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Vehicle Vehicle Compound 1 Compound 1 Compound2 Compound2  Compound3 Compound 3
2ml/kg,p.o. 2ml/kg,p.oo. 03mg/kg, p.o. 0.3 mg/kg, p.o. 0.5mg/kg, p.o. 0.5mg/kg, p.o. 0.5mg/kg,p.o. 05mg/kg, p.o.
+ + + + + + + +
Vehicle, Donepezil, Vehicle, Donepzil, Vehicle, Donepzil, Vehicle, Donepzil,

1ml/kg,ip. 005mg/kg,ip. 1ml/kg,ip. 0.05mg/kg,ip. 1ml/kg,ip. 0.05mg/kg,ip. 1ml/kg,ip. 0.05mg/kg,ip.

Data represents Mean + SEM of Exploration Time

*#p<0.01Vs familiar object (Paired ‘t’test). N=6-33
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Vehicle. Rivastigmin‘_: Vehicle Rivastigmine
2 mlkg, i.p. 0.03 mg/kg, i.p. 2 mlkg, ip. 0.03 mg/kg, i.p.
+ + + +
Vehicle Vehicle Compound 1 Compound 1
2 ml/kg, p.o. 2 ml/kg, p.o. 0.3 mg/kg, p.o. 0.3 mg/kg, p.o.

Data represents Mean £ SEM of Exploration Time

*p<0.05 Vs familiar object (Students paired ‘t’ test). N=8-11
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Figure 1c
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Vehicle Galantamine
2 mlkg, i.p. 0.03 mg/kg, ip.
+ +
Vehicle Vehicle
2 ml/kg, p.o. 2 ml’kg, p.o.

PCT/1B2016/054673
Vehicle Galantamine
2 mlkg, i.p. 0.03 mg/kg, i.p.
+ +
Compound 1 Compound 1
0.3 mg/kg, p.o 0.3 mg/kg, p.o.

Data represents Mean £ SEM of Exploration Time

*p<0.05 Vs familiar object (Students paired ‘t’ test). N=8-10
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Figure 2
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£ 2001
g
E
8 .
§ 150+ T s T
g ‘\ { W
5 « S e eSS
go 100 \\\\“\\“‘ \Q\ N \\\\\\\\\:\:tl§§“ Nk \\‘w\\\\\\
5 £ S N
@)
g
: t
S 501
C ) ] ) T ) ) ] L) ) ) T
-80 -40 0 40 80 120 160 200 240 280 320 360
Time (min)
(b)
1500+
B
<
2 2 1000 .
2 = =
S g
S | e
U g
2 £ 5004
5
<
0
vehicle 1 mg/kg, p.o. 3 mg/kg, p.o.
5 ml/kg, p.o. (n=11) (n=6)
(n=8)
Compound 1

(a) Values are expressed as mean + S.E.M. **p <0.01, ***p <0.001 (Bonferroni post
test) (b) Cumulative increases in neurotransmitter above baseline expressed as a
percentage of the area under the curve + S.EM. **p <0.01 (Dunnett's Multiple
Comparison Test).
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Figure 3

w@ Vehicle 5 ml/kg, p.o. + Vehicle 1 mL/kg, s.c. (n=8)

=== Compound 1, 3 mg/kg, p.o. + Vehicle 1 ml/kg, s.c. (n=6)
e~ Vehicle 5 ml/kg, p.o. + Donepezil 1 mg/kg, s.c. (n=6)
oo Compound 1, 3 mg/kg, p.o. + Donepezil 1 mg/kg, s.c. (n=5)
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Vehicle 5 mL/kg, p.o. Compound 1, 3 mg/kg, p.o. + Vehicle 5 mL/kg, p.o. Compound 1, 3 mg/kg, p.o.
+ Vehicle 1 mL/kg, s.c. Vehicle 1 mL/kg, s.c. + Donepezil 1 mg/kg, s.c.  +Donepezil 1 mgkg, s.c.
(n=8) (n=6) (n=6) (n=5)

(a) Data expressed as Mean + S.E.M. *p<0.05, **p<0.01, ***p<0.001 Vs Donepezil

alone (Bonferroni posttest) (b) Cumulative increases in neurotransmitter above

baseline expressed as a percentage of the area under the curve + S.EM. ¥#p<0.01 Vs

Donepezil alone (Dunnett's Multiple Comparison Test)
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Figure 4
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i Compound 1, 3 mg/kg, p.o. + vehicle 1 ml/kg, s.c. (n=7)
e Vehicle 5 ml/kg, p.o. + Rivastigmine 0.5 mg/kg, s.c. (n=10)

10004
s wei@een Compound 1,3 mg/kg, p.o. + Rivastigmine 0.5 mg/kg, s.c. (n=10)
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Compound 1, 3 mg/kg, p.o. Vehicle 5 ml/kg, p.o. Compound 1, 3 mg/kg, p.o.
+ + +
Vehicle 1 ml/kg, s.c. Rivastigmine 0.5 mg/kg, s.c. Rivastigmine 0.5 mg/kg, s.c.
(n=7) (n=10) (n=10)

(a) Data expressed as Mean + S.E.M. ***p<(.001 Vs Rivastigmine alone (Bonferroni
posttest) (b) Cumulative increases in neurotransmitter above baseline expressed as a
percentage of the area under the curve + S.E.M. **p<0.01 Vs Rivastigmine alone

(Dunnett's Multiple Comparison Test)

5/6



WO 2017/199071 PCT/1B2016/054673

Figure 5
) =\ Vehicle + Donepezil 0.3 mg/kg, i.v. (n=8)
07 =g Compound 1, 1 mg/kg, i.v. + Donepezil 0.3 mg/kg, i.v. (n=8)
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Data expressed as Mean + S.E.M. **p<0.01 Vs Donepezil alone (Bonferroni posttest)
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