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Vehicle Vehicle Compound 1 Compound 1
2 mL/kg, p.o. 2 mL/kg, p.o. 0.5 mg/kg, p.o. 0.5 mg/kg, p.o.
+ + + +
Vehicle Donepezil Vehicle Donepezil
2 mL/kg, s.c. 0.5mg/kg, s.c. 2 ml/kg, s.c. 0.5 mg/kg, s.c

Data represents Mean £ SEM of Exploration Time (*p<0.05 Vs familiar object, Students
paired ‘t’ test), n=8-10.
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Vehicle Vehicle Compound 1 Compound 1
2 mlL/kg, p.o. 2 mL/kg, p.o. 0.5 mg/kg, p.o. 0.5 mg/kg, p.o.
+ + + +
Vehicle Galantamine Vehicle Galantamine
1 mL/kg, i.p. 0.03 mg/kg, i.p. 1 mL/kg, i.p. 0.03mg/kg, i.p.

Data represents Mean £ SEM of Exploration Time (***p<0.001 vs familiar object,

Students paired ‘t’ test), n=7-10.
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Figure 1c:
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Vehicle Vehicle Compound 1 Compound 1
2ml /kg, p.o. 2ml/kg, p.o. 0.5 mg/kg, p.o. 0.5 mg/kg, p.o.
+ + + +

Vehicle Rivastigmine Vehicle Rivastigmine
1 mL/kg, i.p. 0.03 mg/kg, i.p. 1 ml/kg, i.p. 0.03 mg/kg, i.p.

Data represents Mean + SEM of Exploration Time, (**p<0.01 vs familiar object, Students

paired ‘t’ test), n=9-12
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Vehicle Vehicle Compound 3 Compound 3
2 mL/kg, p.o. 2 mL/kg, p.o. 0.05 mg/kg, p.o.  0.05 mg/kg, p.o.
+ + + +
Vehicle Donepezil Vehicle Donepezil,
1 mL/kg, s.c. 0.3 mg/kg, s.c. 1 mL/kg, s.c. 0.3 mg/kg, s.c.

Data represents Mean + SEM of Exploration Time, (**p<0.01 vs familiar object, Students

paired ‘t’ test), n=9-11.



WO 2018/033847 PCT/IB2017/054938

Figure 3
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(% change from mean basal value)
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s\ Vehicle, 5 mL/kg, p.o. + Donepezil, 1 mg/kg, s.c. (n=16)

weadeons Compound 1, 3 mg/kg, p.o. + Donepezil, 1 mg/kg, s.c. (n=9)
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Vehicle, 5 mL/kg, p.o. Compound 1,3 mg/kg, p.o.
+ +
Donepezil , 1 mg/kg, s.c. Donepezil, 1 mg/kg, s.c.

(a) Data expressed as Mean + SEM. #*p<0.05 and ***p<0.001 Vs Donepezil alone
P P

(Bonferroni’s post test) (b) Area under the curve (AUC) £ S.E.M. **#p<0.001 Vs Donepezil

alone (Unpaired “t” Test).
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Figure 4
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< Vehicle, 5 ml/kg, p.o. + Rivastigmine, 0.5 mg/kg, s.c. (n=5)

N Compound 1, 3 mg/kg, p.o. + Rivastigmine, 0.5 mg/kg, s.c. (n=7)
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Vehicle, 5 ml/kg, p.o. Compound 1, 3 mg/kg, p.o.
+ +

Rivastigmine, 0.5 mg/kg, s.c.  Rivastigmine, 0.5 mg/kg, s.c.

(a) Data expressed as Mean + SEM. *#p<0.01 Vs rivastigmine alone (Bonferroni’s posttest)

(b) Area under the curve (AUC) = S.E.M.
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Figure 5: (a)

& Vehicle, 5 ml/kg, p.o. + Donepezil, 1 mg/kg, s.c. (n=9)
40009 e Compound 2, 10 mg/kg, p.o. + Donepezil, 1 mg/kg, s.c. (n=6)
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Vehicle, 5 ml/kg, p.o. Compound 2, 10 mg/kg, p.o.
+ +
Donepezil, 1 mg/kg, s.c. Donepezil, 1 mg/kg, s.c.

(a) Data expressed as Mean + SEM. *p<0.05, **p<0.01 and ***p<0.001 Vs Donepezil
alone (Bonferroni post test) (b) Area under the curve (AUC) + S.EM. ***p<0.001 Vs

Donepezil alone (Unpaired “t” Test).



WO 2018/033847 PCT/IB2017/054938

6/7

Figure 6: (a)

Acetylcholine
(% change from mean basal value)
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s~ Compound 3, 10 mg/kg, p.o. + Donepezl, 1 mg/kg, s.c. (n=6)
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Vehicle, 5 ml/kg, p.o. Compound 3, 10 mg/kg, p.o.
+ +
Donepezil, 1 mg/kg, s.c. Donepezil, 1 mg/kg, s.c.

(a) Data expressed as Mean + SEM. **p<0.01 Vs Donepezil alone (Bonferroni post test).
(b) Area under the curve (AUC) = S.E.M. *p<0.05 Vs Donepezil alone (Unpaired “t” Test).
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Figure 7

(a)

2507 s~ Vehicle, 2 ml/kg, i.v. + Donepezil, 0.3 mg/kg, i.v. (n=8)
= Compound 1, 1 mg/kg, i.v. + Donepezl, 0.3 mg/kg, i.v. (n=7)
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Vehicle, 2 mL/kg, iv ~ Compound 1, 1 mg/kg, iv.

Donepezil, 0.3 mg/kg, i.v.

(a) Data expressed as Mean + S.E.M. #*p<0.05, **p<0.01 Vs Donepezil alone (Bonferroni’s
posttest) (b) Area under the curve value + S.E.M. *#*p<0.01 Vs Donepezil alone (unpaired

“t” test).





