WO 98/ 35950 | o
PCT/ US98/ 02713 BENZOFURAZAN COMPOUNDS WHI CH ENSE
RECEPTOR ACTRCTF W@Lawwmm OREANBATION Thi N

relates _to th reventi on and atment _ o erebral i nsuffici
Ry ARToMAL BRI BN S TSR Unries £E BRTEYT

i nclu

COOPERATIQN TREATY BEP s

o RS

I e$ 50y inieinhtipnal PatenthInssxﬂw@héE or der be ha \mpfn&m}mmb;@h RurbiRf:\WOT ks WO0E98/34166

i nyol vggsp

R/080BBIL, hypoabi | i ties rel a1¢d to nenmory inpairment, such as

i sjobserved in a variety of denent} as,| @hErterntiongtPablicativn Datein 6 Augnz 199 (96.08.98)

aciTviTy between difTerent braln regrong
as | 13) Insmhiond Appiizatioa Nwhber:a par PCTIBIBA0366

o) R eaatee e bt ¢ o eeR B oRoRin

. as 1§ suggested 1 arsorders such
[B2)Resigrinted Stptesy ADLAM ATATI (HdligySndia), AU, AZ,

uch Yaﬁﬂv % CRiz Wy
" S G

| nfention The rel ease of gl Wit amataey, &, ewnamsasn.att n’mmyms,l
narr(m]li’r’augg%t}iggebrai nél]}.:%rq Stlgiﬁtlgr%%ég t\/vcl)]é | assd£, b, E] %; SM AR SKI:’I;‘{(
Thegse cl are u agy 2 to

N- ret hyl - partic acid (NVDA) receptofs. mmﬁﬁ@lg,{@;t(@g,sm KE ét%&"@%wz‘

me tmapucamo ABE D AIMUER BRUE TRARSPORT CHON

YWEMBE D! Saspvankisp Demm
ex |tat o‘?yp‘ 71 B (OF). 3St udi es carrie
CON {78y dneRidis&ia¥ A st Rdver.

th O M PitsBAEgh, FANY32aTE195 1 (b RECOR JosdpR) AL,
AMPA reééM‘bﬁi@eta‘V@th Pé\/’é?ﬂl YW st ri bdt

|21 98] . mvel 34 EhER, bl 258 5 BURLD

ne cortex
th striat

324:160- 164 (1984). Studies in aninals
st fuct ures organi ze conpl ex perceptual -
sulpstrates for hi gher - order behavi o

tr&nsm ssi
cognitive

fupctioning of AMPA receptors could

at oryuqacmt) Ea:ymmtm(mrﬁaenv Ka, ez, MD,

generlﬁtefm&tﬂ eat@ e B, D%PIS\/ES,
out B R RN o

m—:% I's genera Iy
ut amat ergi c synapses

Ss the brain but rather are

‘%\“?Pﬂ“’ﬁ DGl gjmo'}mﬁos,e receptors
t he Béfdﬂﬂﬁe Y QS lifkt for amending the
ZONewingland2b be Nepuplisird Brvfpussnt gind récelpt of
agharfmedmefs.  in Brain Resear ch
nd humans indicate that these
tor processes and provide the
Ss. Thus, AMPA receptors nediate
responsi ble for a host of

e reasons, drugs that enhance the
have significant benefits for

Al 'i’gﬁ'efﬂﬁmy,

NL-2517 GiO%He GBdub @), ONS
I n each of the ITB.] or synapti

al conplex, as reported by M

on in those brain net wor k
activities. 30 For the

I Nt 64 Bde: | COMNIGNICATION BSEED W@LKBQSQEOMNGQMNSE)SYSEBMI itate menory

engodi ng.

receptor-rredlate yn c respgnse(s) en
of |l ong-term potgnti ati on g‘fj 61@QND 98/32%3

fagilitate the |nduo
measur ed by a b5 nr of paradi gns. See,

Arai et al

PNAS91: 11158- 14162

(1995); Larson et Al d
Synapse - 38233
et |al., Inter : [

Ro.ers, PCT Pubn.

Experimental studies, such as those reported by Arai and Lynch,

Research 598:173-184 (1992), indicate that {pcreasing the size
/vygnces t he i nduction

2n t he stiength of

gi cll” actlivity of a

ounds

<. ors

I on of X ned t asks, as

exanpl e, & dnger et al |

'gl =Sl

(1999) Staubli et | PNAS 91: 777 781 (1994):
- Br ain %~ 638:343-346 (1994); St aubl i al .,
X94)g Shors etal., Neyrgsci. Let. 1$6/153-136

Neur osci . 15: 80
Arai et A

030 (1995)

NG anget et al .,
/6381¢ 1996) ; Lynch
;an ch and

e S|aerable body of
For exanpl e,

that bl ock LTP int e&ﬁf ;

conpounds Yiformation in animals, and
ceffitain drugs that disrupt [earning in humans antagoni ze the stabilization
of | STAbstzast reported by del Cerro and Lynch Neur osci ence 49 1-6

f ag ivhekeintheSss

( 1 92) A c%r%mun ﬁlénm%eﬁc?esp%sngn 1§g r@ilerg ce aﬁg’%’e gﬁc%{au@ a ve ph LE) gﬁld T;xe ﬁda v1d\e{ae :X regions,

vefficle path. E IQa & pcd% e-regx is defined

Phy &y @b or rﬁb%egiﬁﬂs 541381'{0& 9O iehicleldualpeyetdalt Hath isSdehitied ey atldnak:oordmate sySme SOt S avehicle

is§(§ Fit f“rc

$se‘§° esve
Rt Nt B %ﬁh\x BE "‘”ﬂ%ﬁg tﬁg? ,,,ft?iif’f,’f

p. Also disglesadila &ubhdd Gdd Gikerfitying tha(fabsﬂllo Iaﬁrb}ﬁcleaﬁth

I nfusion of 20 aniracetami nto sli ces of hi ppocarrpus was aI so

altering r

esti ng menbr ane propert I es. It has since been confirnmed that

ani racet am enhances synaptic responses at several sites in hippocanpus, and
that It has no effect on NNDA—receptor nmedi ated potentials. See, for

I ~:r 1.1 " . I T L A N PN N~ A L OA NN\ I DV L




