WO 2009/063223

PCT/GB2008/003852

Conlrol 30 UM AMC  Washow!
Femy:
16 50; 22 s -r]/j-r.r.r_ T_ z.uan]
e sn ) -
Eliviits 20.0ms
T 1050: 54.7 uM Conlicl 50 iMAMG  Washout
tast! beontrol Ak 1.5
S0y rher-r '}r’ 700 l
2 4 1G60; 55 M
104 27 A 20.0ms
08
06 3
0.4 4 Gonlrol 100 p AMC  Washout
gi ] S T —ff—— 2000 {
100 50.00 160,00 160000
200ms
Amylmetacresol {uM] .
omy
Tomv g
: 5
Figure 1 100 my £ dm
asomy &
12 & Controt 12 @ Control
] ' 7 I AME 80 ¥
[ M AMG 30 M
T ERER R ETky 10 13233 & wash-out
2 o_ﬁqlnunnuuﬂnoncw A Wash-out a o8
;_g oa _.“: tiphpaogoootbog
¥ ..
2 oed } 04
[i¥3 02
on v £ 1-E-1-3 ool Il-mu
150 -100 50 g 430 100 50
Prepuisa potential [mV] Prepuise polential {my]
12
® Conlrol omv
10% u
d 71 B AMC 160 |t ";;
2 09
B -}
ki A Wash-out 3
E 06 -
TH o4
P LLEE L LI LT P
00
45 400 50 2 -84V 100 ms Sms
Prapulsa potantial [mV] .
Figure 2

1/10




WO 2009063223

PCT/IGB2Z008/003852

5
& 5
& é"é’ &
£ o & 9 s & s
& b3
é‘?é‘é@@ﬂ? S &y o°°e§$$§
F v @ 13 @Q & E& F
~ 0 mv 0 my &
~r T T -100mvil T T Y -momr’i ¥ v
-180 mVJ 0wy -150 mv 0 miv
70.my 70.my - e
V T —V’ 160 mv -]}r v lr ~150 mV 0 mv N
somvf’ "V e
o o v
150 my ~150 mv:
T00nA | 200 | 20000
s soom prems
Figure 3
20my: ]
1 50; 420 b Contrel DCBA 100 pM - Wash-out
nH: 26
Apgem T T T 2004
1C50: 618 M 200
nh: 4.7
{ 150my:
host/ Taontro 1050: 857 1 Confro! DCBA 300uM  Wash-out
12 nH: 3.5 )
10 T— T#T TT T_ 2.000A
08 ) x
08 ] h 200ms
04
0z
00 r ) .
10.00 100.00 100000 10000.80 Control  DCHA 500 M Wash-out
Dichloro-benzylaicohol [;M] T T{.'lT‘TT“ T .
e
omv
t Temv
Figure 4 w
Agomy A 4% ms
asomv &

2110




WO 2009/063223

PCT/GB2008/003852

3 >
Sol o
o &
& S
7 3
& $ o e N
NS 3 & aF =
S 3 0 §
& ¥ T
I &
O mv
"V'“ 'r ‘r +100 m\{ -v—
womd b, 11T
<70 ny il 8
I ]
Y vy -150 ! 0 my %
-50 m\] [
o T <180 mvj
2.00nA i 20004, !
P H0mY 100ms dms
E.00my £00ms
12 12
@ Gontrol ® Ccanl
g g ORNENENEEEALEN: ol
[ﬁ 28 nnnnuoammmnuun {18 OCBA 100 pI |§M UDUUUUDE‘JGDaUDD [ | DCBA 690 g
5 08 A Wash-out ':; 06 A Wash-out
- £
[} oA
02 02
00 + B8+ 004 -0y
150 -1 ) o R 100 .50 [
Prepulse potential V] . Prepulse potential [mV/]
P Figure 5 potentia! V)
0 aAmc 0 amc
12 - © AMCIDCEA 30/50 uM 12 - & AMCIDCBA 30/60 kg
1.0 A ANCIDCBA 60/500 p# 1.0 f——opzgr--~- I A AMCIDCEA SO0 yM
038 |
0.6 4 08 -
04 41 04 -
o2 TomV CO 024  -100mV GO
oo . i ; 00 . v ey .
100 10.00 100.00 1000.00 1.00 10.00 100,00 1000.00
Anmykmotacresol {pM) Amylmotacresol [}
Figure 6

3Nne



WO 2009/063223

PCTIGB2008/003852

12 124
& Control & Conteof
2 P rEEEyEty w 0 EJERLE oo
'l'E pa FOONOALOGDODE LY [0 9 A0 30 ph Iﬁ B CHES0n0UOGg, ) L3 ANGIICRR S0160 1M
:; 06 A Washout ‘5 05 4 A Viashout
& -
= a4 04
02 024
24 . . KSR9., oo ; . iimn‘
150 100 50 0 asp 100 50 0
Prapulsa potontial {nv} Prapulse polential [mVv]
52 1.2
w @ Coniral P 4 & Contro}
R L1 e o g et
'g 08 B AMC 5D i .5 paduIONOBUOIREDY [} 3 AMC/DGRA 5UHO0D M
bov = houl
k& oo ugnqunumﬂﬂugn A Wash-out § 08 A Wasteou
e o &
o4
0z
04 k
BE] 400 150 100 -50 &
Prepulse potential [mv] g Preputse pofartial [mv}
-8
E
Figure 7
-160mV 100 ms 4ms
amV:
";5;":'1 A Cenlrol - 0,1 1M CPC Washout
nH; 0,
100V: T Yhrr 20005 |
1.1l 1C50: 0.2 p# Mims
test? *control aH:0.0 o
1.2 S150my:
10 1656: 0.2 M Contrel 0.3 PMCPC Washoul . ]
- £ 109 T ~ vy T —
25 e
04 .
0z Control 1,0 pM CPC Washout
00 ] . “'-;=_--._n‘_ T e — T 20084
001 [IRES 1.00 1000 R
BGis
Cetylpyridiniumehloride [y}
0mv
Figure 8 oMV R
A0 mv A 40 ms
500w @

4/10



WO 2009/063223

PCT/GB2008/003852

12
@ Control
g
2 1 W CPG 0,1 itk
2 o8
% UoOODRCRARDDang, A Wash-out
- o5
2 oo
e,
o0 g
-150 100 -5 a E
Prapulse potanlial fmv)
2 -1G0 mV ms 4ms
@ cControt
1.0 4
[3RCPEDAPM
g 0
Yu A Wash-out
¥ os
.
£ o4 CEELLERITELLITT TN Figure 9
02
[0} L
1% -100 -5 [}
Prepulse polentiat [mv)
k3
e 54 &
f g‘(’k &
o
& & &
& 5 N & 2
& F & 5 & =
& & o S ELE s & 5
F &> B £ OSSN FF o W
¢ IS & F o F oy F O §FE
h ﬂ“m" @ 100y
~100 mV/ —
s -15C mv ooy
TV Y sy o v v Fomy
70 mv —~——
T vor IS Vo somy LA
~150 mV 0wy _ -850 my
-50 My YoV v [Ep
oo 150 v
150 mv
2.00nA I 2.aA I 2,004 l
550m soms sn0ns
Figure 10

510



WO 2009/063223

PCT/GB2008/003852

J0my:
1C 50,: 0.001 1M
nH,: 1
IC 50;: 20 14
Yost! 1 i 1
ast? ‘controd
ASoY: Conlrol 0.3 pM HT ‘ Washout soom
12 1C50,: 0.001 M T T 4
aH; 1
10 I€ 50,2 50 um s
04 nli; 0.8
00 Conlrol  3uMHT  Washout
. 20004
04 i T e
0z 26.0mg
0.0+ T r '
00051 QU010 Q5100 01000 0006 $0.0000 L0041 .00 180501
i " w:?)u mo Gontrof 10 pM HY Washoul
Hexetfidine {un] B 7’ }Y“ T 20004
N r 0ms
Figure 11 omy
0wV g
160 my 40 s
© cCantrol ® Contral
.2 CTRNT O3 1.2 5 DEHT 1M
" 1.0 [ § ¥ ) LEbs] - A Washout 2 1.0 pERN AR A, Wash-out
'fﬁu.a nm:muummﬁwgn '\jo_ae uuuuunclnc)m:uno
:;; 0.6 ;: 0.6 -
=04 0.4 4
o.2 0.2 1
o
0.0+ . . #ad, 00 T i)
-150 «100 -50 0 =180 -100 =50 ]
Prepulse potontiel [mv] Propulse pelantial {mv]
1.2 1 & Control 1.2 ® Contral
0 phE g Rwwwn [ B HT Syt 10 gE RS LIk RY10 s
2 npd DDEUGUUOU‘JBDDDD A Wash-gt gl 051 A Wash-out
¥ z Poonoooa0ootagy,
= pg = 06 1 [u3
% G
o 0.4 4 04 1
0.2 4 : i
0.0 ¥ T T :
-15¢ -100 -100 -50 o
Prapulse potential [m\/] Propuise polential mv]
Figure 12
AS0mV  100ms 4ms

6/10



WO 2009/063223

PCT/GB2008/003852

¥
S
o F ¥
& S 2 & PR
s &8 ¢ &5 & &F
F & & F FE F F &
§ & & F & & § g8
T Omy & C My &
VY ot by ¥YY omd™,, VYV
‘V’ -150 mv/ 3 mv ~150mv 0 my
-f0m! ~70my
TV Y aseevd L Y vy aspmyy b Y Vv
-50my 50 My
: — e
Vot T sy v 150 My v v
Figure 13
0.00 0.10 10.00 100,00

o

1.00 10.00 100.00

008,00

10049.00

i
ey

Figure 14

ECRgy 29 M
nHr: 0.9
EClgy 0.3 M
nhi: 1.3
ECRgy 55 phvt
nkr: 27
005y A2 M
nidil: 4.2

7710



WO 2009/063223

PCT/GB2008/003852

HY

Figure 16

10.00 100.00 1000.00
20 ! ]
10
0
10 M
.20 4 ECRy,;: 657 M
nHr 3.5
-3 EClgp: 8.2 1M
40 aHik: 0.4
50
60
0 DCBA
8.00 B0 040 1.00 10,0 :
- ¢ o0 Figure 15
©
o . //
-10 4
-0 4
ECRgy: 0.2 M
<20 nHre: 0.9
40 4 EClg n a
50 4 coe nHik: n a
50 4
el
0.00 i 010 1400 10.00 160,00
20 N . A . ;
10
04 ECRgy 35
404 nHr: 1.08
20 A EClgy 0.05 uh
0 nHit 0.5

8/10



WO 2009/063223 PCT/GB2008/003852

J0mV:
1C 50: 0.8 pit Conlro)  3pMER  Washout
i 0.7 .
=120y rlfr T aen|
1C50; 5.2 1M 20.0me
nH: 0.8
biost! Feontrol REYLS Control  10uMHR  Washout
1G50: 21 214
nH: 0.9 T B — T 20004
W Gins
Conlrel 30 pPMHR  Washout
R
001 0,10 100 1008 10000 1000.00 T K T 2000A
Hexylresorcino [uM] A Dy
omv
Figure 17 Jonw m
' A00mV A 40ms
Asorv @
12 7 1.2
Oy 1.0
LS FLE]ELE N totekofch o
08 4 v 08+ o
:50.6 R @ Control ”E 06 - © Contral
-2 0.4 -/ (3 W Hexylezorcinot 1.0 yM __E 0.4 4 [ M Hoexyiresorclnol 3.0 pml
0.7 4 A Wash-ou 4.2 4 A Wash-out
oo . . $knae. 0.0 : i
150 -100 -50 1] -i50 ~too -50 0
Prepulse potential [mV} Prepulse potentlal fmv)
12 . 12 5 @ Contral
p -
L O ElEEk 10 ik () W Hoxyiresorelnol 30.0 yM
T:.,: a8 ootonaopng § 084 A Wash.out
£ 085 9y 3 o5
% ® Conirol “'n -
2 04 -\ i 0-4?n|:|nun oo
[ K& Hokylrosorcinol 10 yM? - B0%a, B
oz 0.2 oy
Wash-out o
00 A Washoou ¢0 . ThESR
-180 -100 -50 q 150 -100 -0 Q
Prepulso potential [mv] saw omy - Prepulse potential fmVf
- (_Vb:-
. I
Figure 18 =
£l
a
5
g
o
150V 100 s §ms

9110



WO 2009/063223

PCT/GB2008/043852

>
3 &
o X
g S N
& g &
& & g ¥ & u
g & & & P = & 5
$ &5 § § & & &4
FFE E g & F
& 0 my O mv hd
100 my Y Y -100_m_v§ -
v— V. V_ ~150 mV{ 0 v Y 450va 0 v —r 1( Y
; FGmy ; 7o.my .
v o ey rry
~150 mv/ o mv -150 mv 0 my
o e %D_m\.ﬂ‘ e - -
-150va Y~V assonv
2na 20004 | = 2800
£00ms soomn S00ms
L )
oy F § F Figure 19
gure
100 mv & g
“momvy Ly Y
Tamy
womyd bV v
-50 my 20004 |
e — e
150 mv 5.00ms

10/10



