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use represents a nice nodel of

eXtenSH’P%tan%H%%*l?%@é‘é‘% 3 leastromeintiee acihigpatity fo amtlin of esgignf an

amylm’pb@ﬂ@ee sA@floglin@ly hSwtCA 1east S0k BSNMdiR £id ééﬂﬁ‘encé ﬁtentk@ W#th a native
the fat 8Brotern rati o, chol esterol and, in

and
amyliny A & leas{ /o 0We 99%\R8195 Gramine eid eeqpence rc}rntgwesh aptigsaRylin. In
one entHRARSAL, FRHSRaBPHLY cdﬁhﬁﬁe M\fnrs@rvitﬁ)@ de Hbl; Ehsdi9atRR eclgl?r{ot &Ne

5 diets in FIG 9: 1) I gh ular protein die
Subsﬁteﬁl%isr(@cwdlilg nows%ne]r@nnq swqofmétleand BORs)X diylinZgomistginalogs are
analogh 84 Adatifl ﬂe&ﬁg&ﬁinﬁ ﬁSHcﬁ&n A" Al 113 &c%m +10% CHO,  30%

protein, 60% f very ﬁ at/regul ar protein

[0056]( I Aty ®eByRive” is d@ﬁr/é’dgs'@ ofddilte ﬁﬁﬁﬁhg {H%’am?goo%}%ené%g}‘ a native

regul ar fat/high protein (ratio
amyhrmr@p@lpg} buigiitioagl)y: haging a@)ierrrmlenqh@cahmghf dnatot megiuifats amino acid

s LI A8 Bl SRUSHE) LRI L) i
modiﬁfrzabhénc@;deb;é}luownﬁdﬂmteﬂgo pﬂélﬁgrahdmlml vjetiel) @ire&ﬁﬁf,ﬁﬂidix} bonds, and
e B SR o\ AR5 S LAy LE! B8, miion
acylatibmbelysiadi-amino goips, NERYBHEWT ardinihdMiRidihe 2 dysiileGalkylation of

16. AWLL N AND AMYL] N AG(]\II STS FOR TREATI NG PSYCHI ATRI C
glutamg g %ﬁa ﬂ? CRESSE RN Ao ReY xPEREine.
Modifibtfdnk 68ht (NRina DR 1naﬂlﬂ§ vﬂ@@hﬂ 1hRkdHeR thi @ésﬁﬁlngeﬁgév{/%r §ggyl N-di-

provi si onal patent application nunb

tower FTesg TR BT (260153000E BEY eGP By BIeAN-acy! modiRéations.
Modlﬁaéﬁﬁink 68t %nﬁlldm&ﬁfo fglloﬁﬁ ﬁ'rcﬁl%; Wi Holu\.el‘fjmh%{) %#g%%gxgzrlalkyl

DFOVISIona ent p||C&tI0n nu

am1de,fcppsér&1n,g\§ akkyls ;Qegg bg@glg:d g}fq:hc fugd, aﬁpmvmtg]r)olﬂi@ﬂ cmi]t}é pmide, and lower
alkyl eﬁ@ﬂhb(ﬁﬁ&dt@ﬂs W?Elkﬁ% P83, f:ﬁrth%gnd]rgr}b re su%%%su’ps or

he entire contents” o each re | ncor ora
telmmrl @FOURE, |mqyrhem@e§ed BB’E@HM'@AIgrdﬁth[Dv{IOﬁ (ﬁﬁ] ord'lhmﬂy-skllled synthetic

[ d| cal fiel particul ar
Chemlsg f’ﬁfjh&%%% anoa mlﬁ)os?rl: T‘yolée;f“%r?d Ob‘%ﬂ?ﬁﬁy}ff . as well as

hea utrjti o 0003
[0057] Psykefﬁ LAt Fi gl%l slelsor Tis ’i‘)s}i?F %%P%%“P@File‘rdﬁ%‘ﬂ‘e’?‘@ Lys-
Cys-AeosTMeﬁaarhrnyb nesﬂaselnmglrrs@rpdamﬂ PBE-Bel WS CHIsORE SEDA sn-Asn-Phe-

rican Psychiatric

Gly"A1£ S oc ef § ﬁr'@hr[&&g% @?gera‘ﬁﬁl -BrabirsSEQAP MR draRatgmylin
Mental Disorders, or DSMIV. Broad categories of
mental disorders include, Bdt are not limted to, nood
di sorders, anxiety disorders, schizophrenia and ot her
psychotic disorders, substance-rel ated di sorders,
sl eep di sorders, sonmatoformdisorders, and eating
di sorders. Exanpl es of nood di sorders include bipolar
and depressron Clher condrtrons faIIrng mnthrn the

o o o o -

o o o o



treatnment, |lost productivity, and enotional toll.

[0004] In 200 1, the National Institute of Mental
woe@btibsspubl i shed a sunmmary of statistics descpChUsZH06/012601

the preval ence of nental disorders in Anerica. In the

nan ERB I bliofih SR, KCR AT O R R PG B8P By
(SEQ B tiOrEn The ase dfReiyljey frath amy speidi® 8dntAnpihted.es of

General Psychi atry 50:85-94). \Wen applied to the 1998
[0058. S.Araginsagenists kenterupibted irothe peeap khe nadtlicels dsdlovalsherbin idclude those

.l ibon. [ 0005 I [ | SO an SS,
cescritigin S rREpENeY pRBEAER B8 SELATIE U GREC hdRon
Publicaticat Ky.ri 0 93/19046] @ie canidntd bpwhial adihseintiatorpAad by fdrénce in their

. 9. ercent of the U S popul ation ages 18 and ol der
em“mﬁagggﬁxﬂgﬁP%§é?%%%égﬁﬁP?ﬁ%ﬁg“WFaﬂas been reported that
1A1-Xtm[mfﬁﬁtmﬂ-Aﬁ-Tﬂﬁ]ﬁﬁglsﬁﬂg;d@udi limnd‘émge-iesl-@lgp HE,- 980G, -Asn-H;-

2P Lion, Wi} wo-t hi rds it bein Qrne
Gty Btk Ml e cer ¢ st TR LEdSPaRINa h
depragsdiy & SIS0 AR! Ser oSkdogds; | Ost productivity, are
harder, to cal cul ate because of events such as

" pr 8t BePE R Thiescri bed as people at work but

l'i mc,edvhnLéh&itle; abi ity to produce or participate
(Dursa, Enpl oyee Benefit News, Dec 2004). [0006]
Anotlids Hgfégat ric condition is anxiety disorders.
Thess igdésQr @Rt s can include panic disorder,

obsessi ve-conpul si ve di sorder, post-traumatic stress
disd%d%$ﬂgﬂﬁg$hﬁﬁféﬁ anxi ety di sorder, and phobi as.

Apprexk Rat ey odBisl M1 lion Anerican adults ages 18 to

54 (about '13. 3% of people in this age group in a given
yearH: ihBle Lamonbwi ety di sorder. [0007] Anot her conmon
psyquqgghgp£ondition is eating disorders. There are
three nain types, anorexia nervosa, bulimna nervosa,
and JbisdlgeVelaplayg Idisor ders. These are psychiatric
condi t.[ gnspar£.0 n- 1 nked to perceived notions about
bodshfﬁggéP§h m%?é%ﬂg%hlly i ndependent of actual body
wei dhtis ®ar, Brody Thess i ndex. The nortality of people
with. anqrexja h been estinmated at 0.56 percent per
yea ’1%?mgﬁ%$ Qﬁﬁtely 5.6 percent per decade, which
i's abenlY iR ihdapesdehilypdetictet Aot doR radidies hadedifle ¢hain€ which are

due .t I deat h f emal 15- 24
chemigh§ toRI 8 RS Py SHPPYGPAT00S) Amer i can

ournal ., of Psychiatry. 152: 1073-1074). |t should be |
10059, 011 2 GrlspmpRk AR P be mw@gfiagma%&’aqlmawgscaﬁpﬂ\?ﬂmmm
arylan@he aRiitytansifio, alldyRixy ayI6ky, atalliytoxslios edrbedys . SUifdBR&ide chains for X and

. ot her ps jatric condition Js schizophrenia. In a .
Y mclﬁ?%ﬁurv e oy b spifhiclys Bl ey Sirel I beconiy alky acids and
alky] dhhiBgASEOmYY fobm S§EHc2LAME kS al @Rgdds RLAIRY1 1alides|ahdl §licl M Bines

. .preval ence of this disease I n_approximtely 1% of the
which pag condensq apdibg peduegdip Faprangiyhapme Jridge; ghgige chains which may be
come&l€Piol fotn@hn A1QyIUIRSSE §1rl](51ﬂf},t ethe? BY @foefRr Botdl BRIrGEEd28%A Sains include

treated patients wthout ever achieving conplete
lower plkplygreing havipg omaheutdfto sbawi ¢ ephenaipms-wi t h t he newer
(atypical) antipsychotic nedications frequently cones
[0060],j ¢ H’Bt Hiditlongl@sperct seppasitioneighnetbeds of sisdreadasd Histejn are directed to
agonisHABRFLESof WIH OBXGHPh Ak Yol iRES, 9hd RELLASPIMLPLA indePendently
r anoi y

i ncl ude pa schi zophreni a.” These persons are ve
selectegh fegm Alap 5er, 6, ehdeva ofallerh andvas atpllah dsters hechaskeroéf Ser or
Cys. Persecution at the root of their behavior.

Hal | uci nations, and nore frequently del usions, are a

prom nent and common part of the illness. Persons with

di sorgani zed schi zophreni a IHebephreni ¢ Schi zophr eni a)

are verbally incoherent and may have noods and

enotions that are not appropriate to the situation.

Hal | uci nati ons are not usually present with

di sorgani zed schi zophreni a. Catatonic schizophrenia is

where a person is extrenely w thdrawn, negative and

e . - - o



certain segnents of the population may be particularly
prone to having a condition, such as eating disorders

w0 pooadedsescent s and young adults. The el derly PeEl/UR®06/012601
particularly susceptible to conditions such as

10061§,°0 SRS, ponttudlipdile it o PiEN iex vl ot GPOD
NO:4) %%rodpymylan(ammmorsoéft fﬁﬂro-lﬂ\amghm(ﬂEQ 1D NOoS), FA@tZme-amyhn

e PSP RSB R R0 SRR AN

activitiéxe died it treatel @estuirtimals Ae/¥D pas/ukieg niatk@tl higerlaethfabilvaddby
rent

reat. .t atients r SJSt nt ta t
hyver g i, PLSuRe® Bt SoBpi Pt forocledtart agalibrieten il gompounds
provided hbdinthatSalscSiRkR Edund @ S63E6at MBI cEiRBRY @mﬂw Mt dLRES)
anxl et

effectlvel treat depr.ession
Charaé%fhtl%so‘?s‘rﬁ“éﬂ%ar blo iR ALy CRisaTplas of Hleseimes include
2 pro’ i FEPHRL I8y INGEQ 1DROW) WeHiepeh 5918 fhe tag o th@amylm

current pharnmaceuticals, (3) have a faster onset of
[0062} her@petbhpodfdt iRRide SO 2Ipd)-h aiRLR YSEQ@IY NOS 8Y), des-

idjties di abet e
Ly B SREh By B SHO I Ny Bderive arodr by REQTRYO:12),
ZSPmZVE@Z&Ppmt a@§hrp§mmﬁ1wot 13) IZtLﬁﬁéﬁ&@%FWﬁﬂta Rfmylin (SEQ ID NO 14),
on ,_and schi z eni n
Lo G pRB PR (S5 B SREES ei-1at bt e YR Pro-h-amylin (SEQ ID
NO:16 n’@Rf %@?ﬁﬁe%bww RLEHRE (SER HHRIO: 17878 A8 Y25 BIMMNRY v 1in
f g one gegera aspect met hods prQV|q§g 9nclulalg
(SEQ {pNO3ER. ‘ohrga k¥ | nPeneainylin GFEHDNG; 19xn Aledfeu™ 67 Pro-h-amylin
[ 528.1pt e SE@?ﬂﬂ f IME17ALBUN 598
(SEQ ?ﬁgdt?gagﬁpt g&ﬂ?ﬁﬁs cﬁu atric c?lsgl?; de fln certa] %{) -h-amylin
(SEQ Habé¥A e niles Argﬁtbelpb?mﬁlna(SEQﬂmN@o?ﬁde Tl A rg? beydal” Pro-h-amylin
riy 1 Bp r other
(550 SEEIGIAN EUELPl Y SOy 0N LRI
The*Hiedp.cull' Aot Eelrz Pra’| Asmmy b (3EQ BONOE), 1’:’:’l]’lnﬁlﬁrszsaau%Alangro3lAsp
e [l chi t he
h-amyﬁﬁ‘&é%t?l N s, L SR B R AT A g (sEQ D NO28)
lg%inaefLeu FMIa@Er&Imsp-hml(ﬂEQﬁB NQ@:b®), psychi atric

13 1d s 1282093 SS di sorder. 1In
Thr A tgﬂ%ﬁghbog H% Iﬂﬁ?ﬁ%@QTéiggs@eﬁmhay not incl ude
13ThrlfAngQHls?f@eﬁffPreﬁAiaﬁﬁgRibgawiE-ﬁmyhm(SEI@H] Nerdgdi nent s,

nmet hods provided may not include treating anorexia. In

[0063F er tAahylincagbuisks n@rtémplated ilihel ssefifi heintkeltbdsdisclosdd Heredd idelede

f di t t [ i,
amy1 FETy RO B p IRFER L ol SEesGupe BEDR oS! gty No.
60/611, 4@@@5}_@ Appgteattioyulmg POINISUSAB6436, HRidH ! tlaiel t@fbuo;l‘nc@porated by
eat.i pg. disorder. In ain e ments, anyl.in
o2 B S8 S B 0 2 e 20 oning
aminotat@atquelie® underlying psychiatric condition of a
roadiddfy & AL LB Spimatie Bl GrGBRRRVERFBisE (SEQID NO:32)

The AFRI6G APPLA ar@ RRE maf bAi8Fn RSB binfR(c@eRIR: C-fefnidhlichl. SIANFP-6
enbodi nent s, 2gg%lln agon|sts@gﬁgqnot i ncl ude an anal og
1

analogginclige dlrase WvingaRemes LEERE:- XS QY QNRSHREN QL-X21-Xo2-
x23-x95>ee%e-x5tektto§@)@bgy pgestidn @E@'ﬁ) NORY igreth

hiatric disorder in a subject desirous of, or in

Xy is afbéfel@ T8A QL RYE BHR [ e Hsinypf adewrinee epiisagptive amino acids of SEQ
ID NO: §1£ Bf IQQH(IX’Vlﬁlf J s%%gt e%l ?e'i@%téﬁtfrom a 81 Cﬂ%hﬁ/p a s{ﬂgsﬁfuted alkyl or

agonls §, ‘anal ogs, erlvatlves to the su
ahﬁﬂ@@hiamwbenbodlnents the subject is overmelght In

ot her enbodi nents, the subject is obese. In stil

ot her enbodi nents, the subject is |ean, not overwei ght

or obese. In still other enlfodi nents, the subject has

a nmetabolic condition. In yet other enbodi nents, the

subj ect has di abetes, netabolic syndrone, inpaired

gl ucose tol erance, or insulin resistance. In other

enbodi nents, anylin and its agonists, anal ogs, or

derlvatlves are benef|C|aI |n aldlng the subject Wi th




Hypericum), or second generation antipsychotic
nmedi cations (SGAs). [0016] In another general aspect,
woredohooss2pr ovi ded herein include treating an uUPGEESEA6/012601
side effect of another psychi atri c medi cati on
Xa is f/loﬁogg(?fltsﬁpsft glteddIFn K IDS:S)? E{ T athg sids S a%g%alérl %rxe a‘%% gn amlde bond, or
any amglgwiavid thav emn, fotnma horsinoitleXs, fd)lfexl&lﬁﬁld atdiml’fﬁle for arl 4emidebarad; N

t her psychiatric nedication is a
secggﬁ‘ e??e}'a(lg’lqg' ’é’ﬁ?'r psychotic nmedication. In certain
enboxlj s¥NDsL, G/1¢, Alrsaaim,ed side effect of the other
psy ia c nis weight gain. In other

nbsLn(t?ﬁ&%r%gnt ed side effect of the other
psycjndlatvr Dgerech;za,ts GPabséntdi abetes. [0017] In anot her
general _aspect, nethods pr OVI ded include treating

psy X B Tr $-H5GRRURER) AR ﬁ@“‘&d?rlhﬁﬁlr§¥3é??1ﬁ§1y§“tan°1° acid) or

(Ahp)t(lm Bapglﬂmlﬁalslmdl%&{/ﬂ%ét ;ﬁpémuf&tacﬂf a conpound t hat
nodul at es behavi or al pat g through its nodul atory

act i o1& Mo i§> retuhsisnted Lok e Ob%ﬂYfaHWtﬁ geighihaticae foyei arhg’nd with Xa,

for ex@rﬁ%leﬁ%suiﬂdgbt ﬁ{jantnge gddecose metabolism lipid
abolism protein netabolism and total energy

rreta%@llﬁbérﬁalgﬁ\ oerhsaith enbodi ments, the behavi oral
pat hx\gySMsGanp til 1504t opi n-rel easing factor (CRF)
pat hway t hat modul ates at | east one conmponent of the
hy po¥ha MnPcB.gh.outhsenty - adrenal axis. In one
enbogh Bt G, B, Op%}%l oral pathway is a dopam ne
pat hvvay 10’ dt Rer enbbdi nents, the behavioral pathway
i s t%e GG A spat dwest; or any pat hway conprising the
ser thel{gllEﬁ)S %1%%11’1 lV;ﬂg ktsaé :ﬂ)sgnqbgdlsn%sen the
met aboli ¢ or haV| oral - pathway 17
gl uc7ézr7@g@rbaethserthl@rmnMextKwamhéerrteX;pMsm, or stress
resp)gnesl e In certain enbodi nents, the conpound is an
anyl’ |]f:s agoni st, anal og or derivative. [ 001 8]
In szghstDanEtdnér aspect met hods provi ded i ncl ude

treat.i,n ps jatric dIS rder by admnistering a
theﬁjf}gafaﬁlé'ﬁfﬁ 08k mount of a conpound t hat
es avi o th s throu I ts nodul at or
10064 e o A S X Gt S ISR EArgie of
comp@Mdphdvitgs anSnamydcidseqiiencd sf fagad @i): HNAb-QNISHRLWQL-X;3-X14-X1s-

s X s R RS I RPPS el o 0 SCLOSU"®

anatmgpQ(@@mﬁﬁfivatives for manufacture of a
medi angn gseful for treating psychiatric diseases
and HaP¥™escri bed herein. In another aspect, the
disqk@ggmegpFQWbﬂggaﬁor the use of an anylin, its
agonj st s, analogs or derivatives for manufacture of a
medicaietit Gu &b GF dhseit treating unwanted side effects
of agotharcpsyghi Mstdc nmedi cation, for exanple, a
second generation antipsychotic nedrcatron BRI EF
Deséhbrs%ﬂcﬁrltaﬁw—@smwr\res [0020] Figs. IA and IB are
grapgﬁngﬁpgeﬁu@grgggﬁcts of anmylin on stress-induced
feedin n thése graphs, R indicates animls
subj Pélstsel%jmt absenésthezdimwhest X g dsabeerd, Xig isadpbendit es control
an| ] Iy Sts [0021] Fig.
| a7 SRl AR BT R 3 RS an
conﬂhohlagdﬁts on stress-induced hyperthernta in mce.
[0022] Fig. 3 is a graph depicting the effect of
anylin and control agents on marble burying. [0023]
Fig. 4 is a graph depicting the effect of anylin and
vehi cl e control on animls undergoing the forced sw m
test. [0024] Fig. 5 is a grdph depicting the effect of
anylin and control agents on prepul se inhibition.
[0025] Fig. 6 is a graph depicting the effect of
anylin and control agents on phencyclidi ne
(PCP) -i nduced | oconotion. [0026] Figs. 7A and 7B are
graphs deplctlng effects of clozaplne on merght The




protect against stress and it effects (e.g., anxiety,
obsessi ve- conpul si ve behavi or, depression, psychosis,

web@ngess2i n eati ng behavior). W al so denonst r BEBUS2006/012601
herein that, in specific animal behavioral tests,

anmy s g qﬁggﬁl sfiration results in behavioral ef fects
t hat T nc & anti - stress, anxiolytic, antidepressant,

and teglogipaly abtivtei fngments thesof. [0028] In exploring new
nmedi cal treatnents, it was noted that a nunber of
[0065 et dooinp gcip atduetcegofaserpplary. AFRIG abslogdor @b @stht Wisclaged methods
inclug@ssoci ated with behavioral dysfunction (e.g., major
depressi on, schizophrenia). Although these diseases

RVGCéﬂé}mﬁQNIIBWQmGGAﬂR@BSNEVDBS@HSY i(5IE0 €D IND:36)

GV R SRS Dt iS5 0 s Rl

CVLGMQN@NBSHRLW@@%BA@RQESAPMIMPHEW Q NIPNOHR)

avorg i S ndBERE AP fags S EATh0 Saiger oo

VQNLSERTWOQL MIFAGRABIAP VHRSSFH DY ( @EQ‘ﬁ) N(bh@}ﬂ ns and

i nk
vt SRR KGRk B %ﬁﬂé@?%ﬂ%‘ﬁaﬂébﬁ@é%g"ﬁ?& es'
TQA@&RMG@VIL@T@QVQ&S@MW@ER@@%%@WP%@PH@?”@% M‘N@ 3y n

and the adrenocortical steroid hornones,

TQAQLERIIC T ¢ RF QR FHBE WiRL BE APYDPSF RIS B (§EQtIDd‘éﬂ) 43Dl e
VGCVDGTC@%NLSHELWERQM@PVDP@SF}W Q?EQ'IBENO A4yt onomi c,

met aboli ¢ function under normal and stressf ul

VLG O EHERL B B ATVEBSSP LY (SHe TRNO®) on of
TQAQ@LRW?@S}@ISW@QL$BIRLWQ1IM§?§§§S@§ BYPRSY Eﬁﬁ%giﬁ NO:46)

associ at ed behavi |ke anX|et
TQAQEEBVEX N BRI CANANASEBRLYY @METAGRDBSAPYBESSHHE Y msmms\ro 47)

[
B R A
TQAQLARVAIHRITATGQYQNS SHRILIV QElBPA GRIIDSAPYDPSSPHSY (SEQ ID NO:49)

TOAGEENNEHRONE BN A SR o AR, o g oo

TQAQ%BN@@QVbGTMQN@NE$HBLWQIMGBAGRQIEAHWPSSPHS&’CI (SEEEID NO:51)

ViSO oPH T GbsRpyobS Ry |RPOTB sar ™

VGMWGEYQ VREELSHRIWQLEQIDSAPVIIRSSPMSa(SEQ B Ndl53554;

rvecE SR iR A GBE s AR Blkger Rl dmcd N0

VGCGRIBTE6BA@BYIES HIG WINRIQIS A VISP SSPEY. éﬂ]ﬂ(%ﬁ?Nd— sgycet

v g LA o Fakt oSt
GCNTh@CQVQNmHMWQILg@mmI@@m'Ye ﬁ@ﬂ?NU £5 0
o e NI e B Ao
TQAQQLRVW@TG@@QNEBMMW@MG@MR AR Ica@gfy gsgz%er NO:59)

t he surprising abi treat ps
GTMQWW%&’ %29334}’ StSBHSYcéﬁEQ)& P ed incl ude nood
VGCVQG@@@@@LSMWS&M %ﬁ%@%ipvﬁﬁpﬁﬁggr@f@ggp 0969 her

chotic disorders, stance-re

VGCVEG%@&V@I&M@WQmew? G Aol g
GCNTQF?QWLSS RWQERQ%%S@?#E? ri @Eg%aﬂj 1&@ Lgls 2 : t hat have

ctive in treat

GCSNIY EGRVQNLSHREN QRO DSA BV EPSSRIESIC ¢ SEQEDANQ:64at i ng
di sorders, or in treating patientswith a psychiatric
di sorder or those with a psychiatric disorder and who
al so suffer froma netabolic disturbance. [0031] More
particul ar types of the above named di sorders can be
found in the DSMIV. The fdBl owi ng are only exanpl es
of disorders that may be treated by the nethods
di scl osed herein. Exanpl es include nood di sorders that
may i ncl ude depressive disorders and bipol ar
di sorders. They can further be characterized as major
depressive di sorders, dysthym c disorder, bipolar



cocai ne, opioids, narcotics, hallucinogens,

anphet am nes, phencyclidi nes, phencyclidine-1like
w@astiessees, i nhal ants, and sedati ves. PCT/US2006/012601

Subst ance-i nduced anxi ety di sorder can occur in

di s¢ o i ted
GCOERASE Ot SHRERAOEEAPPLESIHIS Kotk mlloBey 1M e
GCVIGTIRYANLIERL WOERQPSAPVEPSSPHIY ¢SIRY €D INO:6®- | | ke

subst ances, and i nhal ants. Substance-i nduced nopod
[0066Hi sArdgin aganiscontemplated ésthe nssan e mwathsls disclosedwateirhinclude

i nel . t . Jim t ' hal | uci
analo%gﬁe&gggc% 1n§?§p}?}%€n§ golh@%f%ﬁleﬁlgggﬁ?%g ﬁfe\g},ugh is Lfllgrlegys) ggr%brated by
referefdee Sayichsefhil naylin dpenistd isdale aadogsarf dormmbbalVa Xt -Saa;-X,-Xaay-X3-Xaas-
Su nceg-r di.sorders can occur in response to
&'XaSﬁg-é‘gﬁs?%@@@‘Sg{%@ YOS nat i on of substances, such
as Xy ipdly Nupst svak- rel ated di sorder. [0033] In sone
enbadi. t t hods, _provi include the treatpment of_ .
o Gt Rt TR O Lok erser g, rovded that & X, s 7
Xaa; oS YEDIhah X, endik e heb&joth 4beédt; result fromtreatnent of a
di sease. For exanpl e edoni sti c _homeostatic

le, h
dysregaPr@item peraHdt GpePeAoY dgPeal behavi or al
di soxden gIeeAMNHEEGuAl, RATIEAR! BysiteAl, RaMiARONsMetAla,
di sease under goi ng dopam ne rep?acenent t her apy.
LysMesgaor AveLeiacenent therapy in these patients appears

to stigvhates, ﬁ%ﬂ&,rpgkmée_ AETEIE HABNRL L3P drphead o0

a behavioral disorder with sonme simlarities to that

assotd adegPorrarGlydyn (VLRI NQ#), diyprSer@lyd vareHEND NP :74). .
: . iTEstNG Y- : -
H1sSe£sc%)(§)&3)1%fyré5Eﬂqg)’ 19071 NBHY: S@fs‘éf@lyTﬁs(Fﬁg' 1BONY: 78 A%gs’ér&%%éyg’yr (SEQ

ating disorders can'inc e anor exi a ner

ID NG5 Ared hriver Glyd s (SERIDIADI 7Y AdzAlebeteldlyn (FEQ N BOW e
L EREoTESS. Rt ' Ng¥/ '
Al A T o S TR PP oA T s
ID NQ@i7 §whrgSerGliEyrt(PBQUIRBYD: 79% Ardger, pyyehi BisSdrcAiglThn 8sxSer or Arg;
assogj.a | he eating disorder. In other
enbo fﬁ%ﬁgg%ﬁ%%?ﬁbds provi ded do not include the
t r eaXamp it Cysfor ddt;i ng di sorders.In certain enbodi nents,
net gfgﬂﬂoYAFed do not include the treatnent of
anore¥? & S8R  enbodi ment s, met hods provi ded nay
be us®eqdisf A, AtaaatGling t he psychiatric illness
assagi at 1t h.anpr exi lents.. In certain
e nb%?aﬁésne\g@%ﬁgﬁ% @geé’(iﬁllg'ifgﬁi@yd%f tBIGHel ude t he
t r eaXame it A9f Ghi dtggpeati ng. [0035] In some enbodi nents,
met hgds . pr.ovj d C e used to treat subjects
exp ?aéhsgf}ﬁgéqr’ﬁ\g@r%tf rlleicessi ve behaviors (1EB).
| EB xhaiagherivge a variety of disorders including,
bi nge eating, substance abuse, al coholism aberrant
sexud?® EoHU QeSS and conpul sive ganbling. | EB occur
whenxacLiasb@nal MalofBl; behavioral excess is
transforned into repetitive, intermttent, nal adaptive
behaf isoPaikapgd ggup o b hto(abowe) cargepatamser gbpenty 1- 15,
[ 0038k phnfesdighiy a%%%iergaﬁ% fhereEL NOds provi ded may

not i nclude the treatnent of somatoform di sorders. In
0067§ € tREIRuENRO SRR o L&}gﬁé TiQiof Bt MRYnakD& ddGritten i
[ gonatofgrn1disordersm%%t do ﬁgfaﬁﬁclude tﬁ% tf%atnéﬁ?n .
Markush gpvpsiferdxappiencach pminpjabid positier thetrdooidingmersthamenetiosiible amino

sid. Biip el Bl B G B laphiof Y ERANE Srsidered
aspect, it is contenplated that conpounds that reduce
or noderate stress, or regulate the stress pat hway,
may be useful as pharmacot herapeutic agents. In
anot her general aspect, it 1% contenpl ated that
conmpounds that can affect or regulate netabolic
di sturbances as well as psychiatric or behavi oral
processes woul d be useful as pharnacot herapeutic
agents. In another general aspect, it is contenplated
t hat conpounds that can attenuate or reverse netabolic

o Y Y 1 T



agoni sts may further be beneficial in aiding the

subject with their ability to nodify food preferences
wale®enoised i n commonl y-owned U. S. Pat. Appli cap¢Dns2406/012601

60/ 666,681, filed on March 31, 2005, and PCT

o598 BRSSO S i P o ot

singlervafterence in its entirety. These effects may increase
the rate of treatnent response and outconme success in
[0068¢ er t Amplirpagonsistcopomplagtliioths uwdia tisurhdtheds disokyaitieadin include the

533 B DA 9372 g RO A LR St i

is her¢iR irebpbiatd by Rl A, in Ao estirky, Sudhisef)] arfylfy4pdfiedtay include analogs

Gushi ng'.s di.sease, a I ca ' epressj on
comp YRR LoIaie OhETGe  ebyk M S S e ¥ OFeee Ko Xaai
Xaa; 0d4af Kasy Xd5,Q XRa;s Kas]; Xah @ XABY Xaa$ Ko Xashl XedH®6ay; RbfhKaays
§$t| 3% s&ndr me, bulima nervosa, binge eating
Xaas eyaars Pidaae 2 o%p kav Fdri S2pa(THRUE SRD SHEFI | n certain
enbogieM, <, hCr(ﬁorH&t}EZ,(b Hle, netKiKe W%L&%?ﬁ}ﬂl@{}bm@ﬁrg), S,
anorexia, |n _other enbodi ments, the nethods include
Hse(hpma3gr), dg Gy ReNpdy EhVaty Hep (hyfsogrliol & ¥qrabeatwi t h
anoreal & A, MR/ oSG Vi RAWAIKNER, HENE! B oARERL | NCl udes
the use of the naturally ocdurring and peripherally
secr¥ade s Arhd-iS Hseph (Va & oF agentany | i n agoni st, anal og,
or def)l Wt ive, piok, ¥he treafnment of psychiatric
di sorders.” I'n sone’ enbodi merits, nethods for
psychaatsh, & 8i e deVsLilmosMs ubj ect are provi ded,
wherginithe; get hod, gonpri ses adm nistering to a
subject in rieed fheréof, an anylin or an anylin
agonXa is ladaBodse, ¥y LdeM;vati ve in an anount effective
to tyeat. th Sy-Chiat:fd pbsorder. In sone instances,
t he %%%F}Fégﬂa’ck |’slg’r é%gg%’r e of natural or
uni d¥aatiif KeB, @ NAHIQJIR, ot H; sone i nst ances, the

psychi at.r | i y result from medication for or

tre%‘%%tg]fqﬂaﬁgll{dgﬁérogﬁt di sease. Accordingly, in sone

enbadiameEnASF, Yt ,hads HkarorT;r eat i ng nedi cati on-i nduced

psychi at.ri,c._disQr. S chiatric disorders that

res%ﬁalﬁlﬁénptt’e%%@g{’}gﬁ%‘i%r e in a subject are

pr ovXaheds AWDEE A, 1L, 8, Wt kad; conpri ses admi ni stering

to a,suhject i ed thereof an anylin or an anylin

agog%(as?ﬂf‘,ljs’irlérll\@g\,”n‘gror&’eri vative in an amount effective

t o tX&atis Hne, Nsy,alveat rdr&/; di sorder. Because the anylin

pepti de .i natural ly secreted hornone, it may reduce
& g

t he X32ds ot e 5 PIEte 8MSHIY present in patients

r ecexan NPFI NG, eds ventrl yr Hkgscri bed treatnents and

phar maceuti cal s for Sé chiatric disorders. Another

generafpo 1§ EpRcks B dKude®: e1ibseibe of conpounds that can
treaj(aaglqg o, $ NesePSYICH] @1 &t afllefi€a@se and nmetabolic

di st urbances present in a subject. [0040] Anylin,

any| Xap2dy Bnk-MsY. %rgflli n anal ogs, or anylin derivatives
may 4,50 Per fiyperior to some other antidepressant,
anxiolytic, ahd/or antipsychotic agents, as it does

not YraoreP cHyme RgfhthRgaKnowlhd, in fact, may induce

wei l.08S [ tgi e of anylin may lead to
gr~egi;ta§ea?5 lgzh%lﬁﬂghg’e’féh%ﬁgﬁati ents being treated for
psycXdaatis NQQ.d?.oe8se. [0041] It is further contenpl ated
t hat AN its_agonists, anal ogs or derivatives,
may %%%%g’gvgﬁ Plcgr%xghcti on with other psychiatric

nmedi cations or therapies, such as those conventionally
used to treat psychiatric disease, such as tricyclic
anti depressants and the non2®i ne oxi dase inhibitors
(MAO's), selective serotonin reuptake inhibitors
(SSRI's), serotonin and noradrenaline reuptake
inhibitors (SNRIs), herbal antidepressants (e.g., St
John's Wort or Hypericun), second generation

anti psychotic nedi cations (SGAs), psychoanal ysis,




D abetes Care 27: 596-601). Wi ght gain may be one
contributing factor to a patient's nonconpliance with
whe®eresderat i on. So, as good as any medi cati onPeCEYS1966/012601
it does not provide any benefit to a patient that is
not )gaadzsl 8 dcta, Or not taking it properly. Exenplary
such as élozaplne and ol anzapi ne have been
i derXaaﬁslleSI,Iw BeV.AglldrRel y to produce wei ght gain; in
add| t t ve | so been associ at ed
}ua g?%a(ge %\glﬂ‘g%?gfﬁg e &aabet es and
dysIanmdemaS Hse, \&ﬂ;LlH yr¥famdnylin to effectively
red e boﬁ r}_lll nduced by cl ozapi ne treat nent
i r%zﬁs Tate %egr 7 Exanpl e 3. In addition,

whereﬁ‘mﬂ laanafedsapa‘b]é d)ﬂbr@gﬁgl b 50151 4l QredhdPedfehy felectaigadidues havmg side
n the.tr of _di_abetes and dys| i pi dem a.

chains WFI} e 3*@68?1?%‘%/%0%? e Parhiother torfgen pomhamplseardakage SPﬂ’eaS
disulfid®boas; a@ﬁd@bhnumkyltabﬁﬁ aiyalkyQ ainﬁﬁbl lvhizh &ﬁhytf&%l @;rcﬁataeﬁﬁfs alkyl

of di p and t . Accordi ng
aldehydles.of f\ﬁfﬁ fﬁ f@% %@%wﬁe mwé@ns%énd b&ﬁﬁwﬂ {grfem an alkyl
amlne&iil Wthin® badeNbrSside JRBMs RRich @Mk Ye Eérﬁl\éétg@toqwggéﬁcﬂrloﬂﬁényl alkynyl,
treatrent to the psychiatric condition, but a
ether offhigethes beddint er act at | east a negative side effect of
hose ot her psychjatric nedications. [0043] As used

[0069L er iyl chamsmgy welnde Joger pliod| sigpps hpwn ?ﬁ?ﬂbout il fie pRgdt ;rgprbon

atomsh b@RGin eboditiRh@Cthe 1%%0@'31%5’[ HoREdUAS et Bsull fieJamidd AfhSne, amine
cats, horses), as wel| as other aninals. Subjects may

alkyl qf glkenebonde Jn¢eriaimesniodimratspX ot ¥ wéengndsatly aglected from Ser, Asp,
Glu, L@@%' &Qg hﬁlrc%ftﬁlm cRbBhiRfehS, X\’Qﬂi By BRNGE C?r th)@iLetr Qﬁbod1ments,

I scl osed herein may be overwel
X and%%é@éfrandts%)ln el opsentsdinpensn X ath é(;ﬂrwéyp rahleys gr Lys and Asp.
met abol i ¢ di sorder or condition in addition to a
100705y el #pdinAgewiplaary alsg aebida pyeless compiising H¢ sminderid sequence of
|
B R oy T2 R Bl aa Yoo Yo g X
Xaais FpaiaNpaingea RewoXednFha; PtXiqes é“ NiXsaw Gt Xaaea)ﬁaebeX#a@u(SEQ ID
g adults and adults (defined herein as those
NO.81ggé1§fég{g or under) as well as infants, children,
adol*&eciedt. €, Dakhd, Kh®, Blodayskst; (def i ned herein as over
t he e. 65) act, certain segnents of the
pOplf?ag ﬁs%Dﬁgy“t?‘é&Bgm cularly prone to having a
partXaeuisa‘r D dindr abisgrt;, such as eating disorders in
adol oung adults. The elderly may be
palrt>|?§‘b]?2 iy?eoﬁgc%eﬁl ’ible to conditions such as
depr&ssisdnor J; 0044] As used here| n, and as
wel | und n the art, "treatnment” is an approach
for Bt gl%:;l?\h Qﬁe}nefl cial or desired results, including
cli r}(aaaisOKeuﬂAs "Treating" or "palliating" a
dis , or condition nmeans that the extent,
und a’i’é@t &S&‘i’rﬁ’cal mani f estati ons of acondition, or
bot IKaapk 12rdi; sorder or a di sease state are | essened
and/or tine _course of the progression is slowed or
| engt¥hedtd, 8 Gonpared to not treating the disorder.
For >puf, pogas, @for lAg:; met hods di scl osed herein,
beneficial or desired clinical results |nclude but
are X8ri9k.iVi1@d’it o, alleviation or anelioration of one
or RRLEiSXMPHNOEE s, il ni shnent of extent of disorder,
stabilrzed {i. €., not worsening) state of disorder,
del ajpanis 4113 45 MoK, & soRder progression, anelior ation
or palliation of the disorder, and rem ssion (whether
partial or total), whether det ectabl e or undet ect abl e.
"Treatnent” can al so nmean p#lol ongi ng survival as
conpared to expected survival if not receiving
treatnment. Further, treating does not necessarily
occur by adm nistration of one dose, but often occurs
upon adm ni stration of a series of doses. Thus, a
ther apeutl cal l 'y effect ive armunt an anount suffl ci ent
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that are not directed related to it's anti-diabetic or
anti-obesity activities. Again, wthout wishing to be
whowwadodsy7 t heory, anylin may, in part, be wor kP@myukz006/012601
nodul ati ng, or otherw se, affecting stress pathways
and/ t. d regul atory actions on
st rggarglsﬁggi lagﬁge’ﬁgéﬁ’g)\%iﬁfg?al , autonom c, neuroendocri ne,
and Xmieabb] drd’; r esponses. [0047] Stress, GC, and CRF
seemt o .hav n_intricate and conplicated rel ationship
in p&;afgﬁ%ﬁbgi %gflvgnd met abolic function. Stress has
pr ofXuapds Bf RcArg, w(CiheumdOngpcri ne (e.g.,
hypat hal.api.c-pitui tary-adrenal (HPA) axis), autonomc,
beh a%?r‘?i?’]l(’eq.’&ra%s xi ety, depression, substance
abusea,fieadQng)abseaid nmet abolic (e.g., fat deposition,
ener}g%ﬁutjgl i zatLon_ function in man and ani nal s
( Dal s LtN-A1 2099 02) Hor nones, Brain, and Behavi or
pp 3%bn83h, L, v, Brggo, CA USA: Academic Press.). Al
of these effects are nodul ated by GCs. The
neurtgept ¥ QeRCRF nedi ates many of the stress-induced
r espaRsAsT ot wrel udi ng acute inhibition of food intake
and anxiety (Krahn et al. (1986) Brain Research
Bul I%&jords B7G.385r289; pDunn et al. (1990) Brain Res.
Br aixhaR8$A oR§VanglS: 71-100; Smagin etal (1999) Am J.
Physi ol . 276: R1461-1468; Koob (1999)Biol. Psychiatry
46: XepgrsH, i@DY. GC and CRF activity are tightly
I nt erdependent and, together, make up a _functional and
[0071]pe| |Usa@£ anylgeagopisly g1ay plsg inchide gyalegs spmprigingcthneminp geid sequence of
n [
BT ey s T S5 SR 06 L L TR Fpass L
Xaarr ¥ams Xe0y XawpEan) Xea) P Xaan 43Y Xpis upKronSad nXadwe (SEQ HANO:82)
wherelRF rel ationship, such as those caused by stress, can
have profound effects on health. Through the central
act ionsisdf, GGhrloKi 8airlapsest;evat ed gl ucocorti coid
hor mpnes A gPrté.sol in man, corticosterone in rodents),
chroni ¢ streéss ‘pronot es pal atabl e feeding {e.qg.,
si npfags sugdrorN;at ). When pal atabl e food is avail abl e,
as iﬁaa?ﬁ% aor%tIl_y is in nodern societies, chronic
stréss’ i ncreasés the proportion of pal atable calories
cons{aaed A &e;oraro et al. (2004) Endocri nol ogy
145: 754?&7&%; Laugero (2004) Vitam ns and Hor nones,
Vol 08’ B8 “Ed. Geral d Litwack; Laugero et al. (2002)
Endacni R @gy; 143: 4552-4562). The significance of this
response, u%er t he background of elevated GCs, is
i ncr¥ds¥d ¥dt deposition in the abdonminal or truncal
r egixon, (el Hpa@m.et al . (2003) Proc. Natl. Acad. ScL
USA 100:1 1696-1 1701), which is a significant and
i ndeBHdERtRrrd & act or for the devel opment of
car dl.apasaur Y, sdhspase (Bjorntorp (1993) Qoesity
Research 1:206; Carr et al. (2004) D abetes
53: 268719002)E. G. N, {a8t R endogenous GC el evation, as in
Qushiag'is & Pat i eftsy;or through exogenous
adm ni stration, as in Lupus patients, cause netabolic
syndfgmes Mt $.9h¥al obesity, insulin resistance,
hyp i O, K idema) (Stewart (2003)
The@%l ggﬁ%&@%} ggf((d%o?}n?@ﬁ{ Text book of
Endo@eionof.dgyr S;10t h edi ti on, Saunders Publ i shi ng,
U. S. Furt hernmore, truncal obesity is characterized
by i}anagzroé%%gg gl ucocorticoid activity, and it has been
hypot hesi zed that, through the activation of
adrenocortical synthesis and secretion of GCs, chronic
stress plays a significant 3ole in the devel opnent of
truncal obesity and the netabolic syndrone (Bjorntorp
(2001) Obes. Rev. 2:73-86; Rosnond et al. (2000) Obes.
Res. 8:445-450; Bjorntorp (1997) Nutrition 13:795-803;
Dal | man et al. (2002) Hornones, Brain, and Behavior pp
571-631, San Di ego, CA USA: Academ c Press.; Dall nman
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has numerous netabolic effects, including

gl ucoregul atory actions. The gl ucoregul atory actions
wo@Rooatgdseh may be related to its effects on gaBRC¥/U82006/012601

enptyi ng, suppression of inappropriately el evated
post aanE%I | ucagon secretion, and inhibition of
foo Young (1997) Curr. Opin. in Endocrinol ogy
and XagheFds M, 282Y290). An anylin agoni st anal og,
prag&i ntlg RI s being devel oped for the treatnent for
t ype-it2dht 5Ryi abet es (Baron et al. (2002) CQurr. Drug
Tar getdag; i Tnaine Endocr. Metabol . Disord. 2:63-82) and
has ecen]%lq)g een_approved by the FDA for such use.
Bec B Pt i -di abetic effects, anylin is also a
goodk@ansiadat e ah@r treating the met abol i ¢ syndr one.
Moreover, anylin is a candidate for an anti-obesity
dr u@ie\a@ﬂsﬁxﬁr@ﬁg due to |ts effect on weight in animals

2003) Di s. 52 (Suppl .. .1) A389).
[0072f 00 ngli\ﬁw l%agggﬁﬁ.wgﬁ ‘{Siaén%l?ﬁﬁlcP %‘P%ﬁ%ﬁhg FmERZFiggequence of
formuRXAMP D&Y Rha, WlaLRaA 'X@ast&G i eghal KaQ&a@QtXaa§ )@8@ Xﬁ&ﬂ; Xaas
US Pat 6,610, 824; US_Pat 998, 367;._US Pat
Xaays Saaipraty Sann Seangaip Kaw Xﬁath Xagp /T6Y Kamg§ S Xaqs@éaasl Nhass (SEQ
ID NG:&9)&Hfbin and PCT Application No. PCT/US2005/004631,
al " of which are incorporated herein by reference. In
cer tanisdhtiod: ﬁeﬁtg(’fﬁg‘?ﬁf@ds provi ded may not incl ude
t he wseisf €, g &%géﬂ@ In certain enbodi nents, the
calcitonin I's salnmon calcitonin. In other enbodi ments,
met Rodsisphk.duiNi@ab®ent: not i ncl ude the use of CGRP. In
St |)ké19 LR qnploﬂ%g{l@nts met hods provi ded may not
i nclu ie use of anal ogs of CGRP or cal citonin.
Acc&ia:#sn‘giyrsalt is contenpl ated that nethods provided
rmy tu Vi so that excl udes CGRP, cal citonin,
)Eel r %ﬁsélq“ngg\? [0052] By "anylin" is neant the
hunv?ﬁaapspfil(d@rﬁor none referred to as anylin and
secref egzlj{ E{)t[th% beta cells of the pancreas, and
speciéd Narrarioons t hereof, exanples of which are
deschade;orrﬂ"U S. Pat. No. 5,234,906, the contents of
c}? ar.e _h eb ~incorporated by reference. Mre
part Eﬂ%ﬁ’@r linis a 37-am no acid pol ypeptide
hor mgalmmmabﬂly co-secreted with insulin by
pan eatli taXceIIs in response to nutrient intake
(see 221y VkBU& et al . (1992) Lancet 339:1 179-
A 118()Xaal3I1§1Al;N|,Q,stqg arTyI in," "wld-type anylin,
and “nat.ive_anylin ., unnodlfled anylin, are used

i nt gfa@Wdﬁé‘eQbEyG I%&rﬁ}’lq ﬁ’rRs al so sonetines referred to

as "XAPRs A, DOBS3IL, BYoragoni st is nmeant a conpound
which elicits a biol ogical activity of anylin, for

exam¥s SH&Lhg a potency better than anylin, or

W t hkh, fik yeosderys of magni tude (plus or m nus) of
potency conpared to anylin, for exanple 4, 3, 2, or 1
or deX22fis kaghRt ude, when eval uat ed by ar t known

neas r exanpl e, receptor

bi nd%é{}aggflggrurﬁp(rest ???bgglﬁst udi es as descri bed herein.

[ 005%9a2d i Ho KeQeortpbetintient , the term agoni st refers to a
co n C its a biological effect simlar to
thg.tp‘@f)é lqngTV%aggen ’in, for exanple a conmpound (1)
haviXgeaeFi Midry;i n a food i nt ake, gastric enptying,
panc}réaeaatlls% Egretl on, or weight |oss assay (PCT

Appl T CAt on PCT/ U82005/ 004631, filed on Feb. 11,
2005, and incorporated by reference) simlar to the
nati vehuman reference peptide, and/or (2) which binds
specifically in a reference23eceptor assay or in a
conpetitive binding assay wth anylin. In one

enbodi nent, the agonists will bind in such assays with
an affinity of better than 1 nM and, in another
enbodi ment, with an affinity of better than 1-5 nM
Such agonl sts may conprl se a poI ypept| de conprl sing an

. e




one enbodi nent, such anal ogs nmay conprise conservative
or non-conservative am no acid substitutions
W@ eowel1esseng non-natural am no acids and L and BCT/08208§/012601

Anylin agoni st anal ogs are anal ogs as herein described
andziunctfonvas an anylin agonist. [0056] A

deriVatTve® ‘s defined as a nol ecul e havi ng the am no

aci XsaeqgeEnKerdf a native anylin or anal og, but

add| |onaII g_hav'ng a chem cal nodification of one or

B 5 i aci d side groups, a-carbon atoms,
ternX&&thﬁLmﬁdgéﬂup, or termnal carboxylic acid
group. A chem cal nodification includes, but is not
[0073) i m Ihacgeﬁ@al aggbdi, i@ sequendecd Iforﬂ‘m'laé\f ,NASVIICer&All faghed @vwprises 1, 2, 3,

a enovi n em cal tJes di fi.cati on .
45, o0 05100 1 1h ST g EAToRs o B top ngtions soagehpeations
and/oBdeyil@izhdhs Ofn deytginRebedialhis thddequade of Yoy v avi, o, ef VIII
ine, histidine, or ]y5| aIk | ati on of glutan1c

comp%ﬁeg %18 o At PSRy 1 ceriaigiegp 651819 %??&“%’é%\ﬂf faspyla > ¥} or VII

compiileblh ¥8] &0l bHBEH Afihé @Gldswgd)sﬁﬁdﬁélm HM¥307m biner ehlﬂfoﬁinﬂﬁ{s, the
am no include, without limtation, the desamn

sequenge|ob mulg YeyML; oYK ParBRRises aaﬁlayvseﬂ%‘?@wealpﬁWlw%@p% 23. Instill

other éRbd@im&HiR eREhendydt fbifulal i Sador VAU 86RIM Y 2 scihcDo G Thr-Tyr
modi fi cati ons. Modifications of the term nal car boxy

betwegit paFHionn2d ade23. i yetother smbadingnisothe seqyancs ef &émulac%éﬁ or VII
compﬁéegx lseqﬁ@ﬂc@ Sf LERARLTRLTR @S% iy Ne:.48 b&weg}f 1%3&#33922 and 23. In another

cyclic, fused, adamant'yl) al kyl, dialk am de, and
genery] ggpset, the leyadifisatians of frumple VaMLoW YL mesnes H éhemermylatmdcm certain

emboéﬁHéM’Js th&ﬁs’ rt&gﬁﬁéi@sﬁon rrﬁ’lfla JOUE op Vg{qlag APHAZd oWiglycine. In other

termnal group pr ot éct’ed rotective-groups
embodipmgnis, thoN: tttrenml uorﬁan pf fyrrsuia Ml ¥H og Vchlaem gldehispdapt Othehe
embo%m%@ttrs %{haeggng@@ [@&@%pﬂgﬁg%ﬂ@% ﬁ%ﬁr@%&%&)?ﬁ&l and incorporated by
refereheeanyl i n) has the follow ng am no acid sequence: Lys-
Cys- Asn-Thr- Al a- Thr - Cys- Al a- Thr- @ nAr g- Leu- Al a- Asn- Phe
[0074] e uEx¢aiplay serSpaun@edes@thed Agthréthence to human amylin (SEQ ID NO:1;

namfiol by Rl D REfe: SRh PR ol s Rics Ty oo T

CSNE&Hﬂ%m&KLSQEEHKHQAYERENNGSGRB$NNDGPWKPRDR&HMB&NMMm@ﬁE@ﬂm
omutg nﬂm%n mgeduse of anylins fromany species is

POSTUTR ng (1 0058] Anylin agonists contenplated in

(1-7 hiAmeylin} € Airg) 8- 2R e CTMEB 10T B A thiyke) (SB@ADMND:86)Y) | ncl ude t hose

07 R RIG 0w L0 Sk BT s K80 NPT (o ho. o

(1-7 h&aﬂylﬁ;l(ﬂégmgﬁpmc@m SIS 3¢E7 tinydin) IED ENE:§3);

R G NN G

(17 maymg(ﬂsmwm@@m@mﬁxm&h (§E@ Iﬂ;Q@) Be)ATg LeU- Bi - ASn-

Cvarpy o R pRR A 030 PR SV el B IBH@RIFNT- T

(Alaﬂ(h%@zﬂnwms Mmﬁg@ n;?ylia)’@E(ﬁIﬁNOsﬁj or
15} er or Cl is Val Leu or He;
(CAla W h@nﬂnné( orAwffgw )33 ﬁéA@rhnﬂﬁEQ B NO3%er, Thr,

“Ala@%ylﬁﬁc"mﬁgg % ﬁgmqvmﬁyﬂfb ?SEdI’kD i e, Leu or

Leu; Ki
<6A1a ugls\gnyh §1 lgAllge&JW D) 3R -37rAmylin) (SEGSH NOES%; or Thr: M

241, 0.8 ndependent |

Ah’ A%9Q7A§ﬁ¥3957ﬁ%gwh§(§g§égrﬂg§?%g sPde chalxs whi ch

(Isoca@r éla:hémgfaﬂ CH@EIBhAylen FEQ@IMEIO:2D; f or m an
i ntranol ecul ar |inkage. [0059] The C-term nal portion
can be am no, al kylam no, dial kyl am no,
cycl oal kyl am no, aryl ami no, 24r al kyl am no, al kyl oxy,
aryl oxy, aral kyl oxy or carboxyl. Suitable side chains
for X and Y include groups derived from al kyl
sul fhydryls which may form di sul fi de bonds; al kyl
aci ds and al kyl am nes which may formcyclic | actarns;
al kyl al dehydes or al kyl halides and al kyl am nes




whi ch may condense and be reduced to form an al kyl

am ne bridge; or side chains which my be connected to
wo eooaness2al kyl , al kenyl, al kynyl, ether or thiPEL/82006/012601

bond. Preferred al kyl chains include | ower alkyl

441, 1GF ut 6 carbon atons.
(Al sgg%leﬂg(\f@g%% ona?l%gggE%th%&%b& tions and net hods
CAla! fSAIgBZbB@V)(IBeW Inemglin (SFQ IDINGe9)ed to agoni st

Ca R e By R I P el ecca rom A,

(1-7 hgafylln}@}&rg 827 sCTEIB- .’amiiAxlri?hﬁ)r(Sm kyINO:ao1yj , or aral kyl

L i G R A R

CAla'¢8add ya7 beBBA-3 ThASHR) (SEQNO:1@§Pr o- h-anylin (SEQ I D
NG,2) 11,89 28, 29Pr ha lin SEQ D NO 6),
(Acetylgrp gy o SO8pl-37 K- A3 1 @Yé@) B PO: 10y

(AcetﬁégA%YS Mﬂxﬁi‘ ‘2&8,5,@ zf’rs@;fnjdwm gﬁ?ﬁll{‘lgesgt@el? NO‘M@BF h
(socagy AT TABUGE)” Al Sk REF I RAT S GH G ID NO:106);

(Isoc:aE)dMafbﬁ‘ﬂﬂﬁlSl e} M@flﬁlpﬂﬁ%ﬁga%m)@@l-@vthA?rthB?(WIWO 107)
actiyjties char7ac eristic of ny%in certain of
(Isocapp o iRl SLysFiont ddll Tesfianhs-RaveDAT SBrorsety rAsuviin) (8O ID NO:108);

(IsocaBgﬁﬁ@%bm@fs?EoWﬁlaigs?r"o?f%-ﬁ'pE(IJT)?’”%C%%%%IHM (SEQ ID NO:109);

haracteri’s when conpar ed
(1-7 hisrkip) (BEQEW Qlﬁle%@KbK%EQd@ N@dﬂ@b&(e P, ?mg B2 7287 hAmylin) (SEQ
IDN@?ﬁr)O h-anmylin (SEQ I D NG 9), 25'28' 29Pro-h-anylin,
and “18Ar g25' 28Pr o- h-anylin. [0062] O:her corrpounds
(1-7 hAmelip{eL QN2 5. QK- RKQP(BED Tlamg: 112))X(SEQ” MEE’RItr 28Y37 hadsydin) (SEQ
IDNd-WﬁlSAr g25 28' 29Pro-h-anylin (SEQ 1D NO'1 1),
1Lys25' 28' 29Pro-h-anylin (SEQ ID NO 12),
(*Ser wmmwmlég&rg 8P/ 6CHY@AMPT hAmMyBBQSEQ INIYQ3)4);

e e e L S ES R

(1-7 hAas/hm)d}éf‘zag 8UR5CTHZOMAT A2 5 8 ymmmm;s GIEQ 1IDNNA 156) |

-7 b RS0 AT B ARt Sy P PRy SRR DRy 17

(1-7 hABALigR 3hen 1256 aSPY Oy "R/l Arp’ > (16RQ 37D ANG1in] EQ ID NO:118);

(1-7 h'fx%efg)zﬁngs gs‘gﬁﬁg ﬂpygﬁg;p | '3% ?b?hg‘&@y in) 2250 1 NO:119),

(1-7 h@ﬂg&ﬁh}(&)gilgft hﬁ?@tﬁﬁﬁ“@&@&?‘ammMrﬁwﬁﬁgﬁQ B NO: 23);.

(-7 DR Al 808 A2 TG g MRl (SHOUBOBLNG, 24)
(°D-Th/1- ’VQA&/;\I 3au2 &Py Q2 6)(ad.- ?ﬁh&%@‘h{) () WlNcm:éz?;EQ I D

2 1H 523Leu26A| a28Leu29pPr 03 1Asp I in -
(Acetl(lsleﬁ%wm( 261 ysS(HEGH09) 427 sOBX B IBMmlgp(BBQ il&é%l
(Acetyilfl}%dzgz gﬁg@% tﬁ(ﬂﬁdsoodﬁ%g ls&%@’fﬁ? .37 hAmy'1\1|8 (ZSEQ ID NO:124);
(Aceryia iy 6 R X AL EBREAO SrI3CTA b by (SEEHD NO:125);
(1-7 hﬂﬁgﬁﬁk“ 18,3 Nd;{ R rz%%ﬁggf %?hﬁ%%i@eﬁlgﬁﬁ% esEd MR Y ! i n
(1-7 hm}'élm eues S’r%’é@ﬂ(a@gﬂ oY SQT)(LZASBFY trayhip) (SEQ BEQQ:127);

A\ enpl ated in the use
(1- 7%&&%8 2{7?%3 di sc#gls@ggﬁ%?%ﬁg%1 ude Anylin Famly
(°Ser P ﬂlyxpelpn)(ldé%g BAFRCE)(32AAhAYslin)(SHOIDN®EA)E n US

(1-12 Eé%ly ’2’ lt@ 13%?@-@%%’ nggﬁ@%@llg\}ﬁ@ﬁm@)pg Engel n

(1-12 hAmghq@dFMged-MysOTe@GBGmamyhﬂ) (SEQI ID ¥otlBtety. A mature

(Ser ﬁ %M}ngﬁ 3 k@g)g%b ?@mtyﬁ{)r{?ﬁb?bﬁ@%% he

TQAQLLRVGCVL GTCQVONL SHRLWIL. MGPAGRQDSAPVDPSSPHSY ( SEQ
ID NGO 32). The AFP-6 or AFP2% anal ogs may or may not
be am dated at the C-term nal end. Such AFP-6 anal ogs
i ncl ude those having formula I1: X

| - X2- X3- X4- X5- X6- X7- XS- QVQNLSHRLWQL- X 2 1- X22-

X23- X24- X25- X26- X27- X28- SAPV- X 33- PSSPHSY (SEQ I D
NO 33) wherein Xi is absent TQAQ_LRVG (SEQ I D NO 34),

N~ 1



(Ahp) (2R, 3R) - 2- Am no- 3- hydr oxy- 4- met hyl pent anoi c

acid; X8is M S, C, substituted L, K, D, or E, or any
w@piosnoseT d t hat can forma bond with X2, for PXEDRI006/612601

di sul fide or an am de bond; X21 is M G P, A or

G P, A
Crse BRIt S, ﬁﬁﬁ%ﬁhﬁﬁi{’ﬁ%f&?&%bﬁ%%u sM G P,
(Ahb A7 Mmﬂhséh‘f‘mg@m SCTR(36F3 7Tabiaryiin) (SH@EIRNO:184EN X26 s
t . X7 wh

e T O el e e
Gm(afmﬁzpr -7 EAm@'Hﬂ)(’éllg(Alrg) g{za ac1r)(3315'f: hN%yﬁﬂi)é(lSHQrIDSN(D hes)eof .

e anal ogs Co ri Se,
("Ala’ 2{&1;@2]6%@1%&2?{ négﬁ;géﬁ?ﬁ Ew)conpougds hgel ng an
(1-7 hamyn@)(’e\éf‘oan $aq u@n}m of hAﬁapml(sEQ ibNG:13¢); X
(1-7 h&mq\lyéh %FVSL%? @T%é‘é 3§W&2§¢W§9 138EQ 1D NO 35)
(1 7%@5@)&1%@%@ pfscql;@,@rm hA&Q?yli'{lf(@éQ)fD Rbsely; Xi3 is

N}l G, ghge or _absent

(L-Octglyqire- wh@ylm)( A, AR %g%m% X @@Mn) @E@ID NO:#1);

(N-3, @asg&mam -7 ﬁA&{&h&“ Par 8g°8 2%01’!)@%%%&?& &) (SERmNo: 142)
absent efei n I s abse IS absent;

(cyclo(ls I} Asp Tab s eALE 1%@@@)@3 B (FEQ arasmw)x. 8 is

(cyclo???)%tspﬁﬁsi }%n%glrrrﬁl]lm §%$7§S§TE%%?Z; \énfyhﬁliw RO:144);
(cycloAp3) BAalﬁhlll)bgsAfg)$ 27 s€TX(33- W@Amylga (D@ dD ANGY: Mﬁs

0 B e R et Ui LB AUV DPSSPHSY
(1-7 hesa@u(b”‘m 82y smmwmmwmmw@mwwwz;m
AL R e
(1-7 hAgytig)'* WS?&HWWWMWN@E@? ISEEDQN|OD41)
(Phe { RSP A TR GRS RS BERVERS bRy ( SEQ
(1- 7hA5>1yﬁh)4%j8Av L STOVOINL R ML RRPGARYDPSEPHSY: (SEQ | D
07 oG ST IN N E RRS RGBT L 5= 1 P
‘SGlumthhﬁm@/@@Sﬂ%mW@@ﬁﬁmpHSY ( SEQ

A Ta R T S TR 2R AT BIPPHEY: frdeo

(2-18 %&%@)@b@%ﬁ@h%ﬁ%@ﬁmw&m@%%&?@% Y

COMPpORERE §! ?@M@mmmm@zmﬁwp@smsw e form.
[0075#@@@ %@@@W@%}ﬁmﬁm@mﬁmﬂw@wd@émﬂn

1ncludlaD NG 50)

RVGWL GTIMOVONL SHRLVOL MGPA APVDPSSPHSY ( SEQ
KCNTI &%8%&#@@&%&3@@ Ni%ﬁ@msswsv ( SEQ
KCNﬁﬁM@@SQ@MW@H&W—W@%%FBY (SEQID
KCNTATCVlGRLSQELHRLQTYPPTNTGSNTY (SEQ ID NO:158)
KCNTATCVLGRLSQELHRLQTYPRTNVGSNTY (SEQ ID NO:159)
KCNTATCVLGRLSQELHRLQTLPPTNVGSNTY (SEQ ID NO:160)
KCNTATCVLGRLANFLHRLQTYPRTNTGSNTY (SEQ ID NO:161)
ACNTATCVLGRLSQELHRLQTYPRTNTGSNTY (SEQ ID NO:162)
KCNAATCVLGRLSQELHRLQTYPRINTGSNTY (SEQ ID NO:163)
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RVGOGNL STCQVQNL SHRLWOL MGPAGRQDSAPVDPSSPHSY ( SEQ | D

NO. 54) VGOGNLSTCQVONL SHRLWOLRQDSAPVDPSSPHSY ( SEQ | D
WOND0BAYS5Y? CNTA- TCOVONL SHRLWOL RQDSAPVDPSSPHSY  ( BEQUSD06/012601

NO. 56) GCNTATCQVQNL SHRLWOL RQDSAPVDPSSPHSY ( SEQ | D

KCNW%{%QEJ ﬁ{%ﬂ%@gﬁ%@%m SAPVEPSSPHSY

PENVERSERADEBVEBSSPHSY (SEQ

CSNAB@cNQcﬁ&l)s m\i@FiSﬁPHSY (SEQ I D

A GCNTAT LSHRL APVEPSSPHSY (SEQ I D
CSNL. gﬁ%ﬁ (SEQ | D

SEQ
CSNL L SHRL SAP PSSPHS ESEQ ID
KCNTI’Q@%‘@';G %Iiﬂ?}m matYs (REATRAS:Bt0d in the use
KONTANGVIRGRES QRO gobRIRdcenei (ring) ndasanal oos

identified in US Patent the contents of

CSAWCYHG@WQW&M@Y t(§EQéPéF @Ad. Such usef ul
X
Ac- (A?%N%?ﬁ%VEGﬂSQELHﬁEQQ@@k%C@Nﬁ P8O I NG:179) - ) aa

Xaa3- X4- Xaa4d- X5- Xaab- X6 ((‘SEE% I'D NO 67
Ac-K(figa T AT Rey N GRISS QBRI T U ENTGSNZ Yi (SEQ ID NO:174)

oo BISTPABRESIEIn G SO T,

Isocamcp}é-Sﬂ“@t\fL@{K@éqﬁ]LS(XBLHEK(RDQ]HQTYBRWSG% (BEQ ID TQuTHY

Isocafid 1ﬁ%‘éXL&A@?@(ﬁé@@F%ﬁ%@g@ﬁ@#@E%&%Wﬁq ID NO:177)

IsocapfydHSTAMH AT (Fer) IPROEE (ALK draL QPNERENVGBNTE (SEQ ID NO:178)

kNSO e KRG NBM B 7y 1o ¢ se0

KCNTASONVEGR.SQELESEQ BE PRIN TGS NI SEGE@INSO7IS0)

KCNf%Qi%ﬁé@;%ﬂ%&%?&W@@ﬁ%ﬁ%‘@i@? TSR

KCNTATAVBSRLSOFTHR YPREQTGRNY® ($DQ INases2$er G yTyr ( SEQ

xen iR e e TR B RSN B v o

KCdem})C\fE(ﬂaﬂQEﬂHﬁlﬁ@TYPMN’fGSNTW g;"ﬁaz LD Roasey or Ar g;

or_absent; Xaa Xaa3 i s

KON AN R SOR R Qi PR TRE SN A (S0 B NO e i & val
Ac- A@J@ATWLGY@SQEL@IK)EPE@WOY) %’VYPI@ENTG@NTY'  IDXRO: 1186)

n or al Leu or

KON YL S QERRL G Q4 PRINIS SN S kPR QD S 18 Raa o 1 s
KCNMPCVN@RLS&ELHRLQ'I'ELQ@YWT@'TG%NW @yﬁ%%wms about 1

t o _about carbon atons or absent;

KCN%E@%@KMQE&HW%W@W@S@TT%I(SEQtIEé‘fCéé$9) [0067] It
KCNWQS@?S(Q@E@QLQWPRWTGW@%Q?@% RBPldogat i on that

al ternati are witten in groups, for
KCNeXHayT@RLEQERHBRI A PRINT GSOEIM i(3FQ TRAO:tYNt ai ns nor e

I

KCN'EHISATOREANBhYREQA Y| G’W Y ,(SEQEDNY: 18D npr i si ng

KON B TR P bRy Yty REPIE e, ™ 10 e

KCN’D@(H%E)@J’I&(’GRES(DELHREQWYER’[NTGBHTIYE(SE!@H) Niostdispsed

KeNFRER ALK G R TV RR NG RSN B hESR6 @R 0265 10
KCNPAIT(CIPO;H,)CVLGRLSQELHRLQTYPRTNTGSNTY (SEQ ID NO:197)
KCNTATCVLG(Om)LSQELH(Om)LQTYPRTNTGSNTY (SEQ ID NO:198)
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IS herein incorporated by reference inits entirety.
Such useful anylin agonists nmay include anal ogs

W@ ovpndxseng an am no aci d sequence of fornmul a RCT/KSHN6/0M2601
Xaa3 XaO4 Xaab Xaa6 Y Xaa8 Xaa9 Xaai 0 Xaap Xaal2 Xaal

e T M ORI IRt [asERen s 222
KCNmﬁmzL@@Eo;wEmhm)QmmmmW (SEQND B0:200)

o ROl b i SRR i B
N-3,6-diorasctany PFONTARC VY GRLSQIES SIRLQ TXRESINEGINT D, (>S<§g P,’I\;@ﬁm)
KCNﬁT%‘LéRYMYﬁT@G@BE%@%%@ES%3A s, T,
DSNUSTEVLGRDSQELHRLQDYPIMNPGSISTY S(SEQ Iy NS:20ke, Y, V, |,
onbigBingthy S8RPe] Stk TN, B o
CNTMWLGRLSQEim&Q@YPMNMSNW (SH I Né%é)? IS L1,V

l\{h% ;. Xaai 3 (SQE orT,
KCNTM R%SQEL%RLQTYQ{TNTGQNTQ(‘}@C) HSEQRD W 29@ Xaai s
KCNI'Aﬁl"Q"VL@KLﬁQEfHRLQT@PRT{NTbSN\fY(Efoc%gl}%@%b f{sEé b N(fzoéyl

N-isoquaroRl- KERTAT AR QR HREQ Y PRI FGERT) (SERR 1’@0}2@9):
KCNMT@L@&R)MQELH&R)E{%TWGSW2@'13@)\/1'5 N8«215) hR,

sent Q N, or

FCNTM&MM&MR&QHP&WGSNW (S5Q mDNQ@dzB is P or
KCNIWlFCVﬁ@R‘Eé'Q bﬁHﬁilt)tbi@YPﬁgﬁTXaag%{h KSEQKI{D Ko: Dii§225 is T,

r E Xaa27
KCNliPsT CFV L(&RLSQEFH(Om)Ié}TYLPR@ﬁlZ}S&TE (SEQAD N@ém} is S,

iy oy aihaliy dpaphol 0 7,18
1- OCBMMCIKGQMAT@\FLGHSQELI—HSI&QT‘Q?R"JINTGSNWp(SM Eonz(;X) ?Pd
tsocapfoCREERN GrbROFL AR QR SRRuRTEMAY. i mReERRy den 1Y
KCNTAG Io@(di) L $QRIUERLQTY BRENTGENEY (sml T NOed17) o de
KeN AR LS R QRS RR TR ES R S G i BRI,
IsocawmimmmaQEyHmQ@WRMGSNwék&BUg EQSE% etp NI?}QI 9)
n n rm
kNt RSt ke R RS I RBBha s wh cﬁ
BTl T
KNI R R RS PR RS oS RS s KT B bur 1 1o
KO ) oo A ?E’Eﬁ”“‘mmws%%fﬂf‘ﬁ B i do
KeNTAR R OE A Re R RIS CoraTDNo S8t ai 1
CNTAGI@&Q}I@@Q&H%L@WPKTIQTGW@ ReNFERblyspel ected from

In certain

KON GRS QT HRENFY PR N TOR T (S B> N8 her
KCNT@IM@EE@ EL%R@Q%Y%‘R@N‘?G%@TF 3@%Q§9N )S“ |1 ot her

nbodi nent s ys and Asp.
ACDT[P@WG}G%@ELHEWWYHREEGSN@[ (REQ H)QT@ 228¢1 ude anal ogs

KCNTOOR 1L GRISOEDER PETIBR AR T E SR AT PPN 0:229)
KCDTATCVTHRLAGLLSRSQTYPRTNTGSNTY (SEQ ID NO:230)
KCNTATCVLGRLADALHRLQTYPRTNTGSNTY (SEQ ID NO:231)
KCNTATCVLGRLAAFLHRLQTYPRTNTGSNTY (SEQ ID NO:232)
SCNTATCVLGRLADFLHRLQTYPRTNTGSNTY (SEQ ID NO:233)
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formula VI: Xaal Xaa2 Xaa3 Xaad4 Xaas Xaa Xaa7 Xaa8

Xaa9 Xaai 0 Xaap Xaai 2 Xaaj 3 Xaal4 Xaal5 Xaa 16 Xaa
wWXamb/18%2n Xaa2o0Xaa2 1 Xaa22 P Xaa24 T N Xaa27r@/BS%e&a®12601

Xaa3 1 Xaa32 (SEQ I D NO 81) wherein Xaai is A C, D,

ot Sn PSR i By o absent
KCNTAC VISGRLSQEEHR MQAFPRENTGSNTYS(SER IVNORES] i s C, K or
xeniATedR! Rl ore R g Fro NG 392 O W o
SCNMTO(H&TRBQHJ—IPRL@TYBRTI@IGQ.\I T®r (SEQ IXHI&D%Q?;W)(S” AY Dxagl IG-,S
KCN]%T%YL&L%%W%k@%@SBWE@EF@&WQ%3§) K, R hArg,

KCNTAKCYLGRLAEFDHRICQTY PRANIGENTY ESEQ-ID §o:m39) absent ;
is T. N or absent

]@&%%‘(#&TDXLHWQJ%%%%&T@@%I@%Q #D%\LO %O)Xaa27 is T

KCN’IO’[TCWL@HE&QFLHRE T@PR"fNTQISI\fTY in:Augr T, and
Xaa32 i sF ﬁ ]|S ngll in agonl sts may
KCNT&%VL%'@QEL%QEEB EURE NgYn B BR5%48) aci d

KCNm&thﬁRmfrﬁpﬂNTG%(ﬁw %@%?119@@324%( a4 Xaa T
Xaa8 Xaa9 Xaai 0 Xaa Xaai 3 Xaai 4 Xaal L Xaa

KON TN LA KRB0  REB DN TRAEED CERARMO BN Xaas? oS
cm&%@&&%ﬁi%ﬁﬂ%ﬁﬁé@wﬁﬁ@ds& 5% YRRLBIsH Xaai is A

absent ; S C D or S Xaa3 is

KCDTA@T@T&RL@Q%TSRLQEYRRTNTQSNTY KERIDYNORA® S, Xaa? is
Kcm(}n%\n@< HﬁL@E%Ri"Nﬁggﬁ% gsﬂ%ﬁj NO- &4%2&! 0is G H

KCNmTG@aGRgAAALHRLQT@RWT@NBY (BEQIRANG:248) AN’ E,S’ FoL
TCDTATCYLGRLSQELHRLQTYPRTNTGSNTY (SEQ ID NO:249)
CSNLSTCATQRLANELVRLQTYPRTNVGSNTY (SEQ ID NO:250)
KCNTATCATQRLANELVRLQTYPRTNVGSNTY (SEQ ID NO:251)
CSNLSTCVLGRLSQELHRLQTYPRTNTGSNTY (SEQ ID NO:252)

KCNTATCVLGRLSQELHRLQTYPRTNTGSNTY (SEQ ID NO:253).

[0076] In some embodiments, compounds comprising the amino acid sequence
KCNTATCVLGRLSQELHRLQTYPRTNTGSNTY (SEQ ID NO:253) are of particular use in the

disclosed methods.

[0077] Derivatives of the agonists and analogs are also included within the methods provided in
which the stereochemistry of individual amino acids may be inverted from (L)/S to (D)/R at one or
more specific sites. Also included within the methods provided are the agonists and analogs
modified by glycosylation of Asn, Ser and/or Thr residues. Compounds useful in the methods
provided may also be biologically active fragments of the peptides (native, agonist, analog, and

derivative) herein described.

[0078] Agonist and analogs of amylin that contain less peptide character are included within
the methods provided. Such peptide mimetics may include, for example, one or more of the
following substitutions for --CO--NH-- amide bonds: depsipeptides (--CO--O--), iminomethylenes
(--CH2 --NH--), trans-alkenes (--CH=CH--), beta-enaminonitriles (--C(=CH--CN)--NH--),
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Xaai7 is H S, or V; Xaai8is K, R hArg, u (Gt), or n
(Orn); Xaaigis F, L, or S; Xaa2o0is Hor QXaa2 1 is T
woeNp/10&222 is F, L, M V, orY;, Xaa24 is P or RT/KsA2F012601

s T, or V; Xaa30 is E G K, or N Xaa3 1 is A or T,

thioarfifch (X?%S?vﬂ-- gt hedlc-sLERAE o BEHY o2 Pddli BRORI P2 )

So in conpr|3|ng

andn$®qmmﬁ$eiNHnCG¥ﬁula VIII Xaai Xaa2 Xaa3 Xaa4 Xaa Xaa
Xaa7 Xaa8 Xaa9 Xaai 0 Xaap Xaal2 Xaai 3 Xaa 14 Xaai s

[0079}(aai C(Xam)upds)faﬂliss inha imeghoXap@videdorih sXaith rdsaniddrgdnibland

organ1§( ﬁ%? 1&% b&ses §§% Xﬁs az udq_sa?t3 2re g&étgo%gg%%g %&?gra%c %Bds, for
exampde, H(TI, HBS Eh$0., K5B3,, Itlﬁllﬁroaﬁbncl‘d,cldodiceﬁb Sc&dntfom}{a&ﬂi Snethanksulfonic
sent ; ais Aor § Y

acid, tR%lgF}GS}Il?OHR acg m3 1%“‘3(5‘5%”}05?‘01& ani"i_1 caIRRhoEﬁu Q}llc %ggS? § pyepared with
bases @iclulié, f&ae’ibﬁiple,sa&oﬂ'rhm@ﬁltsgﬂké{ﬁﬁetﬁl daBs ﬁuc@s s0diuis anXpatdsdium salts)
and albah %ﬁW@l’tsl{suZN ag( & ?01 I}:@ nﬁmgm s§11t§ Irg:er’rEin q}é%%:éﬁnég?s @F
compolinds‘fdh abetits, hEdl@Ehlbmdexalﬁﬂﬂlﬂh&okéetaQ safs.OF V; Xaai 8 is

K, or R Xaai 9 is F, L, S, or absent; Xaa20 is H, K,

[OOSO]Q OAmﬁllﬂS@Bhlsts Yol in it Qmpdsitiéts aﬂ«bﬁlefhbds piodded Ihe‘,i’enll_'maf,;L also
Y; a24 is P or R Xaa27 is T or X?a 30i s_E,
includg rfra&im% quylig apd g anplogs agidegeraped shpe aE Wl {apimosssisairioed in P
28928[70@8 3dntdrs ﬁvﬂﬁ‘dh%@heré’iﬁ pl%borgtmysr@m&e& eAﬁfvm{ SoMdtsanMogs may
VI, or VTIl furt rises 4,75, 6,

her
also bg corgpougc'is }f@mg f‘g_leas{[ QO Q§r 79“3 § On B Hi%Pi %S'apll' %9,{3 a@mo acid sequence

identi§ 4D SEQUBN® M Sor abPSLIhE bRAPEn a8 bleRIR allyPIRAHRE hORfH having amylin
and/ or derivatizations. In certain enbodi nents, the

activitye dyesia@sersty dginsldasmall chenricpl melecules|and semprrtide @Oé?cules for
examplEhRLd l%@edaJn sﬂﬁﬁ 'rﬁdl&ﬂle%%emls&y CHI dofe RnBRRLLITBRL m atg&ﬁsts are not

sequence of formula V, , or VIl conprises a
small chpseieal ewldselesseen ami no aC|ds at positions 22 and 23.
I n ot her enbodi ments, the sequence of fornmula V, Vi
[0081pr \IAmMMisRptivied gs asechareins e ineldensdeastame péﬁlptactmtseszzown in the

art as a&grﬂ?e%'befogl. %f{rhylln activity may also include the ability of amylin to modulate the
stress response, affect GC and/or affect CFR activity in a body. Desirable amylin agonists or
amylin analogs may have at least one property shared by the antipsychotic, antidepressant, and
anxiolytic agents used herein in Examples 2 and 3. Amylin agonist analogs also include insertions,
deletions, extensions, truncations, and/or substitutions in at least one or more amino acid positions
of SEQ ID NO:1 or any of the amylin analogs specifically described herein. The number of amino
acid insertions, deletions, or substitutions may be at least 5, 10, 15, 20, or 25 amino acid insertions,
deletions, or substitutions. The number of amino acid insertions, deletions, or substitutions may be
not more than 5, 10, 15, 20, 25, or 30 amino acid insertions, deletions, or substitutions. Insertions,
extensions, or substitutions may be with other natural amino acids, synthetic amino acids,
peptidomimetics, or other chemical compounds. It is contemplated that in certain embodiments,
amylin agonists, useful in certain embodiments, may not include calcitonins and/or CGRPs. For
example, in certain embodiments, calcitonins and/or CGRPs may be excluded from the scope of
amylin agonist in the treatment of mood disorders, anxiety disorders or substance-related disorders.

However, calcitonins and/or CGRPs may be included in the scope of amylin agonists for other
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ot her enbodi nents, the sequence of fornula V, VI, or
VIl conprises a sequence of A n-Thr-Tyr between
weo®stoses 22 and 23. I n yet other enbodi ment SPCT/k82006/012601
sequence of fornula V, VI, or VII conprises a sequence
i R T, BB e,
usefulip diefhioderovidsl, ofay hotrinelhde c]cithmhin aﬂd/or\KDGRHaiyal&@ at the
N-termnal end. In certain enbodi nents, the N-termnal
[0082bo r tIn genend], dngdimakenisss oMﬁ;ylmragMﬁd;t ahalegsaite mdebmived as refemng to
n ments the. N-termn
compdlf vl i s e rafebinf RGP Rideiiich ey ediesgptors
mimic®ah ectioawd adylire Nfley aag alie se reéfred tb Bs MG Tindmphéticat i on No.
PCT/ US2005/ 004631 and i ncorporated by reference.
[0083] 007A¢jt1vEy<esmhl ﬁm;agmﬁstpawlmi&ndegmanbedomﬂrmhd aef e biyo
human .anyl i n

t
pertor B RTIE R R M RR PR reesty RN < T
soleus@ﬁNblSE@dng@aBﬁEblﬂM@EWJﬁ@@d%bﬁlﬁﬁQ th@udByzhickhialdr reduce

nodi.fi cat.i ons at o] i 1 ndi cated 1 ncl ude,
postprfRe gilyoean Fomgralh. Bipttogrg S poRGHY 1 SRRy ar
knowrN& ti65art. Kxbm lai’yaéﬁﬂehﬁk &mﬂﬂeﬁi&ﬂ @sa%g k’cﬁlﬂesﬁng’qrﬁ%ﬁgx) A{g@ﬁg‘ﬁ ére
g ro

descnge%gg ld %%359@75 ﬁmp‘ qailfl S(@%l } ij agg )ncoxpg_ratpd hérein by reference.

o A B 28 GG 2L WU L SR
to bind éid’é}z’ﬂ'lbﬂ)y tb ﬁﬁfﬁbfa@e-fﬂ@lrm)m llﬁgé@bﬂkﬁ‘ Ul e¥red sdupcel A théhrane
sCT), ( 31- hAnmyl i n QIDNO91); (1Al a

16- 27
Pfepafiﬁ(visw AP ﬁ)e(assmas thy bassl forebiagmy 1313 cevprrﬁwpmhl)anf(s@e thpnucleus
accum'b@s%)l surfo%ﬁﬁlﬁ J%?OI‘IE' Aﬂbﬁlnb&?ﬁdg-fsénggiﬁsgay%d edm fog gl:ﬁdl% to these
Anylin) (SEQ,LD NO 93 4Al 7 "hAmy 1 nX gh
feceptsf PZ?P%@P?S( with 31 Boliey Huﬁi)er {aSEcgfler Gemarpiion mawlrxezn e amount
(B

bound ’{Iofﬂ)sb'ldﬁ@ai bsd i;ﬂllﬁctﬁfng)gr @hge%% g gigﬁ% %(ﬁr%?ﬁ%ltlgf@%l % age)sd%?§é% liy
complm t%g ang ysgebmmhmr Fegrssigniap £parmsienlpgBic QRatprNPIA)T

SRS ISR Ak PR,

Versw(ngEZ;(NIB, Rl@h@ga M@ @AB%Z)ILle&An gt dl- Q98D @y BBcBen. 107: 220 239.
Anyl i n) j(7SEQIDI\IO 100 (1-7 hAnylin)( p Arg 8-27
[00851s CT)P(SS%’SIQ biglagiekl askivipySE @uiybin REOgnalqed BSke sdleb@immiscle may be

et AT OASOER AP o

et al. ((1 W@N@zd OBRpd. ScAESHYE5:7783-7TPHnin' \ma}p}mnﬁgomst activity may be

assoss 315 oyt 1Rt g bl By Qoo b skl

exempllddy Method @isjudeq dodams ajuscld Alips frépirdal flord lly&(fﬁsm’d)méllg Wiftar rats. The

oS HEAERIL B B RN | S5 AR IOV e

1ncuba59d2iA§ﬁ&'1)1ﬁ@@f ﬂa?skhéhmdlmﬂg 3.6 SHErEBINGN & Dicarbioh&e b@ter, 7HA1aN-2-

10A L Lys CT) (28" 29P
hydeo Bl Dot o 2L TN S PIL (368 ap MR Tg A Bl or
sealedlayé gsedd) coiht_ﬁa’-ﬁobsljl Sty £, ad QIO@ ugtjae $46ib)10A8 V49 PARerdfe-éubation of

musclwﬁﬂ%q lﬁ%(tl i QAo 196(%]12% i %@Clllﬁtlwatﬂ bath, the muscles strips are

transfelrla@l() S8k \@:ﬁ@ﬁfnﬁﬁf@ {deRtlcaPrdied) é}ic@%t B@%Qe \RtH\Qde& ﬂ{}-)l i)
l'in) QKLL LKQY
glucosi i‘é? )l@A%raatiswl ¥ rUB). 3Fherfavs 4@}%{69@@ reepanied fare@)initial 15
min 1n(a613E fnc JiBe
(SEQ "] %Bailgﬂ/‘\%’_ﬂgﬁﬁd( 2V ﬂ&aﬁﬁﬂeﬁg%l&s%fés §r% ét}&@fgﬁ gﬁch??pldly frozen
sCT) (33-37 hAnylin) (SEQID NG 1 15); (1-7 hArryI in)(
11 8ATg 8-18 sCT)( 28Pro29Arg32Thr 27-37 hAnylin) (SEQ
ID NG 116); (1-7 hAmwylin)( IMArg 8-17
SCT) (28Pr 029Ar g32Thr 27-37 hAnylin) (SEQ ID NO 1 17);
(1-7 hAnylin)( p Arg 8-16 sCT)(27Tyr28Pr029Ar932Thr
27-37 hAmylin) (SEQID NO 1 18); (1-7 hAmwylin)( 11Arg
8- 15sCT) ( 27Tyr28Pr029Ar932Thr 27-37 hAmylin) (SEQ ID
I\IOl 19) (1-7 nAnylln)(nAr9814

Y Y. o~ Nl PN N L Y S N~ 1 I~




(1-7 hAnylin)( 11>18Lys(For) 8-27 sCT)(33-37 hAnylin)
(SEQ I D NGO 121); (6D ThT 1-7 hAmylin)( 1U8 Arg 8-27

WG DDpAE3287 hArryI in) (SEQ 1D NGO 122); (AcetylPdr/vs2006/012601
hAnylin)( n '18Lys(PEGS000) 8-27 sCT)(33-37 hAnmylin)

23 A NALa L -
in i oo RIS iehodidn el o by opespined
spectrdfffiotahdically AnEIUH *CALacdkse Tachiyakion ) glycogen measured.
11ATg18LyS( PEGSO00) 8- 27 sCT) (33-37 hAmylin) ( SEQ

[0086] DNQM4iR6Js; of (rieashrindihelrata pf gabtrit' ehfhyigg fe Aikclo&sh)if, f&*e’&imple Young

e B B e
acolodid P¥0ccnZafing fubthy] Sefladebd dhd(adphenol $édTi hﬂl&ﬁoﬁ ﬁﬁbﬁﬂ&ﬁﬂnﬁﬁes 4R @avage,

RSer (1-7 |
amma?éﬁ ?f@%tﬁ%fzﬁe%iﬁw Iirl%%Stha(neéléf TR 6%29‘)@(1 a’(lciclarzpqsimem}oec and
lower l&ﬁh@eﬂ- RificteksDefndIedhd ?ﬁéﬂéh it af SkAdide RoMEdnl @%madiﬂebﬁt%nt may
I|n 18Ar91324s%3037h Anylin) (SEQ 1D NG

be derfgg from heisfops of SR pLISER AN AP 390507, TERpIGy Fporbance ata
wavel By J)ﬂ 38D ntroHa lHRN ¢ Qeﬁﬂﬁ@tﬁoé‘- cgnslaie)ﬁy lra'ts"h}é gd%%;cl'l;l%{hgmtlated

8-27 sCT) (33-37 hAnylin) SE%;@a
glucogg Wp’qeh) eats fg:/g@gtl)gteg];al gﬁh%mﬁ Wlﬁgh is smsthetived using
11docah@ ¥ %ﬁ?}]l;l ng giélg’fﬁmh '\glgar%%ﬂl ﬂdﬁ% f_l@H _quw%d'b! &)ll@ctgcy at%galﬂs %efi{mts and
detectpch@ a,dae@ upigr. S"Jﬁgvft) qEBRoRHs nwpnﬂ) a(dg@ystp@ﬂ\@opg éne minute before
gavagé 7Al al11>18Arg 5-27 sCT)(33-37 hAnylin) (SEQ I D NG

137); (1-7 hAnylin)( 1U8 Orn 8-27 sCT)(33-37 hAnylin)
[0087{ SE%Q ﬂ\gonégéﬁnpoﬁﬂdszna%%ﬂbit D efvi 3%;1§th?réce§to12gm<ihn% sls(say on the

['17n)
order Qfllﬁ-sffﬂll?@rﬁb@gﬁsl tg S, sml(m:@dlmpss ithanEBRO1 DL MG in 40pne

emboé}lﬂﬁ%?eﬁ% %\%%SHFW?_%E 's(mlfs r&lilsgl%%'sbgag, a%i}%z aé&:@t (a;)grﬁf)o%l%ds may

show EkoIalgesiorothe otlenefdess than Zbouarytd il dinfcrdibold8 An theSag@iic emptying

assayé%%ﬁ;f%s %@&%nd@ héw?EB ! Q%‘goéﬁaz)oﬁﬁy Pylceis%@ééb;”gr?\b
o S AR A B i s

be prepakmj/ hsmg t{tanglafdlsﬁldd-ghﬁe Bebtid CTYnfiRBis Iechhidmas| fonyxafrpleQusing an

sutomBl g1 R Gy Y SEE BN ey T pAD T Y 5 s sagN

carbarfieyd f)rcﬁéETéd(a&Bné’ﬂcuhdhméhlaﬁnﬂa Rt ada&{el)d% ’;h@)gr((v@EQ)ep’ude chain on a resin
()

are cogpqu?%tgg %1 Nljaluaoc 2 1 1}1| rt 5(0§f§(’§ jueh MImélylfOI‘(l’Tm?de N-

methylpAaslidifgde &heﬁﬁﬂ@%ﬂbﬁde&nﬂ?&a ﬁ@gﬁ&eﬁ T pllh@ﬂ%énts%c}( xEQ
(1Pl'le 1-7 hAmylin)(

dlcyclg](ﬂ(’\s?g@o@ifmﬁ?\ﬁ@q }-hydrexgbeyzpiyapgde 11‘{[@}9))1‘636(1123 of Fmss $Ich pg
dnsop%?ﬂaﬁx?[aﬂmge %e%gﬁ)&?b%&tlfll ﬁ&eé&éi@gﬂ% i %o@%ﬁ@r& ?xe resulting

peptidaApgaj lilﬂlﬂg a eSEQdIl E} tN@lQISQC)etIC Aé & nin@lling, andBe coupling reaction

repeat? A+ k@ﬁﬁde&feg;\ﬁgﬁo e%%&%ﬁmdt’) &é&%@% l&.?)pf'\g %:?m. Suitable N-

protectipgrgioips) ar¢ @Ekl}ldld}fﬂ\i@tﬂd'fxl?& Wl‘rh triuyBDx§Srbohgl/(tBet) (dD- 23
L e s R S S R T

expredshigsmytib endgmylmrngbdsts and heifgag ﬂleﬁhrar@modﬁa tb eerkillb @& ibdn.
Exenpl ary peptides also for use in the conpositions
and met hods provi ded herein include:
KCNTATCVLGKLSQELHRLQTYPRTNTGSNTY (SEQ I D NGO 156)
KCNTATCVLGRLSQELHRLQTLPRTNTGSNTY (SEQ I D NG 157)
KCNTATCVLGRLSQELHRLQTYPPTNTGSNTY (SEQ I D NGO 158)
KCNTATCVLGRLSQELHRLQTYPRTNVGSNTY (SEQ I D NGO 159)
KCNTATCVLGRLSQELHRLQTLPPTNVESNTY (SEQ I D NG 160)
KCNTATCVLGRLANFLHRLQTYPRTNTGSNTY ( SEQ | D NO: 161)
ACNTATCVLCGRLSQELHRLQTYPRTNTGSNTY (SEQ I D NO 162)
KCNAATCVLGRLSQELHRLQTYPRTNTGSNTY (SEQ I D NGO
163) KCNTAACVLCGRLSQELHRLQTYPRTOTGSNTY ( SEQ | D NO: 164)
CANLSTCVLGRLSQELHRLQTYPRTNTGSNTY (SEQ | D NO 165)



i socapr oyl - STAVLGRLSQELHRLQTYPRTNTGSNTY (SEQ | D NO
166) CSNASTCVLGRLSQELHRLQTYPRTNTGSNTY (SEQ ID NO. 167)
WESNATEYL GRLSQELHRLQTYPRTNTGSNTY ( SEQ | D NO 186H/US2006/012601
CSNLSACVLGRLSQELHRLQTYPRTNTGSNTY ( SEQ | DNO. 169)
FormuKN R SRl S LI YPRTNTGSNTY (SEQ I D NO. 170)
CNTATCVLG LbQ:LHHLQI YPRTNTGSGTP ( SEQ | DNO: 171)

[OoggﬁALﬁx T( Agy VL GI%E@%EL HR%@R#&F%\?@?BH reforred to

in thlSN@tloaa 78 SheAGOWQNQ%”D\WPWML@R@m SRIQ@PNBRENTHGSNT Y
P e T R e Ry e p R s pllyes These

pharmpgdiizal gepounds may be formulated with pharmaceutically acceptable carriers or diluents

as wel} %Ea%? %@%K%; %ugmlﬁg | gx]mple RLELECFRN NMEGUNIRCS ) tecimques
such ap $osadisaysed HirRathingioh’s PKirfarulic8QEeh s by EKHW-oiarfit. FeéRBE Wang

et al. QTN T BRI R e ey relogy TP Smsr Y. o 4225
[009011%%%%%5&%@%@@@%@%@ 515 e Pt

compd<itisi ABGHnGRI GG R ITYRRPAEGIEIY cAl ﬁﬁﬁulaﬁoﬁﬁonﬂe&@lated for use in

the ma oo A By YPRTNTGSNTY &8 %Nf\yzl%% 05 to 1.0%, of

the colENRATAPPLHi4tEigr0) quQE%i[v&ﬁ@Eﬁrah h&eQTéf Bk F#E@NT%& thibhte

B R 0 B oS gFo PR ey ekl 1.0

10% (WD) b ca?:ﬁ’(ﬁl)ydrate or polyhydric alcohol tonicifier and, o N_Ftlonally apgrommately 0.005

o1 S g L TS e

h h P L i gl
::;eyﬁgt %?gol)%m WLH L %P%P&TP REFFE@% %ES%%%&%Q cluded

Praylat E@shwd F\ﬂrmmdnc( SEQ | D NO 190)
KCNTATCATQRLSQELHRLQTYPRTNTGSNTY (SEQ | D NO: 191
[0091 } onng et eIy wpharRI e iTa) f?rsE@tlpmmmcomg)a)a range of

KGR o) UL SCE PR P A U T gy oo

to abo byr@@mw FHROCTOY PRI N GSIEY: e@a@ pmrtmabo:ugsg% (w/v),

v ASAI0I N S NIRRT L Rl o

mjecuqlgqayy oA eNtaiy theyde SR cpiicentAtioNn ¥PRINPESNTY ( SEQ | D
198) KCNTATCVLG Gi t ) LSQELH( Ci t) LQTYPRTNTGSNTY ( SEQ
[0092]| D MdditipggyorgRrimereicsirk)s ST da R PRI IESNKown

Py oy ne R, SRR B BRERT o depgrenance

of the N@raébggl}lcw of the formulation. An ex01plent may be 1ncluded in the presently descrlbed

formulagérﬁ )éﬁ%{o%%\% é%%ﬁ% W %Edufl%lsl%%

concemu@uma D8N STHeY 0 ORYSQEDHHIRLCYD YPRNTEGEINIO2% SidD.5R (w/w), about

0.02% % %gégow @i‘?@ (LE_L HR@%W ggé%%r to the present

fonnulN@nz (ﬂ&)nsb'\l@b@' AT SMipERl SRk bR EYPREbICEIN R RSy defed; @quid, semi-
L(;RLSQELHRLQTYPRTNTGSNTY(L octyl gl ycine) (SEQ

100951 Qs 8RN beinemarech cRliap il pdpigresen

peptidd NI, %ngﬁég@sﬁsgﬁdﬁ/&@%@g&%&hg@%h& on. The

pharmg R DR SRS I PR iy LN PP S OF Biuid
NO: 212)
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KCNTATCVLGRLSQELH( On) LQTYPRTNTGSNTY ( SEQ | D NO 213)
| CNTATCVLGRLSQELHRLQTYPRTNTGSNTY ( SEQ | D NO 214)

W 200611935g1 yci ne- CNTATCVL GRL SQEL HRL QTYPRTNTGSNTRCT/B8006/012601
NO 215) | socapr oyl - CNTATCVLGRLSQELHRLQTYPRTNTGSNTY

e Q0 LR AR AT PR e o

examplspovigs p@ Izadylized formulations. The presently described formulations may be

gcapr oyl - KONTATCVL GRLSQELHRLQTYPRTNTGSNTY( 4ABU) ( SEQ
I DNO: 219) KCNTSTCATQ?LANELVRLQTYPRTNVGSEAF (SEQ I D

[0094“8 2&9%@% GB@%H}&E%%V Srggsﬁ ih reference to

hydrog¢@riop Qf)ncmﬁﬁl' @MWEWWMWMl@B&Q dnqueous solution,

to resﬂg d%%(z%e og%-r é@l l@?&é@%& gécyEr’ Dh%a%g@sflc of

buffermdﬁm‘bﬁsj MWWWFWWM a(lcSE@ dRAcNQrD2&) is the presence

eltherg%;?rz a) GRES% F&EE%;'YPRT %&é@%@*gﬁ?@té@gye& base. An

exampiGHTRET O &Ry SEIT i HRE LT W@KA&&&E%&M@&?H is slight as long
KCDTAT HRLAGL %{PRT S Y%SEQ I D NO 230)

lyophllh

s the QAT COLAIABAL S e gt yf the buffer
systenkioNEWTALYE BRLAAFLHRLQTYPRTNTGSNTY ( SEQ | D NO 232)
SCNTATCVLGRLADFLHRLQTYPRTNTGSNTY (SEQ I D

[0095NO! zmls)sﬂmum &@MB@QTM?BIM Xlneaﬁﬁ%{ﬂé? BH of the

LHRL QTVPRTNTGSNTY
formu]:%:%rélgégl ﬁf@ﬁ_ %_ QT F”F?I'WW &rSEQ gqnpyodiment, the pH
of the Naon@RBf9n igﬁlﬂifMﬁéth@ée"é@agﬁY? KON @SNEXo&t%’%Qo'd% or about 3.7 to

ATCVLGRLTEFLHRL YPRTNTGSNTY ( SEQ
PR VRl Gt L

h &
| eory%ﬁ%*ntm@%%tf&%&ﬁ%ﬁ%@%%SEQﬂr%hamwm

formulﬁﬁwa?e KON rmigatyigs FaenasNRYaccdm@etiBuch that the shelf
life is 163 RAZIoKGNEATEYL GRLADFLHRFHTFPRTNTGSNTY ( SEQ

| DNO 243) KCNTATCVLGRLADFLHRFQTFPRTNTGSGTP ( SEQ | D
00961NO. 24 om LN ifntd A Bkl
[ ] NO. 245) KCDTA%LG?L?EQEL HRCLqu%'{YP Ml\ﬁ@é ?‘g%t Rﬁth"ds san
acemtmf@n@ypl%@wm@%mwgmmr@mmquusm mM, e.g., 1.5 mM, to

about 4ERED oo ENEAS Hnfed s@@ﬁﬁ‘u %%W%éﬁﬁmé"m about 1-5

mM, e 340, DS FOATROANE VR GTHPRENERNTY frBEQniDlation

R AR .

buffer N@c@@g Pt &KONT AToviatRt SRl GT YRFRINTESNT YIM FEDQoLT30 mM.
NO 253). [0076] In some enbodi nents, conpounds
[0097]co nﬁ'qtgmlﬂgr mpebeyimrlndedhioithe m@qutefmmellatlon but, and importantly, is not

necess éﬁ%ll_@c%% IﬂRng-¥Pa%[ ?% usefu Sﬂﬁ% Iﬂlgatlé\g(% gﬁ)?pﬁsent

partl cul ar use ose
formulmqm iy aparb@ydmte th@oa@gdmsdlea)hah dA suiable gBibAiz€r WEMDin the practice of

the prehé?l‘f l'l‘llé\%gg é}{%}(lm‘é{g% p@%oh&fagf/‘r/)ov a%gr%gh‘{dameq hgé]pl%tg/dnc alcohol.

The poilyin\yén(t gdcbhbsand (:drbd}ﬁj‘dtaltes(s]i))ré Reaimofetued in WirtbasBREES, 1€, -CHOH-

Al so n the thod rovi ded are
CHO ,hvséhlc} 918 ﬁesg?rglbg ngar §§t§ 1%}6%5]’16 protems. The poly?yf ric alcohols include such
compounds as sorbitol, mannitol, glycerol, and polyethylene glycols (PEGs). These compounds are

straight-chain molecules. The carbohydrates, such as mannose, ribose, sucrose, fructose, trehalose,
maltose, inositol, and lactose, on the other hand, are cyclic molecules that may contain a keto or

aldehyde group. These two classes of compounds have been demonstrated to be effective in
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nodi fied by glycosylation of Asn, Ser and/or Thr

resi dues. Conpounds useful in the nethods provided nay
w@bk®e/1a82bi ol ogi cal |y active fragnents of the PepUsmes012601

(native, agonist, analog, and derivative) herein

L R
freezerﬁgyihgugmcws@v ilmledbodSu@ﬁs peqducp}dﬁe SI}bjmtslha\Se dimlyetdsnalitoisle,
carbol%ﬂ%aé%%r?crﬁ? C)%ala ?o%e, ara&nﬁ%rs%'_ioc osgé ﬂﬁeé}}’é’%g}?ﬁ %Qgﬁgﬁgﬁ \ﬁ]élﬁ]il 11%?@ got have

an advers€@ffedDoh a dlabet[upmeﬂtyﬂeenmcafboﬁﬂﬂate fé-hok metabaised ad fogmes

- eta- e noni t
wnacofoi b jeeRErePint i Riprcledhe M5 Supb geroqtbieifs ey Y in
the art(as SuitaGldFordidbetics: (Seroséar)d frutRis& ¥k Sili€Ble(fofddé withdhe donfHdend in
d ﬁ an1des (--NH-CO ). [0079] Conpounds for use in
non-diafclic subiedit provi ded forn1sa|ts with various inorganic

[0098€r e F}EF ?ril\é:l?‘t%) l ds a?[}gl s&% IZF,]hlé Ilrﬁglﬁp(i %}lgzgqsoglgggllfdglg Stagl?llzed with a
polyhyeixiafebRol st as sdsiBi’tol g1, 1ﬁ?§§i?(Q4gly&eEdlf)ly%ﬂﬂ Qﬁ&ﬁ %Blyﬁroﬁ?l'eﬁ’e/ethylene

acetic acid, formc _acid, net hanesul foni

Slyeol e 11 ShAsQ e ECiel BIIEHET WS 400, EASD B HAr000, 6000,

and SODa)T'FM@rﬁﬁtUi ik @ﬁlbﬁmﬁﬁd @t a pagticufr PSISBALE dickhdi hAQ@tﬁ@xsuseful feature of the
ude, for _exanp ammoni um salts, al ka al

lyoph@%ﬁdtfgn?%@ﬁs A5 S the e EamIEA 0 b oSty aiibe erbifized
formuR86AswilAthé SardeSHRIMADNCBIMpbiER ﬁ%e%@ﬁ%dﬁ’t%%ﬁént s%z}‘tnht& NMannitol
certain enbodi nents, the conpounds form acetate,
isa Paﬁgﬁé}}aaewlafﬂrla alcohgl ysadefpr thispugeset at e sal ts. [0080]
onlsts useful in the conpositions and net hods
[0099ﬁny Litpoiaien Phaagiagarsig (URR) %@nﬁqrtagm@rgblelf aggty bactenostanc
fungiBtehid

r g R AT S AN B8 o5
They st be ﬁreﬁqn&@raémtee‘en@ytmw tha dime ofnsd to mr%(gldnhﬁsmsltlphcatlon of
mlcrocﬁgzﬁhﬁﬁﬁnz{gagé(rtegﬂ%l? %ﬁﬁu%g’ﬂﬁg %gg@ggd}ﬁnbﬁ glhigéc W &Ecﬁ‘g&fmg 9 é)ogloh of the
contentsggiift 4 h}gJOd@nSE@em@ aNDsyLingaor asiye @hertﬂwmﬂwem mﬂdﬂm@s, such as

i fol in ctlv
pen im0 WOETARNRRERERLAREALEL Hanallfl) CoWER bty el pver
compoaenis pfithe @@pula;mldm;ehmmflﬁsshoﬁldlbe exdmpddan thieasal foaneld theEhsure that

o sl POLE 3OS b P RO s

uncominymyd find thetd pairtioptar astl-um&dblhle:rgalt Rvillby efifdacibélheona forhR&Sibn but not
tivities known in the art as descri bed
eﬁﬁmg %anmh%ﬁiFWﬁtg@t|V|ty may al so include the ablllty of
du .a the stress r onse,
[001 0(§ ?vfae Y 15&&&16 cO rRllolntp);la{rr}?ceéu%Bgl &ynse,lﬁeglﬁaﬁtgliﬂe éhaé mﬂv?rﬁs or
1nh1b1tagm1tol$tl$r(m’th and/inbyn baundile d gsphiatyachiitical BimillSwss f@AKSs purpose to

avoid (%n er ! ¥%(11€ ?e:tqg%%)m‘lg nl&’ lﬁ]é%/()é?g%}:qjsﬁls Eﬁg}ti}lﬁ I;rg)su 3 ant ,

presen/%\lmyda Ismobged) isinapnaleftidles hffect HRCIVHER siaBHi@f &1 tRSoptide.
del eti ons, extensions, truncations, and/or
[00101§ ub §¥hileuhd meééruaﬁvéifor heds &heqmen@eelmame;oﬂ@w@or@%ﬁmnge from 0.005
of SEQ.ID NO 1 or .any of the anylin anal ogs

to 1B 5} S Py eSSiobRP el SOt BB o inghe, i:

benzylatioHoli(0. $E.Y(I%)QB1Sm ce@ble(buom@%), QOF pRMBISD 1L0/E% PR o2l Smethyl
or 25 am no acid insertions,

(0.05- Jb%ﬁ%%)ﬁné ﬁghyl &F P@ax}s o1 i1y (05T @3 %A ibenso f Theprisbenseradlower
alkyl ebtOBQF bdr@ASdro BRI ONEd.
vl ehtBise ?hanw %?8 h 20& ﬁ%t%l%gffé&gﬁgr?n&iegﬂg%rf@?vaﬁ% is set forth in

i nsertions, deletions, or substitutions. Insertions,
extensions, or substitutions may be with other natura
am no acids, synthetic am i§ aci ds, peptidom netics,
or other chem cal conmpounds. It is contenpl ated that
in certain enbodi nents, anylin agonists, useful in
certain enbodi nents, may not include calcitonins
and/ or CGRPs. For exanple, in certain enbodi nents,
caIC|ton|ns and/or CGRPS nay be excl uded fron1the
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post prandi al hyperglycem a in mammual s. Met hods of

testing conmpounds for anylin activity are known in the
wW@raos/1855enpl ary screeni ng net hods and assays fRECT/US2006/012601

testing anylin agonists are described in U S. Patent

“Remlhgt%n s@’hgxﬁi gl?l%al%gngesﬁﬁjﬁ]a #’ha»ﬁﬁcgﬁl rﬁosgge n%)r ?grglgeral

héerein erence he rece
Medlc&%@&yVolal,@@#p@t Avip o’raldiﬁh,el\ﬂert:ﬁahekhﬁaﬁ o Aok, NeYa(bQSPZ)t y
of conpounds 59, bi nd specifically to nenbrane-bound
[00102 vy [ Bramlinsisle 5t Of Sro-Iamykif, aloesawt baveradendeficyt th edsvendrtathe glass in a
SS i.s t.he basa brai n...
glass dJ3) 1@1&%{ @/fxén 'ﬂsa lfgﬁ%qulﬁg tlgegeggl%f l s(a?#aftﬁ%t 1%{11 ree%ge%%)?ﬂﬁbeé ﬁtgﬂlhze the
pharmagedtical) fqrmuhdom gHovegen math réganjiownaipolnels nyichsls dyeckuch a tendency

vt GRSl L A M DR 8RSk, SR Ty e

be lyophilizeds Sunfleant ﬁ’eqhb\ﬁly&ﬁﬁﬁdﬂbndﬁﬁuﬁtﬂl ((f@}otblﬁ H@Jﬂpéﬂlﬁdroﬁﬁob@c disruption
and b Sg%tlon of the ] %f t he concentr n of gand,
Vi PR R EE By Régﬁﬁﬁ ¥ v GrosRirations of sulactpt WishfeH g potent
denatuttiag b& By ecdule af the Radng iRb@Etidnd Eétﬁfbélﬁsuﬂﬁét&{t in®tetlel NRLEY reactive
. rogr.am._ G aphPAD. Sof t war e, . San CA) or the
sttes °§)\E’L 1H- ﬁodbewgfrﬁ“&fcl%é pRe thip méqracﬁeaﬁm‘fablhzv@ﬁ&%ﬁwag@m?t interfacial
or surféN d‘dnatB@hblﬁ SSiﬂfactM’ts v@%%gﬂm furMéf‘ SR thépeptidOBEY oﬁ{bfi\hliy be

ﬁ em 10% 0- 239, Assays of blologlca
Pfesen&’d’tt IAEE Yo 40k t%\%é (SV{@PéHﬁM@lsfonWl@t}% agé Inslyge polysorbate
80 5igb ¥nBOPRIHiah FRHoMSH ) ICHABY RS
g Gl 9 m?Lglg(gh}tJ%n let al ° téggc Nat uge‘;S yg@%ﬁ&l&hﬁ%ﬂropyl)
imetty gl PR SYSBORRBLD (R Fry Abathicids (paboryeibylens (23)
lauryl 8@erY, HoRwAABS by anbheiUnCibnid SklcAn@goni st activity may be
assessed by measuring the inhibition of
[00103]NS W thiyr 88d BEHegtAE 19 LIE QIR aﬂwd%%% Ioﬁler daft t@ hdited: the@bhicity of the
exenpl ary nethod includes sol eus nuscle stri 6
pharmagenticat fymplation, depepding gr B terigifienspisetad. Hewever, Tieis optional and
vdepen&s%ﬂmﬁar@cfulatr @&nﬁ}éﬁ% ec?erde thegl]@'fa? ﬂ}ﬂkﬂﬁfaﬁ&ﬁ t@i&a"ﬁgm%% isotonic or
to stainless steel I pS. e strip
ﬂmﬂmﬁﬁgV#@H@ated in Erlenneyer fl asks contalnlng 3.5 n
ebs- R nger bicarbonate buffer, 7mM N-2-
[00104Hy dPosujtal hy¢higle frs parentarel proditssis ate - Wiatep hbwitabla qiality fok

parent%%lﬁat’dlnﬁiggcﬁa?oé Aﬁ\ﬂ‘%&%%%% Jh@%ﬁﬁllﬁ!} % of %? reelgrfg s%m%?s %fag[er for

njectiof is dre mferrﬁ:dagum ivelricle formesial tbasphamddau@ahmﬁctahheffmnu%ons
mn at 370C in an oscillating water bath, the nuscles
[00105¢ r IItBS pefsiblethatpdfeeingesdients nwiy e peasentiiraths phammawuncah @)rmulatlons

e t.h.adde 1
s SRR DA, BUEHIRLS) IR 5
bulking pgetestogiciy méif@di, chetiting a@assmdta]‘ ions, akaginéusivahiclé§ pritéins (e.g.,
of th bat.i
sl 5 o SR o Bl A S Py PP S8 o beaine,
taunnel, anginirgt, HPcing, ﬁlysmecand distidiag)i Mdﬂ%nil@(,‘p(ﬂylﬁeﬂ goluitiBes, or mixtures with

polymérg é%&?;%tg 6 %g%pg In:iltryn éngr?n9t?§}$g retl@_si gr%?x B?HS@BS Quch additional ingredients,
of coutsey csbmmnataﬂmSeuynfgacyme getaln@E5Y @€ the pBABALeulNBA T M18bn
d&;&;qung the rate of gastric enptying are discl osed
provi or exanple, Young et at (1995) Di abet ol ogi a
42-648. | conscj ous rats
[001065 o SO0y g A G e e HigReArhIiRgloRAymay be
considered h toras@eRNbr thepieAOLontAEkr HAGIsGREDY mgﬂ_ VR Qbes 8t AULRS way affect

avag s.are anesthetized usin
the ot GoER PATiuoy DU 88 EhocH ity sedetinef s containe for
pyl oric and | oner esophageal sphincters, renoved and
opened into an al kaline solution. Stomach content my
be derived fromthe intensi3y of the phenol red in the
al kal i ne sol ution, neasured by absorbance at a
wavel ength of 560 nm In a tritiated glucose nethod,
conscious rats are gavaged with tritiated glucose in
water. The rats are gently restrained by the tail, the
t|p of mhlch 'S anesthetlzed u3|ng I|doca|ne Tr|t|um

T |
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are coupled at roomtenperature in an inert solvent

such as di net hyl f ormam de, Nnet hyl pyrrolidi none or
woredobstdssee chl oride in the presence of coupli NECHYS2WE&012601

such as di cycl ohexyl carbodii m de and

a partil’ﬁlg%l?fl’eg%&éﬁgﬁl& ? P%}s@% QA £ cdnrslldgxﬁgorg 55,;5 X no?%g%yll? €t$s e(gxg#ﬁ%gas well

as of thy mlnplonsandelmw@dném tmwlmbielt wld bd stubjegteﬂemisaﬂmdheﬁ ithe peptide to the

{ h. { t
T T
exampd) §Vireton Typs 1 b@dsifieap gdise ¢8OV ikeaionType [-93) & i eqackdad (Wheaton

Giass ) BFRb 1P o R trose: &% Dol s aorprerp ooy

manumﬂeﬁﬁdmremmbme@hm ew&@ Qy), Bifd¥P ClasCNIBH aRf €56:@% @fbum. The
nethoggﬁof synthe3|2| reSS|n

b1°1°g§ﬁ{mdﬁhﬁma TIPS 8L DA PUPROUE &1e 4F FbiAg! rermaaton ind

lyophllim‘dﬁ it ®WHagos tryﬂ;d Esh borosilicate serum vial to a final concentration of 0.1 mg/ml
artj an For nul at i on/ Adm ni strati on/ Dosage 089] The

and 101pg/m ﬁf the gmpeRnd g i SEcsenca g 1% maamielagd - 02ne T wesp §0n
erivatjves (herein referred to in this section as the

[001071c i GRS pFh PE19e lighp el digma e fyringe into a rultple-

dose vih@ﬁi’ﬁl P8Vile for Wskdlinp RREdBRGE e nbdid ¥ vARARRMARAL Bp&Anll ofERh vial is
excipients, in either single or nultlple doses.

typica %‘é}’éd Skl SloBRer cloge Brid dsplraeybyten alusripm hande Sigppers for
glass Vﬁ’eh@ rsﬁG‘hCa% UivieGialuh &/ S@QIQ P@E@@leﬁoﬂ:ﬁﬁéd) ShS 46/ 40 WHEIH $1399r any

as any ot her known adjuvants and ex0|p|ents In
eqm"aéf‘@& %PEPSHE@ i used aschg/derureoiRrpharmedenticglifos injertin. aEhasefappers are

@hﬂw ASRdpd e
el 088 R ST S, L ORGSRl e
pass ﬂPéFO@mrémagﬂtSSéﬁSéWb@ togtedl UgpAGIND gsﬂif@tmm, @a, tiRegtapper ddo withstand
S ounds._ ma

o 382 SAREY 9 pORQEE Bl DGR T
Caﬂﬁdg@ﬁrfpb‘subsaqumtfrmonammom Eiqualt fDmulatu)napmaidleé hérein can be filled into one
or two cﬁﬁ'ﬁﬁ@g &%ﬁg&esér | ed 0 c%ambecl:ront e | at .ed for use in

e rTEt ods erein n’prl se
pp 0 05.t0..1.0% of
[0010@ 'Egt&o(ﬂ n%@gthﬁ 1: }%Bgrgtsé étlodﬁea haﬁ%&cGu 1{o 610 g ! c&e\%/'r{y)ed 8‘?8v§ 4s known in
the artancétsalbembpchmﬁiaana&ﬁutmawcaa@ Formeg| Bara:m*aEMbméeftens Vol 1 2nd ed.,

. | oW osition of fr
Avis o4 OERe 90R B Nl I P oot i e s
entiretg herbiehydr at e or pol yhydri c aIcohoI tonicifier and,

optionally, approximtely 0.005 to 1.0% (wv) of a
[001099r e Jbe vanufacused protessifof the rarbcwaehqgfddlmmﬂmg gérieri@ly (ﬁfvolves

compf i 32 IR ionln TR SN OB . 30

of 1ngrgdmt&s al d spetific btdiéﬁ((foﬂ eﬁ(alhﬂile praeftiat iﬁﬂox@ﬁmyi s@dilizer/foRicRPagents,
buffer %@ 1ﬁf in.a ltlﬁFe use product. [0091] In a
Par e éPr%ﬁB satge W%y naceut i cal fornul ati on

in.a range of concentrations of fhe conpound,

oI AL UEEER o oPopr e TR OBY R rgaton. Howerer, i
stenhzb‘@ctnm éﬂsnab Gﬂﬁec&ssh@, @9 QuitabBGWorillvhtioh prévesdrah B8R d 81\?\// d6vadding the

ql bet.ween .about 0. Ol@bto about 50% %
peptidgphafpi ity SsHtTTVS ide et Daueal wpZalien pRpesses inchide
ﬁltratnﬂﬂbt@ﬁh (B Bist hoht); Sd—i'gfléa@ R8s (2SR el ox L ﬁhn&l@éhyﬁ@kﬁﬁhh@@mmde

be used to tain the desited concentration

propyleT{oiidecheta “PrODYCCiagR PrIneriloreritTing Perggeiig acid nsthyl bmmeae@d the
like), ei?&hiﬂé"fb a M4t Qourss aﬂ@ésteptﬁ:%aﬁ&lr Mol Fiﬁﬂm i$%CLBl ‘f)fyrfmﬁthod of

al so be present, if desired.” I n sone cases
Steﬂhzé%’i oy ligid fomplatiensidgsoribed headint Bheesterdle Sltratipenyelaesdiliration
tonicity of the formulation. An excipient my be
included in the presently d&scribed fornul ations at
vari ous concentrations. For exanple, an excipient may
be included in the concentration range from about
0.02% to about 20% (w w), about 0.02% and 0.5% (W w),
about 0.02%to about 10% (ww), or about 1% to about
2096(m/mb In addltlon simlar to the present
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buf f ered sol utions, which undergo small changes of pH
on addition of acid or base, is the presence either of

wa msaksaaci d and a salt of the weak acid, or aP@Eal§2006/012601
base and a salt of the weak base. An exanple of the

A E T NSRRI P T

solutldii)iﬂﬁmfm it aPpropiiste OMMlor c@itaidddsled does not exceed the
capacity of the buffer systemto neutralize it. [0095]

[0011 fu‘ h e I8 bﬁixﬂmddyn@ﬁ ﬂ@e lﬁt@@d pEemdceitied] @ith@Btidns a&nhaﬂ@eado@ﬁrememl

ntalnln% the forpgulation in the range %

acmingethn. So ik oRi50 0 g SR e T ST I YP R R SUCutaneous,

intrad R0 SitARBEulard Hﬁa&bﬁa@ﬁn& th@hlﬁep I'TRdlsaldu@ReduS roié Gﬁa'ﬂhﬂl‘iiﬁi:ra!tlﬁn is one
the range of about 3.5 to 0, or_about 3.5 tg 6.5, or

paxticulgigpute 3 rcesg) 4ﬁllxerywl%9&@mcubﬂs syifgble. Thess mucorql EQteinghide, but

are nof‘ﬁﬂltéﬁo aRAULash, Qrb1iNial, %uﬂfbtna@%ﬁg bﬁlQ:alH@ut@@wBi@H By Bélude

his th eory [ IS present @%/ under st ood t hat, In sone
admmémim afdpneptideia ﬂléu@h@“%rﬁPl orspléd foRar Adeanistiatian via these routes

requlrés%ﬁmdﬁgﬂ}pﬁoﬁgﬁ dizsto Sbtdin t@@éﬁr&ﬁglolgggél%%&b ik tgfdeérga%ed

pept i ccelerated such that the shel feis
bloavalﬂe@btm@malaé tuparenfgsalydelivesy. InGddiEpn, ipArestsrad @tﬁ@éﬂ@d wéwesdehvery
f
o e A 0 B SRR f o e P
administemiog temeparanterdly driby rsmab@lutleans SExaiples.of contpl1sd rease formulations
[
are de%pigy& Q?IS %eé% g@g 25?352{6?% %7? %P4 (ahx 8 786?1 lﬁi% \xgﬁcllr%‘ré fg&g’bc’)rated
hereinbySefaehce d‘laMag’ecfommayrham mtoawablea\tauaﬁlléty dire yopéntraprhent of
some &tt € %ephge mt %powl ar:nléa g or e(\:r]%gt § L] onU%f lr’%rlggn §§9y90416%79 703,
and62%£&nuffer is acetate at a final fornulatlon
concentration of fromabout 5 mMMto about 30 mM
[001 12]009[@: cAmpbuads tniay be pmydedbm domge ud# dorimrcontagminy @s@mtunt of the

a IS t essar .
Comp‘ﬁ‘é‘g %&Wﬂ e "i’fﬁ"S{Yf’dB are ﬁrg](})\@b%l 4 %?¥ E‘}% f ?rqueg’r mf?‘ th? %Sy"hlamc
diseast b/ @rmekaniee sﬂé eﬁm cﬁ‘lﬂﬁﬁﬁmhlaft@cr fesbagdtadedicatian. As will be recognized
cas boh ate ol i c al cohal .. A sui.table . .
by thoS§ Tyl HOringeBiie it Bt S8 il Y RS factors inelucing
the ag8BidWElghti of tiRpafiEnt] thBbaient’slphPsit4) cdhififidiMheé eomditiéh to be treated, and
car bohydrate or pol yhydric al cohol. The pol yhydric
Oterﬁpeﬁhols and carbohydrates share the sanme feature in
backbone

ei (ZH(};KZHC]—I-
[0011 ]es N Sfpf%fd??%‘ﬁﬂ ?0211‘% (S ‘b‘?’%ﬁ%flh% alber‘ﬁé ng, 5 ug, 10 ug, 50
ug to Pey ;ygﬂus@hluppalhﬁfiMasoumod> ueleoe ughl 1@1@ MPRYNASMA S0 m or 100 mg of the

sorbltol n|t @%@ ycer ol eﬁ ol yet hyl ene ycm
pharmagsuieal CorppRId copiemplat éfeg‘ﬁ ber dhss Tnges Fusd d. we o 1 mg
of the THBp&ia PehuCdE. qtha§ ,ex&H;saEr[y@ase%ﬁp% 80, 60l IS 840, DHSEPBLOS the

fructose, trehal ose t ose |n03|tof and | act ose,

compeyypd Prgdase- hBle deseicper davamase deliveres] dliscrste yrptdosyrey provided

contlnﬁQL'fh'i}aﬁlrﬂt 2 Hﬁﬁlt ﬁéri%ﬁ &ha gfﬂ&g&l S RMP4 hﬂﬂ%ﬁo& V\"Phecﬂlﬁﬁ)%{a&' ddbes per
conpounds have been honstrated to be effective
day may be Epiol i te abeyt Adetes iper dagjerlthenghdberaid heangren Centingews dsjivery can be
Y
in the ?&rﬁlecgté:g }rhlgﬂ%)iﬁﬁl?fggge g%%ggl %d&sﬁi qlﬁ%ﬁ@fé’vral%s 1%1;(15:hﬁ0tnh%005
nmolllsgjtmj aowt0manod/k gl perisiidcents daselpit fadyh ebasid P 9 byt kg/mén to about 10
acto e, a r .
oV co BB AR opo A DR APRE aud REERIS ol ne My AW ippavenous
admlrﬂstldﬁ@lb(el\’l) or ﬁl&)buteniﬁous Administrdieon ae. b dinedpitretotd domfdelivery of the

zed.to f.orm unac ta a ggancent r ati ons
e R BB RS IR a1 oD CTen A8 SRy SIE 65 Bt WS ot

known in the art as suitable for diabetics: Sucrose
and fructose are suitable f88 use with the compound in
non- di abetic subjects. [0098] In certain enbodinents,
if a stabilizer is included, the conpound is
stabilized with a pol yhydric al cohol such as sorbitol,
mannitol, inositol, glycerol, xylitol, and
polypropylene/ethylene glycol copolyner ~as wel | as
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pen injectors. Anti-mcrobial agents should be
evaluated to ensure conpatibility with all other
waeompomsat s of the formula, and their activityrPehostods/012601
be evaluated in the total formula to ensure that a
rtic r, agent t is.effective one fornula
dose/ BV S g B el PR B G 1 o B B9 S T £ or 24 me
per daf/i nd that a particular anti-mcrobial agent will be
effective in one formulation but not effective in
[001 14N ot e folfoifig Ik Ginples.ard F1OWAEY to AR Erets cuy adti ngit, itls, inventibh e
common pharmaceutical sense, a substance that prevents
or inhibits mcrobial gm¥MPaEs may be added to
pharmaceutical fornulations for this purpose to avoid
EXAMPIIB equent spoilage of the formul ation by

Cr ni s e the unt, o servati,ve
00115, e Sien e Heplcn, s thes SEH B LS 8 pred v LRV Rt and
observet & dffetty oPdtret ) gRtihtelee. Hrid0F 03 wWokd inldned with ALZET® osmotic

preservative for use in t arnmaceuti ca
PUMPS GORIFUNG Y%lﬁie @ A7 apuy Qqﬂr%ﬁsg%oéél% WErGRYifipd it phidbitum
acces§ % @iaﬁdﬂrd EIRRE Gvafe@ lan@ ng‘%ﬁsﬁ@fﬁﬁ di‘ﬂnk' S@ose&?leﬁﬂ'ﬁ 18 sukfdse drink was
onbi nation with oth ers, is: benz

removeé and lj_al’rtpﬁ)the 18fs feEy qgg@pte@ Gla&y,éo c})@o¥mélfi rﬁﬁé%ﬂress for 3 successive

days. (Agte;?, QayYBucRe ﬁ/@fﬂﬁ}bﬁﬁ&d 4 1@fda1(1)595d3}é| e CohsBRpForAPIdmattted over 4
hyl - p - or 005/60 039 parabens.

days. ﬂh@wp@@%@a@l@a@ap@q@@e&{ hey dagg@féylg’ldg’fwal and stress and over the

followaY @a&})ﬁ e YRERE Mo relintrSiuch. 4es ﬁbﬂreﬁﬁ’t WRS ?ﬁlieﬁtd'uﬁﬂg 8t 4 days of

each preservatlve is set forth in" enln on s
sucroseherinigedediionc Besults plthisagsay are sheswvn indge. Fih‘alii%fﬁ 8R5003 by ANOVA

nteral ©Medications, Vol. 1, 2nd ed.
andF%?ﬁQ%fﬁfQ{ﬂﬁ 35%&%Ercel Dekker NEMIYork N. Y (1992)

[001 lhf)ojig%ﬁls E{og@ i A&res dszs'i? gsgcﬁ)é }?roﬁbrﬁigw of tOtal &ms BREn in as sugar.
ave a tendency to adsor onto ass In a g ass
As showmindiigdrA, wiesp indnced bbqrqq‘gamt figifipantli gmgasﬁdéhe ayerage sucrose to chow
0 e I
consuﬁ‘ﬁgél?r%}:lgﬁ I)(o: g éh n‘ﬁ@éﬂ%nre ﬂ) &R é\%\%ﬁ&)ﬁm ;ﬂ'B'P é&'ingxglétt J&st
induccnm}!) (Bahn:t’s Chvhkighl A:I dsch show's $hm; mglirt z@hdmnl@mm,{pmemtﬂ the |11(q:made in the
averageosrucr:rrrllﬁﬁe (r>w %Ctsgrlrgl otlc?ngr%r’lrh ?X&)%c & na:sea(rjrrglsurll[t (%j]f hheeI s%ress induced by restraint.

Comﬂa;edhdm;dcrozetd) ch&u ritaaeegntssed erseaq:temnmhge afdbasdine)drttasn atoy s

o B GG By R e Gl DR T BB AL e ol s

(amyli) Cf).aslsa bdémpay the x&drbsedo pitweiatio dewasranmy-atinivtetest stress-induced

I T TR N 4 Tl -

amylih W BisGSonusuced thishtiSsslindiR@bd@bpodte. CRdtolirdly, lhingBn administration
protej ns agai nst |nterfa%b‘€ﬁ§r surface denaturation.

appeaﬁfPF%j&f%WtrgO%la%%nséB‘Eﬁsﬁlal? fS-st abi | i ze the peptide

y ionally be pres in the ran e of ahout 001
00175 oBoi bt B ISRt bt Hrist g A figt) aoron
persp&tdilvy, R4t Bﬂé}ﬁw&f&niﬂmﬁmn RQSJ Bﬁﬁé%@ttﬁﬁst I\X&‘lﬂe 6124033 inSRa&Ys balbtable feeding

nonool eate) , ol am dopr opy

(e.2-» SinYPls MG BmHHSAT @ﬂcwf_s&ﬁ F%‘ﬁ&ﬁ‘@%‘m qfd?ﬁape?tabls@fzﬁe (58 %afgsf)ard chow), a
typlcﬁEésboréé to $MREC n 1ife WRIPIYHEYEL BYdseRBhde g’ﬂlyllnﬁwrﬂihlsﬁitfb%rs}gmﬁcantly
pol oxamer, or another non-ionic surfactant. kgo 3]
decreafigd chavsepnpuemplioaiin apmals updesening e s ehiegrate mpaiehfer example
the c@w Jonftﬁh;ﬁl@h Ut eérbs%hﬁ@ﬁéa@édt yeseimédfa%nmégmgwﬁa@éd control animals
at'ion, depending on'the tonicifier selected
However, thls is optional and depends on the
particular formul ati on sel ected. Parentera
formul ations typically may be isotonic or
substantially isotonic. [00B04] A suitable vehicle for
parenteral products is water. Water of suitable
quality for parenteral adm nistration can be prepared
either by distillation or by reverse osnosis. Water
for injection is the preferred aqueous vehicle for use
|n the pharnaceutlcal |nJectabIe fornulatlons [ 00105]

o o, - T




as of the solution, and the treatnment to which it wll

be subjected. Adsorption of the peptide to the gl ass
wamobaews2pf the vial can al so be m nimzed, ifPCT/US2006/012601

necessary, by use of borosilicate glass, for exanple,

- eaton. T boro |I| eaton T

in Fig 15 ot S ggion A Rio S RSP e pSHEYOtR) o porgy fpess s

indicaté@ B¢l @eFo&d intikéTildtain Higriesi | i cate gl ass vials and
cartridges acceptable for manufacture include Kinbe

[00118] asss gebvioushhberibed, ihe%l:tﬁﬂ&ffe@oasuﬁ/&ﬁ'o@ﬂ thtil@risimediated by a

centra]\cllgéé) gg leyr;&wglgg eg t%)a g]I%P? and Jﬁg’? )fs&ﬂ? g{lggﬁ rl%(lf{%gSTl%fs retsgl?may have

behavﬂoyao) Rhp1ichBds isBBe CRF adih@dr@NinttRE€brind? aﬂﬁfa@bsda{ldeﬁ? adxg@ety (Dunn et
rumvial to a final concentration of 0.1 ng/m . and

al. (192@) %mﬁes&mpﬁgesclgﬁypb%ﬁ]dl@q% qnﬁ@hrﬁplé;ssgﬁﬁg@n@)fhe g%ocmted increase in
central@RA LRty R WA 20P1IYE @ﬁho%prole{ i Qﬂ&@zelbﬁn&ft ggé’hn‘iéﬁl depression and

permt introduction of a need froma

et gispige (LWPSPoa IO ol e eahpiabelocD el LS55, Koob (1999)
Biol. Ifsg ﬂl’) 45 1@5 1§Q9 N Rfcel Qﬁylﬁﬁ%)géaﬁs Jcosim%ét Q@EM strds a8 known

each vial 1s typically seal ed a rubber
to medjate bﬁ@ww&l oleigs bkq@rmwn pidzmsictang mnaalbe ﬁ’f gres B #heeppeutic to treat
the sampb.oppers for glass vials, such as, Wst 4416/50,
416/50 (Tefl on faced) and 4406/40 Abbott 5139 or any

E pyal ent stopper can be used as the closure for

pharmaceutical for injection. These stoppers are
[0011 9o kst dopfimn thietitferpretation pf the éindiggswitiined anddy&xamplerl, a variety of

t

mimaQIROGEILy Ot QLR 1 NG 0 AOREH RS i
effectqadtatnalﬂmgdmwsgauort Hidae bt:]mpeal agsays merfolmedausd adtacdepted animal models
that d%moqs&ate ﬁl%Perﬂles dp%ragt ésqc of tth%rrgs%&tl\e(fg lc%fruc%:l le%cﬁﬁ%tdeg Fn%a&y
depressmhssehlzephremae obsesdwet-aﬂmpmmve lduaqrdeob ahd henek ashow rf@e validity. These

speci BIRHAFRCRLFY Preiie PE sriine ot e S agiagpchoti
drugs. [ P&ERSE aﬁaﬁshraoimylhﬁms&ﬂmﬁﬁél’ed; taohick hedopémamﬁgﬂém 0dlto 10

fornmul ati on descri above wn i.n the dis..
ey UaPY Bt TR HRE OO petgo sk eyl BPontiining
vehicltBgia€ ad{1ai) snd Meik performaid i€ the assAY s gsessdd. Ed., Mercel

Dekker, New York, N.Y. 1992, which is incorporated by
Sﬁewﬁﬁ&ﬁ@&ﬂﬁ@ﬁhﬁmﬁds entirety herein. [00109] The

10020 S apeEe B R PP LAY T RS AP gma g foges-induced

hyperfhetntis B3THY ih @#3€lisfcohdidenéi 8 theRSprediétre GARTEHUBEHESMGIn human
procedure involves dissolution of ingredients in a

anm%%%sﬂiserdsw dpe PHbIssBARFIPE | leperf%gfé}f@a%IPWECSf%|thb%atS 19§ stress-

induc&t Rpritheffla/ah® Hebduted tRGBRnSIc eﬂ‘é’cftsf &f tﬁesél QP BRENE Sadyocémperature of
di ssolving at the sane tine,. ﬁ% ternativ
B

the anprgglnpea forsmample Zgthof et (b3 Rfusy el Behﬁ’é)FS H&P- 1#%qﬁn¥1@1ytws blunt
the inStb&E BJd@ttérﬁHératl'ﬁIQV@ag?erthbﬁm@ teRpdilsk, 28l dvARe ét?esg%bh‘%@ Ae animals

necessary, any sul t e sterili Zatl on process can
were fepgad Wwith r@b&m{lmr@ Agl-@ prel agkekrs cppizl pernsuvelielr or 10 mg/kg
chlort%%é@&ﬂlfe 'g@ Ilel1 é%gyleﬂ)?edﬁhtg rgéz’ist%l( ghrth-gg&é&a%lb e {eg 'Ed t!v&)ozs@%lgeﬁpaa rectal
tempeiadae magas@sen(sselgmmuéqs lagdre nEle@krssséionf tbp ﬁedt chehspchament mduces
hyperglh la Will?chd ! a? )r(r{eg %redﬁyryocﬂé/ ée%&?d tgrﬁlfaggtura measurement. The Ehfference
propi o acc one,” ozone, oropitcrin, perace
betwean thé m&tdn;ﬂerahﬂ@r(ﬁﬂfpwwtﬂie tti’&ss—[ndkeb)d hypetfieatia e Resulta of th1s assay are

radi.ation sourc and ndl.i n Filtratjo
show%wdf'lé eaer ’gls r?e<6 198 ]sl'na%vpg Fllg. ?aald naws‘g%lpn@}na[ﬁl,dlke t at of the

fornul ati ons descri bed herein. The sterile filtration

i nvol ves filtrationthrough @45 mmand 0.22 mm( 1 or

2) which may be connected in series. After filtration,

the solution is filled into appropriate vials or

containers. [001 11] In one enbodinent, the liquid

phar maceuti cal fornulations are intended for

par ent er al adninistration SU|tabIe routes of




sonme of the peptide in the polymer matrix or device.
See e.g., U S Pat. Nos. 6,379,704, 6,379,703, and
WG 2®980B42. [ 001 12] The conmpounds may be provPdEUSI006/012601

dosage unit form contai ning an anount of the conpound

that will be effective. in e or ltipl e doses, t
anxiolytie gagitivsreopplpchierdiapepgrifie, gcqoﬁemﬂ%@ﬁ%eéhﬁ IPYRE o b SH test results
demonSR BE akiMAR REvis) stanBiih 8GhBisahtidrN A mRPICkAsalsola@ministered

treat ment/nedi cation. As wll be recognized by those,
chronicaly at#90fiiglell viasnbettineorsly Bnnigabesdiungs aﬂ%@ﬁ&p‘@ﬁiﬁ veere bjpeted to

the STEMebt! ﬁ;f %5% 1\Mﬁeteﬁ aﬁ'?ﬁ] %e%lé %% %c{rﬁinisﬁﬂidﬁd L138nib beyROBARR significantly

Wel g of the patient, e patient"s physica
bluntedcthe 8TH tespnnse, hedid shonicaliyninfused@DP ab i m@/kg/dnd ot her

factors. [00113] However, typical doses may contain
Morbldtmpyings | ower limt of about 1 ng, 5 ng, 10 ng, 50 ny

0 to_an er | im t ]

0012135 ey Bor B LB by 3 084" an Bk B gfonder
See, fot etapmilt) Child er da@00D/sBhamatadnppalled. 3 818182@r Adxiglgtics suppress

marble A0S s6Rep1 Sy “Ebe B iy g i GICRRMIRLRE O e mee

20/kg Bi@piedne} dierchioRPOiLB0 métuted psior to Theetesto Mise wer tia plaged/indigidually

. delivered .in_discrete unit . doses Qr vi d -
i clest G48F RGP 51 & 9% o P=ars 55 2 p By vl i rowe offive
The nubdbet ofddarblesburfeefin SWminhites wasl rdoerdedf Rebobesf this nssdpyre sbown in Fig.

be froml1 to_ about_4 doses.per d | t-hough }t coul.d.
3 whersg inbrLLS- HTPRA UL oo Bt Iy PRI of i
positivé @tiolURkiSirons)frethic €the nimiuiE Marbladaied. alte redvctid inmarble

_rates include from0.005 nnol/kg,to abouyt .2 nnn%%%ﬁ

burying gith gmylip at ¥ mgfkeandbuspigne 4 & FEFpTrT TGy MeREE™
BuspirBRO b piaPSRIT K 36608 ahdarBkfo@MianRieB/tis apdhh.UShRarblEbasng assay

doses and i nfusions _can be del.ivered by intravenou .
results grP TS er e FHPICIC 2011 G ShstirorreB e SRR QYD) Qmytin
a&nmgﬁmﬁmz Exenpl ary total dose/delivery of the

phar maceuti cal conposition given i.v. may be about 2

Forceﬁ?wz‘nPTé%‘POUt 8 ng per day, whereas total dose/delivery
of the pharmaceutical conposition given s.c na

be
[0012bo Jthe Gorpgs! sramagsb(RST) & agrompupniiussé pargdigm tp pypluayepntiqepzessant
SN L Sy
with wiker.e Whep raagureniBank &yr¢ad)to puins ingedesp sylindet witlitepid veites fhyybecome
nearly\g%%gﬁgm cei@ Erggfg%ﬂasg%y ARREIN G A QL iRoBEd Soshie ﬁ%ﬂoﬁgﬁt to

n sugar inta , rats were_ln'p_anteosl_vvit
reflect/Al depTBésiye-derttd andpsnepdilyciofieeared by vidhivatiey ofantiggpressants. See,
amyl i, (30 15 . i-4eEna 8003) J.
or LR TEO A i i O st
Pharnsiack Bge Ther B8 18LH26 papdPotsblf ef a/h@ 98D dYavge 266:7Hk73Ras
..renoved, and | f of .the r e | act .dal
L T
contindbiisBy foBtvetayseks BlicoBe subastayroosly deplamtedlodntatic gainby/prior to the FST.

average consunpti on s neasured. over .4 days. Chow ‘
On day e, B T8 VEFGIPoRLANET BHCUE of Ad> SIS B IS TRAP QA
the mid® dze&tpl@S@b@gdmsg@rwN%malﬂ«fbﬂ BYdssiferd oﬂﬂjtli%_iﬂ% egimmm_ i g,omg

was re-introduced. No restraint applie ur, i e
immollifgrer b GRS BELSCFuRt RUHREHIg | 6 SIAesn BFE- ¢ <*1EP<0 05
As sh&®B AYFiRI€ 2 &higWRatioR of bl am¥liNEIEHiBcdntly Seddeéll 10StiRY spehkMAbe

and Fi sher LSD post-hoc anal yses. [001 16] In this .
immohigrEtte. Apostinaly.dhe Blsresylis dmapsiaterheanideneisit geivgy of amylin
admidi@b@bn. cal ories taken in as sugar. As shown in Fig. |A

stress induced by restraint significantly increased

t he average sucrose to chow consunption ratio (as % of

baseline) (saline, R) over gpntrol consunption w thout

stress inducenent (saline, C. Fig. IA also shows that

anylin adm ni stration prevents the increase in the

aver age sucrose to chow consunption rati o expected as

a result of the stress induced by restraint. Conpare

the sucrose to chow ratio (expressed as a percentage

o .

o, o



per spective, that of chow consunption. It is believed
that while stress increases pal atable feeding (e.g.,
wa@ephessgugar s), stress decreases consunpti on PET/UEHS6/012601
pal at abl e foods (e.g., standard chow), a typica
. nse to stress. Inline with this belief, stress
P”Wu&??%%"”%nyl|n adm nistration significantly decreased
[0012%]h 0\Whe prepulsp irihébitionn(PRY) itevtinsasured étegeflexgedpbisesd &a&aal0f applied
. restraint. Conpare, for exanple, the chow consunption
auditoly Rl Ph KPR e B R on P G e s leBgyit Shsory notor
gatlngs;aﬂ)acﬁyé sdeh @@$chiroplooiih.r The R0usHB k@I réfld.is 4 Bergﬁﬁ@é teBponse to strong

m ni.str.atian 0 otects agai nst thi.s behaviora
extem?*‘@élﬁ%ﬁg%uli Pdds Y@ﬁ@v bl fojenaragt FoUT feRS iy JA apiFakaad humans.

A weadah&tdrﬁ stith@us (pEepuls€0% - 38 th@lvél{ BY0r @ Bk ¥trSiRSR bishe gﬁmﬁlﬁ@( 120
cute effect of stress on Intake is nediated by a

AB) LI gfarisRERg R vRRYP (SIHE pfibgetage. TespeRRGdy refigd 19 as prepulse

inhibifR$ty Fe6)| for XaRpRBLAEHkT &40 81005 Brsviofs WebirddBY: B 2YE1052-1060.
behavi or al i flcatlons since CRF admi nistered into

Antipsyphotigs Jélpﬁaeefﬂl%:fhﬂ% [o§ the Rrspplse Wl@‘tt? b{qgm]pﬁ startleggsponse to the strong
stimullsl e ByRHobnitRtic %eﬁt's Nubless phBRYclidine PP} AN keta‘%ﬂge >, can actually

chroni ¢ stress and the associatéd i ncreaSe In ce
reducecthg-pegeqnt pqepx}ls%lln@bg@p iaad/ganulye ppeygheficclilietsiagein anMaés, which can be

antagdn{¥8d B¢ HRIRRIBRL agthtsCl | Ni cal depression and anxi ety
s |so?§ers (Chro&%os (2000) Int. J. Qoes. Relat. Metab.

[00 124?‘1S Nilde wite: 11%5&6@@%}1 ﬂ%@&paéeﬁ’?@ﬁ)an@hﬁ bt 0. Psiy(ﬁ;}' 1@%%{% @r Ve[hlcle) 15

1 18%% Hence, anylin appears to Inmpact a tce
prior tg theée% oyt bedypeltlﬁelm 1 me/kesdi rainwtepprientd theéﬁst sthetmise Weteglaced
et
into a g%?lgglgbdtélf‘%ﬁtr}ge I?c?iéég?iax dg&g% %ang%mgé% 1?%8%00]}1551 clhamber A
weak @dﬁ@fb’ﬁﬁimlhé (tireprudgep p%ﬂaﬁ ol 8rdR W@ glvamcpmgs) tbeittang ecbustic
I « V16.0r, assa
s 0125 SRy A A T SRR D S300 B
Resultanfithe RP1 sapcinosliowndd Figc wheat *as‘r?{() 015 aslnghoiva tie Hgl Hadministration

d t
of amy-mleat IP(F Hl%é(gaﬂge tP% ?ﬁ%santp esgcf‘lfoéfrzrgosbt:ijv?;cgﬁl{rel élg pencpotl significantly
1ncrea®kialumtc&m Gf(plrepul:sé ithiitdtisres pit ptepwige ek élniestad (72078} ahd S1dB).

| et essi on, hi zophreni a,
Hatperg @) 8 g DS s op O B R T ghe i ou by ot pes The PRI
test reaudth dethdngtratd ies@tipeldti ieffediCbfaytih aimigsiatodr € known to
be sensitive to anxiolytic, antidepressant, or

Phencpatiding S§CABInidacediotgsiotidror t hese assays, rat anylin was

dm.ni red to mce,at doses. r to 10
L e G BT e S
measute@'ﬂﬂcambﬁdl @@mng Iad Eﬂdﬁbtyﬁlélaaﬁ]ﬁ/ru}lﬁer(hﬁ{ﬁl&hﬁiﬂég’@eihﬂl@e& conditions.

r at a their, performance in the assay was
The et SediecePuicthy FRIRFBP T prifet s e npoypdisote ng;actwlty and
stereofly BiElaR 0 6&navith LEPAEhARRlanS Pepes@er %orfékﬁﬁﬁla YWk 281 (3006)
humans, and stress-induced ertherm a (§ H in mce

Prog. N%”’”%’Pf%’foﬁéﬁ"@iﬂ’c?lof?%\?éycﬁ?aéa|3@t2g9r843va1f~4|‘1@|w3y6 miseted @rithgha test agent
(rat ant}ARN0. ANX0 6 M/ BL/kE; sssmg/kg QAR (cﬂa)e oﬁbéﬂm@éﬁ@l BSRiGSHESFrior

the effect of anxrol yiicCs of test agents

injectien Wl 8 imediecieP- nYiseninpdy weta then @lanech@ahfe@nten ef nrpen fielidend
activit Wb eRL GG tok Bl B8M8 oL BIRBIYe &SR frgggurg §nL «5d¥x0.05.
ani mal . See, for exanpf Zet ho
As shopipyig Fi ig. 6, Fativistratios of gaylin, lik: t11¢\nv¢1p®j'qhbt1@1$0stﬂva nonttoh EZP,
| erth
s1gn1ﬁ!:a{1]1@1 gﬁéged fb@aq &slaﬁgg{f A gltgg Ecg?(ss 2 Lwﬁ/ Ay asfﬁ fentral ?,%d
Pel’lPth]é an bd PePtihduced loaomdmom t€sD. Al;ny]ln Qike CZPDredl}p’eH @ariag activity and
control agents (vehicle or 10 ng/ kg chl ordi azepoxi de)
60 m nutes before the assay. Mce were subjected to
two sequential rectal tenpef2ature nmeasurenents ten
m nutes apart. The stress fromthe first measurenent
i nduces hypertherm a which was neasured by the second
tenperature measurenent. The difference between the
two tenperatures (DT) was the stress-induced
hyperthern1a Resul ts of thls assay are shown in Fig.

. o - [ = — an I




20/ kg buspirone, or vehicle) 15 - 30 mnutes prior to
the test. Mce were then placed individually in clean
W@ agedozsent ai ni ng 5-cm of hard wood beddi ng anBICR0S2006/012601
mar bl es spaced evenly in rows of five. The nunber of
PCP-l@EQJ r%ac'ri g' S \Aﬁlsﬁ] R Ut am\gg\fa @\Hé}?ecé) (i ggtgﬂf %%fng iélfwty
Wheremalmm dd gﬁfecBbasahha arotlﬁtyr alZ4roie anhtypioyl| deBond gehﬁaﬁ&ﬂinupsychotlc

t he ,anx e control, buspir reduced
o 0 o B850 ok P B SR e e P B mapoycboti
act1v1tj2),um§h lag lﬂmtcbﬂ'};lc&l'dﬂebtﬁ, The HOP-Hhded 16d0eholUS RE0dMts abmeifdtrate the

ta i cally significant. Buspirone is a
antlps%gf’tl“igai ‘?—ﬁ"fﬂl g‘ﬂ?“ésctra ‘i’ﬂj an known anxi ol ytic agent.
EX?Iéﬁiiyarble burylng assay results denonstrate the

lytic activity and the anti-obsessive conpul sive

[00126]Ct ITWE Effecd bf @AYt danmelSafibs bh %i aif REERE b ¥eBeddid lreneration
mﬁm&% 0122] The forced swim test is a conmonly used

06 Vay e Aviitdege seie awr%@sy@ gty (dist —é%grgal from

fat) We_f@in@lérﬁéi subutARERH; 18 Ahd TRAKUARAIE ?églcﬁlfwﬁ}h@snﬁ)ﬁ pSthat
tine. in tank fill'ed with water. en rats

COHUHWS% deﬂveé?devehw}eéédmtgof%Wﬁ@kSn Ipongexperagdnt. eje prewg trepted with
Vehlclé @m&almé @.025R8Y 008 G/ BSR ¥ sbaBRRL ﬁeﬁnéﬂg nf@@él% treated with

%% to escape. This characteristic 1 mmobile posture
ClozaPP’§ (Q day qr slozanine Q-2 ans/keidayy i qonjuactiomayith rmpamylin (10

ug/kg/ﬂé%?dFﬂgY7A Bl dvHeRC Rt d @vei’g“h{jgalﬁ’ @1‘]( dl&td%félg {reated-ratsI com&oir(?g 53 vehicle-

ressants. See for exanpl e
treatedppigy ﬁﬁc?ﬁ shomjs sl sthen Baylin/waspo-a@ginigereCithiclostpind, amylin

P o L AR B PP, e

Anti depressants decrease the imobility tinme in the

FST. Rat anylin or vehicle was delivered continuously
00127107 WHIR tNEBKS o8 dBIcAEL ViSRG | ]
00124 W12 Aok LSRN ARG RS YT, O e provie
for the peipesqfd @&aﬁlqiil, ithall hatlleder8¢®|dkha‘t the peactie ofi thejpresept @ventiom

encom? £S5 ARe th%s%ijﬁﬁa%ns Eulj’la ta%l‘fs o%\@&ﬁfipaﬁfgﬁse e% b%lan\%%vﬂhm tg\e scope of

he water ta or aése 'snent
the clapped inveno. | TheyefqrvalesaipBoms and exantplésashowlé a6t terond@sdihd limiting the
e * is P<0.05. As

scope cS:}ftheI B@en'ﬁéi Wi 41§ H&gﬂ%atﬁg g lghg #PRS enﬁ,ncf clfl;lglts anyl i n
S|gn|f|cantly reduced the tinme spent in the inmobile
state. Accordingly, the FST results denonstrate the
anti depressant activity of anylin
adm ni stration. Prepul se inhibition [00123] The
prepul se inhibition (PPl) test neasures the reflex
response to externally applied auditory stinulation
(acoustic startle response) and is related to the
deficiency in sensory-notor gating capacity seen in
schi zophreni a. The acoustic startle reflex is a very
basi c response to strong exteroceptive stinmuli and is
wi dely used to assess sensorinotor reactivity in
ani mal s and humans. A weak auditory stimnulus
(prepul se, 74 - 82 dB) given prior to the strong
acoustic stinmulus (120 dB) blunts the startle
response. This blunting of the startle response is
refered to as prepulse inhibition. See, for exanple,
Conti et al. (2005) Behavi oral Neuroscience
119: 1052- 1060. Anti psychotics increase the ability of
the prepul se stinmulus to blunt the startle response to
the strong stinmulus. Sone psychotom netic agents, such
as phencyclidine (PCP) and ketam ne, can actually
reduce the percent prepul séd3inhibition and stinulate a
psychotic-1like state in animls, which can be
ant agoni zed by anti psychotic agents. [00 124] M ce
were injected with the test agent (rat anylin at 0.1,
1.0 or 10 ng/ kg, or vehicle) 15 prior to the test or
Wi th haloperldol at 1 ng/kg 30 n1nutes prlor to the

N a e o



Phencycl i di ne (PCP)-induced | oconotion [00125] The
PCP-i nduced | oconotion test is used with the open
wo p@bdosset i vity chanmbers and neasures | oconot i BCT/US2006/012601
rearing, and stereotypic activity under
anphet am ne/ PCP-i nduced c Hdons. The test has
predictive validity for sonme anti psychotic drugs that
normal i ze the hyperactivity and stereotypic behavior
s¥dnt yickhnedriphet ami ne and PCP. See, for exanpl e,
WIlliams et al. (2006) Prog. Neuropsychopharnacol .
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the anti psychotic activity of anylin adm nistration.
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r%kﬁ”dé%ﬁ' 7B shows that when anylin was
co-adm nistered with clozapine, anylin prevented the
wei ght gain observed in rats treated with cl ozapi ne
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di s the present invention, wth exanples
ﬁ?%@%gggﬁfor t he purpose of illustration, it wll be
understood that the practice of the present invention
l1erfs owibas w9 paydhiagic disngdarswabubjeat ¢eatpriving adathégdriigian asiylin, an
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of .the invention, which jis delineated by the appended
TP HET %f R}gy%%%omls{sls &IP{aaf ?ﬁgcdm?‘g‘. 1. A nethod for
treating a psychiatric disease or disorder in a
subj ect conprising adm nistering an anylin, an anylin
agoni st, an anylin anal og, or an anylin derivative to
a subject in need thereof i4# an anount effective to
treat the di sease or disorder, wherein the di sease or
di sorder is a nood disorder, an anxiety disorder or
schi zophreni a, and wherein the anylin agonist is not a
calcitonin. 2. The nmethod according to claim1 wherein
the anylin agonist is not a calcitonin gene-related
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8. Anethod for treating a side-effect in a subject
froma psychiatric nmedication conprising adm nistering
wa@eooanydsen, an anylin agonist, an anylin anal oRCT/U820861012601

anylin derivative to a subject in need thereof in an
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Wﬁ@ﬂ@mmrahdmandemémhddmonkrmelght galn, di abetes, or
dysl i pidem a. 10. The method according to claim?9
wherein the psychiatric nedication is a second
generation antipsychotic. 11. A nethod for a

psychi atric disorder in a subject conprising

adm ni stering an anylin, an anylin agonist, an anylin
anal og, or an anylin derivative to a subject in need
thereof in an anount effective to treat the disorder,
wherein the disorder is a substance-rel ated di sorder
and wherein the anylin agonist is not a calcitonin. 2.
The net hod according to claim 11l wherein the
substance-rel ated di sorder is substance addition or a
subst ance-i nduced di sorder.
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