<210> 277

<211> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 277
His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

1 5 10 15

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

Lys Asp Asn Ile Ala
35

<210> 278

<21L> 37

<212> PRT

<213>» Artificial

<220>
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35 <210> 296 <211> 37 <212> PRT <213> Atrtificial <220> 138 PCT/G3
2007004 7 7 9 <223> OXM analogue <220> <221> misg¢ % M€y e s
<222>(1)..(1) <223> Xaa is D-His <400> 296 Xaa Ser Gluﬁg ﬁgitwﬂé[ 004778
Thr Set Asp Tyr Ser Lys Tyr Leu Glu Glu 151015 Glu lle Val Lys Tyr Phe
lle Gin Trp Let Lys Asn Ala Gly Pro Ser 202530 Lys Asn Asn lle Ala 35
<210> 297 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM
analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His
<o23> <400>,297 Xaa Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu
Glu 151015 Glu Leu Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro
<400> Set202530 Lys Asn Asn lle Ala 35

His Ser Gln Giy Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Ser
1 5 io 15

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

Lys Asp Asn Ile Ala

35
<210> 279
<211> 37
<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 279

His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Ser
i 5 10 i5

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

Lys Asp Asn Ile Ala

35
<210> 280
<211> 38
<212> PRT

<213> Artificial

<220>
<223> O¥M analogue

<400> 280C
His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 10 .15

Glu Ile Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 : 30

Lys Asp Asn Ile Ala Lys
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<210> 298 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM .

analogue 139 PCT/GB 2007 /004 7 7 9 <220> <221> nitsd/febtA¥7 / 00477 9

<222>(1)..(1) <223> Xaa is 0-His <400> 298 Xaa Set Glu Gly Thr Phe Thr

Set Asp Tyr Set Lys Tyr Leu Glu Glu 151015 Glu Leu Val Lys Tyr She lle

Gin Trp Leu Met Asn Thr Lys Arg Asn 202530 Lys Asn Asn lle Ala 35

<210> 299 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM

‘analogue <220> <221> <222> <223> misc_feature (1)..(1) Xaa is 0-His

<400z 299 Xaa Set Glu Gly Thr She Thr Set Asp Tyr Set Lys TyrLeu Glu

GIn 151015 Glu Leu Val Lys Tyr She lle Gin Trp Leu Lys Asn Ala Gly Pro
<210:5€3202530 Lys Asn Asn lle Ala 35

<211i> 38
<212> PRT
<Z213> Artificial

<220>
<223> OXM analogue

<400> 281
His Ala Asp Gly Thr Phe Thr Ser Asp Tvr Ser Lys Tyr Leu Glu Gln

1 5 10 15

Glu Tie Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asp Asn Ile Ala Lys
35

<210> 282

<211> 3B

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 282
His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 15

Gilu Ile Val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asp Asn Ile Ala Lys
35

<210> 283

<211> 38

<212> PRT
_<213> Artificial

<z220>
<223> OXM analogue

<400> 283
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<210> 300 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM
analogue 140 PCT/GB 2007 /00 4 7-7 9 <220> (221> misgipgiBrezsd’ / 900 47 7 g
<222>(1)..(1) <223> Xaa is 0-His <400> 300 Xaa Her Glu G1y Tin Phe
Thr Her Asp Tyr Her Lys Tyr Len Glu Gin 151015 Gin lle Val Lys Tyr Phe
lle Gin Trp Len Lys Asn Ala Gly Pro Her 202530 Lys Asn Asn lle Ala 35
<210> 301 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM
analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His
His AxA@B8p> 801 MaarAda Ginsatyrkhr RhesdhriterrispdycHerlys Tyr Len Gin
! Gin 51015 &in Len Val Lys Tyr Phe Len Gin Trp Len’Bys Asn Ala Gly Pro
Her 202530 Lys Asn Asn lle Ala 35 <210> 302 <211> 37 <212> PRT

Glu 123¥3> Avtificial phe T1e Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asp Asn Ile Ala Lys
35

<Z2i0> 28B4

<21t> 38

£212> PRT

<213> Artificial

<220>
<223> OXM analogue

<4G0> 284

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

Glu Leu Val Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Giy Pro Ser
20 25 30

Lys Asp Asn Ile Ala Lys
35

<210> 285

<211> 40

<212> PRT

<213> Artificial

220>
<223> OXM analogue

<220> :
<221>» MOD RES

<222>  {40}..{40)
<223> Xaa at position 40 is Lys-myristoyl

<400> 285

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

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30
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<220> <223> OXM analogue 141 PCT/GB 2007/0047 79 <220>
<221> misc_feature <222>(1)..(1) <223> Xaa is D-His < ? , %(?2 I I
Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Lau Glu Gﬁf ?1 5@?{? @e% 04773
Val Lys Tyr The lle Gin Trp Leu Met Asn Thr Lys Arg Asn 202530 Lys Asn
Asn lle Ala 35 <210> 303 <211> 37 <212> PRT <213> Atrtificial <220>
<223> OXM analogue <220> <221> misc_feature <222>(1)..(1) <223>
Xaa is D-His <400> 303 Xaa Ala Glu Gly Thr Phe Thr Set Asp Tyr Ser Lys
Tyr Leu Glu Gin 151015 Glu Leu Val Lys Tyr Phe lle Gin Trp Leu Lys Asn
Lys adlaGlyiPro.5eta202530xkys Asn Asn lle Ala 35 <210> 30/
35 40

<2i0> 286
<211i> 49
<212> PRT

<213> Artificial

<220>
<223> O¥M analogue

<220>

<221> MOD_RES

<222 (40} .. (400

<223> Xaa at position 40 is Lys-palmitoyl

<400> 286
His Ala Asp Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 © 25 30

Lys Asp Asn Ile Ala Ala Ala Xaa

35 40
<2i0> 287
<211> 40
<212> PRT

<213> Artificial
<220>
<Z223> O0OXM analogue

<220>

<221> MOD_RES

<222>  (40)..(40)

<223> Xaa at position 40 is Lys-stearoyl

<400> 287

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

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30
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<211> 37 <212> PRT <213> Artificial <220> <223> OXM analogue <220>

142 PCI/GB 2007 /0017 79 <221> misc_feature <22Z(T)(@) XBZ3P (0 4 7 7 a

Xaa is fl-His <400> 304 Xaa Ala Glu sly Thr Phe Thr Set Asp Tyr Set Lys
Tyr Leu Glu Gin 151015 Sic lle Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn
Ala Sly Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 305 <211> 37
<212> PRT <213> Artificial <220> <223> OXM analogue <220> <221>
misc_feature <222>(1)..(1) <223> Xaa is fl-His <400> 305 Xaa Ala Glu Sly

tys adhaRheThiiSet: AspiTye-Set Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys
"~ TyrPhe Leu Gin Trp LettLys Asn Sly Gly Pro Ser 202530 Lys Asn Asn lle

Ala

<210> 288

<21i> 40

<Z2i2> PRT

213> Artificial

<220>
<223> OXM analogue

<220>
<221> MOD RES
222> (40) .. (40}

<223> Xaa at position 490 is Lys—arachiddyl

<400> 288

His Ala Asp Gly Thr
1 5

Glu Leu Val Lys Tvyr
20

Lys Asp Asn Ile Ala
35

<210> 289

<211> 46

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 289
His Ser Gln Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asp Asn Ile Ala
35

<210> 290
<2ii> 40
<212>» PRT

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gilu Glu
10 15

Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
25 30

Ala Ala Xaa
40

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Leu Gln Trp Leu Lys'Asn Ala Gly Proc Ser
25 © 30

Glu Ala Lys
40
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35 <210> 306 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM

analogue <220> <221> misc_feature 143 PCT/GB 2007 / (FGH @& 2007 / 00 477 9

<222>(1)..(1) <223> Xaa is D-His <400> 306 Xaa Ala Gin G1y Thr Phe

Thr Sec Asp Tyr Sec Lys Tyr Len Gin Gin 151015 Gin lle Val Lys Tyr Phe

lle Gin Trp Len Lys Asn Ala Gry Pro Sec 202530 Lys Asn Asn lle Ala 35

<210> 307 <211> 37 <212> PRT <213> Atrtific a <220> (223> OXM

analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is D-His
<213><40Q3:307:.Xaa Ala Gin Gly Thr Phe Thr Ser Asp Tyr Sec Lys Tyr Len Gin

Gin 151015 Gin Len Val Lys Tyr Phe lle Gin Trp Len Lys Asn Gly Gly Pro
$555.564,202530 Lys Asn Asn lle Ala 35

ana

<220>

<221> MOD_RES

<222>  {40)..140}

<223> ¥Xaa at position 40 is Lys-myrostayl

<400> 290

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

Glu Leu Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser
20 Z5 30

Lys Asp Asn Ile Ala Glu Ala Xaa

35 40
<2i0>» 291
<2il> 40
<212> PRT

<213> Artifieial

<220>. ‘
<223> OXM analogue

<220>

<221> MOD_RES

222> (400 .. (48)

<223> Xaa at position 40 is Lys-palmitoyl

<400> 291
His Ser Gln Gly Thr Phe Thr Ser asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 i5

Glu Leu Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser
20 25 3¢

Lys Asp Asn Ile Ala Glu Ala Xaa
35 40

<210> 2482

<211> 40

<212> PRT

<213> Artificial
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<210> 308 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM
analogue <220> <221> misg_feature <222>(1)..(1) 144 PeTy B8 208 //'00 047789
04779 <223> Xaa is Ds <400> 308 Xaa Ala Glu Gly Thr Phe Thr Set
Asp Tyr Set Lys Tyr Leu Glu Gin 151015 G1u Leu Val Lys Tyr Phe Leu
Gin Trp Leu Lys Asn Ala Gly Pro Sec 202530- Lys Asn Asn lle Ala 35
<210> 309 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM
analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is D-His
<400> 309 Xaa Set Glu Gly Thr She Thr Set Asp Tyr Ser. Lys Tyr Leu
<220>Asn Set 151015 Arg Arg Ala GIn Asp She Val GIn Trp Leu Lys Asn Ala

<22 3>G|y}(gr%nélectgue

<220> ‘
<221> MOD_RES
<222>  (40) .. (40}

<223> HXaa at poesition 40 is Lys-arachidoyl

<400> 282

His Ser Gln Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asp Asn Ile Ala

35
<2106> 293
<2ii> 37
<212> PRT

<213> Artificial

<L22G>
<223> OXM analogue

-

220>
<221> misc_feature
<222> (1).. (1}

<223> Xaa is D-His
<400> 293

Xaa Ala Glu Gly Thrx
1 5

Glu Ile Val Lys Tyr
20

Lys Asn Asn Ile Ala
35

<210> 294
<211> 37
<212> PRT

<213> Artificial

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
25 30

Giu ARla Xaa
40

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser
25 30
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<220>
<Z223>

<220>
221>
222>
223>

<400>
Kaa 8

1

Gla L

Lys A

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

<220>
<223>

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

<400>
Xxaa 3

1

Glu L

Lys A

<210>
<2il>
<Z2Li2>
<213>

<220>

202530 Lys Asn Asn lle Ala 35 <210> 310 <211> 37 <212> PRT <213>

Artificial <220> <223> OXM analogue <220> <221> misc_fgatur, rTT 0
<222>(1)..(1) <223> Xaa is D-His 145 PCTIGE 2007 /0 0 G ./ 00477 8
310 Xaa Ala Glu Gly Thr Phe Thr Sec Asp Tyr Sec Lys 1510 Arg Arg Ala

Gin Asp Phe Val GIn Trp Leu Lys Asn 2025 Lys Asn Asn lle Ala 35 Tyr

Leu Asp Ser 15 Ala Gly Pro Ser 30 <210>311 <211>38

OXM analogue

misc feature
(1y..4{1)
®az is D-His

294

er Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
5 10 15

eu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser
‘ 20 25 340
sn Asn Ile Ala
35
295
37
PRT
Artificial

OxM analogue

misc feature
(1)..{1}
Xaa is D-His

295
er Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
5 10 15

eu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly'Prd Ser
20 25 30

sn Asn Ile Ala
35

296

37

PRT
Artificial
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<223>

L220>
221>
222>
<223>

<400>

<212>PRT

OXM analogue

misc_feature
(1) .. (1)
Xaa is D-His

296

Xaa Ser Glu Gly Thr

-

i

5

Glu Ile Val Lys Tyr

20

. Lys Asn Asn Ile Ala

210>
<211>
<212>
<213

<220>
<223>

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

<400>

35

297%

37

PRT
Artificial

OXM analogue

misc feature
(1} .. (1}
Xaa is D-His

297

Xaa Ser Glu Gliy Thr

1

5

Glu Leu val Lys Tyr

20

Lys Asn Asn Ile Ala

<210>
<2il>
<212>
<213>»

<220>
<223>

35

298

37

PRT
Artificial

OXM analcogue

<213>Atrtificial
<221>misc_feature

<222>(1)..(1)

10

25

10

25
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<220>

<223>0XM analogue

30

30

15

15

<220>
POT/GS 2007 /004778

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

Phe Ile Gln Trp Leu Lys Asn Ala Gly Pro Ser



<223>Xaa s ft-His <400>311 Xaa Ala Glu Gly Thr Phe Thr Sec Asp

Tyr Ser Lys Tyr Leu dlu Glu 151015 Glu lie Val Lys Tyr thfw@n H@ 004779
Leu Lys Asn Gly Gly Pro Sec 202530 Lys Asn Asn lle Ala <g >f

312 <211> 38 <212> PRT <213> Artificial <220> <223> OXM analogue

<220> <221> misc_feature <222>(1)..(1) <223> Xaa is D-His 146

<220>
<221> misc feature
<222>  {1).. {1}

<223> ¥aa is D-His
<400> 298

¥aa Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys BArg Asn
20 25 30

Lys Asn Asn Ile Ala
35

<210> 298

<211> 37

<212> PBRT

<213> Artificial

<220>
<223> O¥M analogue

<220>

<221> nmisc_feature
<Z22> {1} ..({1}
<223> Xaa is D-His

<400> 299
Xaa Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys‘Tyr Leu Glu Gln
1 5 10 15

Glu Leu Val Lys ?yr Phe Ile Gln Trp Leu Lys &Asn Ala Gly Fro Ser
20 25 30

Lys Asn Asn Ile Ala

35
<210> 300
<21l> 37
<212> PRT

<213> Artificial

<220>
<223> OHM analogue
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PCI/GB 2007 /00 4 7 7.9 <4005 312 Xaa Ala Glu Gly Thr Phe Thr Ser .
Asp Tyr Set Lys Tyr Leu Giu Gin 151015 Glu lle Val Lys Tyr{EPhe tle iy /004778
Trp Leu Lys Asn Gly Gly Pro Sec 202530 Lys Asn Asn lle Ala Lys 35
<210> 313 <211> 38 <212> PRT <213> Atrtificial <220> <223> OXM
analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is D-His
<400> 313 Xaa Ala Glu Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu
Glu 151015 Glu lle Val Lys Tyr Phe lle Gin Trp Len Met Asn Thr. Lys Arg
Asn 202530 Lys Asn Asn lle Ala Lys 35 <210> 314 <211> 38 <212> PRT
255321135: ret;ficira}el <220> <223> OXM analogue <220> <221> misc_feature
2032205 (1) (1) <223> Xaa is 0-His <400> 314 147 -

<223> Xaa is D-His
<400> 309

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

Glu Ile Val Lys Tyr Phe Tle Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 301

<21i> 37

<212> PRT

<213> Artificial

220>
<223> OXM analogue

<220>

<221> misc feature
€222>  (1)..(1)
<223> ¥aa is D-His

| <400> 301

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

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Rsn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 302

<211> 37

<212> PRT

<2}3> Artificial

<220>
<223> QXM analcgue
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PCT/GB 2007 /004 7 7 9 Xaa Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser
Lys Tyr Leu Glu Glu 151015 Giu Leu Val Lys Tyr Phe lle GIPTiy GRUlS / 00477 9
Asn Gly Gly Pro Ser 202530 Lys Ass Ass lle Ala Lys 35 <210> 315 <211>
38 <212> PRT <213> Artificial <220> <223> OXM analogue <220> <221>
misc_feature <222>(1)..(1) <223> Xaa is 0-His <400> 315 Xaa Ala mu Gly
Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Gin 151015 Glu Leu Val Lys
Tyr Phe lle Gin Trp Leu Lys Ass Gly Gly Pro Set 202530 Lys Ass Ass lle
zg;giAla‘L s 35 <210> 316 <211> 40 <212> PRT <213> Artificial <220> <223>
XM anafogtie <220> <221> misc feature <222>(1)..i1) <223> Xaa is

O
222>
<223>0-kis 220> 221> MOD PEE 148 PCT/GB 2007/004779

<400> 302

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

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys BAsn Asn Ile Ala
35

<210> 303

<211> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<Z21> misc feature
222> (1)..{1)
<223> Xaa is D-His

<400> 303
®aa Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin
1 5 10 15

Glu Leu Val Lys Tyr Phe Ile Gla Trp Leu Lys Asn Ala Gly Pro Ser
20 ' 25 30

L.ys Asn Asn Ile Ala
35

<210> 304

<Zli» 37

<212> PRT

<213> Artificial
<220>

<223> QO¥M analogue

<220>
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<222>(40)-(40) <223> Xaa at position 40 is Lys-rnyristoyi <400> 316 Xaa

Ala Glu Gly Thr Phe Thr Set Asp Tyr Ser.Lys Tyr Leu Glu G ;,551 éa%

Leu Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Sett

Asn Asn lle Ala Ala Ala Xaa 3540 <210> 317 <211> 40 <212> PRT <213>

Artificial <220> <223> OXM analogue <220> <221> misc_feature

<222>(1)-(1) <223> Xaa is 0-His <220> <221> MOD_RES <222>(40)-(40)

<223> Xaa at position 40 is Lys-palmitoyl <400> 317 Xaa Ala Glu Gly Thr
<221>Pha JheSernAsp Tyr Ser Lys Tyr Leu Glu Glu 151015 Glu Leu Val Lys Tyr
<222>Ph@ lle Gin Trp Leu Lys Asn Gly Gly Pro Ser 202530 Lys Asn Asn lle Ala
<2237 N33R 1d XBa"3540 <210> 318 <211> 40 <212> PRT <213> Artificial <220>

<400> 304

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

glu Ile Val Lys Tyr Phe Leu Gla Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 305

<211> 37

<212> PRT

<213> Artificial

<220>
<223> OXM znalogue

<220>

<221> misc_feature
<222Z2> (1y.., (1)
223> ¥aa is D-His

<400> 305
XKaa Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin
1 5 10 15

Glu Ile val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35

<210> 306

<211> 37

«212> PRT

<213> Artificial

<220>
<223> O0OXM analogue

<220>
<221> misc_feature
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<223> OXM analogue 149 PCT/GB 2007/004 7 7 9 <220> <221>
misc_feature <222>(1)..(1) <223> Xaa is D-His <220> <2?gw@@@gﬁtﬁﬁ@ 0477 a
<222>(40)..(40) <223> Xaa at position 40 is Lys-stearoyl <400> 318 Xaa
Ala Glu Gly Thr Phe Thr Ser Asp Tyr Set Lys Tyr Leu Glu Glu 151015 Glu
Leu Val Lys Tyr Phe lle Gin Trp Len Lys Asn Gly Gly Pro Ser 202530 Lys
Asn Asn lle Ala Ala Ala Xaa 3540 <210> 319 <211> 40 <212> PRT <213>
Artificial <220> <223> OXM analogue <220> <221> misc_feature
<222><292>(X}.1(1) <223> Xaa is D-His <220> <221> MOD_RES
<2232 0% (40§ {140) <223> Xaa at position AO is Lys-arachidoyl <400> 319
<appXagAla Glu Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Lou Glu Glu

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

1

5

10 15

Glu Ile Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Ala Giy Pro Ser

20

Lys Asn Asn Ile Ala

<210>
<211
<212>
<213>

<2205
<2Z23>

<220>
<221>
222>
<2235

<400>

35

307

37

PRT
Artificial

OXM analogue

misc feature
(1. .{1}

Xaa is D-His

367

Xaa Ala Glu Gly Thr

1

5

Glu Leu Val Lys Tyr

20

Lys Asn Asn Ile Ala

<210>
<211>
<212
<213>

<220>
<223>

<220>
<221>
222>

35

308

37

PRT
Artificial

O¥M analogue

misc feature
{1}..(1L

25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
25 30
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151015 Glu Leu Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly Gly Pro Ser
202530 Lys Asn Asn lle Ala Ala Ala Xaa 3540 150 PC fiCieP2d0GB0NM 7 00477 §
7 9 <210> 320 <211> 40 <212> PRT <213> Artificial <220> <223> OXM
analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His
<400> 320 Xaa Ser Glu Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Leu Glu
Glu 151015 Giu Leu Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly
Pro Ser 202530 Lys Asn Asn lle Ala Glu Ala Lys 3540 <210> 321 <211>
€223> 462219 PPRT <213> Artificial <220> <223> OXM analogue <220> <221>
<40g> Migg_feature <222>(1)..(1) <223> Xaa is 0-His <220> <221> MOD_RES

<222>(40)(40)
Kaa Ala Glu Gly Thr Phe Thr Ser a&sp Tyr Ser Lys Tyr Leu Glu Gln
1 5 io 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Sear
20 25 30 -

Lys Asn Asn Ile Ala
35

<210> 209

<211> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>
<221> misc_feature
<222>  (1)..(1)

<223> Xaa is D-His
<4G0> 309

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

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

Lys Asn Asn Ile Ala
35

<210> 310

<Z21i>» 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> misc feature
<222> (LY. 41
<223> ¥aa is D-His
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<223> Xaa at position 40 is Lys-myristoyl <400> 321 Xaa Set Glu Gly Thr
Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu 151015 Glu I ?@Eyr 047789
Phe Leu GIn Trp Leu Lys Asn Ala Gly Pro Ser 202530.15 GB20 7U
/1004779Lys Aso Asn lle Ala Gin Ala Xaa 3540 <210> 322 <211> 40
<212> PRT <213> Artificial <220> <223> OXM analogue <220> <221>
misc_feature <222>(1)..(1) <223> Xaa,is D-His <220> <221> MOD RES
<222>(40)-(40) <223> Xaa at position 40 is Lys-palmitoyl <400> 322 Xaa
Set Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin 151015 Gin

<4002 efi¥/al Lys Tyr Phe Leu Gin Trp Len Lys Aso Ala Gly Pro Set 202530 Lys

Xaa A%I&ASBIQET%LB.E@{LU ’fb‘hlla gg%aﬂggztl%r<ge%:ofy‘?s)2'§y§2&a%>3%‘s1}9 S<é2r12> PRT

1 <213> Artific a <220> <223> OXM analogue 15

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

Lys Asn Asn Ile Ala
35

<210> 311

<211> 38

<212> PRT

<213> Artificial

<220>
<223> QXM analogue

<220>

<221> misc feature
<222>  {1)..(1)
<223> ¥aa is D-His

<400> 311

¥aa Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 14 15

Glu Ile Vai Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
' 20 25 30

Lys Asn Asn Ile Ala Lys
35

<210> 312

<211i> 3B

<212> PRT

<213> Artificial

<220>
<223> O0OXM analogue

<220>

<221> misc_feature
<222>  (1l)y.. (1)
<223> ¥aa is D-His
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<220> <221> misc_feature <222>(1)..(1) <223> Xaa is D-His <220>
<221> MOD_RES <222>(40)-(40) <223> Xaa at position 40~;s;~f T /004779
Lys-arachidoyl 152 PCT/GB 2007 /0 0 4 7 7 9 <400> 323 Xaa gé’r éln '
Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin Gin 151015 Gin Len Val
Lys Tyr Phe Len Gin Trp Len Lys Asn Ala Giy Pro Ser 202530 Lys Asn
Asn lle Ala Glu Ala Xaa 3540 <210> 324 <211> 37 <212> PRT <213>
Artificial <220> <223> OXM analogue <400> 324 His Ala Gin Gly Thr Phe
<400>’Th313er Asp Tyr Ser Lys Tyr Len mu Glu 51015 Gin lle Val Lys Tyr Phe lle
Xaa A (‘j[rp Len L s Asn Ply Gly Pro Sec 202530 Lys Asn Asn lle Ala 35
51 > $28 g@ 1337217 PRT LTS Khiflerale2 20y £223> XM

analogue <400> 325

Glu Tle Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala Lys
35 :

210> 313

<211> 38

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> misc feature
222> (1L).. (D
<223> Xaa is D-His

<4Q0> 313
Xaa Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 10 15

Glu Ile Val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys BAsn Asn Ile Ala Lys
35

<210> 314

<211> 38

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> misc_feature
<222>  {1)..{1)
<223> Xaa is D-His

<400> 314
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His Ser Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin'Gin 151015

Gin Len Val Lys Tyr Phe Leo Gin Trp Len Lys Asn Ala Gly Pro Ser
202530 Lys Asn Asn lle Ala 35 153 PCT/GB 2007 / 0 0 BOT/aB<208F>/ 00477 ¢
326 <211> 37 <212> PRT <213> Artificia <220> <223> OXM analogue

<400> 326 His Ser Glu Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Giu
Glu 151015 Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly
Pro Ser 202530 Lys Asn Asn 11e Ala 35 <210> 327 <211> 37 <212> PRT
<213> Artificial <220> <223> OXM analogue <400> 327 His Set Glu Gly
128 AP PhE T St ASE TyiP SRy 8Ty i e bV G TG et 5L015Glu lle Val Lys
Tyr Phe lle Gin Trp Leu Lys Asn Ala Gly Pro Set 202530 Lys Asn Asn lle
Ala 35 <210> 328 <211> 37 <212> PRT <213> Artificial <220> <223>

Glu an)yﬁ@agyméﬁyﬁePhe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser

Lys Asn Asn Ile Ala

<210>
<2Z11>
<212>
<213>

<2205
<223>

<220>
221>
<222>
<223>

<400>

35

318

38

PRT
Artificial

OXM analogue

misc feature

{1y..{L)
Xaa is D-His

315

Xaa Ala Glu Gly Thr

1

3

Glu Leu Val Lys Tyr

20

Lys Asn Asn Ile Ala

<2310>
<211>
<212>
<213>

<220>
<223>

<220>
L221>
L222>
<223>

<220>
<221>

35

316

40

PRT
Artificial

OXM analogue

misc feature
(11..(1}
Xaa is D-His

MOD_RES

Lys

25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin

10 15

Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser

Lys

25 30
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<400> 328 His Set Glu Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Leu Glu
Glu 154 SUBSTITUTE SHEET (RULE 26) PCT/GB 2007 Faﬁ 7(%@
51015 Glu Leu Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Afa ﬁgr er 0047789
202530 Lys Asn Mn lle Ala 35 <210> 329 <211> 37 <212> PRT <213>
Artificial <220> <223> OXM analogue <400> 329 His Set Gin Gy Thr Phe
Thr Set Asp Tyr Set Lys Tyr Len Gin Gin 151015 Gin Leu Val Lys Tyr Phe
lle Gin Trp Len Met Asn Thr Lys Arg Asn 202530 Lys Asn Mn lle Ala 35
€222> <240 380 <211> 37 <212> PRT <213> Artificial <220> <223> OXM
<2237 A KRR §hePLHG0373%0 Hid EEF G &/ Thr Phe Thr Set Asp Tyr Set Lys Tyr
<400> Lendsin Gin 151015 Gin Leu Val Lys Tyr Phe lle Gin Trp Len Lys Asn Ala

Gly Pro Ser 202530 Lys Asn Asn lle Ala 35 <210> 331
Raa Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 10 15

Giu Leu Val Lys Tyr Phe Ile Glin Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala Ala Ala Xaa
35 10

<210> 317

<21i> 40

<212> PRT

<213> Artificial

<220>
<223> OXM znalogue

<220>

<221> misc_feature
<222>  (1y..(1)
<223> Xaa 1s D-His

<Z220>

<221> MOD_RES

<222>  (40)..{40) .

<223> ¥Xaa at position 40 is Lys-palmitoyl

<400> 317
Xza Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 . 5 ‘ 10 15

Glu Leu Val Lys Tyr Phe Ile Gin Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala Ala Ala Xaa

35 40
<210> 318
<211> 40
<212> PRT

<213> Artificial

<220>
<223> OXM analogue
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220>
221>
222>
<223>

<220>
<221>
<R22>
<223>

<400>

<211> 37 155 PCI/GB 2007 004 77 9 <212> PRT <213> Atrtificial

<220> <223> OXM analogue <400> 331 His Set Glu Gly wag nggﬁ?tg 04779
Asp Tyr Set Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys Tyr Phe'lle Gin ‘
Trp Leu Lys Asn Ala Gly Pro Ser 202530 Lys Asn Aso lle Ala 35 <210>

332 <211> 37 <212> PRT <213> Artificial <220> <223> OXM analogue

<400> 332 His Ala Glu Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu

Glu a51015 Glu Leu Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly

Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 333 <211>

misc feature

(L. . (1)

Raa is D-His

MOD_RES

(40) .. (40}

Xaa at position 40 is Lys-stearoyl
‘318

Kaa Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1

5 10 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser

20 25 30

Lys Asn Asn Ile Ala Ala Ala Xaa

<210>
<21l>
<212>
<2L13>

<220>
<223>

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

<220>
<221>
222>
<223>

<400>

I

35 40

31%

40

PRT
Artificial

OXM analogue

misc_feature
(1y.. (1
Xaa is D-His

MOD RES
(4C) .. (40)
Xaa at position 40 is Lys-arachidoyl

319

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

5 10 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser

20 25 30

Lys Asn Asn Ile Ala Ala Ala Xaa

35 40
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<210>
<Z1l>
212>
<Z2i3>

<220>
<UL3>

220>
<221>
222>
<223>

<400>

37 <212> PRT <213> Artificial <220> <223> OXM analogue <400>

333 His Ala Glu Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr;.#e“ Hu 1 Q-
510 15 Glu Leu ValLys Tyr e ﬁf@ﬁ]’m@«’???u

320

40

PRT
Artificial

OXM analogue

misc_feature
(1)y.. {1}
Xaa is D-His

320

Xaa 3er Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1

5 10 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser

Lys A

<210>
<2il>
<212>
<213>

<220>
<223>

<220>
<221>
L222>
<223>

<Z2Z20>
221>
<222>
<223>

<4005

Xaa S
1

20 23 30

sn Asn Ile Ala Giu Ala Lys
35 4G

321

40

BRT
Artificial

OxM analogue

misc_feature
{(1}..{1)
Xaa is D-His

MOD_RES
(40)..(40)
¥Xaa at position 40 is Lys-myristoyl

321

er Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
5 10 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn BAla Gly Pro Ser

20 25 30
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Phe lle Gin Trp Len Met Asn Thr Lys Arg Asn 156 SUBSTITUTE SHEET

(RULE 26) PCT/GB 2007 /004 779 202530 Lys Asn AsipiigAda 3mny /004779
<210> 334 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM

analogue <400> 334 His Ala Glu Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr

Leu Glu GIn 151015 Glu Leu Val Lys Tyr Phe lle Gin Tut) Leu Lys Asn Ala

Gly Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 335 <211> 37 <212>

PRT <213> Atrtificial <220> <223> OXM analogue <400> 335 His Ala Glu

Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Gin 151015 Glu lle Val

Lgs Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Set 202530 Lys Asn
Lys i\’l nlgle Ala Glu Ala Xaa
sng\ la 40

<Z210> 322

<211> 40

<212> PRT

€213> Artificial

<220>
<223> OXM analogue

<220>
<221> misc feature
222> (1)L (1)

<223> Xaa is D-His

<220>

<2Z1> MOD RES

<222>  {40)..(40) .

<223> Xaa at position 40 is Lys-palmitoyl

<400> 322

?aa Ser Glu Gly Thr Phe -Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
‘ 5 10
i5

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala Glu Ala Xaa
35 40

<210> 323

<211> 40

<212> PRT

<213> Artificial

<220
<223> OXM analogue

<220>

<221> misc_feature
<222>  {1}.. (1}
<223> XKaa is D-His

<220>
<221> MOD_RES )

<222>  {40).. (40} :
<223> Xaa at position 40 is Lys-arachidoyl
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35 <210> 336 <211> 37 <212> PRT <213> Artificial <220> 157 PCT/GB

2007/004 7 7 9 <223> OXM analogue <400> 336 - Hlspalgggn %@( Thr ,
& k. 7T§/r00“‘?779

Phe Thr Ser Asp Tyr Set Lys Tyr Len Gin Gin 151015 G
Phe Len Gin Trp Len Lys Asn Gly Gly Pro Set 202530 Lys Asn Asn lle Ala
35 <210> 337 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM
analogue <400> 337 His Ala Glu Gly Thr Phe Thr Set Asp Tye Set Lys Tyr
Len Gin Gin 151015 Gine Val Lys Tyr Phe lle Gin Trp Len Lys Asn Ala Gly
Pro Set 202530 Lys Asn Asn lle Ala 35 <210> 338 <211> 37 <212> PRT
<4092<23%> Artificia <220> <223> OXM analogue <400> 338 His Ala Gin Gly
sLhr T et Asp. Tyr.Set Lys Tyr Len Gin Glu 151015 Glu Leu Val Lys
o e R 70 Bar 20

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile BRla Glu Ala Xaa
35 40

<210> 324

<21i>» 37

<212> PRT

<213> Artificia:l

<220>
<223> OXM analogue

<400> 324
His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 10 15

Glu Ile Val Lys Tyr Phe Ile Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Bsn Asn Ile Ala
35

<210> 325

<211> 37

<212> PRT

<213> Artcificial

<220>
<223> OXM analogue

<400> 325

His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 18 15

Glu Leu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala
35
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<210>
<z11l>
<2izZ>
<213>

220>
<223>

<400>

Lys Asn Ann lle Ala 158 PCT/GB 2007 /004 7 7 9 35 <210> 339 <211>

37 <212> PRT <213> Artificial <220> <223> OXM analog >,

His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Set Lys Tyr Leu W@l@ﬁﬁg 04778
Glu Leu Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Set 202530

Lys Asn Asn lle Ala 35 <210> 340 <211> 37 <212> PRT <213> Artificia

<220> <223> OXM analogue <400> 340 His Set Glu Gly Thr Phe Thr Set

Asp Tyr Sec Lys Tyr Leu Asp Ser 151015 Arg Arg Ala GIn Asp Phe Val

Gin Trp Leu Lys Asn Ala Gly Pro Set 202530 Lys Asn Asn lle Ala 35

<210> 341 <211> 37 <212> PRT <213> Atrtificial <220> <223> OXM

an}%l%gue <400>341

PRT
Artificial

UXM analogue

326

His Ser Glu Gly Thr Phe Thx Ser Asp Tyr Ser Lys Tyr Leu Glu &lu

1

Glu T

Lys A

<Z210>
<211>
<212>
<Zid>»

<220>
<223>

<400>
His S

1

Giu I

Lys A

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

<220>
<223>

<400>

His S

5 10 15

eu Val Lys Tyr Phe Leu Glu Trp Leu Lys Asn Gly Gly Pro Ser
20 « 25 30
sn Asn Ile Ala
35
327
37
PRT
Artificial
OxM analogue
327
er Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

5 .10 15

le Val Lys Tyr Phe Ile Gin Trp Leu Lys Asn Ala Gly Pro Ser
20 ) 25. 30

sn Asn Ile Ala
35

328

37

PRT
Artificial
0XM analogue
328

er Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
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159 EOM 2007 /004 7 7 9 His Ala GUI Gly Thr Phe Thr Set Asp Tyr
Sec Lys Tyr Leu Asp Sec 151015 Arg Arg Ala Gin Asp Phg@?@n EQE
Leu Lys Asn Ala fly Pro Set 202530 Lys Asn Asn lle Ala 35 <21 3 1004778
<211> 38 <212> PRT <213> Artificial <220> <223> OXM analogue <400>
342 His Ala Glu Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu
151015 Glu lle Val Lys Tyr Phe lle Gin Trp Leu Lys Asn Gly fly Pro Ser
202530 Lys Asn Asa lle Ala Lys 35 <210> 343 <211> 38 <212> PRT
1 <213> Artifigial <220> <223> OXM analogue <400> 343 His Ala Glu Gly
Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Gin 151015 Glu lle Val Lys
Leu Lys Asn Gly Gly Pro Set 202530 Lys Asn Asn lle

T lle Gin Trp L
e i 16 R T/ab S0P 4 £ 7 St 9

Lys Asn Asn Ile Ala
35

<210> 329

<2Li> 37

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 325
His Ser Giu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1 5 10 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Alé
35

<210> 330

<211> 37

<212> PRY

<213> Artificial

<220> '
<223> OXM analoque

<400> 330

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

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

Lys Asn Asn Ile Ala
35

<210> 331
<211> 37
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<212> PRT <213> Artificial <220> <223> OXManalogue <400> 344 His
Ala Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Len Gn@@g@%@? Gin ,
lle Val Lys Tyr Phe lle Gin Trp Len Met Asn Thr Lys Arg A L{@:‘ 04778
Asn Asn lie Ala Lys 35 <210> 345 <211> 38 <212> PRT <213> Artificia
920> <223> OXM analogue <400> 345 His Ala Gin Gly Thr Phe Thr Ser
Asp Tyr Set Lys Tyr Len Gin Gin 151015 Gin Len Val Lys Tyr Phe lle Gin
Trp Len Lys Asn Gly Gly Pro Ser 202530 Lys Asn Am n lle Ala Lys 35
<212> <40> 346 <211> 38 <212> PRT <213> Artificial <220> <223> OXM
<213> divaldguéas400> 346 His Ala Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr

<220

Len Gin Gin 151015 161 PCT/GB 2007 /004 7 7 9 Glu Leu Val Lys Tyr

<223> Rne leLig,Irp Leu Lys Asn Gly Gly Pro Set 202530 Lys Asn Asn lle Ala

Lys
<4G0> gél

His Ser Glu
1

Glu Tle val

Lys Asn Asn
35

<210> 332
<211>» 37
<212> PRT

Gily Thr
5

Lys Tyr
20

Tle Ala

<213> Artificial

<220>

<223> OXM analogue

<400> 332

His Ala Glu
1

Glu Leu Val
Lys Asn Asn
35
<210> 333
o <211> 37
<212> PRT

Gly Thr
5

Lys Tyr
20

Ile Alz

<213> Artificial

<220>

<223> OXM analogue '

<400> 333

1

Glu Leu Val

5

Lys Tyr

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

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

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
10 15

Phe Lew Gln Trp Leu Lys Asn Ala Gly Pro Ser
25 30

‘His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

10 - 15

Phe Ile Gln Trp Leu Met Aspn Thr Lys Arg Asn
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35 <210>347 <211>40 <212>PRT <213> Artificial <220>

<223> OXM analogue

20

Lys Asn Asn Ile Ala

35
<210> 334
<21i> 37
<212> PRT

<213> Artificial

<220>
<223> O¥M analogue

<4G0> 334
His Ala Glu Gly Thr

1 : 5

Glu Leu Val Lys Tyr
26

Lys Asn Asn Ile Ala

35
<210> 335
<211> 37
<212> PRT

<213> Artificial

<220>
<2Z3> QXM analogue

<400> 335
His Ala Glu Gly Thr
1 5

Glu Ile val Lys Tyr
20

Lys Asn Asn 1le Ala

35
<210> 336
<211> 37
<212> PRT

<213> bArtificial

<220>

PCT/GB 2007 f 00477 9

25 3¢

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

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

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Gln
10 15

Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
25 30
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<220> <221>MOD_RES <222> (40)..(40) <223> Xaa at position

Set Lys Tyr Leu Glu Gin 151015 G u Leu Val Lys Tyr Phe

40is Lys- y stoyl <400> 347 His Ala Glu Gly Thr Phe Thr .
LRSI 004779

Lys Asn Gly Gly Pro Set 202530

<223> OXM analogue
<400> 336
His Ala Glu Gly Thr

1 5

Glu Ile Val Lys Tyr
20

Lys Asn Asn Ile Ala

35
<210> 337
<211> 37
<212>  PRT

<213» Artificial

<220>
<223> OXM analogue

<400> 337
His Ala Glu Gly Thr
1 5

Glu Tle val Lys Tyr
20

Lys Asn Asn Ile Ala

35
<210> 338
<2i1> 37
<212> PRT

<213> Artificial

<220>
<223> OXM anzlogue

<400> 338
His Ala Glu Gly Thr
1 5

Glu Leu Val Lys Tyr
20

Lys Asn Asn Ile Ala

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin
10 15

Phe Leu GIn Trp Leu Lys Asn Gly Gly Pro Ser
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gin
10 15

Phe Tle Gln Trp Leu Lys Asn Bla Gly Pro Ser
25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1c 15

Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
25 30
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Lys Asn Asn lle Ala Ala Ala Xaa 35 40 <210> 348 <211>40 <212>
PRT <213> Artificial <220> <223>OXM analogue <@29z¢p 7007 / Q0477 &

<Z10> 338
<211> 37 -
<212> PRT -

<213> Artificial

<220>
<223> OXM analogue

<460> 338

Bis Rla Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Gilu Gln
H 5 10 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala

35
<2i0> 340
<2il> 37
<212> PRT

<213> Artificial

<220>
<223>» O¥M analogue

<400> 340
His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Ser

1 5 10 15

Arg Arg Ala Gln Asp Phe Val Gln Trp Leu Lys Asn Ala Gly Pro 3Ser
20 25 30

Lys Asn Asn Ile Ala

35
<210> 341
<211> 37
<Zl2> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 341
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<221>MOD RS <222> (40)-(40) <223> Xaa at position 40 is

Lys-palmitoyl <400> 348

His Ala Glu Gly Thr Phe Thr SetrAsy to e s
o ﬁéi’r’f@r?p?ﬁeﬁu t?yg 04778

Lys Tyr Leu Glu Glu 151015 Giu Lev Val Lys Tyr Phe lle

Asn Gly Gly Pro Set 162 PCT/G3 2007/004 7 79 202530 Lys Asn Asn
lle Ala Ala Ala Xaa 3540 <210> 349 <211> 40 <212> PRT <213> Attificial
<220> <223> OXM analogue <220> <221> MOD_RES

His Ala Giu Gly Thr Phe Thr Ser Bsp Tyr Ser Lys Tyr Leu Asp Ser

1 5

Arg Arg Ala Gln Asp
20

Lys Asn Asn Tle Ala
35

<Z210> 342

<21i> 38

<2)12> PRT

<213» BArtificial

<220>
<223> OXM analogue

<400> 342
His Ala Glu Giy Thr
1 5

Glu Ile val Lys Tyr
20

Lys Asn Asn Ile Ala
35

210> 343

<211> 38

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 343
His Ala Glu Gly Thr

1 5

Glu Tle Val Lys Tyr
20

Lys Asn Asn Ile Ala
35

<210> 344

10 15

Phe Val Gln Trp Leu Lys Asn Ala Gly Pro Ser

25 30

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

iD 15

Phe Ile Giln Trp Leu Lys Asn Gly Gly Preo Ser

Lys

25 30

"Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln

10 15

Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser

Lys

25 30
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<222>(40)-(40) <223> Xaa at position 40 is Lys-stearoyl <400> 349 His
Ala Gin Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Len Girﬁ'@ é%l%@%lb 04778
Len Val Lys Tyr Phe Me Gin Trp Len Lys Asn Gly Gly Prd { 2 Ly
Asn Asn lle Ala Ala Ala Xaa 3540 <210> 350 <211> 10 <212> PRT <213>
Artificial <220> <223> OXM analogue <220> <221> MOD_RES
- <222>(40)..(40) <223> Xaa at position 40 is Lys-arach doyl <400> 350 His
Ala Gin Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Len Gin Gin 151015 Gin
<2i1>| eppVal Lys Tyr Phe lle Gin Trp Len Lys Asn Gly Gly Pro Set 202530 163

<212>
<213>S

%é'g[[ya'[E SHEET (RULE 26) Lys Asn Asn lle Ala Ala Ala Xaa 3540

<210> 351 <211> 40 <212> PM' <213> Atrtificial <220> <223> OXM
<22C>gnalogue <400> 351

<223>  0OXM analogue
<400> 344

His Ala Glu Gly
i

hr

(S|

Glu Ile Val Lys Tyr
20

Lys Asn Asn Ile Ala
35

<210> 345

<Z2ii>» 38

<2i2> PRT

<213> Artificial

<220>
<223> OX¥M analogue

<400> 345
His Ala Glu Gly Thr
1 : 5

Glu .Leu val Lys Tyr
20

Lys Asn Asn Ile Ala
35

<210> 346

<211> 38

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<400> 346

His Ala Glu Gly Thr
1 5

Phe Thr Ser Asp Tyr Ser Lvs Tyr Leu Glu Glu
10 15

Phe Ile Gin Trp Leu Met Asn Thr Lys Arg Asn
25 30

Lys

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu
10 15

Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
25 30

Lys

Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Gln
10 15

161

SUBSTITUTE SHEET (RULE 26)



Glu L

Lys A

<2)10>
<211
<212Z>
<213>

<220>
<2Z3>

<220
<221>
<222>
<223>

<400>
His A

1

Glu L

Lys A

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

<220>
<223>

<220>
221>
<222>
<223>

<400>

His Set Glu Gly Thr Phe Thr Set Asp Tyr Ser Lys Tyr Leu Glu Glu 151015

Glu Leu Val Lys Tyr Phe Lou Gin Trp Lou Lys Asn Ala GIf&ToEet 2002530 047 7 §
Lys Asn Asn lle Ala Glu Ala Lys 3540 <210> 352 <211> 40 <212> PRT

<213> Artificial <220> <223> OXM analogue <220> <221> MOD_RES
<222>(40)-(40) <223> Xaa at position 40 is Lys-myristoyl <400> 352 His

Set Glu Gly Thr Phe Thr Set Asp Tyr Set Lys Tyr Leu Glu Glu 151015 Glu

Leu Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Set 202530 Lys
AsAshvieTAla Bin Aka Kaard3b4@ « 210> 85811641 PEL/GB-2007 /004 7

7 9 <2145 <212> <213> <230> <223> <220> <2P1> <222> <223> <400>

40

sn Asn Ile Ala Lys
35

347

40

PRT
Artificial

OXM analogue

MOD_RES
{(40})..{40)
Xaa at position 40 is Lys-myristovi
347
la Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu

5 10 15

eu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
- 20 25 30

sn Asn Ile Ala Ala Ala Xaa
35 40
348
40
PRT

Artificia;

Q¥M analogue

MOD_RES
{40} ..140)
Xaa at position 40 is Lys-palmitoyl

348

His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu

1

5 10 15

Giu Leu Val Ly$ Tyr Phe Ile Gin Trp Leu Lys Asn Gly Giy Pro Ser
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I

PRT Artificial OXM analogue MOD_RES (40)..(40) Xaa at position 353 40

is Lys-palmitoyl His Set Gin Gly Thr Phe Thr Sec Asp Typ?y@gsfﬁm I},e@ 04778
Gin Gin 151015 Gin Leu Val Lys Tyr Phe Len Gin Trp Len Lys Asn Ala

Gly Pro Sec 202530 Lys Asn Asn lle Ala Glu Ala Xaa 35 40 <210> 354
<211>40 <212>PRT

20 25 30

Lys Asn Asn Ile Ala Ala Als Xaa

35 40
<210> 349
<211> 40
<212> PRT

<213> Artificial
<220> .
€223> OXM analogue

<220>

<221> MOD_RES

<22Z>  (40)..{40}

<223> Xaaz at pesition 40 is Lys-stearoyl

<400> 349
. His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 10 : - 15

Glu Leu Val Lys Tyr Phe Ile Glin Trp Leu Lys Asn Gly Gly Pro Ser
26 25 30

Lys Asn Asn Ile Ala Ala BAla Xaa

35 40
<210> 350
<211> 40
<212> PRY

<213> Artificial
<220>
<223> 0OXM analogue

<220>

<221> MOD_RES

<222> {40} ..{40)

<223> Xaa at position 40 is Lys-arachidoyl

<400> 350

His Ala Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
i 5 10 15

Glu Leu Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30
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<213> Artpia <220> <223> OXM analogue <220> <221>
MOD_RES <222> (40)..(40) <223> Xaa at position 40 isrliys-aragnidevh 0 4 7 7 g
<400> 354

Lys Asn Asn Tle Ala Ala Ala Xaa

<210>
<2%il>
<zZLZ2>
<Z13>

<Z20>
<223

<400>

35 . 40

351

40

PR
Artificial

OXM analoague

351

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

1

5 10 15

Glu Leu Val Lys Tyr Phe Leu Glin Trp Leu Lys Asn Ala Gly Pro Ser

20 25 30

Lys Asn Asn Ile Ala Glu Ala Lys

<210>
<2il>
<212>
<213>

<Z20>
223>

220>
221>
<222>
<223>

<400>

35 40

352

40

PRT
Artificial

OXM analogue

MOl _RES
(40} ..1(40)
Xaa at position 40 is Lys-myristoyl

352

His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Giu

1

5] it 15

Glu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser

20 ’ 25 30

Lys Asn Asn Ile Ala Glu Ala Xaa

<210>

35 40

353
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His Set Gin Gly Thr Phe Thr Sec Asp Tyr Set Lys Tyr Len Glu Gin 151015
Gin Len Val Lys Tyr Phe Len Gin Trp Len Lys Asn Ala GIpETHzBeq87 f 0047 7 g
202530 Lys Asn Am n lle Ala Gin Ala Xaa 3540 <210> 355 <211> 38 165
PCT/GB 2007 /004 7 7 9 <212> PRT <213> Artificial <220> <223> OXM
analogue <220> <221> misc_feature <222>(1)..(1) <223> Xaa is 0-His
<400> 355 Xaa Set Gin Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Len Gin
Glu 51015 Gin lle Val Lys Tyr Phe lie Gin Trp Leu Lys Asn Gly Gly Pro
<211>Sen 202530 Lys Am n Asn lle Ala Lys 35 <210> 356 <211> 37 <212> PRT
<212><Z%3> Artificial <220> <223> OXM analogue <220> <221> VARIANT
2137 < 3555(151357)

<220>
<223> OXM analogue

<220>
<221> MOD RES

<222>  {40) ., 40}
<2Z3> Xaa at position 40 is Lys-palmitoyl

<400> 353

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

Giu Leu Val Lys Tyr Phe Leu Gln Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala Glu Ala Xaa
35 40

<210> 354

<211> 40

<212> PRT

<213> Artificial

<220>
<223> OXM analogue

<220>

<221> MOD RES

<222>  {40).. (40

<223> Xaa at position 40 is Lys-arachidoyl

<400> 354
His Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Glu Glu
1 5 16 15

Glu Leu Val Lys Tyr Phe Leu Gin Trp Leu Lys Asn Ala Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala Glu Ala Xaa

35 40
<210> 355
<211> 38
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<223> Xaa as defined in claim 1 <400> 356 Xaa Xaa Xaa Sly Tin Phe Thr.
Ser Asp Tyr Ser Lys Tyr Leu Xaa Xaa 151015 Xaa Xaa Xpaplag XBAXax g 4 7 7 g
Xaa Xaa Trp Len Xaa Xaa Xaa Xaa Xaa Xaa 202530 Lys Asn Asn lle Ala
35 <210> 357 <211> 37 <212> PRT 166 PCT/G132007/004779
<213> Homo sap e <400> 357 His Set Gin Gly Thr Phe Thr Set Asp Tyr
Set Lys Tyr Len Asp Set 151015 Arg Arg Ala Gin Asp Phe Val Gin Trp
Len Met Asn Thr Lys Arg Asn 202530 Arg Asn Asn lle Ala 35 <210> 358
<212><2RT> 37 <212> PRT <213> Bos sp. <400> 358 His Set Gin Gly Thr Phe
2L3>THESEEASY Tyr Set Lys Tyr Len Asp Ser 151015 Arg Arg Ala Gin Asp
<»20-Phe Val Gin Trp Len Met Asn Thr Lys Arg Ann 202530 Lys Asn Ann lle
<223>Alax85% 5212359 <211> 37 <212> PRT <213> Artificial <220> <223>
OXM analogue <220>

<220>

<2Z1> misc_feature
<222> (1) ..y
<223> Xaa is D-His

<400> 355

Xaa Ser Glu Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Giu Glu
1 i 5 } 10 15

Glu Ile Val Lys Tyr Phe Ile Gln Trp Leu Lys Asn Gly Gly Pro Ser
20 25 30

Lys Asn Asn Ile Ala Lys
35

<210> 35%6

<211> 37

<212> PRT

<213> Artificial

<220> .
<223> OXM analogue

<2z20>

<221> VARIANT

222> {1)..{(37)

<223> Xaa as defined in claim 1

<400> 356

Xaa Xaza Xaa Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Xaa Xaa
1L 5 10 15

XKaa Xaa Xaa Xaa XKaa Xaa Xaa Xaa Trp Leu Xaa Xaa ¥aa Xaa ¥aa Xaa
24 25 30

Lys Asn Asn Ile Alz
35

<210> 357
<211> 37
<212> PRT
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<221> VARIANT <222>(1)..(37) <223> Xaa as defined in claim 2 <400>

359 Xaa Xaa Xaa Gly Thr Phe Thr Ser Asp Tyr Sec Lys ?@;@;(E@Z(Zaﬂ 04779

151015 Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Trp Len Xa

Xaa Xaa 202530 167 P27G, 2007 /00" 9 Lys Asn Asn lle Ala 35 <210>

360 <211> 37 <212> PRT <213> Artificia <220> <223> OXM analogue

<220> <221> VARIANT <222>(1)..(37) <223> Xaa as defined in claim 3

<400> 360 Xaa Xaa Xaa Gly Thr She Thr Set Asp Tyr Set Lys Tyr Leu
<213>Xa&>;2gaaag>5g&15 Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Trp Leu Xaa Xaa

Xaa Xaa Xaa Xaa 202530 Lys Asn Asn lle Ala 35 <210> 361 <211> 37
400> %575 PRT <213> Artificial <220> <223> OXM analogue <220> <221>

Hisg SMABﬂANTy Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Ser
1 5 10 i5

Arg Arg Ala Gln Asp Phe Val Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Arg Asn Asn lle Ala
35

<210> 358
<211>» 37
<212> PRT
<Z213> Bos sp.

<400> 358
His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp Ser

1 5 10 15

Arg Arg Ala Gln Asp Phe Val Gln Trp Leu Met Asn Thr Lys Arg Asn
20 25 30

Lys Asn Asn Ile Ala
35

<210> 359

<211> 37

<212> PRT

<213> Artificial

<220>
<223> O¥XM analogue

<220>

<221> VARIANT

<222>  {1)..({37)

<223> Xaa as defined in clainm 2
<400> 3549

£aa Xaa KXaa Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Xaa Xaa
1 5 10 15

Xaa Xaa Xaa Xaa Xaa Xasa Xaa Xaa Trp Leu Xaa Xaa Xaa Xaa Xaz Xaa
20 25 30
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-<222>(1)..(37) <223> Xaa as defined in claim 4 <400> 361 Xaa Xaa Xaa

Gly Thr She Thr Set Asp Tyr Set Lys Tyr Leu Xaa Xaa 1@1@
Xaa Xaa Xaa Xaa Xaa Xaa Trp Leu Xaa Xaa Xaa Xaa Xaa’

i gg@?g 00477

168 SUBSTITUTE SHEET (RULE 26) F1J/GB 2007 /00 4 77 9 21 DEC

2007 Lys Asn Asn lle Ala 35 E Et4141113 26)

Lys Asn Asn Ile Ala

35
<2i0> 360
<211l» .37
<212> PRT

<Z13>» Artificial

<220>
<223> O¥XM analogue

<2205 .

<221> VARIANT

222>  (1}..{37)

<223> Xaa as defined in claim 3

<400> 360

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

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Trp Leu Xaa Xaa Xaa Xaa Xaa Xaa
20 25 30

Lys Asn Asn Ile Ala

35
<210> 36l
<211> 37
<2L2> PBRT

<213> Artificial

<220>
<223> 0OXM analogue

<220>

<z21> VARIANT

222> {1y, . (37

«223> Xaa as defined in claim 4

<400> . 361

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

¥aa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Trp Leu Xaa Xaa Xaa Xaa Xaa Aaa -

20 25 30
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Lys Asn Asn Ile Ala
35
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