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FORMULATI ON This invention relates to novel
m crocapsul es which conprise a solid water-sol ubl e,

whemhogi4eal | y active conpound dispersed in a PCT/GB2006/050414

(non-continuous) matrix whith is at |least partially
solid and which is distributed throughout the

m crocapsul es, and processes for the preparation and
for the use of such mcrocapsules, hi particular it
relates to a product conprising mcrocapsul es which

t hensel ves conprise (a) a polyneric shell; and (b) a
core which conprises (i) a solid agrochem ca

dispersed in a matrix and (ii) a waterinmscible
l'iquid charact er{38hdn oF RakodddendfBdvd disdrderdi Stri but ed
non- cont i nuousl y Throughout thé water-1mm scible
liquid. Mcrocapsul e technol ogy has been in existence
for a nunber of years. M crocapsul es have a variety of
uses, especially for containing dyes, inks, chem ca
Fg@g§mﬁsTH@h§nn§¢eancals flavouring materials, and
nore especially agrochem cals, that is fungicides,

Bhc treeseni desntidmesdes o desmpherbiehpsnaadripimide ke derivatives

gﬂleﬁ?oge%l{‘dgg%ﬁ lgStCqu &lé :%yoldlg‘é 6.11?185 %{eat%%%] %tﬂnseugo%fﬁenegq%re glgsorders

protection and professional products outl ets, and nmay
e(gpgtied via a variety of methods such as foliar

RGP TEHPHECRIYBNTHAY as seed treatnents. Such
| O l.ow, t t t .
AQZI%]I'JJH%I;T% ch?ea?% 1geacge%ehgtjﬁﬁge; qaor\%tglr Qis? esgﬁ% d‘l plSe rchar ctefnsed by
ﬁatdﬁeﬁﬁd okndf armﬂldrfyaztﬂdomﬁjsé@fenweﬂost fdﬂh\gadogﬁfttvlenﬁtﬁcﬁions in an
control, as . termticides, residual sprays,
L SEFTHRIR ROV SREHG Phgaie At §el3(f%%%ﬁ’ig"st“bétaﬂE?lsl)‘eﬂhherblem
S, t

P T B AOh B R 8L Bp ;BT Roffe i he
Bdaloheon in efficacy of the fornulation, |nclud|ng
run-of f and | eaching fromsoil (which my lead to
groundwat er contam nation), rainfastness and wash-off
f[frf?lm 1%@&1@1? ﬂ\f@&%ruﬁ% Oelﬁg)pcga%hésc v B 1ARIRGUN AR cAkChave addressed the
particulafrly susceptible to such [osses. The
wiabiiceapsof ze:stydxfhoﬂthb songeueaidn rT haruee o afetiticiadme esterase inhibitors
controlling the rel ease rate
wat'er l%ltﬂﬁli"?éfa% IBTRSGY ER Y l’é@t ‘IS\P@t é%‘?&ag’é%ﬂ)d SIQRRE}Ee 1 frgersing the

Rigdegitien! Mhe agtitats SOMRAE NS has PEST cHlifled by NICE (the UK’s
[agrochentcah% and are particularly useful for

dwhipnd| llnslngtet & Glemceé§e<:¢lme)amd e 19 it gene meedvaarenoteseffective
%3186183 e, ’t‘?a%% rgl? Ig?e% eg élglngp %Sléfngrog%léel/l}éﬁ ﬁe:)mlt\éael HleCrl'rIB,HISH’g underlying
@@erﬁ_du%ﬁaaeélydeaﬂeﬂqut cHa@dctea 388 theldideng. t he rel ease of

wat er sol ubl e pesticidally active conpounds into soi

mﬁth a high noi sture content as a result of heavy

r
YA BHRASSSRLYS AL SR SR A RVDIPEL S0 B o
Watt&dimsloi; ldlh;leﬁsepf[re duetbuilbatp bwisideabs @drvieocellovrths durdun of tangled
| evel s by heavgﬂtalnfal rrigation uses

|
ePidY PAYET @Xdrew 26f ﬂfﬁh@gg{ 9t Bdertae lerb?‘QE OF & difforent protein
PR &SI IRy i the THs eex‘ﬁ célpﬁﬁcﬁﬂofén‘fjseﬁre' ﬁné&%g eb ahl %ﬁgrega‘tes of

crops to extegﬂé? he performance of a product in so
pebpoptidadhviag pnode etidtsoqymoss aerdspmglingtonthe elngésd- beta portions
c ract tics in s rke sectors uch as.

Gots S igd oSBT AL b THE il FRGHAT BeSih s known
tag%nﬁ@&ﬂ‘%ﬁaff s. p@lf@fn%@&@dé%”prbté‘iﬁs ar@h&ﬂw‘nozisnﬁétﬁfbﬁﬁﬂlary and tau
together with fertilisers as a granule, or applied

droteios. y It o5 themeviry nan kappnophetace eatbpﬂ ot ahtdtly no fmilteh ggtracellular
and which is then subjected to high | evels of

irrigation (as commonly enpl oyed on gol f-courses); use

of such products for the protection of seeds where

applied prior to sowi ng and conbined with appropriate

|nerts to prOV|de eff|C|ent coatlng of the seeds and

" o .
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active conpounds which are dispersed in a
substantially water-inmm scible phase, in which the

whrmogi4eal | y active conpound is dispersed i n BCT/GB2006/050414

(non-continuous) matrix which is at |least partially
solid and which is distributed throughout the
m crocapsul es. In one particuﬂar enbodi nent, the

= [ - i I I . T
O] BT AR, 4 O RS, BRI Bproibrilary
phecisohiedthnatetes o thddyenbook ofiAddiciyedc tnd/ elared ecirallegenerative
i.s dispersed wi.thin the oil. Surprisingly, in this
ﬂﬁ@@ﬁngﬁw FRYMARYBEt said interfacial pol ymerisation
results in the formation of a polyner (non-continuous)
matri x which is distributed throughout the
hhe dfafrsulyesonsistet dfef isofoams beida@f 17661 7i2c /et 133, Thk 696, 695 and

i.oterf.ace, .as i.s conmnonl aught i.n the prior ar

herigh dei T R b B e P eRb B Selloppdmy Rev
Nerasticce 8863l 7 ervvapsheadd i pfeséht $HEHROS] RMnfvn $OLbiist of 695
particles within a mcrocapsule fornmed by interfacia

poNi ynaid sestdush irod kegwiopdquincovbice Kaagngt sl dratureB2St13y;734 (1987),
nsjoR _of _t.h lid,d ant i al | :
A B e RRE PEME R yeli ot Hat i BuCRas 2 fle @elehis of which e
thcopairsiai hsredt be titRedANCBicRRAd WEREn AHPRYS MugfieMRt are compared
interfere with any further processes of dispersion
dsBguren albkarflegidr ocapsul es. Secondly, the suspension
nmust be dispersed in water to produce stable, well
di spersed droplets. For biologically active
AP tsancesltifitictionalptrefienatibrend @rdiaivearwery kaowmhlto have important
gro,lets of liquid dispersed in water so as to present
Uistighs &y rpgedl Bfaly g Relulpg ety ehigradapdoyaseutpgng APP
; : I i ' ,
e Rt S B L MR RigR HF&nts ong
teheasmothbreelionif 1 ewllsuwpbsieid animBunédet spsiers far ge study of the
ui red Eo achi eve good dispersion.and.stable

gtfog%lu eroe Rcs &H‘S?,Widﬁlé MMy Qumation the oge trﬁﬂglpésswe avoldance task
SRR ERCRY . MRkRshib@: s Bpgy.sed droplet system
unst abl e and the phenonenon of  phase inversion my
occur, i.e. water fornms small droplets within the
i qui d; wat.er-i.n-oil enul sion, Fourt hl the solid. .
308 Shiis B AT BRE' G Bhin R i B et et PF alifle i rosidues
B Ghate defenite thuerus BhaSRosePaHelfUlirb¥inh@ 95% homologous
emul si fying surfactants are used. The |ast three of o
thyeeveitlpr Sht amno apidsagnenpsrieons patineryd 460 to4@l e 4Bhes identical in
ry.th i.0 -sS0l U i-0l ogi. cal
U ny. SREORBLESRE e HEL R g R U EBALERL o 2005, ang
MBackick i ¢ afli DMeuadsei, riequishy sd6H-G38M e 1 PrNC edUus@Sende s i@l are also
iin patent docunments WO 95/13698, EP 0730406, US
yyegwugicd pEeBOSRIENoEs 2003/ 01 19675 and JP
2000247821 for the encapsul ati on of suspensions of
wat er -i nsol ubl e conpounds. It has now been found that
iteinatigras Patehe Appligutiod 0& ©0RI08B g pisut@senvhb L whichrpe irgerporated
soljd water-soluble, biologically activ ound ,
P@B‘ei’%é%g‘ieﬂc% f%%ﬁ-tﬁ%frﬂ@ri‘?é’&dg UGHEIR ¢ I%SEE’?&@”& gPP synthesis
beaRctBAr & B Ifectidhl & Aot dhs 1SR 8 injection of a small
thrguéhout t éﬂﬁicrocapsu?gs. Né?eové? ip'hggggggﬁﬂn() @ sma
penintt héracloghes telpedsy hat gowth phending dgineal bl ALPY (angino acid

conpou an.he. vari ed er an extrenel y w.de r.ange;

ERBET 27801 500 SrritteR S A5 S Pl el e R e oA
RAé At o R RIOBSh Bl Sorkers PEdi@uds s Wa B0 vf HeURinkdnt APPEedulBee given
conpound. This confers useful benefits to products

it WMOE/P73lch technol ogy. One very suitabl e technique

for the formation of said mcrocapsules is interfacia

pol ynerisation via an oil-in-water enul sion;

surprisingly, this results in the formation of a

pol ymer (non-continuous) matrix which is distributed

t hroughout the m crocapsul es, rather than being

g, o, N a MY o 1 .
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Step 3 - a physical dispersion of the organic phase in
an aqueous phase is prepared. To obtain the

wapprogusat e di spersion, the organi c phase i s BOOEB2106/050414

t he aqueous phase, with stirring. A suitable
di spersing nmeans is enployed to disperse the organic
phase in the aqueous phase. Sél ection of dispersion
process and apparatus will depend upon the desired
particle size of the enulsion (and ultimate product)
The pes@nt dohkeaeon isGieeden thakdatimeats «fa Ritaaeirefeadd psptide.
typically a high shear rotor/stator device (such as a
Iaboratory Silverson (tmmachine) for small (<1 O

ot her nmeans can be enpl oyed
such as Cb&fgg ?ﬁ;gﬁgsgﬁ%ers sinpl e m xi ng devi ces
Aatin atigecarpearitl iol tke satnmslyancureig il -furgh(dpsigsset @ the smgle letter

honogenj sat i on_equi pnent. Choi ce of such equi. pnent

R 951 H&f@s‘afo%le st DbRePes 71e) of Hicfptigik isomerid, Pr pnddesignated
BB ANSudLBYF 1%%9@31565“ ﬂn: SRERE n%mo?@hé\% @éeﬁ]ﬁn&ffh%t Perfides of the
desired droplet (a correspondi ng m crocapsu

paptic ekRsi (zhat Wi, hDﬁAtgab (Friarigarg)r oan@bdmivahves; atzo ytarticularly

SEREIS S b SRS rrelttopt B reaieoRTodpoaidi R tu-L-Are)

A& BQSAP b EHIBR Idaﬁ 8dtivél £1eho B il p1dshe d%@%salaﬁlrtﬁ%epude rER.
about 1 to abou m suitably from about 1 t

150mm nore SU|tany fron1about 1 to about 50nn1 and

sui taply from ab t 0, about.
FREBE, bEb rtoibar S P P’ hiaiatbe’ Tl th SpaHer ahcompound
oRARNGsiHS 2 PepETidvintCthe sQMncHER] & b@iﬂd‘éﬂlak/ﬁlgrtﬁél Wdu@fce ReR.
for the remai nder of the process. The organic phase
Aorpiquiasly neEersd peplidedtes thessugice rERi ‘bhopintide mpyaemipyiee one or

d
TP FLEBOTEE A T7 ALSPLAAE i g, by i
easediinked thb @v@edtivesires isl aandyl2grolip ep@@s;aﬂy&mp&b@%e group (Ac-

conprises water and at | east one enulsifier and/or
protective colloid. d early there is a relﬁtlonshlp

%EPE RSy 4&&1 BI%E%C&I%E eglﬁcﬁ %%na hztwr%:et qu mﬂ)a? e Serr%g quresents a

rog calty“active =co

$theghtiot bermapslidtesi alkpl @bd@ rfmt @(aﬂﬁﬂ@a heElON v}, @-‘pﬁfpyl h%propyl
rel ease rate of the biologically active conpound,

VRt stHEpalbutyl @C%twlz@r Bl 1greype 8rigbtiieed or fslnwbsututed

S PR A RS e P Sy
dnsﬁbsttjutbd 2fdaightrocrdedhetl @haibtgdIRyltreupyifor @aapse Bazyl ﬁ’t@up, or a

or gani c phase and/ Ehe aqueous phase nust contain

gﬂfﬁre RS HRABHPS Py BFRUBR 8 ALt DREPY 6F AT Broup. Examples
Rl e (PORLEL WGP IATRIN b D6 (26 PP eroups also
mehtyired capanat @henhiilabie pluteciye eougsphas be ased donsxatple, Fmoc,
éﬁastlo e di am ne and/or polyamne. In the situation

r¥9%- | east one diamine and/ or pol yam ne is
i ncluded in the agqueous phase, this conponent is added
to the aqueous phase after the formation of the -
OFFERhagiteestruemial Sbwmilas descri bed above in step 3.
Step 4 - at |east one diam ne and/or polyanmne is
added to the oil-in-water emnulsion through the aqueous
phase, maintaining mld agitation throughout. Stirring
is continued typically for 30 mnutes to 3 hours until
the formation of the (non-continuous) matrix is
conplete. The reaction tenperature is generally in the
range from about 20C to about 6Q0C. In the situation
wher e approxi mately equi nol ar anounts of isocyanate
and am no groups are present, the reaction tenperature
is preferably from about 20C to about 400C, and even
nore preferably from about 200C to about 300C. In the
situation where an excess of isocyanate groups are
present, t he reactlon tenperature |s preferably from

NN PN L NN N N
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may be achi eved by two reactive species, as are
required to produce a pol yurethane. These i ncl ude

wWo@e@anemsd i qui d sol ubl e polyols to react w th BCT/GB2006/050414

sui tabl e i socyanate. \Wen the isocyanate reactive
species has sufficient functionality, the polyol may
contain just one pol ymerisabl & hydroxyl group. Many
chem stries qualadfy ineluding al cohols and surfactant
products derived fr al koxyl ati on processes

(i ncl udi ng et hyl ene joxi de, propyl ene oxi de and
but yl ene oxi de or pirxtures thereof. Wen the

i socyanate fas | egs functionality or where high
degree} of ¢ross Jinkitlg arg desired within the
( -4 ) ' Lol conponent nmay

comri se |nore than gne polynerisabl e OH (hydroxyl)

[ , Ssuifably conprising two or nore
hydr oxyl ups, per nol ecul e on average. The

pol yneri sab| e, hydroxyl fung¢tional conpounds nmay be

al i phatic d/or aromatic. The pol ynerizabl e, hydroxyl
functi o conmpounds mawibe strai ght, cyclical, fused,
and/ or bjanched. Parti cullar pol ynmerizabl e hydroxyl
func%é ¢conpounds in e at | east one diol, at

| east “one triol, andFfBr at IMeast one tetrol. Ahgrnoflal)
t hese pol yol conpounds nmay be nononeric, oligoneric,
and/ or polyneric as desired. If oligoneric and/or
POLIEREhBodifles MR MOldcBYe BRYp PeiyIR! LCk&hiAL P OAR Proup.
nore hydroxyl functional polyethers, polyesters,

pol yur et hanes, pol yacrylics, epoxy resins, polyan des,

I i.nes, pol yureas ol ysulf ones, . conbi nat.i ons of
PRUSEB% B OB Bty ST s S R PRGN R Rhuence sk,
ppliyaliwhiene pestaatveaitoun AlikesdtRelyPBt Yompo@diemal $6nsist essentially
suitable and these are conmercially avail abl e at _
PER AEPEPEIy hRoie dls edapercaf @R Hy@F icytincartip cobwdiraents the peptide

it ] . d | i..ncl .

S PR 0P 54 D0, U B DE g s o o
Wednelr, 21 M 5ABhL@ 28ndr BF gdititienas amiy &idsS UC PredGred embodiments, the
pol y(et hyl ene oxi.de) and pol y(propyl ene oxidez . . .
aswtiﬁf?efﬂ_ & HlrdedpBryrretdaacan’ e ferhraienes iuadk gt agginsugssd residues
@QS-‘sF@%quh%p@P’ 'aé/Eiééc‘f‘b&fPﬁEPW 08:17@9! P%i@?laﬁgpéfare%”ﬁddmonal
triols; for exanple, et%y ene glycol, propylen

gisybeh arelgs3ieberitadan di O102/083 2% Foamearple| the peptide may consist of or

1, 6- hexanedi ol , neopentyl ol , dij | ene gl ycol,
GPET Ene G peBettodntastbVh ant sPRSlsNeaRg et the Seahences Rem,
HiehY CRII0k eR V1S B LRYKiQLIVPHP HﬁQ@déﬁ&ﬁ tﬁ%ﬁ%ﬂtﬁfe&{nﬁ%’incmde additional

mol ecul ar wei ght polyols. Suitable co rci
avaislanddrd pohyet tads, por yalagipienaitbeteDidnoise sodsg] arngleino acids not

the trade nane. Voranol (r The. Dow Cheni cal Conpapn .
ARG R i5o PABTSe St PRIty BT o 2o p B beving the
wedundeh@H [BraRd EQfichdCR &RIE ok ANy Rk § PRAGARALLSuP fconjugated to
organi ¢ di hydroxy and optionally pol yhydroxy _
eeqtheryRRPOLY scqunea peiasy Jo bompo iy fahdxaihplar bosyhiugoglobulin

G L Sp—

hadhguesseqhink @Bl (of tHh@qghére Re@l) veafubexy kd @ ndgipdtidd molecule;
i.s al so, possible to use the correspondi ng

By emp ok HiPEsehyatPadiy e o e fdgbondi ng

pol ycar boxylic esters of |ower alcohols to prepare the

pol yesters such as, for exanple, phthalic anhydride.
Ekanplcaisorodlss piavalss eoutpolrslsapmpeiting laetee vgl weodll the peptide 1ER, or a

, 2- but anedi ol ,. di_et hyl ene gl ycol , t hyl ene ycol , .
Btk o Sesuptigt el AR S B8 (el s en il Sminpcpcias, n
also 1,2- and 1, 3-propanedi ol , 1, 4-butanediol,

1, 6- hexanedi ol , neopentyl glycol or neopentyl glyco
hydr oxypi val at e. Exanpl es of polyols having 3 or nore
hydr oxyl groups in the nol ecule, which may be used
additionally, if desired, include trinmethyl ol propane,
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then renoving the volatile solvent by a suitable
evaporation process, yielding a dispersion in water of

wonr@roedpsul es contai ning the water-soluble  PCT/GB2006/050414

bi ol ogically active conmpound di stributed throughout a

(non-continuous) matrix of the water insoluble

pol ynmer. The stabilisation of X he internediate

%?chﬁia? Ry Q@s %Bifﬁ:\ﬁe@ ¥l [E(loﬁ Uik RBi&h, ace ]ylatlon or substitution
croencapsu atlon proces uch ‘as an interfacial

p‘oﬂyodmde:lhslaltqabrgrdnypst Iii’eefcmbtyeﬁlewaidmﬂuabm aredscdcrttbd nechlter the

abo , but h routes, as jidentified
i SR AHEHE T g BSelvaiicing cit il pBeriyatives may
dél peﬁaﬁﬁe wakeficd RFQkubhr \(/}'I’é}g 11 ﬁepﬁ@clz HQJI{%)me has been substituted
blologlcally active conpounds such as chlorpyrifos and
tor kdplaged| nperun e@iﬂv@dlm@tts rtietff mptlﬂ@bmlqbbm gaf be modified to include a

di rsions.i.n _an oi

TR e 25 Syl 1 Rt «XeesFidtiRy Lragr pagipations may
B esehiol dvhahde s’ia’tﬁﬁﬂy)’df&he pitide drfedvRbley WldePor derivatives of the
pol yam de or a polyurethane or is a mxture of two or
W@lto‘ﬂ"@ﬁé’@embb by reredled e eexgmpkabwomgam tq % detectpble label.
%gl t%ﬁg% Eér%g s 1901%1?% Brr%l C}RafLu%%éS{gﬁ etq%ebrg&g nl]kgfson en%%’na 1& activity,
lapdtedidel e Iqu|d used for the preparation of the
di spersion of the solid watersol uble biologically
active conpound will be essentially retained within

Lhe RLS1OE0RLE LUk 28R TP 1 DALY g v

sejweact rERyoraht eeqt(eaijdEsbIah) ideti sa)vetthaespsubse as a medicament.

Séﬁ,}%t | uﬁctouwﬁr eg ?sg trug!%g ;ggﬁggr}%gctqemr I Jrsstg{gf Eﬁ}é@p%g ha\rn%fg %Eer see((jlucnce rER,
WRHRY sdgBhSCR A% €0yl 4 QUichiHREHR0f 11‘11”'1196r ?lltegal aﬂEnE o R€medicament for
wat er phase and, noreover, Is Invol at such t hat

dneyinregt cnfeat ateuonisgomrerative duqmdeusPncﬁmdﬂﬁimb adisorder mOtAlzheimer’s

resul t ent SS_an us alteration t he

JEST e IhE 4P aNEn ﬁ% S toret ﬁma%@cwrewg,a peptide
haviRt theNseqhifiR et NI WRLBE -3QhdhRL eR@i@ BEed dheRive thereof, in the
referring to the biol ogi cal 'y active conpound to be
erpapsion af ecnddecagent wedniancagwageitivedingliphity in the

range of 0.1-100 g/1, preferably in the range

0.5-50g/1, at 20C. This may be any such conpound from
FoRhGr asfecRoRPrihsi pas@armves it irsiales (@Nfle@BAOCHLMr&@hsnt of a
such as insecticides, herbicides, fungicides,

Aeupilegcaeative odisprdrici Brwicrably| Addeinete sdisarde; p|oanto methods  for

G e COMLALOTnciBH VAR SaRIR! ELGTsd NehGering o compound

2eopliging-a6pepatit yhviNg 36 mp@nymmydaramets@qu@cé MR, @i dederivative
gﬁ¥fluorfen al achl or, , .am car bazone,

RS Bbist Rasierabmy (Rt digyan. Besagbidemay be administered
i a;}{? Or':ﬂnﬁ%gren{g ﬁﬁé{f{ef UEQN% IPO * gu Eﬁt?cﬁ%ﬁoqsb i BRfn! +intravenous

orldazon ron- et
a&hlhmnstmltibnl,r onjlycir mmiﬁfrﬂzﬂlyr masalkyl, oamzD) Q),arenterally, or by pulmonary
cl or ans cyclosulfa ron,
a@rgw 101& m@ﬁlf%ﬁ% p%.cﬁggg @Ejang anpTe Q%%%Wg; on the nature

dhdTehRAGBN Othe dofERL b BL Ry &!a . and sex of the subj
ethanet?ﬂlfu?ononethyl, g?hog sulflfgil T enoxapr opL By the route

pf agagustfaivonand porcasall !attﬁraCftious: etigs ey g l‘rh@n treatments the subject is

R, PR afeiR TR BBbe from Pur 6.dfyPe Bk stipines per ke of

beyjesrsulifweion; phadrasiyl fidmh 0% @etomib kg hal doxyfeqRefRrably from 1 to 25
i mzanet habenz- et hyl, i nmazanox, [ mazapic, inazapyr,

medset hapyr , |nazasulfuron i odosul f ur on- met hyl sodi um
i souron, MCPA, MCPB, mecoprop, necoprop-P,

nmesosul furon-nethyl, nesotrione, netamtron,

nmet azachl or, nethyl dynron, netosul am netoxuron,

metri buzin, metsul furon-nethyl, nonolinuron, naptal am
oxasulfuron penoxsulan] pethoxan1d

. I o .
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fipronil, flonicamd, imdacloprid, isoprocarb
| uf enuron, nethidathi on, nethyl isothiocyanate,

woredoroedsd, pirimcarb, propoxur, pynetrozi ne, PCT/GB2006/050414

pyri daphent hi on, chl orant hrani | i prol e (Renaxapyr(tm),
sabadill a., spinosad, sul cofuron-sodium thiacloprid,

t hi anet hoxam t hi of anox, triaZamate, XMC and

xylyl carb. Mdre suitable insecticides include

acetam prid, aldicarb, azadirachtin, azanethiphos,
Pexdidotaid,a Sathbarypect ofrtbofinveanpn,cthetchisapiodided a pharmaceutical

ol.ite, dazonet, dlnet
MR et RS RGBS 4 RAE BAyag the sequence tER, or
fienaRyeaih. RE-Rpr&mal deh ARECAHT &L 1THd/GhARLI R may comprise a
i soprocarb, nethidathion, nmethyl isothiocyanate,
rﬁ’b@mwauwaﬂpu acpmtddﬁ tyarrmro@@kufrry wmsrwhlchemay be used with the
saba illa

h
L PR AERLES o PR BB IR Rilatpagels. croams, mutiple

chiu®di @0 ¥aicrbEmar RMB Bposdides, dthmentsy hgidolls alhé@ By ious solutions,
rodenti ci des i ncl ude chl oral ose, chl or ophaci none,

dQinmat erpsly (hydrgadon ens #s. peyderaiing qasldoneel exceisnts such as

sE'l%\lrl)ﬁ grsggérﬁ'l ?1%5}%’ g‘lﬁlﬁlg? %Qé %l gﬂ%cﬁ&si fe§ ac?cpé:s?erg A ty alcohols and

4ﬂ111mﬂ@i1d§ atldyidyapheli o emerd i€ ya, ﬁ@lb/carBd);ﬂKMflﬂrpMJyvmyIpyrohdone)
et hychl ozate, flurprimdol, gibberellic acid

i ndol - 3-yl acetic acid, mal ei ¢ hydr azi de, nefIU|d|de

p t
%g??]ﬁé%?%l? &r ﬁzllll}lﬁitakaigﬁl gﬁa ?}]esﬁewg%}ﬁ?é)?l ggn grfﬁ%ll suitable for administration,
n@gnisystmmm,o lcdn;caﬂ; uchloasl adehamapon,dintc laotdii anlsdb]act including for

imd rid, thi cIo rid and .t hi amet hoxam

s¥paek 4 e, SR CoP S oeg Gepend Upp Qi ok o of ntry, for
fek'ﬁrhﬂ%roﬁﬁ REMbderfalE RM6S NLctoRY @RhdORCREO Y e e Qe art, and
a product to combat or control an agricultural pest

whilele complrdess apph ysnigxicayt hsl fests et povant deusomfosition or

a pest.icida effective anmount of the
g Hﬁ%Fm' eﬁ@%?%”ﬁﬁbéénclude [fungal ] di seases,

i nsects and weeds. Suitably the pest is a termte. The

concentration of the solid water-sol uble biologically

déeiPwserignpoted alse lgdud%momﬁoﬁmﬂnﬁplﬁp%%f@mrege or administration
the mcro

u't tmckl)%c%istg% éesmc Wﬁueeﬁdei o C%élgfa ?\ae s %}}angg?e&gﬁazwy acceptoble carrier or

Eﬂ@(brﬁglAﬁaaéﬂt"iblaﬁarN@s iRt for Sespentitedsd BreAwell known in the
substantially water-inmm scible liquid, said |iquid my

mamwewtlcabm b1 el Prossevativess slabdizetse dyes ufﬂmfoumng agents
t u fhicie tIy :

Y BRI Bl PR o bR el Uit s of »

hedioayvantzbie a¢iionr mbﬁtﬁom laﬁmﬁq)ldsﬂﬁd iﬂ%uﬁhﬂnﬂﬁ@ dgehitBCan be used.

wat er-solubility of t he i quid under anbi ent

conditions [typically 200C] is approxinately 5000ppm

P¥e BHAMLHMs LEBR iU BPLS: gé%ﬂhﬁém?éd ug g!e QU9 rmulations

are aromati c organi c conmpounds such as xyl ene

nap:ihimh@ &n&*&e,miegal Soh-veds qitryma@ticadlyi pbedptablorogaiers adjuvants

al kyl sters g. .Exxate(r) 700_ -
%‘F%E’ﬁ mu PRR L ﬁe 6%f3 a?‘étﬁ%ﬁwage t'?ﬁ'ﬁ‘é%n% example, as

21 §h1% N RAEAES:, )
it e 10 S e e
bk

phndral Safte:aawﬂeSd postrypyint diairat @ompéseiohosl 1Bten@&dcﬂ0r oral use
alc . ketones such as.ace

gahn 4 'bg r?pq%%(ix gecot (2 ng rrP Y aIFletEJ]OP g }’10861 d,hgp ngryfkl,e m-?NJfacture of
p]iarﬂdabbutiéeg et @apbetiels SREJuD tempssitidhsasn aRLHRESheObl more such
and al kyl ated seed oils. The I|qU|d may be a m xture
BY CHEHBE RERES ﬂﬁ@@bﬁf@@ﬂ@ CORRIT IS EASRBE O1 Pfﬁéeﬂvﬂfqm agehts in order to
whi ch the biologically active conmpound is suspended
may in itself be or conprise a second biologically
active conpound. The phase vol unes of the disperse
organi ¢ phase and the conti nuous aqueous phase may be
varled mnthln a W de range; typically the organic

o e o, — . -~ o~ 7
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Norpar(r) 15/ Prifer(r) 6813 m xture with Z190-165(tm;
and Cropspray(r) 7N or 1IN with one or nore

wale®peswsnt s sel ected from Atl ox(r) 4912, At ox{T/BRB6/050414

Agrimer(r) AL22 and Agriner(r) AL30. Such conbi nations

are particularly suitable when the biologically active

conpound is thianmethoxam In gbneral t he surfactant
%\ﬁgc{:’: Rt ;qaanéu%calg)é cf%gaonﬁ%ég Pat;{% aESJreeaect)r{atrutélas] gﬁ‘blgtﬁ Cé)ntam the active

Gﬂgrbdlﬁhtcmam@nﬂmﬁe i onsukit abhamdcsuiddly @oeptidle eatigients that are

fromabout 10 to about 16 that is high enough to form

suidabipfes the mapyagitce! t@HetFsi on; non-ionic surfactants

are particularly suitable. If nore than one surfactant

I's used, the individual surfactants nmay have HLB

Vidiesresx cijpws carhbeg) [di0exampid, gllnat difieats; 26ch ddowewen catbbeste, sodium

conbi ned t oget her. t he over HLB val ue of the ,
553 anf&Oiay CHEYH PRSP ?atﬁg@r Londien shpBie eranlating and

%’r’sﬁﬁt@éﬁaﬁﬂé bﬁgl f&%ﬁﬁiyy@tm %&sclglafcgagm% &GS bRding agents, for

i near al co ol s, ethoxyl ated nonyl phen

texampler sthpghe rgo]atmtdroxqplcrmt esd hbbockingopginysrebs egfimple magnesium

| ene .oxi. t hyl.ene i de, d pol yvi nyl

Bl OBl PR s B, hecthioR Sl iR cuRtiagn B coated by known
$abhhRRLE In lsBme %ﬁﬁs%h@h Ecﬁh@m@@@&iﬁb@f)reﬁﬁ%ﬁ %Qtléimvn techmques to delay
concentration in the process is from about O.
dlisouiesraios pdwebsgritionbais ebie ogﬂstrhmteaqwougctph}a{t ethelbtﬂ provide a
hi gher centrations_of Sy ct ant y al so, be used.
AR AR A BVER b BRRer e U B SRRl Yool DS, PRBEint such as
ipfycehe 11&ﬁ1@§t@&iﬁteﬂﬂ%$ﬁ>eryﬂdis$eami§Ea@ﬁ@&hﬁlo?&dOngl y onto
the surface of the oil droplets. Suitable protective

col l oi ds include pol yal kyl ates, nethyl cellul ose,
| |.caoho u in l. cohol
&4 nr]}{glﬁg% s Br 09 Jb%l %/aglcgr% Eam% de%gntg(gogs\;lv dyn ﬁ:lgt ca suf’es wnherem the

at@v@ﬁﬂgfddﬁ:smh &H hnyx@luwitﬂ lah énerll Blie digiay | fdr bﬁalﬁlblfaf ¢0di@Mt carbonate,
colloid present to afford conplete coverage of the

SHETEE @éosahatawr kpplin. gy gppei gela'rm £apsules g*dwreen theqastigre ingredient is
ThecAmmH R Qf r@ﬁ%ﬁl‘?ﬁédﬂrﬁ fb?le&zﬁi] EPBJu?Xﬁdh i Earﬁﬁﬂle&q)hve oil.
on various factors as ar wei

conpatibility. The protective colloid may be added to

the aqueous phase prior to the addition of the organi

PHEERIS JP5Ions Sonlgele ot yhBatsialsdn 2 widyeny s FRSIPIOHS suitable
geldht hpRuekal-ber &@ﬂé& 0 '

Thelprotgcffve c%? wﬁaggﬁgr§$%g§%3g§g§%%ﬁg&%&gngagmu&1br
agueples phaBeni n aatrbaxmmthyloﬁhﬂmmm abnemymeﬂulbsm abadutdropropyl-

O0 ht agueou se. \Were separate
B M Sndot Ao s PR PR BB io PR Gt Tt and gum
a@dd:@ﬁucﬁslﬁlﬂﬁﬁg,ort RettigBUAgehis 84n %B%'n@t@ﬂty—gécﬁﬁ{r?%c %h&slﬂ)ﬁatide for
protective colloid fromthe surface of the dr et s of

@h@nt’dpg@ﬁﬁ@m Py avrlensation trsodictsual o alkiylenatrixede whb fatty acids, for
e ared vi,a_a

0L ORS00, BEEBRLE LM ARG By i i o

théin adipeais apRbask, @’(ﬁnéﬁmﬁlﬂe Qﬁgta@écamwma@méﬂaadﬂs oMiolensation
may react to form the (non-conti nuous) matri x.

P’ﬁ)db‘ﬁ'é opFepane é’?jldéﬁﬂ&lvP%?ﬂteSwﬁw@fWﬁé Aot fypiyasals and a hexitol such
y
E/)Fyé)g etﬁ#}leﬁeeg&to tgrﬁqo‘f{b{;}l%ﬁg ﬁgg%lgdeﬁﬁag{sog I%Cééli ﬁ'£ e}il}ylene oxide
mmspamb edicemidméveain dioar fpioy yaartisnand Aryiteli aﬁ}g@yﬁﬁﬁt Br example
|soc anate or, n1,ﬁures t hereof, may be
Bﬂlﬁgfg? 4e B R ainqqieale- | The; gy, SRRehsionshen #lguicgntain one or
e RAase
B e R ot MO JE TG oo G e or more
tol yl ene diisocyanate, isoners and derivatives of
phenyl ene diisocyanate, isonmers and derivatives of
bi phenyl ene dii socyanates, and/or
pol ynet hyl enepol yphenyl enei socyanates (PMPPI) are

suitable. Were aliphatic liquids are used, aliphatic
|socyanates are SU|tabIe for exanple allphatlc

o o . s o o, o e
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or polyam nes are very suitable, such as
et hyl ene-1, 2-di am ne, diethyl enetriam ne,

wWa eioenépaBenet et r am ne, bi s- (3-am nopropyl ) - am PE/GB2006/050414

bi s- (2- net hyl am noet hyl ) - net hyl am ne,
1, 4- di am nocycl ohexane, 3-am no-|-nethyl am nopr opane,
N- et hyl - bi s- (3- ani nopr opyl ) ahi ne

B RS R, BT O T HRIE 208 sy e

Suidlt abduerosd besagthaain. rati o of am ne noieties to

i socyanate noieties may be varied fromabout 0.1:1 to

about 1.5:1. Suitably either (i) approxi mately

RAH) AR EHsi OREE B[r‘ G 9% ?ﬂg: dcBOE Yidhadibats in a vegetable
nol'eties are enpl oye rati o of am ne

tod, Rg@ﬁmapauemﬁma@duﬁsemdngmmgebﬂ@mmabDNIOO @ b aineral oil such

about . 1.3 :1, in i ch case wall. fo ti.on .
AR GRTRLTL AL, SBa G G hiain o BBED S8 deenty fgprample
RO ax2ed (raraABPBE c AHd0fcohBY S BRNE HBh€ AR MMvdUrA@ agents can be
about 20C to about 300C, or (ii) a significant excess
@ﬂdadst@cmmaheeoaﬂaéahéq: et prepavitions.t Hese apinpovfionsnganebe greserved by

PR & b B el SR e PPsRat | on reactfon 15

preferably carried out at a tenperature from about
300C to about 600C, even nnrejpreferably f rom about
Avgrertible posiderssmg, eramlesagatapleylor prepaatei of ah ageoe sspension by
e d
e e
Rty &gen(, HaBpading eous)d omd o xowhprekerl stivds. SSIIltab]J:t depersing or
t hr oughout the microcapsules. In _case (ii), an initia
rEHERE %ﬂ’i"ﬂ¥§&§§ﬂ§’@ﬁ€¥1ﬁ@6ﬁnt§ arrecxsmplified py deapg akpasly mentioned above.
e [ 0, I
gﬁgdﬁ?E H&t ﬁ@n%ﬁ%}ﬂg? gﬁ% C}r%gig% egé&&ﬁ & S;Qﬁ ¢ I@.[rﬂllﬁnggents can
hydmmkysmﬁtand further reaction of the excess
i socyanate noieties to forma (non-continuous) matri X
which is distributed throughout the resultant
W%%%%ﬁ%ﬁﬁﬂﬂ%énmg&ﬁgﬁgM@&E1ﬁﬂ§ﬁbﬁkﬁﬁ%ﬁoﬁﬁymhﬁe@&%ﬁof%ﬁﬁn—wawr
exanpl e pol yuret hanes and pol yam des, by appropriate
sefubttnso hhooilywahhsef @mhm@ vegtghdnenos a riuictahbllerghybosof these.

for dditio .throu e ue hase i ncl ude tho

@3&6 l%ag h% qb\ﬁﬁéroc Fl&ﬁlgé‘m%ﬁ%s‘fé‘a%’ gum acacia
@k SRni ﬂﬁ!gét@ﬁths ARk 81yPOI MR FrOEhhaidal, y&@'e&am{afe:rsoy bean, lecithin,
exanpl e, suitable diols are et hyl ene gly

BNQ cHots o oditial est@Msehehyqsdeﬁf@mngn @¢1ds and leetmtyl, @nbycgldpe,dbr example
Eigrl t%ll]_% nogleeagl X%(P C?ﬂdﬁ ésa 1311 g)?cp(f)uﬁ/s l geﬁg &)%rt?(a? esters wﬂ] cthylene
bxftehaanreghple, psleepem¥éneghbotrbioin Qﬁorﬁ:@&@%ﬂt’Eﬂe ghMBns can also
hydr oxypi val at e. Exanpl es of polyols having 3 or nore
speaB e cepnBpad fhvonengegedtul e, whi ch nmay be used
additionally, if desired, include trimethylol propane,

trimet hyl ol et hane, glycerol, erythritol

Pentpaedit Eliditsotan Bk tforimdthy mathpsw@adieng agents, for example glycerol,
di pentaerythritol, trimethylol-benzene and . .

tPF‘?@’IlﬁP&r%X ﬁ‘iﬂ” Pl @@V’Sﬁ% Parecrof: ggﬁlé]f1 fogpelatigsatant glso contain a

e S -

@%&?2@%%@%‘?‘?3@%@ b R P R UL gfmaceutica
lcbmpssinatsedan hizgt 1g| tghcofcsmwlotf ha sﬂﬂrtlabﬂnﬁctable siqlbeduis| bt leaginous
characteristics nmay be introduced into the oil phase
a4h58¥ P of the di spersion of the solid water-soluble

bi ol ogi cally active conpound whereby they can

contribute not only to capsule wall formation but also

(as indicated earlier) to (non-continuous) matri X

formation. M xtures of water soluble and oil soluble
reacti ve hydroxyl containing conpounds are al so

cont enpl at ed. Pol yam des may be produced in a simlar

manner by sel ection of an appropriate acid feedstock

(such as sebacoyl chloride). letures |n ‘any ratlo

S I ] I o o
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pol ysacchari des such as mcrocrystalline cellul ose and
structured clays such as bentonites. Mcrocrystalline

w@edornbémese is a particularly suitable anti-setedT/G82006/050414

agent. Furthernore, it is possible to add additiona
bi ol ogi cal |y active conpounds to the aqueous phase,
either as solids, enmulsions (elther as an emul sion of

is t :
Zfﬁﬁ% %&fﬂs@ﬁég%ﬁg g S%)Hj Jgeﬁ o%or@lﬁ% ?c{]ghgel fgla %}IEIES?I\I}% tha®8 suitable
clispeostinytor wetdins iigdnaddng sesgadinigalobits Wal Bived }me’n atintibeed above.
solvent) or as a solution in water or m xtures of the
above. The biologically active conmpound added directly
LSRR R-eH GRS IPIASE: CinfddEbRATR AR Ension |
assmnthﬂﬁkthgﬂﬁfgﬁocadgﬁle Su??égF n{he agroéﬁeggca Tsion i
wm%@xanpmcxﬂsll}p hasptahksdiienabe selseﬂtufmr leixtyaplenast digolution in 1,3-

ran 0.1t 00C, re suitab th
aerigh s e v Sl Toag so s BREGHT BF PHBjoged are water,
'Kiﬁ ts's%hﬁiﬁn £ 95t BRE Sodht RbYdd Eolhﬁo@qgta%mt%' Gerile, fixed oils
clothianidin, imdacloprid, thiacloprid or

b egreehioocatly eamﬂowdsﬂs asac»i\teabblysuspend@lg miedinet. frox ns purpose, any

di t,i onal cal | tive co
SPECHR PEhtRuiste REER whoR T miER T RRRE S, 1 adaiton
tthisa @ IeH Elﬂoléﬁ;yadilﬁﬁﬂ@ﬁéeqﬂ tMd pridparaord &f idfckraley. W de
range. Generally the concentration of this conpound
will be between O and 50% by wei ght, based on the
gl%te %Hl\?\%{"% thasthlco n%nggl c?gé %dmmﬁqter%d e ﬁqeb A of Suppositories,
&Clgl émeﬁbcthy wafisiefiticl borheoolnishahaad Gdjm?@ s can be prepared by
conposi tion sedi mrentation, centrifugation)

fHKINGWEY BsﬂgaWéfgi £ aBiiabler pompritasian nPgiRiciubt as sgfidingt ordinary

t I
g%%ﬂéé; dFéﬁlbﬁgﬁ lillﬁ él? %&Fﬁtﬁtﬁﬁ&dﬁ%ﬁﬁlrg X%% gf ﬁ] {Hegéfﬁ%orﬁné‘i? 91 12 rectum to
reedmwitpudegahahshablids irghalecbadd ontepatpdsaileos glybdls.

t he compounds are heat sensitive, freeze drying or

at nospheric freeze drying. Spray drying techniques are

ahef RGeS &% UOSARES of 3 %@%tqﬂyelﬁﬁﬂvﬁﬂ' A% LY Ilo ﬁ?mstered to a
applied to di spersions suc e m crocapsul es

shbjscti wenmbumtlozprwdlmcxtth@nﬂmfapdutyc poogochdst tomacavat gie overall

S rsi.on us U|res t he addition, of
Pl sihatt RE Jf‘a%?ﬁﬁ&#é‘ PG SIpPBts O fige! it digptiqn cageinerease the
bbee A SHEES whlE Qi ctidahd sk e BF 88 cfifts dur i ng
storage and also to all ow easy conpl ete re-di spersion
of the dry product back into mater for appllcatlon

erts gre not

MG PP Sspi P MRl o s peorigeda antibody
mhwspwiﬁcalm ohelsSo PRipye Ml PYrhOkéRAGS D an antibody which
polyacryllcaC|ds O her ingredients may include
spRct iy nhinds &1 gprapsde thevingugarssqudnicy | Borisneetically binds® is
%ﬁ%ﬁpﬁggﬁ@%lﬁb ﬁna§ toc{hgsp% { {lggte evel that Lish%gn&f.i(faé]aly greater than

pol yvi nyl pyrroli‘dones x rrn

prpdockisecify idodiag tharyaydenibaemctibaill b thl:%t@@i by those of skill in
ctive agents Ihat are not encapsul ated as descri bed

ogl gl aphantiReey rrseifighios BF oltdyirealids (arcthey&eR peptide) may
| l I M

A0 Ih o il od PPy PRRRLEAYG LR BE. BEAMEhnihodics may

hs paep@realnl:w anmpniethgct suljeat incenoal Witk at preparafi@r caseridng the rER

cult f an aI as a fee toc for bl endi

ARt f@} ?‘?q F&%rpem@@ eleYené‘HBsgé% anitbody i 1@9@\@9?9% may be
§@]]yb1,onhll«6rfm@1ﬁoc%ﬂ%§ rTHeaJrﬁl%E)@le§ HP hqeaiﬁvédti%ﬁ mas_y“bdrﬁﬁj]s)é teB&nbinant,
dry product is granular. Suitably the dry produc
wat er - di spersi bl e. The wi de range of rel ease rates
achi evable with the technol ogy of the present
invention allows exploitation in several applications,
including traditional crop protection outlets both as
a foliar or a soil applied product, for use on
cultlvated turf, ‘as a seed treatnent and numer ous

L s s . L, L
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coati ngs, penetrating sealers for porous substrates,
concrete, marble, elastoneric coatings, nastics,

w@2a7ke486eal ant s, board and panel | i ng coati ngBGCT/GB2006/050414

transportation coatings, furniture coatings, coi

coatings, bridge and tank coatings, surface marking

paints, |eather coatings and tlPeat nents, floor care

Cc%% 1t Br h%QﬁEe&ﬁﬁ‘fb‘oHﬁx? T];j%z%%&ﬂi%h a(fs% oGl hﬂﬂ&nchéé{&ﬁly active
as “hai r in or nalls], woven and non-
ff&igumamtsoccfanclngﬁ;bopieg;rmmrtmulamﬂ“(arlng apd§iabs), ﬁagimeﬁus.ve

coatings [such as, for exanple, pressure sensitive

adhesi ves and wet- or drylaninating adhesives] and

PAfoRles oPticidblntion At iGed ﬁ??d?&np(ﬁhé}tc’om\b%ﬁﬁﬂss th order to identify
stain, lacquer or plaster; nore suitably "coating” is
aokentigu ea.nctbdatalrm@eMSl hfexluyg '‘Soideri avgi”ntmy theaERppmp’utdﬁ Thus, the

rlse il mfarnmer an
RV PHia BRATeR s FrodPadan B ARG CHHE S iy g useful o
spé bf@dfih]hl@@ldne%ﬂidegél@riﬁﬁeailﬁirm Mruskil Aoght hRheb@ent of cognitive
this, "Industrial Mterial" includes adhesives,
§émt@m ghe ngthed repmmatserd @qrgactljngmt:@dachde condud with an antibody
gﬁ%&&% gclg' ap Pvg@%thé‘“ gtrﬁe ege( u%xq(?eerr e Iql\n/ A aeatuelﬁcgul?g[{ an% determining
P Qe tise adtbeRebindP Iewd uﬁdﬂl pboard, flakeboard,
| am nat ed beans, oriented strandboard, hardboard,
particl e-board, tropical wood, structural tinber,

geAa ST AL LI L ERBISGsporonent s of b dges.

cromeaam@roshertasbagsr aphhpplssnt woadn HENees, bavdedeibed by way of
ggi ng, w ndows and doors nmade of wood, plywood,
@ﬁﬁ@a@w andovih Fsferepse {RgbriagsopwarNing drapringsh Wk shewe
gquite generally, for building houses or decks, in
bui l ding joi nery or wood products that are generally
wed Tie htfed exfbdiffedhn /L rfoimsd bflg’impgdmaemﬁzﬁmow&dhancers on weak
construction and carpentry. "Industrial Material" also
ﬂﬁ%?ﬂaes wal | boards such as gypsum based wal | boar ds.
f [
%VITg& kf*ect (ﬂ*ﬁ({‘ﬁ% %ﬁt for r?f El{@%so\ﬁlp\ﬂ?ﬁ 18&1(%@%51%6:513
(Fmgrﬁdﬁlet eftﬁemt a$ AveiiR ns desory bﬁh‘hncd:]ﬂlna:hix&irsttrailwdadin a weak training
e&%oé% nt said Industrial materials are selected from
{3 ( up consi sting of: wood; wood pl astic conposite;
4 AL iR (ﬁ‘ﬁué‘\@kéeﬁpﬁrb@ﬁed AR & RPAT LGl bAfin. The tripeptide was
odi ment said Industrial materials conprise wood.
Emaﬁp&qsmnﬁwmays in which an Industrial Material can

eated with a oduc cordi.ng to the invention
37 S 50 st b B oBGERERD s st 1 o
Vid 6 Stadilithtos@lctrprabsor bi ng, inpregnating, treating (in
cl osed pressure or vacuum systens) said material with

§@g d Efigaigoich el R @ pyiisngnein- mdakepd@nmdsea ibghlcHs ng

il naterlal for exanple
%&5g%?%ghﬁq%6§ggﬁaﬂg$%ﬁﬁ8$1 %f pray, at om sati on,
WSO FMct (Sﬁa‘irg@dtéc[]AcQE(M@}Hd)mﬁfeﬁpﬁ‘bllnﬁl%t wor). The use of
sl.ow rel easi ng m crocapsul es al |l ows for an ext ended

pés | OEIset ditp mpesitebicebide)R o waparradingdWT).

non- encapsul ated fornul ati ons, and for soil applied
products the extent of Ieaching may al so be reduced by
DETAJREJEDESE@IPWQNQ}I&FHEIBRAWMS atter is

articularly relevant for the active. conpounds
st S sheehphdifirest TRl deon, riRARdsIAP Taprapy enhancers on weak

Stsd-anthaks wake ti:nJ éc%dj?d WidYaifeRde 'fﬁLtfP%?Qegf ?Jgaeeﬁpg? 60 min pre-

I eachi ng when appl i n an nonencapsu

tiaeippatd cstkd24 eﬁblo d*ﬂlnenntrwikg%@ teheivid salimec aRPsterhiés waecaleulated
suspended i n an aqueous medi um conpri sing a suspensi on

of non-encapsul ated bi ol ogically active conpound, both
rapi d knockdown activity and an extended peri od of

bi ol ogi cal control may be achieved, particularly for
|nsect|C|des Clher utllltles |nclude |ncorporat|on of

o . o
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bi ol ogi cally active conpound di spersed in a
(non-continuous) matrix which is at |east partially

wado7dewsd which is distributed throughout thePCT/GB2006/050414

m crocapsules. In particular it relates to a product
conpri sing mcrocapsul es which thensel ves conprise (a)
a polynmeric shell; and (b) a dbre mhlch conprises (i)

32780 S0 ASBETLEaL, Gh3REGALEH BB B, o i

B frained adil Stestbd ume}d oneN-aad ndiifatenes| brethrhao lggdft@istwélbetested for
wat er-inmm scible Iiquid, Further aspects

g[;aétfstéqaé s Cafqelga ‘@y @eWstb(CSpg% arnl R‘P]é]tfo]c%%é ﬁ%te that the G-test reflects
lid
A B I BRI BBTRARSS i Sper sec

in a (non-continuous) matrix which is at |east

partially solid and which is distributed throug
the 2m 8¢ bEepstl /¢ YER rPIWRICBIRTY Hee ChiFks afé%lpéﬁtné@mail gmnesie. Chicks

}%‘T‘Q ﬁpgcefcgd b gq ? gf b&h%’ﬁﬁ %EI[EIQ Igioﬂlga%dbov i ({A}Etu aan AB1-42

ocap sul Ioh as SCr erei
t(mgvmxﬁgp}feeé)ubisem}ac@dqalmlh préGhin vrgg CORIXQAURAELe it&std 24 hr later.

at anbient tenperature and is dispersed in an
&egfemp@ wonedtulnd apithhperceifeincensh igresp wAidh groocdpsvidance and

or rul.at.i on d nd a process
SREE B0 E 30 SREE R IR RO 8560 Rrshdierapoes beween
REQHEReré &sieb%ﬁét@:ﬁiﬁ&zﬁ%l% ﬁc@ﬁﬁ@t@stqgﬁﬁeﬁdaﬂdq{dlﬂﬂ%gﬂ
pol ymeri sation to formthe (non- contlnuous3 matri x. A
m crocapsul e fornulation as described above wherein a
r i.bl 0 .hg reactiyv
158 IR B ) Bl B OB By PR P SISV waining
aait (3V'Pr Obeks wase d@c&ﬂ:d’dl Dbedp abhevtions, 0indrab0 Hiobw/t30 Min and 6 hr pre-
whi ch the water-soluble, biologically active conpound

gide gad dededult Hirrlatgr) Tourentol sAvRshregeivedgkREr sRetention was
e I

ChE RIS uR A W A oL St EERGSRL o Ryscrigiination

Mach o]mak) s«tals ﬁaﬁmd Eni il mtedmn&Smd:e&ﬁd ditéderakobetwshe p@iups &ere tested

ter,i le |]j is areactant with a second
&@ﬁ%@i ificagce, y W@Hggk% J?%Hiﬂﬁ%@us) matrix is
f or med. A m crocapsul e fornul ati on as descri bed above
in which the water-soluble, biologically active
dopp dusidbiigordd SPlepweckimiabhiled AcgbBshahickalrhiy. The Fluorescem Ahx-
retained within

ter- |nn1SCIb I'iguid which
e r@@aﬁ?ﬁﬂ&l@@ &o%% g P8’3 ANdalSi %Hg@lealé%)b?nebédhr before
%pé?l\éﬁlﬂg"th@mrﬁﬁs tanzﬁ?/ﬁy % LN Gis iy g\ﬁgﬂ\’%F [ﬂﬁ; F Ghah ?abelled rER. The
l'fquidTis or conprises a second biologically act
@ﬁhpmumdh¢wnﬂmnbﬁabs@heofdmdﬂhaﬁmmnrh@ehésERuﬂhﬂ1abgmﬁmn The

i ch, one.or, nore bi.ol i call e co ound
et Jh 2B Shei Fls COHRTHEBUS HEBLESpHARE S 6 gy after ip
aFediorONbE HhiBE ARt oHIﬂlﬂu%réibé{%% ﬁsgél%splﬁeﬂﬁzaﬁ

solution in the aqueous phase]. A mcrocapsule
fornulatlon as descri bed above in which the

B0 AL LA B OERPHES MOk s BESPRI e 08 it

gs @ith @h@abﬂnyda@g b ¥ @i GBI nAS pE@aiORE A &é‘shsdl % after. The
i spersed in the mcrocapsules. A mcrocapsule

ForifAlIssuroRcascdiwdioe i Rbentighoves caleulgiideds thipercent in each group

\Gﬁlgct%rs(]:aﬁ o lalz&darpée% 18% s%ﬁlm atl%ﬁt #Zac it cglhc%gwsas gagrléesd at%l &ested only

abm/aeldl dnffmncda Hehaeep%smumlvdﬂe testell b agrei dniexlangni TR ctI5 ¢ G-test

ggﬁ% suI formul ati on as descri bed above to
Eﬁ? se rate of a pesticide thereby

prOV|d|ng an ext ended period of biological control.

The use of a mcrocapsule formul ati on as descri bed

above to control the release rate of a pesticide

t hereby providing a reduction in | eaching of the

pesticide. A mcrocapsule fornulation as described

above mhereln t he fornulatlon |s wat er based (capsules

s o o . e o o Y
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reaction is present in the dispersed [organic] phase
and at | east one reagent for the pol ycondensati on

WO 2HCH60a86 | S present in the continuous [aqueour(T/GBa®E/050414

A process as descri bed above in which the reagents for

t he pol ycondensation reaction are only present in the

di spersed phase. The follomﬁnézexanples are given by

way of illustration and not by way of limtation of

the invention, in which many capsul e sanples are
cfﬁglratﬁt&mbiﬁad)fb% tHRRi ChidRDy ¢ry/odj eted i‘ldb\ditla niy anteerv of Ac-rER 1,

anp Il.w.The fallowng e es deponstra
t% 4 a%égéﬁéqeéﬂed?m@lﬁg éﬁéttﬁ%%g% et B Goicbgroup received
%Hﬁﬁcesl&ftdfﬁﬂo){ \@dgcc%ﬂ:% (&t QOmWickRieR: RO YHLRR Wth show d avoidance
m cr ocapsul es, the (non- con€|nuous natrlg t he
caapsdnks@mlhnehmrg Eavhmelliclat wasiiasmetd 1relmmte&it omnle cﬁmoermrtmelifferences

ctlon bet ween essenptially | ar congcen ns
BEATEhol ol SRED SRR hrotod Bl Rke Fo rul Aok Snd Roni
amgsnot trivial to prepare successfully due to the

hi gh water-solubility of thiamethoxam (4. 1g/1 at 20C)
vihg ¢ IEff?éhﬂfsA@‘ﬁER@nl Anigpmpmiataniged amnesifeinpduakis cClisksofere injected

t.h ta th

e ey PRt YA Cul il BRI RIARS B Biection of
f i 5&h ¥ @R (pJS fAS/K AR 1rﬂHQM§1%IW]§65H9émH-1E‘ '@ﬁﬁ%ﬁ%ﬁg‘mj ected
was encapsul ated using the followng process according

tvoitht elince dilyeks ereelsstion ﬁhbmestlﬁalmmgoﬁ?qamhon phassealowsted as the

Bt e SUEBA 8PS 5 R R RARRE BB ik v

Sﬂhﬁddaeﬁhﬂl tadtby oMBt @ice aAWIdsTErBh@s DRIwW@Atorouldl Werdassted for statistical
emul sified into an aqueous sol uti on of

FHaNNGaRge by Eolss (Sekalobddiehlt R8%Yesi red particle size.

Then a solution of a pol yfunctional am ne was added,

and the wall formation reaction was allowed to proceed

dig anbffmtoﬂeapemainumcsmanmcedmnﬁg:sge Wi dks agdrt ahje@Bd ic with 8
t hr oughout . Fi nal ostformul ati on (adjustment to
m@at%ﬁp}ww @ﬁ&e@@%téfgmmf praﬁtany@gtﬂollmgechgaeyntrs)mmgm of MKS0

Clg@ 6;(? %%50 o%? RECH @?1?1&% Egatgo § Wgﬁ \%escge (\?(1) 55r1%8§hlgﬁs were tested

3r afraiter RytehiQGA R0 NecaSallMen tas SUP P drsht Iy @éﬁo oup whlch showed
Cropspray(r) 7N is a mneral oil supplied

@ﬁlﬁa]fﬁﬁ rd@gzlnem)}atlcgl %hpﬁhlf}]’éﬂ(@&) tigged %ncé tested only once and
SRR GRa LS PR P ROARN o BRLSRET S8y o, s
Rodlf 1950t m is a polynerlc di spersant supplied by

Uni gema. Agriner(r) AL22 is an al kyl ated

vinyl pyrrolidone copol ymer supplied by |ISP. Desnodur

e 9%%901* R 15]’%@[56& rAcrrﬁir(l\/% R'oﬁcbpéﬁgrtﬁﬂﬁgé :(]‘;fgﬁ%/?\gi%%ggere injected ic

suppl 1 ed by Bayer as /0% sol ution I n

Dagmsdug/hém)sphers Ac-rMMb)R esehiis (pey-eladheX vhd tested 24 hr later.
i socyanat e) plied b Bayer. TDI is an 80:20 m xture
tongrgl Sywewemzz%%d AL lias. Fentinares salplefeddapihespeemt in each
Bl S YR iR ARCRNIBLIY 0P ROLMRTU R e
Ghh5omrdnGdidertnaos depadey \gronyisal aro iatal fupptisitdl bgnificance by G-

Ni n hsei , P t hyl enei m ne (M~600 [ Mh is nunber
gwgﬁgﬁéfﬁwigehﬁéﬁkﬁgight], M W .~800 Daltons) is
supplied by Aldrich. Avicel(r) CL61 1 is a

m crocrystalline cellul ose supplied by FMC . Kel zan
(an 19 @fﬁcb(@ﬁﬂphawcﬁdmﬂstfp(blﬂ)ﬁdﬂbwei@PtrMahgc(WN (icks were injected

T O LN R

neurodegenerative di sorders FIELD OF THE | NVENTI ON The
present invention relates to a conpound conprising a
tripeptide, and derivatives thereof, and to the use of
such a compound in treatnment of neurodegenerative

di sorders. BACKGROUND TO THE | NVENTI ON Al zhei ner's
dlsease |s a degeneratlve braln dlsease mhlch |s

o o o o
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approaches, based on greater understanding of the
bi ochem cal nechani snms underlyi ng the neuronal cel

walzgmtvhetb@t characteri ses the di sease. Two ef f BCT/€B2006/050414

whi ch have been noted to take place in the brain of a
person suffering from Al zheiner's di sease are the
build up outside the nerve cellPs of the brain of
t S, . .
PSRN B B RLALD LR ANERL) BB by i
(shewedhididaddeanyt diwrigliesion. Fas @xdl aselrhivbdindresticeiond; once and
éﬁf knomqﬁto be aggregates of polypeptides havi é}

THEN SRS G UEAIHESY 6 frsblplon dipfigics mew@c%rwhbd. fest (Sokal, and
kggmy@ggﬁlons of the anyloid precursor protein APP.
The fangl'ed masses of these proteins are known as
anyl oid plaques. The intracellular proteins are known
as neurofibrillary and tau proteins. It is however not
known whet her either or both of the
evihiferags At Alefifgidmul ati on of anyl oi d pl agues and the
intracel lul ar accunul ati on of neurofibrillary proteins
a@EMﬂheMdéUB@Egor the synptons of Al zheiner's and

011%%1%1:?:}{11 ,ﬁb nla % %ggse a?reegtn?ibé g q_p@‘ gtgd S brooders and
Zﬁﬂl ufi®i216 154 hoﬁfs3old71(4hlcﬁ§ﬁﬁere68ﬁcﬁﬁﬂ1 Bdifs LMl AGlfinium pens.
resi dues generated by alternative splicing (see
dellyéng mnsauiRbiating urcsied of 1ap, hw,ggﬂelciucl@ggen? pratmained and trained

[ consi s f

ARROEM B SaEHbed I MSHEA o IO Ru88n ) 135211483 R1983), the
abntehBtaf Wﬂn&ﬂﬁe if@3potaed (3281 Dy refdtendenr Pﬁ&@ﬁﬂt@g&n@blv@t{ three 10 s
Neur osci ence 134, 1285-1 300 (2005) the contents of
\mw@ﬁlaﬁ?l@ PheoPPal d2epimh dhiangicnywhiss betch ] appopiiektchng minute
Car AL ;tﬁqé(gléjw %féﬁ%ﬁﬁ?{lﬁpun%@%ﬁ f {\]&; gén g‘rurtehe eljpré?‘sentatlons (less
phaot ﬁ%n vedrel nosuded eubs ety enlilgyieu tiremaintd it thfeht@)@ﬁs foashd duration of the

nor mal atn ti ssue including neurjtic outgrowth.
eéamleiﬂh al VA Jraappe JoThnHmes aVegs uptdsc kstrgel fad " eak training. In
&%, aC &) ol Rmufls ta@ﬂéf”tﬁ@lasﬂ?f@t‘rﬁnfﬁgtlﬁaﬁ%i&g%}f&é trained by a 10 s
prevents long term menory formati6n i n a

@sttsatzﬂatlelh el aahimmal dizmdet clepstcamaflpwhichehaslt bty chf)petdhm the bitter-

l.ecul ses | nvo] ved in y formation,
ot ey B R R i S T bead. In tae
CseengMJepisNbCth task! 1 (RGO @ethyﬂlﬁhﬁﬁt‘l&ﬁg W 'itE@dOfInQi%q Wk version,

known to consi st of the sane nunber of am no acid
8% metylaghandate ovasesedbl €hidke spamtancousiynpasked et ythe training or

2640 RBRLUUTRALY. RSN S98 A IB5 M ol g s

irGactide FaniCafbulldnnéthﬁoﬂFer@np@'ﬁdatc5‘| Siilhorsms B RER 6588me hours
Kang et al 1997, Carrodegggs et al 2005, and Barnes et

apbscquaqilyr gkicyariong tipes Yolka6og S8B0NY qtgde)werte Hesteb iy effesing them

o Pyt DS L RIS B Bt SLETSHCP et 2 o

a:tmmteem switife }Waﬂ,cmcarter i20cior jios.atadmaRr eé® (Bted by an experlmenter
%ﬁa rence ports t hat ammesi a i nduced in chlcﬁ

K4Sntp et caph ghigke had fecabredpy Ghiglesc pico ﬁO@Fdered to
Méyﬁb& tta@t@sl $ahePg njegl
pept 1 de honol (ogoue t‘éﬁgg}r{?%@téﬁ%d&r%ﬁﬁ ]%Jrﬁd)(r%%]t( i%hgﬁmwme bead
d@mxmmnete) APR 10 dieri o Gor gtitash it efSthely psck3atDHotlobaIR) Rel:ﬁll isScalculated

orte art cuIarI referred peptide i

E\F PEﬁcﬁmﬁt’r"Bad[(ﬁH‘éer 8F% Ff‘:ﬁéﬁ%g ’ﬂ H‘é}tsd’tj'a&}é ayyd Ffeesqhafe}ee bead) and as
3 28sdrtniBBbrofcokd) BhddebiBD c AR KGRI USINEIR agbivaRc ichr but
W002/ 083729. The g?esenteanentlon i's based on the ut peck at the
mdheta ticsd)e dihicowe of the disprinkipatioursebermecrep dpt cluieks SUNMMRY see and
OF THE | NVENTI ON Ami no acids can exist in the
naturally occurring L-form (designated in the single
| etter amino acid code by the use of upper case) or
their optical isoneric D-form (designated by the use
of Iomer case) The present |nventors have det erm ned

o, o " o o o - Y 2 T
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of substituents in the substituted groups nentioned
above are the al kyl groups al so nentioned above. O her

WG 20v/a60486 prot ective groups may be used (for ereEREB206/050414

Fnmoc, Boc, Alloc). Ac-rER has the structura

formula(Formula 1) In other enbodi nents the protective
group maybe a C-term nal protéétive group. Preferably

; comp ot Akl y fra . _

TR0k TR L g SIRREL Pk Didafe ST REBLAR hegd is ot due
go ap-spédi fie favadrs wedlyad laek o6 RizasHnthitmyooedinstist, motivation, attention,
essentially of a tripeptide having the se%yence_ReR. .
HEWES Gl ete. it &R PR Ve #6l &iiewgmtgat}pgem%ﬁﬁ & l]pl%glstasteful stimulius.
ifeh WRKAAM! (iRNBlnARLBY 0AG Shel GRE AiRS igﬁﬁ]
preferagly coéprié%s no ﬁnﬁg f%an 1, Z?H%FB?%SEE , éﬁfeaedﬂﬂ
28ytisteal 3@ndduined by gitesidiesibad b SokhlmndrRilef féenetry: the Principles

e el e ool atadl b alfngs §os Hsghan. New
Of orR YT Y NI 8sitAlRS 6F WRRH & indERRA&BK & %in Ef}ﬁlrecagér%&eaﬁ"he validity

preferred additional residues are as describ
\WhiiRs 03Pl trmamgsrekpsicd to edsessprpnigeomyticonsksnsivgly discussed

[ [i any. of .t.he.se nces_ rER . rER and r ERVS;, .
3 SRR AT S BRRE e Tt i Domiettie Bhick as o
Allb@I Nakirvel ViniveksitynPRECI Dk@d, URe (PSP, 0fe "B tdide I O@hich are
addi ti onal non-standard am no acids, for exanple,
OPEREPOIRSCE MTRd! B Td@enesr ami no aci ds not natural |y
occurring in mamual s. The peptide nay conprise a
tripeptide having the sequence rER (or the sequence

RER)ks tephddamatht pirovd Yerdop bOthe aliskweerg faH, to @€vajlul@ieddance for at
t o anot her peptide sequence unrelated to human APP;,
flgpst &% JApise ?ncgﬁlor%haﬁ %@% Bi§Ts fpusd guenally toaavosd ged isgriminate on
384YEPE S0’ FillCerbiK® apdiif a6 'Epep%iﬁi SRy tﬁa‘%r{?r atse e chick not to
trlpeptlge havi ng the gequence r ?or the Sequence
ReRymben} agatiednitiorad, cldokpel daeormyohedutgeitinedy pecking rather than

exanpl e,. a fluorescent, radioactive, or. other | abel.
ﬁﬁ%lﬁ?%éhﬁ F%Wmaﬂ §hrByicles BbipBHYs cigkpryess dguad normally to

dehiMBld e “REal NRr RGP HE tdsERr My A rAE hbYALI YR %ftotSD’Iaours in all;
pepti de ReR Derivatives may I nclude salts; anlfle
aptenicorael 846 holwspand hewhaly mdiced @csatse A0do 308 Bihus the learning
nmet hyl ati on, am'd_té n, acetylation, ,or substitution
ﬁ(??ﬁ/egt:% 15, gt H}gmn&lﬁia gnr ](S)ggé.em F’@F%bfb‘ﬁe{]tﬁ at are memory enhancers
redlifusaRlibQRs ar@cesteaRfcih agddtesdhinRRaPld #8hisk trained on the
circulating half-life w thout adversely affecting

acekvierpingDask.varoilvess aminciaast irlectpeinn deinmicastli e®jdance of the

f |l e re the.peptide_ backbone has been

e PR L B R8P b Sy PR L A By cppert vl t0
pephd Rermackpon®lingyhehemnsmidh ficedsiodtet RCloHER B Bichry.

group, giving for exanple the peptide Ac-rE-(M)R

O her nodifications may be used to enhance stability

of, Lhe; jde or derivatives. Peptides or derivatives
ofptﬁimgﬁgé%ﬁt i nvention may be | abelled; for exanple,

By It@oiaugdicpmidioas dBligetadbltRictaabe linje@lint aPLg ih ah@IhSmisphere)
include gold or fluorescent markers, markers having
ehZYRirpevesc peRfidey  weradintasted| inkiacergprellprisent specific brain region

T e M N

diffaerdeithe-pbinvepiech er @oft; trdifihg UBBgas Sag MREhICAONBNingAHRS with a
provided is the use of a compound conprising a peptide.
REVHN §'°F Fre s BIe Ao npiEstionge! $ mams edli@nrosmieien of thy injection, the
i ' L (I t r.at.| [ t .
P B TR n e ongaan P AL B CEnePth EARE Wspeciaity
Pregexddishy holler dissobetbby Davidlez hib{Pimsios Rthsede17The4 (1979), the
i nvention further provides the use of a conpound
conprising a peptide having the sequence rER, or the
sequence ReR, or a derivative thereof, in the
preparation of a medi canent for enhancing cognitive
function. Further aspects of the present invention

I o s r g . o o o o g e
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i nvention include, for exanple, aqueous and non
aqueous gels, creans, nultiple enulsions,

WOor@roessd si ons, |iposones, ointnments, aqueousPERGBRE/050414

aqueous sol utions, |otions, aerosols, hydrocarbon
bases and powders, and can contain excipients such as
solubilizers per neation enharéers (e. g., fatty

a | i . .
aCI Sia(x{gﬁ’cﬁ %t'e 111E&fp|‘5féa§egofx§%n%1¥ 253 (rgi%l"l%lcg‘) ’Qﬁ]cfjw%g] Bftinely visually
pmhyumﬂmmmhmkwand pol yvi nyl pyrol i done) A
phar maceutical fornulation of the inventionis in a
forn1suitab|e for adm nistration, e.g., systemc,
t?@&@hcﬁl’ ?qgjec 8 NiTgke ﬁn%:ltﬁi@s I NiRersitRlahe rwere administered
subj ect, inc for exa human. Suita
fl@twmrltqmaléﬁfﬁ 2 nd/epekbluup@n 1tmbhméetmmmtsmlgmmnoms times either

SO o e RS g, B SE 2t

&RPSipradt ifON3 RUCUhARs ikt Géstad ANBHRIIEIOBbink BYEMaining as
t he conposition or fornulation fromexerting its

gesasthed dipwepr dbengeriera) dvabgiualos othi ndliie following injections was
for storage or adm tr
FREROR bl G2« PREPGETH b8 sl S8 P EB iR QR AT Rporions.

pharmaceutical Iy acceptable carrier or diluent.

Acceptabl e carriers or diluents for therapeutic use
é#@”ﬂ%ﬂ@“?ﬁé&n in the pharnaceutlcal art. For exanple,

ser e f 0
MERSUALIES LS, R LI O TSR e
agiiticsised iies henseokhiph oy elkykhenz o ﬂtlo@ff:z*.kdlled in thelght.t TBOsynthesised

anilox ants and. suspendlng a%gnts can be used. The

POrwEPIAtSSs otieredtirtied dhvenet BR-IABRCrmdaptHiti fetlagreeherkped by mass
dPSaQ% y'(q\/r[]‘I\EDWCﬁp' & 1&9}% 'eQ'oQI%EWéTlVﬁWIP{baﬂhose skilled in the
non toxi € armaceut’i cal 'y acceptabfe carriers,

adj u”fllmpnslymwlﬂesr aﬁtﬁ'hlyﬁﬂ’léﬁls wl%me teptatnidonsrgoann hdyophilsed state, the
formsuitable for or use, %ﬁ exag§£e, as t abl et s,
EFRROHEEY Crfigs axiadon g Hebe B P aLISEHeplsRan particular,

di spersi bl e powders or granul es, enulsion, hard or

soft capsules, or syrups or elixirs. Cbnpositions
ifpenigreeatildResgttal use can be prepared according to any

IRsPRaeETTH el Reblisr. Vol Bl CIRHBG b oSr Bt cptdes derived

GRME APR. DREsA4]l PEItRIe RUGDiSYREE B Witk AFERLS be BIFBURMIE AQognitive
agents, col ouri ng agent S OO@gr eservative agents in

srlgcer 6pd avoldelop harinslc suyioth bt gldegahmearty passat Wb wished to
et th di ent |
BERRRLAL D808 5h B SE PR uARAL YRyt TRBEEHGE ob hotnia

execipueotgerihat are suitable for the manufacture of

tabl ets. These excipients can be, for exanple, inert

di luents; such as calciun1carbonate sodi um car bonat e,

Lf@&‘éts & U R

arans aa%r;dngb léim&pSI e 218%8911?3(9 g ﬁ?ﬁofgl%tteec’t ﬂ}e molecule This

mcmsmcihteaeat foy ﬁcrylaiiclgll MGRERI das kiffediivig galgaleg@g_ﬁntled) E:nhancer and in

exanpl e starc gelatin or acacia; an ubri cating
%?@gagaPSéwgﬂ@ﬁé) 4fhgnesi um stearate, stearic acid

or talc. The tablets can be uncoated or they can be

coated by known techniques. In sone cases such

doathicn @SCldahtOk)vetigganlmbibyacth\nf the dhinogoes funm dehayeptide. D-

BRI SR e B R Brou i R i Bt GO b iy naturally

bemgﬁﬁg E%hﬁ@' WEQintBsaRR R foRowidEDde s Blref LRl - RL{?E‘R) L-R-
%0 ceryl nonostearate or glyceryl distearate can
t

@{eRgoLr&'ILaETMS(RETB and dP-RuBeldxR @k didg one, rER and its
presented as hard gel atin capsul es wherein the active
ingredient is mxed with an inert solid diluent, for
exanpl e, cal ci um carbonate, cal cium phosphate or
kaolin, or as soft gelatin capsules wherein the active
|ngred|ent |s n1xed mnth water or an 0|I nediun1 for

o o Y Y L
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beeswax, hard paraffin or cetyl alcohol. Sweetening
agents and flavouring agents can be added to provide

w@2aloaveilaBe oral preparations. These conpositi oPGT/GRE006/050414

preserved by the addition of an anti-oxidant such as
ascorbic acid. D spersible powders and granul es
suitable for preparation of aH6aqueou§ suspensi on by
té&?la@é&%hh %—I%fR, ‘Q@&\%d ﬁ'bga\é’[igi {ohaesiﬁl(i:ltaf' X%ré@%ﬁ@@k%né dttive as a
adim xture wth a dispersing or wetting agent,
swgpidnd iengpragentd @ntcomeaginsramelopd-bste ivditced @semory loss. The ReR
i tabl e di spersing.or wetting. agents suspendi ng
Ghed s SoRB T cly bt T P! EH e i broved effct
abionfaeiat BN Ab P@ﬁ%ﬁicpble\ﬂftﬁ thelWer G AR BhSYERIENI Ny,
flavouring and col ouring agents, can al so be present.
Phar maceuti cal conpositions of the invention can al so
in.the formaf oil-in- r e i ons. .The oil :
Riir® 1o s B et L oo e Pt g mehony rention
Mh Xhwke Strfficd BeSBe waldkt ARty Mdlihd ¥R (AU BerCaRjdRd ic with
natural ly- occurring guns, for exanple gum acacia or

gliferertalgde &vs, ofniaipaptadd §0 ode pra-iraiginghosiplesicd @ésafiet.oFhe control

L T AT —

aolytdsd Bese ldvels cbsanpd & BeichickaraanaH @ate-Langd/ form (Ac-RER),
condensat i on products of the said partial esters with

StiRlp aGe/ Ik e -Rely) shopigdsicaifisany b esseralfats. Adrashardprms are less
..Lhe emul sions can al so contain sweetening

gﬁgggkgg%ﬁ??%é agents. Syrups and elixirs can be

formul ated with sweetening agents, for exanple

%Lycerol, propyl ene glycol, sorbitol, glucose or .
e Leshogisdhe £herhnlabFoR8 cwancmpBoincdneksi witly AB-induced amnesia.

- ryvatd fl.avoyrin nd, col.our |

RO B B RETA R 5 ARG LU L0400 O AV EAL2 e e

fratmin@f Ap1-glewhd @jéoide et 8hihe pRUSANSIcONpILLad] HeUSomain of APP

suspensi on. Thi s suspension can be fornmulated accordi ng

tgehh fordivamataid péagnes, tand Se dsseiribad lie ndirs etadi ingCarodeguas et al

i agents an spendi n gepts _ th have been .
SN AAR o S RRERCIS BUERLS o\ 1L Lave BEE D estors
abgaiibe ficibRhhd BrdvBhi@GheQ 18R WMEikR W RId SUSREESHOT rbddlt of the
a non-toxic parentally acceptable diluent or solvent,

#dr ingsctinps. d has canfgois hatode-THR pradectbugaamse dicomemAnphgs induced by
2&; accept abl e vehi cl.es and solvents that can be _ _
!38§e98 RY e tonci Mgaralwenbpluticdiveatiei dsdednpecurring during

2.96L Uy ¢0lani.de e%gfalt‘i]rvft ‘aﬁorcier iﬂglgthn' %Zhe?{ngf’ls ltdlesE:asfe! xed
of 'S are conventionally enploye as ‘4-sol' vent of
suspendi ng nmedi um For this purpose, any bland fixed

Ll ,can be e oyed ingcluding synthetic nono-or .
ityP VBT dbE TR SAFRrBnS RRpC) SErUSSsUCHGS Briapd on a weak
aginghd 106 (WSS, ERckhReRIiBRAEAN M Rfip %rgbﬁlﬁhéh’ln?@ 100 glebw, 30 min
conmpounds of the inventi'on can al so admni stered 1n
ﬂh‘é_ﬁ‘ @1‘ mrefragumpotihe epited, geup gecéived recREt. The results show that
R S T P
BPAERLritating excipient that is solid at ordinary
tenperatures but liquid at the rectal tenperature and
W ll therefore nelt in the rectumto rel ease the drug.

BB, ML BRGSO B! Aol B GRS s

ApuEiRt iscaffective alhso ilectad pepisiared ot grofe SHRjIES twdsbecause of the
cngigééion w th other therapeutic conpounds to

PHERedsec TR o genihe hiprd-bgaubardersmrdind torHeilgs tasfas does RER,
mul ti ple conpounds to treat an indication can increase

the beneficial effects while reducing the presence of

side effects. According to a still further aspect of

the present invention, there is provided an anti body

whi ch specifically binds to a peptide having the

sequence rER, or an antibody which specifically binds

a o o o - o o ~ o~
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BRI EF DESCRPTI ON OF THE DRAW NGS These and ot her
aspects of the present invention wll now be described

whyonag4ed exanple only and with reference to PEEGB2006/050414

acconpanyi ng drawi ngs, which show Fig 1 The effect of
different D)L fornms of tripeptide as nmenory enhancers

on weak nmenmory Fig 2 The effedt’ of Ac-rER on nenmory in

G ﬁléécté’ﬂ hﬂox‘%pdeﬁrp%%ﬁﬁéh AMeR! i@' and ¥ 23d 4R€ n&hik §%tkr Ol T(ections for
Ac-rER as nenory enhancer in chicks trained on a wea
titmirescagetansliysié HiY 4 dengades Dhesbintingtof cve-10fR felllvotigsibesaiwo routes
| abel l ed Ac-rER in chick brajn he tripeptide was ,

i jngg(ftg)al. fﬂxﬁ— E s p.p_re g[lal@le I?%é%-._ | beahe zaie.cteﬁélp to 12hr prior to
afdBRE, £l A28 BRuliftv Bt &raindi RArdpr@edivet B (FiYurd 2 and 3) as
Ac-r Fig 7 Effect of Ac-rER on risonycin-i nduced
arnesida t¢ nthehidc s FiagimBuEf béctheofinpotacER dnfoki8dds described in

- esia Fig 9 Effect of ic injected
A&Eggﬁﬁgggﬁgn weak training (WI). Fig 10 Effect of ip
injected Ac-rE(Me)R on weak training (WI). DETAILED

DESCRI PTI ON OF THE DRAWNGS Figure 1 The effect of
ditgire riepltony thefafaes obHiffareedsctel de-MiBpr ghickshaniced on a weak

ry I cks re;injected ic wth gdifferent . .
P ey g TR E YR B il el ot B3R weieht i
2dafideto enRBcCOBIMOS} inPhIP thRee by edv&althagns Rakent i on
was cal cul atedas the percent in each group m%ich
showed avoi dance and di scrim nation. Each chick was
tFri%lrQ %ds]m ﬁl@?}te?gst eyofotﬂ? %ﬂt%c@tdo Agfrﬁke?ﬁgrf' ag]%} W&ERd to chicks
groups were tested Tor statistical signi |cancery
Gatreston Sokal tramivdy fReth|The kPady is Medceive haken tahendfe ti§&dtion of 1-2
refl?@if‘%noup di fferences, and so there are no error
53 & LOte bRds pivgupemuchiag 12 hples hofare dtaiming. Aderdata dfpp suggests that

- < re.
Ry R T G LR RER] Pand PGS, A Feterably 4
bautsy bggpee-traisinpi ng. Abl -42 (2 ng/ heni sphere) was
injected ic 60m n pre-training. Chicks were tested 24
hr later. Retention was cal cul ated as the percent in
806 Mald P MNP YR rBROR A S&Ein B Db @B i
S0 ) AR B YL AR R i s
dhitgpr andesd dut geemalgprotens symhesit astilathrs danisdmaydist Figate 7) and

b gni fi by Gt kal , d, Rohlf, 6 1995). Fig 3
G305 e S T SRR SR e e
fotakined @t Bcid@ako khdhAbpeht bagab(MBreveet (BK SmWBHR effects of these

injected 2 x ip injections, 1 ng/100 gr bw, 30 mn and
gubftanspe AN YEN afves réwimsiczd ihimmdetely Post tantogoMK801 was

i - . j | I ..
940453 085 e L DL OB SR 5 e

i sepérimeaat idescribkadh bk Wasd tar aiteegbsalad dérsis@dicoMay Ac-rER
once and_differences between groups were tested for

Srayeris cithe ofdheshidrygs fipee ingdyciog pawesipSokal , and Rohl f,

1995). Fig 4 Distribution of Fluorescein |abelled

Ac-rER in chick brain. The Fl uorescei n- Ahx- Ahx-rER

\R‘/a'i/siﬁllbfn}'ve tbedals e(}ﬂong./t]?,é)@ff@jtivbw)ss aﬁAcirEﬁP(/B)bR in weak training( Fig 9
) 6 tFoni h ,

AT Rk o e A teabogt “wHn the peptide backbone with the -

a1 8368) Brdubehilfd bR ruher iRl yL :

dielgtglrr %uﬁ o]r) l.lof t he ?:I_ Uor escel n}-?el %%%F}gﬁ%%g a ttter{i])%P%de' AcTE

(e dt wasrrdmitsteysdrielor om Ot vepreitghisghesdeschibed in Figure 4 and chicks

LRI HIEE 4 SREBUGIRREI D RSl comp
fleuar@s oeNCeriIs faldWiak tvel8Bhie§ Al injEét®hdand show that the methylated
Dose- dependence of the effect of Ac-rER in weak

fpap@Phiie AchitdksAandi@19)R] e edediedpvon ifheliefif ve bydrogosiesd in the
of the Ac-rER 60 mn pre-training and tested 24 after.

The control group received saline. Retention was

cal cul ated as the percent in each group whi ch showed

avoi dance and di scri m nation. Each chick was trained

and tested only once and differences between groups

o T . g R o o Y
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trained and tested only once and differences between
groups were tested for statistical significance by

wa@2a0es60486Sokal , and Rohl f, 1995). Fig 8 EffectP@f/GB2006/050414

Ac-rER on MKB01 -induced ammesi a. Chicks were injected
ic wth 8 ng/ hem sphere of Ac-rER 60 min pre-training
followed by ip injection of MkBO 1(0. 020 ng/ 100 gr)

- fr n r n : :
Bk pd Sl G0 MRERLE PHEERER, MobibegCle Mo experimenal
cahditibat ed as the percent in each group mhlch showed
avoi dance and di scrim nation. Each chick was trained
and tested only once and differences between groups
were tested for statistical significance by Gtest
(Sokal , and Rohlf, 1995). Fig 9 Effect of ic injected
Aconclsim R on weak training (WI) . Chicks were injected
[ e
F[?’lg&dt trr%luﬁls n@%‘ﬁgﬁ:ﬁ £t Ag J:Eﬁ *(ﬁgf\gfﬁ%q? & beneﬁmal effect to
|en]1zemta emgmtioln sal ilememngehemﬁmmh anBsalg,ahe lxt}eﬂt M p&@ehth@ induced
percent in each rou whi ch showed avoi dance and
AMEFIR i P agtinn, of eﬁgﬂrﬁgéwsvé& induged senngsig esestdthehihg peptide

U HEShil Lo eNSRR PSR FONPANSE S SURA (A aging and

h@%ﬁegdﬂb@tlﬂaﬂ 4ddf @cds athete@)eum @@nﬁdorﬁt@eahﬁérwﬁjfad@l‘ﬂeimﬂk disease.

trainjng (WI). Chicks were injected ip with 2 / 100 o

ghetsnisofo A@yr@( NEPRIBE Hpe SRi@rieyg; f‘rﬂhﬁ@ceén%ff%et i PR eptide in

I t [

V%ggﬁ{gg fggﬁ aﬂttl(g ﬁ@ﬁ c{é{}%;g?ﬁég%t: %E{‘%aﬁg‘gﬁ‘?%pﬁ%“ﬁm R%overy of the

§bmvmmf thv piepiadecthatond adiisc compared wath. thEamhtmdsmxrée masgides valuable
_@lned a d st ed, onI once ang dlffer nces bet ween

TpRLRetouE B icr G @P’éﬁ‘thgt e replgrt ? it @éﬁﬁf‘e“?ﬂ&}“ed to bind to
@'stp%%ttwé %%léﬁtlor sit3bnRAMhe kSRR nerdRh&) | @l s and met hods

Ani'mal's and training Conmercially obtained Ross Chunky
eggs mere i ncubat ed and hatched in brooders and hel d

Chic L aced irs j .
3kl vemerrthRee foregmhgi T B mirnege P, fad fat various
Wdlﬁ’&ﬁtl@fls ahynRUnadd Retegeks MRIReD metet@mn@dume%amng from the

trained essentially as described by Lossner and Rose _
soepeNdthoentiond In pélr%l?lallme( p98RIes andhpepdislhmemedgcsgficorporating

ar ncor por at ed e
L 6% 8 & AnGOLBRLLENLNELS) AL el SLaTeekens poy pe made o the
$RR| br RZRNMPapdidaTRIreEamidN t& chR@ide BbiRYPEHOXINAMIRbYILP. One such
mnute intervals. Chicks which failed to geck t he bead

arodifaepdipntini Be inporppragien pesehvhiaroms ¢ dbe peplde ogkbone. The
y t r. pe

}iﬁétﬁ%ﬁ% ﬁ?@?r o%@tg %ﬂ?ﬁireohlélxam% ac:cha 'P?SJIII\?\J%Q t]{;r@feﬁﬂﬁ M human

tﬁERIhpMotﬁmﬁ;Sanﬂﬁfrefett&Qdalso Siohothg 'reging of \ﬂ&akPPtﬁraEﬁll &gacehtthe RER

bot h, to .10 mnutes after the | ast pre-training ,

Q] Alt&maw%lmer & pdddifipn o acidhresidyes Sort athep prefeing may be
; ch had been dipped in

Hﬁ%ﬂtl??gs%gétlﬂg Egﬁgg%pﬂ%anllate Control chi cks

pecked at a water- coated or dry bead. In the "strong"

version of the task, 100% nethyl anthranilate was used.

In the "weak" version, 10% net byl anthranil ate was

used. Chicks spontaneously pecked at the training or

control beads within 20 s. Chicks that pecked at the

bitter bead evinced a disgust reaction and woul d not

normal |y peck at a simlar, but dry bead for sone

hours subsequently. At various tinmes follow ng

training chicks were tested, by offering thema dry 4

nm di amet er chrone bead, followed 10 minutes |ater by

a small (2 mmdianeter) white bead, each for 20 to 30

S . Animals were tested by an experinmenter blind as to

whi ch treatnent each chick had received. Chicks are

considered to renenber the task if they avoid the

chrome bead at test but peck at the white bead

(dlSCfIﬂ]ﬂ&te) and to have forgotten |t |f t hey peck

o s ~—~ I |
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Chicks trained on the strong version of the task were
found to recall the avoidance for at | east 48 hours,

W@ 7oeres t han 80% were found normal |y to avoi BCEHGH2006/050414

di scrimnate on test at 24 hours. Therefore if agents
that are ammesic - that is, cause the chick not to
remenber - are administered, @éRicks will denpnstrate
fOFf §p¥4isl. ng by pecking rather than avoiding the chrone
bead on'test. By contrast, chicks were found normally
to renenber the "weak" version of the task for only a
f.ew hours sone 6 to 8 hours_in al]l; retention at 24

Hour s Wﬁ?&r@ﬁ?%ﬂ@@& aeeat%fueew B 1BMSHYPICFh GEMPHEINg
RRMLERAnEXR aﬁ%{?ﬁh _ArgL-
rErlerrér y. n%ent&g1b ngdé erMH no enhanc ?]s? Sg HEE S gg Arg-L
t@stledrgidombruequeechBoRk i( hep raggenitiy- Aaghiod stherced to a

chick trained on the weak | earning task, produces an
increase in retention - increased avoi dance of the

chr omey RRafagbr &‘ﬂlaﬂ&H% $hemt?Rin & RornStiGib; E@r@ﬁ%)risin administering
enhancers hel p converT weak to strong learni bf
@rr@mpiongd @wepmmg]s peitole lfamlgﬂlsmmqwxcetrﬁm (@nga-Lt(élum-Arg), or

Intracranial (ic)
Bt g P ALFGH-RRD daculed ™! T ecti ons. (8 my
in 2 n1/henlsphere) of APP-derived peptides were
injected intracerebrally into a specific brain region
Rnown Usg dbe praumb@pmmmwnhdﬁ beviagitlrseguense rER, or the

Al di fferept

SQ‘QT%EE@EE%SS tpé/ Bl%égrtd{lg)l? {) al&lﬁ%nﬁgntﬁfzs){ i 8 tlga%ii;]%lt Pglﬁnprallrgﬂ
Siydgnharge fltted with a plastic sleeve to allow a
penetration of 3 mm After conpletion of the
i njection, the needle was kept in place for 5 s .

doci ot RESETRR! 3P Rer RO EihLs VERIR A pRgRIE 1Y

(Physiol. Behav. 22, 177-1 84 (1979) t hecontents of

P L MGG I My A ——
%ﬁgﬁ%erﬁéjnm(j cﬁ)uséﬁﬂ s ES@&lhg@ﬁmﬁﬁ (§/18 %lgbeﬁjethod

stances Wwere adm ni stered I ntraperitonea
wbhphisioR pontadtnmg acabdmatchyppgoendivithsyrantiped yadpevidic i fouspeptide

nes .eit her re or, after the tr in r ot ocol
AR S G R R N T —
IRRRD b GetéinBg SBfethdr M LARbLYWEY Bintl@HeRdnbusl f f er ent

time points post-training as descrlbed above. The
general behavi our of the chicks fO||OMAng i njections

s ohseryv tenti i fi.c _or
Kiver a0 niifhd & AT bor @Y o BeERG RECIBE Sor R uhiepeatice has
Tﬁemthmeegkjdes adm ni stered were synthesised using a
conventi onal peptide synthesiser in a manner which is
wel | - known to those skiIIed in the art. The

%?Lgﬁ‘éle glﬁegh pu(eryctH)aqR]f L A Sf 5W81[ pur (bla grh,gﬁgh! W%erem the peptide
soepﬁmmmmebym©NAMBka€Fgmmeth technlques bei ng wel |
known to those skilled in the art. The pol ypeptides
after synthesis were kept under argon in a |lyophilised
gtateqpt H?et}ﬁfdg& lisP 6?(‘!1@1:5 NG Q¥indAL }g%?ec‘ﬁfve o%g% QI?N terminal
met hi oni ne and tryptophan’ in particul ar p rient al
Rededtitvs gtowper nat i onal Pat ent Application V[DZ/O83729
descri bes a nunber of peptides derived from APP. The
smal | peptide RER in particular was shown to be
of f ectrh¥ &l dré
agai nst anyloid ggteg&?%ga?gmnn%ﬁ%? 3{&%£{§9ﬁ%‘3gr8 k hs aél acgl Eroup.
i nvestigate nore stable forns of the peptide which
could better serve as potential therapeutic agents.

The standard approach to stabilise peptides is to
N-terminally protect the nolecule. This was achi eved
by acyl ation. Ac-RER was effective as a cognitive
enhancer and |n protectlng agalnst anyI0|d - bet a. V@

L . - o a1
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Figure 2 shows the effect o Ac-rER on nmenory in chicks
W th Ab-induced ammesia. Chicks were injected with

WO\eo0r 6042 X i p injections, 1 ng/ 100 gr bw, 6 hPCEHGB2MB/050414

hr pretraining. Abl-42 was injected ic 60mn
pre-training. Abl-42 is the domain of APP which forns

b anyI0|d plaques and is des@Fibed in nore detail in
ﬁﬁ{ggte e|t ]%%EQ%Q%Q%houggmg?ﬁ ]?ggﬁ?%g&ﬂé {¥h£&§§lgnup

cognitive functlon and prevents menory |oss which
ul d, qt her ge be result of the Ab injections. This
nf i r'mS THEed AU ERAPY Bresedie Hgur nderah e RsRIS s R,
i nduced by Ab, and so may be of benefit in treatnent
of the cognitive deficits occurring during aging and
i13. neUhedegbmbonise\d any pecddng clame, witireig t pdpéidembas the structural
gjs se. Fig 3 shows the effect of Ac-rER as nenory
%er in chicks trained on a weak training task
(WI). Chicks were injected with 2 x ip injections, 1
nmg/ 100 gr bw, 30 mn and 6 hr pre-training. The
control group T “ved Ac-REr. The results show that
performance on the weak training task is significantly
enhanced in tho animal s given Ac-rER Inportantly

fromthe point | of wjeM/Df potential therapeutic use,
'tﬁatﬁép rER i s effective when

he ability ot Ac- iER to cross the bl ood-brain
barrier and bind to similar sites as does RER we
injected {luorescein labelled Ac-rER ip and ic and six
hour s h er cut sectjons for fluorescence analysis.
Fig 4 npares the bijnding of Ac-rER follow ng these
two [ g, of |njeq;JQp. Ac-rER is nore_stabl e than
Ac-RER as it can B® inj"cted up to 12hdFpmude Dt o
training, and act as cognitive enhancer and
neuroprotective agent (Figures 2 and 3) as opposed to
the 3 Iir naxinuntof the unprotected L-form (as
g SCri 2/023729) Figure 5 shows the effect

di f OdiRyiss obpnyereng Flakdhiveesein g Rrpdide pongists

e,

S e e T e e R, P B PR BBt erovr
nennry in chicks trained on a weak training task.

gur t he persi ence of the effect of Ac-rER

en Sréi“ hl% EgreHie ob a%)h?ﬁfﬁ@lﬁs AP0 osmeiy kgt SPRPHRFS
gg&ﬁomﬂagnﬂegﬁH@%Kh§&effect|ve when a single injection
of 1-2 ng / 100y bwis given as nuch as 12 hours
before training. The data al so suggests that the

pt Most ef f en.adm ni stere bet
RE & Re eSS EF bl S B R et mﬁps‘-ﬁgadwcent
W& BN 8e@lesie Rk at aﬁmt)me]dqfetle@ésl M@%@S}f@lﬁnﬁﬁ AR 0N
reversing or protecting agai nst ammesi a i nduced by
general protein synthesis inhibitors (anisonycin;
gur I . N Lecepgars 8

bGur G AR e PR Ry i o or
konptiedgey bfigieaeqsentes WRQWAR By and rEREIS| abl e to reverse
the amestic effects of these substances. Anisonycin
was adm nistered ic imediately post training, MS801

s g [
e Pl e D A L M AR s
dédigondbedn-stanfarduneso aZcidnd 8. The results denonstrate
that Ac-rER prevents either of these drugs from

i nduci ng amesia. Finally, we have al so explored the
ef fectiveness of Ac-rE(Me)R in weak training( Fig 9
and 10). Repl acenent of the hydrogen bond within the
pepti de backbone with the Nnmethyl group should enhance
even further the stability of the D/IL tripeptide.
Ac-r-E- (Me)R was administered ic or ip 6 hr

pre- tralnlng as descrlbed |n Flgure 4 and ChICkS ver e

T 1 . o, .
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It wll be understood that the foregoing is for

illustrative purposes only, and that various
worpm706@st | ons may be made to the agents di scl PGEGB2006/050414

herein wi thout departing fromthe scope of the

invention. In particular, |onger peptides and

peptidom netics incorporating“the rER or ReR sequence

b oG] i f [ : -

Tt ¢ e e PR oGl P 1PN (R RAC b Rprises o

stipdyitidethyviog i mguaick aBR| ottyonalneitb ughotecicie groat, iconjugsted to

t he.i ncorporation of t.h ro on the peptide

GHEEOAG Ly a5 B PO DS ot e add <) ohal

ami no acid residues, preferably fromthe human APP

protein, and preferably also fromthe region of the

APP pridreen¢thedpacent anhel RERsbto 12 orAldtterl hawhereinthe peptide is

in addition, amno, aci.d residues from other proteins

ﬁawuﬁgﬂﬁﬁ%%P%EPS?&ﬁ}nﬁgmH%y non- pept i de

nol ecul es. CLAIMS: 1. A nethod for enhancing cognitive

function in a nornal sub%ect, conpri si ng adm ni st ering

&0c onplovgrivetberhdi yssioh gp o he pimisdlet g teH8 vdueie Hisepeptide
¢ - r..khe sequence ReR
PR B Gy 8 8 nblesbe® 5% A et hod for
enhanci ng nenory in a nornmal subject, conprising
adm ni stering a conpound conprising a peptide having
e sdigenebod mrisepf alayn 20cyherqin pepeptide bagkboreinglidesa methyl
?&.bmg{}GwAm)toasmn%L 3. Use of a
onpound conprising a peptide having the sequence rER
or the sequence ReR, in the preparation of a
medi canment for the treatnment of inpaired nenory. 4.
The use of claim 3, wherein the inpaired nenory is
ammesia. 5. A nethod for identifying a conpound havi ng
activity useful for the treatnent of inpaired nmenory
or useful in the enhancenent of cognitive function,
the net hod conprising contacting a candi date conpound
Wi th an antibody specific for a peptide having the
sequence rER, or with an anti body specific for a
pepti de having the sequence ReR, and determn ning
whet her the anti body binds the conpound. 6. The nethod
of claiml1, 2 or 5 or the use of claim3 or 4 wherein
the peptide has the sequence rER 7 . The nethod of
claiml1, 2 or 5, or the use of claim3 or 4 wherein
the peptide conprises one or nore protective groups.
8. The nethod or use of claim7, wherein the
protective group is an N-term nal protective group. 9
The nmethod or use of claim7 or 8 wherein the
protective group is an acyl group.10. The nethod or
use of claim9 wherein the protective group is an
acetyl group. 11. The nmethod or use of any preceding
claimwherein the peptide is Ac-rER 12. The nethod or
use of any preceding claim wherein the peptide has
the structural formula. (Fornmula |) 13. The nethod or
use of any preceding claim wherein the peptide
consi sts essentially of a tripeptide having the
sequence rER, optionally with a protective group. 14.
The nmethod or use of any of clains 1 to 10 wherein the
pepti de conprises additional am no acid residues. 15.
The net hod or use of claim 14 wherein the peptide
i ncl udes residues adjacent the RER sequence found at
am no acid residues 328-330 of human APP 16. The
net hod or use of claim 14 or 15 wherein the peptide
consi sts of or conprises any of the sequences rER
rERM and rERMS. 17. The nethod or use of any of
clains 14 to 16 wherein the peptide conprises
addi ti onal non-standard am no acids.18. The nethod or
use of any of clains 14 to 16 wherein the peptide
conprises a tripeptide having the sequence rER

T 1 T T . o Y



