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WE CLAIM: 

1. 	A Compound, or a tautomer thereof, or a stereoisomer of said cornpout ( or said 

tautomer, or a pharmaceutically acceptable salt thereof, said compound bay 	g the structural 

5 Forinula (I): 

/ iN1 ----' 

R9 	B A L3 
P SO2  

R4  

wherein: 

-L1- represents a bond or a diva n.t moiety selected from the group consisting of 

10 -allcyl-, -haloalkyl-, -heteroalkyl-, - 	enyl-, and -alkynyl-; 

-L2- represents a bond or 	divalent moiety selected from the group.: consisting of 

-alkyl-, -haloalkyl-, -heteroal r̀ l-, -aikenyl-, and -allcynyl-; 

each -L3- indepe 	t y represents a bond or a divalent moiety independently selected 

from the group consis 	g of -alkyl-, -haloalkyl-, -heteroalkyl-, -alkeny17, -alicynyI, -N(R7)-, -- 

15 NFIC(0)-, -C(0)N 	-NHS(0)2-, -S(0)2N11-, -0-alkyl-, -alkyl-0-, -N(R7)-alkyl-, 

-alkyl-N(R7)-, 	loalkyl-NH-, and —NH-haloalkyl-; 

m, n 	nd p are each independently selected integers, wherein: 

or more; 

n is 0 or more; and 

20 p' is 0 or more, 

wherein the maximum value of the sum of m and n is the maximuin number of 

available substitutable hydrogen atoms on ring A, and wherein the maximum value of p is the 

maximum number of available substitutable hydrogen atoms on ring B; 
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RI  is selected from the group consisting of H, alkyl, heteroalkyl, heteroh.alo 	yl,  

cycloalkyl., cycloalkylalkyl-, heterocycloalkyl, heterocycloalkylalkyl-, aryl, aryla 	1-,  

heteroaryl, and heteroarylalkyl-, 

wherein each of said alkyl, heteroalkyl, heterolialoalkyl, cycloalky 	ycloalkylalkyl-, 

5 	heterocycloalkyl, heterocycloalkylalkyl-, aryl, arylalkyl-, peter amyl., and 

heteroatylalkyl- of RI  is unsubstituted or substituted with 0 	or more independently 

selected RI°  groups; 

R2  is selected from the group'consisting of H, halo, al 	„ haloalkyl, and heteroalkyl, 

wherein each of said alkyl and said haloal 	of R2  is unsubstituted or 

10 substituted with one or more independe • ly selected RI°  groups; 

R3  is selected from the group consisting of .., halo, alkyl, haloalkyl, and heteroalkyl, 

wherein each of said alkyl ands 	haloalkyl of R2  is unsubstituted or 

substituted with one or more ' dependently selected RI°  groups; 

R4  is selected .from the group con 	ng of alkyl, aryl, heteroaryl, cycloalkyl, 

15 	cycloalkenyl, heterocycloalkyl, and I 	ocycloalkenyl, 

wherein each of said alkyl, ryl, heteroaryl, cycloalkyl, cycloalkenyl, heterocycloalkyl, 

and heterocycloalkenyl s 	R.4  is unsubstituted or substituted with one or more 

independently select, 	R10  groups; 

ring A. is selecte 	-orn the group consisting of monocyclic aryl, monocyclie heteroaryl, 

20 	monocyclic cycloal 	monocyclic cycloalkenyl, monocyclic heterocycloalkyl, monocyclic 

heterocycloalke 	and a multicyclic group; 

each ri 	B (when present) is independently selected from the group consisting of 

inonocycli 	I, monocyclie heteroaryl, monocyclic cycloalkyl, monocyclie cycloalkenyl, 

monocy 	c heterocycloalkyl, monocyclic heterocycloalkenyl, and a multicyclic group; 

25 each R5  (when present) is independently selected from the group consisting of halo, - 

-SF5, -OSF5, -NO2, -Si(R6)3, -P(0)(002, -roxoR7)(g.7), -N(R.8)2, -NR8c(o)R7,- 

N-R8s(o)2R7,--NR8c(o)N(R)z, -NR8c(o)oR7, -C(0)R7, -c(o)2R7, -c(o)NR8)2, -S(0)R7, -

S(0)2R7, -s(o)2N(R8)2, -OR7, -SR7, alkyl, haloalkyl, haloalkoxy, heteroalkyl, alkenyl, alkynyl, 

cycloalkyl, heterocycloalkyl, aryl, and heteroaryl, 

30 	wherein each said alkyl, haloalkyl, haloalkoxy, heteroalkyl, alkenyl, alkynyl, 

cycloalkyl, heterocycloalkyl., aryl, and heteroaryl. of R5  (when present) is optionally 
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independently unsubstituted or further substituted with one or more independe ntly 

selected groups selected from the group consisting of lower alkyl, lower a 	enyl, lower 

alkynyl, lower heteroalkyl, halo, -CN, -SF5, -OSF5, -NO2, -N(R8)2, -O 7, -C(0)N(R8)2, 

and cycloalkyl; 

5 each R6  (when present) is independently selected from the group onsisting of alkyl, 

aryl, arylalkyl-, haloalkyl, cycloalkyl, cycloalkylalkyl-, h.eteroaryl, a 	1 I eteroarylallcyl-; 

each R7  (when present) is independently selected from 	roup consisting of H, alkyl, 

alkenyl, heteroalkyl, haloalkyl, aryl, aryThlkyl-, heteroaryl, he 	oaryIalkyl-, cycloalkyl, 

cycloalkylalkyl-, heterocycloalkyl, and heterocycloalkylall 

10 each R8  (when present) is independently selecte 	om the group consisting of FI, alkyl, 

alkenyl, heteroalkyl, haloalkyl, haloalkenyl, aryl, a 	Ikyl-, heteroaryl, heteroarylalkyl-, 

cycloalkyl, cycloalkylalkyl-, heterocycloalkyl, a 	heterocycloalkylalkyl-; 
' 	• each R9  (when present) is independent 	selected from the group consisting of: 

halogen, -CN, -SF5, -OSF5, -NO2, -Si(R6)3 	. (0)(0102, -P(0)(0R7)(R7); -N(R8)2, 

15 	-NR8C(0)R7, -NR8S(0)2R7, —NR.8C(0 	(e),, -NR8c(0)0R7, -c(o)R7,-c(0),R7, 

-c(0)N(R8)2,._s(0)R7, -s(o)2R7, 	)2N(R8)2, -0R7, -SR7, alkyl, haloalkyl, heteroalkyl, 

alkenyl, alkynyl, aryl, arylalkyl- 	yc °alkyl, heteroaryl, heteroatylalkyl-, and 

heterocycloalkyl; 

each R1°  (whenr 	ent) is independently selected from the group consisting of halo, - 

20 	CN, -NO2, -Si(R6)3, 	)(0R7)2, -P(0)(0R7)(R7), -N(R.8)2, -NR8.C(0)R7, -NR8S(0)2R7, — 

NR8C(0)N(R8)2 - 	8C(0)0R7, -C(0)R7, -C(0)2R7, -C(0)N(118)2, -S(0)R7, -S(0)2R7, 

-S(0)2N(R8)2, - 	-SR7, alkyl, haloalkyl, haloalkoxy, heteroalkyl, alkenyl, alkynyl, and 

cycloalkyl, 

cin each said alkyl, haloalkyl, haloalkoxy, heteroalkyl, alkenyl, alkynyl, and 

25 cycloalkyl of Rl°  (when present) is optionally independently unsubstituted or further 

substituted with one or more independently selected groups selected from the group 

consisting of lower alkyl, lower alkenyl, lower alkynyl, lower heteroalkyl, halo, -CN, 

-NO2, -N(R8)2, -OW, and -C(0)N(R8)2• 
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2. 	A compound of claim 1, or a tautomer thereof, or a stereoisomer of said 	,mpound or 

said tautomer, or a pharmaceutically acceptable salt thereof, wherein: 

R.' is selected from the group consisting of H, lower alkyl, and cycloprop 

5 

3. 	A compound of claim 1, or a tautomer thereof, or a stereois • 	er of said compound or 

said tautomer, or a pharmaceutically acceptable salt thereof, wh cm: 

R2  is H. 

10 4. 	A compound of claim 1, or a tautomer thereof • r a stereoisomer of said compound or 

said tautomer, or a pharmaceutically acceptable sa 	thereof, wherein: 

R3  is selected from the group consisting H, alk 	, haloalkyl, and heteroalkyl. 

5. 	A compound of claim 1, or a taut, 	er thereof, or a stereoisomer of said compound or 

15 said tautomer, or a pharmaceutically 

Formula (II): 

, ceptable salt thereof, said compound having a structural 

N H 

HN 

B 

n 	 C 
.......„-502  

I H 
R3  

(II). 

20 A compound of claim 5, or a tautomer thereof, or a stereoisomer of said compound or 

said tautomer, or a pharmaceutically acceptable salt thereof, wherein: 

ring A is selected from the group consisting of phenyl, pyridyl, pyrazinyl, furanyl, 

thienyl, pyrimidinyl, pyridazinyl, thiazolyl, oxazolyl, benzothienyl, benzimidazolyl, indazolyl, 

indolyl, and thienopyrazolyl; 

25 rn is 0 or more; 
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each R5  group (when present). is independently selected from the group consis 	g of 

halogen, -CN, -SF5, -N(le)2, -0R7, -SR7, lower alkyl, lower lialoalkyl, lower heter!411cyl, 

lower alkynyl, and cycloallcyl; 

nisi; 

5 -L3- represents a bond or a divalent moiety selected from the g o 	consisting of — 

NHC(0)- and —C(0)NH-; 

ring B is selected from the group consisting of phenyl, pyr dy , pyrazinyl, furanyl, 

thienyl, pyrimidinyl, pyridazinyl, thiaiolyl, oxazolyl, isoxazol 	, isothiazolyl, indolyl, 

pyrrolopyridyl, and pyrrolopyrimidinyl; 

10 p is 0 or more; and 

each R9  group (when present) is independently selee'' d from the group consisting of halogen, 

-CN, -SF5, -N(R8)2, -OW, -SR7, lower alkyl, low,-  haloalkyl, lower heteroalkyl, lower 

alkynyl, phenyl, benzyl, and cycloalkyl. 

7. 	A. compound of claim 5, or a tauto.,• 'er thereof, or a stereoisomer of said compound or 

15 	said tautomer, or a pharmaceutically a 	eptable salt thereof, wherein: 

n is 0; 

m. is I or more; 

-Li- represents a bon' , —CH2-, or --CH2CH2-; 

ring A is selected;,` oin the group consisting of phenyl, pyridyl, pyrazinyl, furanyl, 

20 	thienyl, pyrimidiny , , 	riclazinyl, thiazolyl, oxazolyl, imidazolyl, pyrazolyl, quinazolinyl, 

benzofuranyl, ben 	nidazolyl, benzoxazolyl, benwthiazolyl, benzothienyl, naphthyl, quinolyl, 

isoquinolyl, in,  zolyl, indolyl, and thienopyrazolyl; and 

each R5  grk. p (when present) is independently selected from the group consisting of halogen, 

-CN, -Sr, -N(R.8)2, -0R1, -SR', lower alkyl, lower haloallcyl, lower heteroalkyl, lower 

25 	alley 	1, and cycloalltyl. 

8 A compound, or a tautomer thereof, or a stereoisomer of said compound or said 

tautomer, or a pharmaceutically acceptable salt thereof, said compound being selected from 

the group consisting of: 

Ex # 	 Structure 
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20. A pharmaceutical composition comprising a compound of any one of claims 1-18 ar a 

tautomer thereof, or a stereoisomer of said compound or said tautomer, or a phannace 	ically 

5 acceptable salt thereof, together with at least one additional therapeutic agent, and 

phaanaceutically acceptable carrier or diluent. 

21. A pharmaceutical composition of claim 20, wherein said at least . e additional 

therapeutic agent is at least one agent selected from: 

10 m1  agonists; m2  antagonists; cholinesterase inhibitors; gala 	amine; rivastigimine; N-

methyl-D-aspartate receptor antagonists; combinations of choli esterase inhibitors and N-

methyl-D-aspartate receptor antagonists; gamma secretase ►  . dulators; gamma secretase 

inhibitors; non-steroidal anti-inflammatory agents; anti-' flammatory agents that can reduce 

neuroinflammation; anti-amyloid antibodies; vitami 	; nicotinic acetylcholine receptor 

15 agonists; CB1 receptor inverse agonists; CBI rec:. for antagonists; antibiotics; growth 

hormone secretagogues; histamine H3 antago 	ts; AMPA agonists; PDE4 inhibitors; GABAA 

inverse agonists; inhibitors of amyloid ag 	gation; glycogen synthase kinase beta inhibitors; 

promoters of alpha secretase activity; P ►, -10 inhibitors; Tau kinase inhibitors; Tau 

aggregation inhibitors; RAGE inhib.  '.rs; anti-Abeta vaccine; APP ligands; agents that 

20 upregulate insulin, cholesterol lo Bering agents; cholesterol absorption inhibitors; combinations 

of HMG-CoA reductase inhi • ors and cholesterol absorption inhibitors; fibrates; combinations 

of fibrates and cholesterol 	wering agents and/or cholesterol absorption inhibitors; nicotinic 

receptor agonists; niac 	combinations of niacin and cholesterol absorption inhibitors and/or 

cholesterol lowerin 	agents; LXR agonists; LRP mimics; H3 receptor antagonists; histone 

25 deacetylase inhi ►  tors; hsp90 inhibitors; 5-HT4 
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agonists; 5-HT6 receptor antagonists; mGluRl receptor modulators or antagonists; mGluR5 

receptor modulators or antagonists; mGluR2/3 antagonists; Prostaglandin EP2 receptor 

antagonists; PAI-1 inhibitors; agents that can induce Abeta efflux; Metal-protein attenu. ing 

compound; GPR3 modulators; and antihistamines. 

5 

22. A compound of any one of claims 1-18, or a pharmaceutically accepta. e salt thereof, 

for use in treating, preventing, and/or delaying the onset of an amyloid pp 	ology ("Aj3 

pathology"). 

10 23. The compound of claim 22, wherein said AP pathology is 	lzheimer's disease. 

24. Use of a compound of any one of claims 1-18, or a 	asuiaceutically acceptable salt 

thereof, in the manufacture of a medicament for treatin , preventing, and/or delaying the onset 

of an amyloid f3 pathology ("A(3 pathology") selectee from Alzheimer's disease, Down's 

15 syndrome, Parkinson's disease, memory loss, me, ory loss associated with Alzheimer's 

disease, memory loss associated with Parkins. 's disease, attention deficit symptoms, 

attention deficit symptoms associated with 	lzheimer's disease, Parkinson's disease, and/or 

Down's syndrome, dementia, stroke, m rogliosis and brain inflammation, pre-senile dementia, 

senile dementia, dementia associate. with Alzheimer's disease, Parkinson's disease, and/or 

20 Down's syndrome, progressive s . anuclear palsy, cortical basal degeneration, 

neurodegeneration, olfactory 	pairment, olfactory impairment associated with Alzheimer's 

disease, Parkinson's disea 	, and/or Down's syndrome, (3-amyloid angiopathy, cerebral 

amyloid angiopathy, he 	ditary cerebral hemorrhage, mild cognitive impairment ("MCI"), 

glaucoma, amyloido is, type II diabetes, diabetes-associated amyloidogenesis, hemodialysis 

25 complications ( 	P2 microglobulins and complications arising therefrom in hemodialysis 

patients), scr..ie, bovine spongiform encephalitis, traumatic brain injury ("TBI"), Creutzfeld- 

Jakob dise se, and traumatic brain injury. 

25. A use of claim 24, wherein said AP pathology is Alzheimer's disease. 
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WE CLAIM: 

1. A compound, or a tautomer thereof, said compound having a structure: 

0 
NH 

NH 
N 	 HN 	

N,CH3 

S` 0 \ 	/ 	
I 

CI 	 CH3 	0  

2. A phau 	iaceutical composition comprising a pharmaceutically acceptable carrier or 

diluent and the compound of claim 1 or a tautomer thereof 

3. A pharmaceutically acceptable salt of a compound or a tautomer thereof, said 

compound having a structure: 

0 
NH 

NH 
N 	 HN7-. NCH3 

S1 -0 \ / 

CI 	 CH3 	0 

4. The pharmaceutically acceptable salt of claim 3, wherein said salt is selected from 

the group consisting of acetate, ascorbate, benzoate, benzenesulfonate, bisulfate, 

borate, butyrate, citrate, camphorate, camphorsulfonate, fumarate, hydrochloride, 

hydrobromide, hydroiodide, lactate, maleate, methanesulfonate, naphthalenesulfonate, 

nitrate, oxalate, phosphate, propionate, salicylate, succinate, sulfate, tartarate, 

thiocyanate, and toluenesulfonate. 

5. The pharmaceutically acceptable salt of claim 3, wherein said salt is a 

hydrochloride salt. 
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6. The pharmaceutically acceptable salt of claim 3, wherein said salt is a 

toluenesulfonate salt. 

7. A pharmaceutical composition comprising a pharmaceutically acceptable carrier or 

diluent and the pharmaceutically acceptable salt of any one of claims 3, 5 or 6. 

8. A compound, or a tautomer thereof, said compound having a structure: 

0 
NH 

NH 
N 	 HN 	

NCH3 

I —0 \ 	/ 	 \\ 

F3C 	 F 	aH3 	° 

9. A pharmaceutical composition comprising a pharmaceutically acceptable carrier or 

diluent and the compound of claim 8 or a tautomer thereof 

10. A pharmaceutically acceptable salt of a compound or a tautomer thereof, said 

compound having a structure: 

0 
NH 

NH 
N 	 ,.CH3 

HN 	N 
I 

\ / 	 —0 S 
\\ 

F3C 	 F 
	a H3 	0  

11. The pharmaceutically acceptable salt of claim 10, wherein said salt is selected 

from the group consisting of acetate, ascorbate, benzoate, benzenesulfonate, bisulfate, 

borate, butyrate, citrate, camphorate, camphorsulfonate, fumarate, hydrochloride, 

hydrobromide, hydroiodide, lactate, maleate, methanesulfonate, naphthalenesulfonate, 

nitrate, oxalate, phosphate, propionate, salicylate, succinate, sulfate, tartarate, 

thiocyanate, and toluenesulfonate. 

12. The pharmaceutically acceptable salt of claim 10, wherein said salt is a 

hydrochloride salt. 
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13. The pharmaceutically acceptable salt of claim 10, wherein said salt is a 

toluenesulfonate salt. 

14. A pharmaceutical composition comprising a phannaceutically acceptable carrier 

or diluent and the pharmaceutically acceptable salt of any one of claims 10, 12 or 13. 

15. A compound, or a tautomer thereof, said compound having a structure: 

0 
NH 

NH 
N 	 HN 

,CH3 
N 

S.- / 	
I  -0 

F 	 CH3 	0  

16. A phamiaceutical composition comprising a pharmaceutically acceptable carrier 

or diluent and the compound of claim 15 or a tautomer thereof. 

17. A pharmaceutically acceptable salt of a compound or a tautomer thereof, said 

compound having a structure: 

0 
NH 

NH 
N 	 ,---,„ 

HN 
„„CH3  

N 

_ 	\\ 
CH3 	° 

F 

18. The pharmaceutically acceptable salt of claim 17, wherein said salt is selected 

from the group consisting of acetate, ascorbate, benzoate, benzenesulfonate, bisulfate, 

borate, butyrate, citrate, camphorate, camphorsulfonate, fumarate, hydrochloride, 

hydrobromide, hydroiodide, lactate, maleate, methanesulfonate, naphthalenesulfonate, 

nitrate, oxalate, phosphate, propionate, salicylate, succinate, sulfate, tartarate, 

thiocyanate, and toluenesulfonate. 
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19. The pharmaceutically acceptable salt of claim 17, wherein said salt is a 

hydrochloride salt. 

20. The pharmaceutically acceptable salt of claim 17, wherein said salt is a 

toluenesulfonate salt. 

21. A pharmaceutical composition comprising a pharmaceutically acceptable carrier 

or diluent and the pharmaceutically acceptable salt of any one of claims 17, 19 or 20. 

22. A compound, or a tautomer thereof, said compound having a structure: 

0 
NH 

NH 
CH3  

HN N
/ 

\ 	/ 	 :-. 

CH3  
F 

F 

23. A pharmaceutical composition comprising a pharmaceutically acceptable carrier 

or diluent and the compound of claim 22 or a tautomer thereof. 

24. A pharmaceutically acceptable salt of a compound or a tautomer thereof, said 

compound having a structure: 

0 
NH 

NH 
CH3  

HN N 

\ 	/ 	 z 
CH3  

F 
F 

25. The pharmaceutically acceptable salt of claim 24, wherein said salt is selected 

from the group consisting of acetate, ascorbate, benzoate, benzenesulfonate, bisulfate, 

borate, butyrate, citrate, camphorate, camphorsulfonate, fumarate, hydrochloride, 

hydrobromide, hydroiodide, lactate, maleate, methanesulfonate, naphthalenesulfonate, 
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nitrate, oxalate, phosphate, propionate, salicylate, succinate, sulfate, tartarate, 

thiocyanate, and toluenesulfonate. 

26. The pharmaceutically acceptable salt of claim 24, wherein said salt is a 

hydrochloride salt. 

27. The pharmaceutically acceptable salt of claim 24, wherein said salt is a 

toluenesulfonate salt. 

28. A pharmaceutical composition comprising a pharmaceutically acceptable carrier 

or diluent and the pharmaceutically acceptable salt of any one of claims 24, 26 or 27. 

29. Use of a compound, or a tautomer thereof, according to any one of claims 1, 8, 15 

or 22, or a pharmaceutically acceptable salt of said compound or said tautomer in the 

manufacture of a medicament for the treatment of an indication selected from the 

group consisting of Alzheimer's disease, Down's syndrome, Parkinson's disease, 

stroke, microgliosis, brain inflammation, pre-senile dementia, senile dementia, 

progressive supranuclear palsy, cortical basal degeneration, olfactory impairment 

associated with Alzheimer's disease, olfactory impairment associated with 

Parkinson's disease, olfactory impairment associated with Down's syndrome, 13-

amyloid angiopathy, cerebral amyloid angiopathy, hereditary cerebral hemorrhage, 

mild cognitive impairment, glaucoma, amyloidosis, type II diabetes, diabetes-

associated amyloidogenesis, scrapie, bovine spongiform encephalitis, traumatic brain 

injury, and Creutzfeld-Jakob disease. 

30. The use of claim 29, wherein said indication is Alzheimer's disease. 

31. The use of claim 29, wherein said indication is olfactory impairment associated 

with Alzheimer's disease. 

32. The use of claim 29, wherein said indication is Down's syndrome. 

33. The use of claim 29, wherein said indication is olfactory impannient associated 

with Down's syndrome. 



-195- 

34.  The use of claim 29, wherein said indication is pre-senile dementia. 

35.  The use of claim 29, wherein said indication is is (3-amyloid angiopathy. 

36.  The use of claim 29, wherein said indication is cerebral amyloid angiopathy. 

37.  The use of claim 29, wherein said indication is mild cognitive impairment. 

38.  The use of claim 29, wherein said indication is type II diabetes. 

39.  The use of claim 29, wherein said indication is traumatic brain injury. 


