
Selectively Substituted Quinoline Compounds 

CROSS-REFERENCE TO RELATED APPLICATIONS 

[0001] 	This application claims priority to United States provisional patent application 

no. 61/890,718, filed on October 14, 2013. 	That application is incorporated by reference 

herein. 

BACKGROUND 

[0002] 	 Field of the Disclosure 

[0003] 	Embodiments of the disclosure relate to selectively substituted quinoline 

compounds and pharmaceutical agents comprising one or more of those compounds as active 

ingredient(s). 	More particularly, embodiments of the disclosure relate to those compounds 

that act as an antagonist or inhibitor for Toll-like receptors (TLR) 7 and 8, and their use in a 

pharmaceutical composition effective for treatment of systemic lupus erythematosus (SLE) 

and lupus nephritis. 

[0004] 	 Description of Related Art 

[0005] 	Systemic lupus erythematosus (SLE) and lupus nephritis are autoimmune 

diseases characterized by inflammation and tissue damage. For example, SLE may cause 

damage to the skin, liver, kidneys, joints, lungs, and central nervous system. 	SLE sufferers 

may experience general symptoms such as extreme fatigue, painful and swollen joints, 

unexplained fever, skin rash, and kidney dysfunction. Because organ involvement differs 

amongst patients, symptoms may vary. SLE is predominantly a disease of younger women, 

with peak onset between 15-40 years of age and an approximate 10-fold higher prevalence in 

women vs. men. 

[0006] 	Current treatments for SLE typically involve immunomodulatory drugs such 

as belimumab, hydroxychloroquine, prednisone, and cyclophosphamide. All of these drugs 

may have dose-limiting side effects, and many patients still have poorly controlled disease. 

BRIEF SUMMARY OF THE DISCLOSURE 

[0007] 	 sof-tThe disclosure provide compounds and methods of use for 

preventing or treating diseases or conditions characterized by Toll-like receptor 7 or 8 

in 	In 	 One activation 	patients. 	one gspect there  is provided 	emheEM-r-re-pitur.)' a compound 

of formula (I) or pharmacet 	ible salt thereof: 
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N 	 (I) 

wherein at least one of R1  and R2 is —H, methyl, or ethyl, and the other is 

-H; or the other is 

C1 -05  alkyl that is optionally substituted with: 

—OH, methoxy, ethoxy, -OCH(CH3)2, -O(CH2)2CH3, phenyl, furanyl, - 

0(CH2),OH, phenoxy, methylthio, 	-F, 	-N(CH3)2, 	cyano, pyridinyloxy, 

fluorophenoxy, isochromanyl, phenol, benzylamino, -NHCH3, oxo-, amino, 

carboxyl, 7-member spiroaminyl, a three to six member cycloalkyl, saturated 

or unsaturated and optionally including one or more heteroatoms selected 

from 0 and N, and optionally substituted at one or more C or N atoms by 

methyl, cyano, fluoro, methylamino, or trifluoromethyl; or the other is 

C3-C7  cycloalkane, saturated or unsaturated, optionally bridged, optionally including 

one or more heteroatoms selected from 0, S, and N, and optionally substituted at one or more 

C or N atoms by methyl, ethyl, pyridinyl, azetidinyl, acetamidyl, carboxamidyl, cyano, 

fluoro, methylamino, or trifluoromethyl; or 

R1  and R2, together with the nitrogen atom to which they are attached, form an 8 to 11 

member spirodiamine, an 8 member bicyclodiamine, a 7 member spiroxamine, a piperidinyl 

optionally substituted with ethyl, or a four to six member cycloalkyl, optionally substituted 

with 	at 	least 	one 	of 	carboxamidyl, 	aminomethyl, 	methyl, 	(ethylamino)methyl, 

(dimethylamino)methyl, dimethylamino, (methylamino)methyl, and amino; and wherein 

R3 is —H or methyl. 

[0008] 	In a further e zbedimrn•-example the compound is a compound of Formula 

(I), having the stereochemistry set forth in one of Formula (Ia), (Ib), (Ic), or (Id), having the 

same substituent options as set forth above for Formula (Ia): 
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R5 is C1 -05 alkyl that is saturated, partially saturated, or unsaturated, and that is optionally 

substituted with: 

-H, -Cl, -F, -OH, -NH2, oxo-, -N(CH2CH3)2, phenyl, cyclohexyl, phenyltriazolyl, 

cyclohexyltriazolyl, pyridinyl, pyrrolidinyl, 

morpholinyl optionally substituted with methyl or hydroxymethyl, 

-0-, substituted with: 

C1 -C6 alkyl, methylphenyl, methylcyclohexyl, pyridinyl, diazinyl, or phenyl 

optionally substituted with —F or methyl, 

-NH-, substituted with: 

C2-C7  alkyl that is linear, branched, or cyclic, saturated or unsaturated, and 

optionally substituted with oxo-, phenyl, methyl, or —OH, 

pyridinyl optionally substituted with methyl, methoxy, phenyl, or amino, 

diazinyl optionally substituted with ethyl, 
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[00111 	A further em-i4  speet provides a compound of Formula (III)  or  

phar 	lv acce table salt thereof`. 

1-4- 	11 

Rio 

110

1Ry  

N 	 (III) 

wherein 

R11  is H or methyl; 

Rio is H or, when both R14 and R9 are H, is methyl-1,4'-bipiperidinyl; 

R9 is —H or is —CH2- substituted by 1,4'-bipiperidinyl, oxo-, hydroxyl, methylpyridinyl, or 

piperidinyl optionally substituted with hydroxyl, -N(CH3)2, or piperidinyl. 

Ina further example  the compound is selected from rel- [0012] 	 ernhocilmentone 

(2R, 6R)-4-(8-cyanoquino lin-5-y1)-N-((3R, 4S)-4-fluoropyrrolidin-3-yl)-6-methylmorpholine- 

2-carboxamide hydrochloride, (2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(1- 

methylpiperidin-4-yl)morpholine-2-carboxamide, 5428, 6R)-2-([1 A-bipiperidin]-11- 

ylmethy0-6-methylmorpholino)quinoline-8-carbonitrile, and 542R, 7R)-2-(hydroxymethyl)- 

7-methy1-1,4-oxazepan-4-yDquinoline-8-carbonitrile. 

[0013] 	In a further e. 	diment-example the compound or pharmaceutically effective 

salt thereof of the preceding paragraph has an IC50 less than or equal to 20 nM against 

human TLR7 receptors expressed in a HEK-293 cell line. In a further examialeembediment 

the compound or pharmaceutically effective salt thereof of the preceding paragraph of this 

disclosure has an IC50 less than or equal to 100 nM against human TLR7 receptors expressed 

in a HEK-293 cell line. 	In a further example  embodiment the IC50 against human TLR7 

receptors expressed in a HEK-293 cell line is measured by (1) plating cells of the HEK-293 

cell line stably expressing TLR7 in Dulbecco's modified Eagle's medium containing 10 % 

fetal bovine serum at a density of 2.22X105 cells/ml into a 384-well plate and incubating for 

2 days at 37 °C, 5 % CO2; (2) adding the compound or pharmaceutically acceptable salt 

thereof and incubating the cells for 30 minutes; (3) adding CL097 (InvivoGen) at 3ug/m1 and 
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incubating the cells for approximately 20 hours; and (4) quantifying NF-kappaB dependent 

reporter activation by measuring luminescence. 

[0014] 	In further embodiments of the disclosure, compounds have an IC50 against 

human TLR7 receptors expressed in a HEK-293 cell line less than or equal to 200 nM, less 

than or equal to 180 nM, less than or equal to 160 nM, less than or equal to 140 nM, less than 

or equal to 120 nM, less than or equal to 100 nM, less than or equal to 80 nM, less than or 

equal to 60 nM, less than or equal to 40 nM, or less than or equal to 20 nM. 	In further 

embodiments of the disclosure, compounds have an IC50 against human TLR7 receptors 

expressed in a IIEK-293 cell line from 10 nM to 30 nM, from 10 nM to 50 nM, from 10 nM 

to 100 nM, from 30 nM to 50 nM, from 30 nM to 100 nM, or from 50 nM to 100 nM. In 

further embodiments the IC50 against human TLR7 receptors expressed in a HEK-293 cell 

line is measured by (1) plating cells of the HEK-293 cell line stably expressing TLR7 in 

Dulbecco's modified Eagle's medium containing 10 % fetal bovine serum at a density of 

2.22X105 cells/ml into a 384-well plate and incubating for 2 days at 37 °C, 5 % CO2; (2) 

adding the compound or pharmaceutically acceptable salt thereof and incubating the cells for 

30 minutes; (3) adding CL097 (InvivoGen) at 3ug/ml and incubating the cells for 

approximately 20 hours; and (4) quantifying NF-kappaB dependent reporter activation by 

measuring luminescence. 

1001 4a I 	In one aspect, there is provided the compound or pharmaceutically acceptable 

salt of the present invention for use in the treatment of lupus. In another aspect, there is 

provided the compound or pharmaceutically acceptable salt of the present invention for use in 

antagonizing TLR7. In a further aspect, there is provided the compound or pharmaceutically 

acceptable salt of any of the present invnetion for use in antagonizing TLR8. In another 

aspect, there is provided a pharmaceutical composition comprising at least one compound or 

pharmaceutically acceptable salt of the present invention and at least one pharmaceutically 

acceptable carrier. In another aspect, there is provided the compound or pharmaceutically 

acceptable salt of any of the present invention for use in the treatment of a systematic lupus 

ervthematosus cutaneous lupus, or neuropsvchiatric lupus. 

[00151 	Further embodiments—examples  provide methods for treatment of lupus, 

including but not limited to treatment of systemic lupus erythematosus, cutaneous lupus, 

neuropsychiatric 	lupus, 	fetal 	heart 	block, 	and 	antiphospholipid 	syndrome, 	including 

administering a pharmaceutically effective amount of a compound or pharmaceutically 

acceptable salt of the disclosure. 
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[0016] 	Further examplesen. bodii 	is provide methods for antagonizing TLR7, 

including 	administering 	a 	pharmaceutically 	effective 	amount 	of 	a 	compound 	or 

pharmaceutically acceptable salt of the disclosure. 

[0017] 	Further examplesembediments provide methods for antagonizing TLR8, 

including 	administering 	a 	pharmaceutically 	effective 	amount 	of 	a 	compound 	or 

pharmaceutically acceptable salt of the disclosure. 

[0018] 	Further 	exa mplesembediments 	provide 	pharmaceutical 	compositions 

comprising at least one compound or pharmaceutically acceptable salt of the disclosure and at 

least one pharmaceutically acceptable carrier. 

[0019] 	Further embeddia-px.mriples__ provide methods for treatment of systemic 

lupus erythematosus or lupus, including administering a pharmaceutically effective amount 

of a compound or pharmaceutically acceptable salt of the disclosure. 

[0020] 	Further examplest"odi 	s provide methods for antagonizing TLR7, 

including 	administering 	a 	pharmaceutically 	effective 	amount 	of 	a 	compound 	or 

pharmaceutically acceptable salt of the disclosure. 

[0021] 	Further 	 examples provide methods for antagonizing TLR8, 

including 	administering 	a 	pharmaceutically 	effective 	amount 	of 	a 	compound 	or 

pharmaceutically acceptable salt of the disclosure. 

[0022] 	Further 	embodiments 	examples 	provide 	pharmaceutical 	compositions 

comprising at least one compound or pharmaceutically acceptable salt of the disclosure and at 

least one pharmaceutically acceptable carrier. 

[0023] 	The term "optionally substituted," as used herein, means that the subject 

structure may include, but is not required to include, one or more substituents independently 

selected from lower alkyl, methoxy-, -OH, -NH2, -CF 2-NH-CH2, -OCH2CH2CH3, or — 

OCH(CH3)2. If the optionally substituted moiety is cyclic, then the optional substitution may 

be a methyl bridge between two atoms in the ring. 

[0024] 	The symbol "C(0)" as used herein refers to a carbonyl group having the 

formula C=O. 

[0025] 	Unless otherwise specified, "a" and "an" as used in this disclosure, including 

the claims, mean "one or more." 

[0026] 	As used herein, "lower alkyl" refers to straight, or, in the case of three- and 

four-carbon groups, straight, branched, or cyclic saturated hydrocarbons having between one 

and four carbon atoms. 
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[0027] 	As used herein, the term "attached through a nitrogen" when referring to a 

heterocyclic moiety including nitrogen, means that a point of attachment of the moiety to 

another structure is through a nitrogen that is part of the heterocycle. 

[0028] 	As used herein, the term "TLR7/8" means "TLR7 and TLR8" or "TLR7 or 

TLR8" or "TLR7 and/or TLR8." 	The particular meaning can be understood by a person 

skilled in the art based upon the context in which "TLR7/8" appears. 

[0029] 	Heterocyclic 	moieties 	recited 	herein 	include 	azetidinyl, 	pyrrolidinyl, 

piperidinyl, methylazetidinyl, pyrazolyl, piperazinyl, morpholinyl, thiazolyl, pyrrolopyn-olyl, 

imidazolidinyl, and isothiazolyl. Where a heterocyclic group is mentioned, unless otherwise 

indicated it will be understood that the heterocyclic atom(s) in the group may be at any 

position in the group. 	It will further be understood that imidazolyl, pyrazolyl, thiazolyl, and 

An 	 the pyrrolyl may be unsaturated or partially unsaturated. 	embodiment example of 

disclosure may include a pharmaceutical composition that includes one or more compounds 

of the disclosure with a pharmaceutically acceptable excipient. 	These pharmaceutical 

compositions may be used to treat or prevent a disease or condition characterized by TLR7/8 

activation in a patient, typically a human patient, who has or is predisposed to have such a 

condition or disease. Examples of diseases or conditions characterized by TLR7/8 activation 

include systemic lupus erythematosus (SLE) and lupus nephritis. 

[0030] 	As used herein, "effective amount" of a compound of an exampleembedimeet 

of the disclosure is effective amount of the above-identified compounds in an amount 

sufficient to treat or prevent SLE and lupus nephritis. 

[0031] 	Epabed-Hi+€44s—Examples presented herein may include asymmetric or chiral 

centers. 	Examples  Em 	ms include the various stereoisomers and mixtures thereof 

the disclosure may be Individual stereoisomers of compounds of e.icamplesemN)dimertu,  of 

prepared 	synthetically 	from 	commercially 	available 	starting 	materials 	that 	contain 

asymmetric or chiral centers, or by preparation of mixtures of enantiomeric compounds 

followed by resolution of those compounds. 	Suitable methods of resolution include 

attachment of a racemic mixture of enantiomers, designated (+/-), to a chiral auxiliary, 

separation of the resulting diastereomer by chromatography or recrystallization and 

separation of the optically pure product from the auxiliary; or direct separation of the mixture 

of optical enantiomers on chiral chromatographic columns. 

Exampleslimbodimenir 	the disclosure also include a [0032] 	 of 	 pharmaceutical 

composition including any compound of the disclosure as well as a pharmaceutically 

acceptable excipient. The pharmaceutical compositions can be used to treat or prevent SLE 
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and lupus nephritis. Therefore, em 	examples of the disclosure may also feature a 

method for treating or preventing SLE or lupus nephritis in a human patient having or 

predisposed to having lupus nephritis or SLE. 

[0033] 	Embediments 	Examples of the disclosure include pharmaceutically acceptable 

salts of the compounds presented herein. The term "pharmaceutically acceptable salt" refers 

to those salts that are, within the scope of sound medical judgment, suitable for use in contact 

with the tissues of humans and animals without undue toxicity, irritation, or allergic response. 

Pharmaceutically acceptable salts are well known in the art. For example, S. M. Berge, et al., 

describes pharmaceutically acceptable salts in detail in J. Pharmaceutical Sciences 66:1-19, 

1977. Salts can be prepared in situ during final isolation and purification of a compound or 

separately by reacting a free base group with a suitable organic acid. 	Representative acid 

addition salts include acetate, 	adipate, alginate, ascorbate, aspartate, benzenesulfonate, 

benzoate, bisulfate, borate, butyrate, camphorate, camphersulfonate, citrate, 
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[0403] Scheme 19 
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[0405] ER-895194 or 38: To a stirred solution of 13 (231.0 g, 815.3 mmol) in DCM (3.93 L) 

at 0 — 5 °C was added iodobenzene diacetate (525 g, 1630.6 mmol) while maintaining the 

temperature at < 5 °C. TEMPO (25.4 g, 162.8 mmol) was added followed by water (151 mL) 

after which time the resulting reaction mixture was warmed to 10 °C, stirred for 30 minutes 

and then allowed to warm to rt and stirred for 15 h. The completed reaction was cooled to < 

15 °C and quenched by the slow addition of 1.34 L of a 10 % (w/v) solution of sodium 

thiosulfate in water while °C maintaining the reaction temperature < 15 	followed by 

additional stirring at rt for 45 min. The pH of the quenched reaction was adjusted to pH 9 by 

the slow addition of 1M sodium hydroxide in water while maintaining the temperature at < 

25 °C. The stirring layers were separated and the organic layer was washed with water (560 

mL). 	1-Butanol (2.31 L) was added to the combined aqueous layers after which time the 

mixture was cooled to 10 — 15 °C followed by the slow addition of 5 M sulfuric acid (231 

mL) maintaining the temperature at < 25 °C to obtain an approximate pH 5. The resultant 

layers were separated and the aqueous layer was extracted 3 times with 1-butanol (2.31 L) 

while maintaining the pH of the aqueous layer approximately pH 5 between extractions. The 

combined aqueous layers were concentrated while warming to 50 — 55 °C after which time 

the resultant yellow solid-slurry was concentrated via azeotroping three times with n-heptane 
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[0557] 	ER-899477 (78 mg, 0.196 mmol, 58.3 % yield as a diastereomeric mixture) 

was prepared in a similar manner to ER-899464 starting with 38 (100 mg, 0.336 mmol) and a 

racemic mixture of (3S,4R)-tern-butyl 3-amino-4-fluoropiperidine-l-carboxylate and (3R,4S)- 

tert-butyl 3-amino-4-fluoropiperidine- 1 -carboxylate (220 mg, 1.009 mmol). 

[0558] 	ER-895415 as an example for Compound 41 in Scheme 11: To a stirred 

solution of 38 (1.10 g, 3.70 mmol) in DCM ( 5 mL) at 0 °C was added oxalyl chloride (1.0 

mL, 11.42 mmol) dropwise over 2 min. The reaction mixture was allowed to warm to rt and 

stir for 1 h after which time the reaction was concentrated and dried in vacuo. 	The dried 

syrup was cooled to 0 °C followed by the slow addition of Me0H (5 mL) with stirring. The 

completed reaction was concentrated to dry, diluted with DCM (10 mL), washed with 

saturated sodium sulfite (3 mL), brine (3 mL) and then dried over Na2SO4, filtered and 

concentrated to dry. 	The crude product was purified over silica gel (eluting w a 0 — 50 % 

EtOAc in heptane gradient) to provide ER-895415 (894 mg, 2.81 mmol, 76 % yield) after 

combining the desired fractions, concentrating and drying in vacuo. 

[0559] Preparation of example ER-899332 following Scheme 21: 

[0560] Scheme 21 
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[0562] The solution of ER-8997424-72-HCI (49.8 mg, .119 mmol) and parafoimaldehyde 

(8.90 	mg, 	.297 mmol) in DCM 	(0.5 	mL) 	was 	stirred at room for 	1 	hr. 	Sodium 

triacetoxyborohydride (62.8 mg, .297 mmol) was added and resulting solution was stirred at 

rt for 2 days. After the solvents were removed, the crude was chromatographied on silica 

(15% Me0H in DCM) to give ER-899332 (8.16 mg, 0.021 mmol, 18.3 % yield). 

[0563] 	ER-899457 (50 	mg, 0.117 mmol, 97 	% yield) was prepared in a similar  

manner to ER-899332 starting with ER-899336 (50 mg, 0.122 mmol) . 

[0564] 	ER-899836: A stirred solution of ER-899477 (76 mg, .191 mmol) in solution 

of 37 % formaldehyde in water (0.5 g, 16.652 mmol) and formic acid (0.5 ml, 13.036 mmol) 

was warmed to 80 °C for 3 h after which time the completed reaction is cooled to rt. The 

mixture was azeotroped to dryness four times with toluene (2 mL each) and the resultant 
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Claims 

We claim: 

1. 	A compound of formula (I) or pharmaceutically acceptable salt thereof: 

R3  

0 

N N „,,,,,,,........„... ..- 0 

„.„---
-N --,..,, 

Ri 	R2   
N 	 (I) 

wherein at least one of R1  and R2 is —H, methyl, or ethyl, and the other is 

-H; or the other is 

C1-C6  alkyl that is optionally substituted with: 

—OH, methoxy, ethoxy, -OCH(CH3)2, -O(CH2)2CH3, phenyl, furanyl, - 

0(CH2)20H, 	phenoxy, 	methylthio, 	-F, 	-N(CH3)2, 	cyano, 	pyridinyloxy, 

fluorophenoxy, 	isochromanyl, 	phenol, 	benzylamino, 	-NHCH3, 	oxo-, 

amino, 	carboxyl, 	7-member 	spiroaminyl, 	a 	three 	to 	six 	member 

cycloalkyl, saturated or unsaturated and optionally including one or more 

heteroatoms selected from 0 and N, and optionally substituted at one or 

more 	C 	or 	N 	atoms 	by 	methyl, 	cyano, 	fluoro, 	methylamino, 	or 

trifluoromethyl; or the other is 

C3-C7 	cycloalkane, 	saturated 	or 	unsaturated, 	optionally 	bridged, 	optionally 

including one or more 	heteroatoms selected from 	0, 	S, 	and 	N, 	and 	optionally 

substituted at one or more C or N atoms by methyl, ethyl, 	pyridinyl, azetidinyl, 

acetamidyl, carboxamidyl, cyano, fluoro, methylamino, or trifluoromethyl; or 

R1  and R2, together with the nitrogen atom to which they are attached, form an 8 

to 11 member spirodiamine, an 8 member bicyclodiamine, a 7 member spiroxamine, a 

piperidinyl optionally substituted with ethyl, or a four to six member cycloalkyl, optionally 

substituted with at least one of carboxamidyl, aminomethyl, methyl, (ethylamino)methyl, 
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(dimethylamino)methyl, dimethylamino, (methylamino)methyl, and amino; and wherein 

R3 is —H or methyl. 

2. The compound or pharmaceutically acceptable salt of 	claim 1, wherein said 

compound or salt has a stereochemical configuration selected from one of those shown 

in the group consisting of Formula (la), Formula (lb), Formula (1c), and Formula (1d): 

R3  

O _...,, 
Ri,--- 	7.> R2 

N -- 	 (la) 

0 

N N 
6„..

0 

.„..„---*
N\.  Ri  R2  

(Ib) 

R3  
= 

0 

110 Ri.--  
../N---......, 

R2  
N ' 	 (IC1 
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R3 

a 

0 

NN.„
...„,„..„..z

..- ,1/41/4
,0 

Ri 	R2 

(Id). 

3. 	The compound or pharmaceutically acceptable salt of claim 1, wherein said 

compound or salt is selected from the group consisting of: 

5-((2R,6R)-2-formy1-6-methylmorpholino)guinoline-8-carbonitrile; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-ethy1-6-methylmorpholine-2-carboxamide; 

(2R,6R)-4-(8-cyanoguinolin-5-y1)-N-isopropy1-6-methylmorpholine-2-

carboxamide; 

5-((2R,6R)-2-formy1-6-methylmorpholino)guinoline-8-carbonitrile; 

(2R,6R)-methyl 4-(8-cyanoguinolin-5-y1)-6-methylmorpholine-2-carboxylate; 

(6R) 4 (8 cyanoguinolin-5-y1)-6-methylmorpholine-2-carboxamide; 

5-((2R, 6R)-24(S)-3-ethylpiperazine-1-carbony1)-6-methylmorpholino)quinoline-8-

carbonitrile; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(3,4-difluorobenzy1)-6-methylmorpholine-2-

carboxamide; 

54(2R,6R)-24(S)-3-aminopyrrolidine-1-carbony1)-6-methylmorpholino)guinoline- 

8-carbonitrile; 

54(2R,6R)-2-(azetidine-1-carbony1)-6-methylmorpholino)guinoline-8-carbonitrile; 

5-((2R, 6R)-24[1,4'-bipiperidine]-11-carbony1)-6-methylmorpholino)guinoline-8-

carbonitrile; 

4 (8 (2R,6R) 	cyanoguinolin-5-y1)-N-cyclopropy1-6-methylmorpholine-2- 

carboxamide; 
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5-((2R,6R)-2-(3-aminoazetidine-1-carbony1)-6-methylmorpholino)quinoline-8- 

carbonitrile; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-(2-hydroxyethyl)-6-methylmorpholine-2- 

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(2-methoxyethyl)-6-rnethylmorpholine-2- 

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-((R)-2-hydroxypropy1)-6-methylmorpholine-2- 

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-((S)-1-hydroxypropan-2-y1)-6- 

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-((R)-1-hydroxypropan-2-y1)-6- 

methylmorpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-((S)-1-hydroxybotan-2-y1)-6- 

methylmorpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-((S)-1-hydroxy-3-methylbutan-2-y0-6- 

methylmorpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-511)-N-((S)-2-hydroxy-1-phenylethyl)-6- 

methylmorpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-((R)-2-hydroxy-1-phenylethyl)-6- 

methylmorpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-(2-hydroxybuty1)-6-methylmorpholine-2- 

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-(2-ethoxyethyl)-6-methylmorpholine-2- 

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-((R)-1-hydroxybutan-2-y1)-6- 

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(1,3-dihydroxypropan-2-y1)-6- 

methylmorpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-(2,3-dihydroxypropy1)-6-methylmorpholine-2- 

carboxamide; 
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(2R, 6R)-4 (8 cyanoquinolin-5-yI)-6-methyl-N-(((R)-tetrahydrofuran-2- 

yl)methyl)morpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-((tetrahydrofuran-2- 

yl)methyl)morpholine-2-carboxamide; 	, 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-6-methyl-N-(2-propoxyethyl)morpholine-2- 

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-((R)-1-hydroxypentan-2-y1)-6- 

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(2-isopropoxyethyl)-6-methylmorpholine-2- 

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-(1-methoxybutan-2-y1)-6-methylmorpholine-2- 

carboxamide; 

4 (8 (2R,6R) 	cyanoquinolin-5-y1)-N-(2-(2-fluorophe40-2-hydroxyethyl)-6- 

methylmorpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-((R)-1-hydroxy-3-methylbutan-2-y0-6- 

methylmorpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-(2,2-dimethoxyethyl)-6-methylmorpholine-2- 

carboxamide; 

(2R,6R) 4 (8 cyanoquindin-5-y1)-N-(2-(2-hydroxyethoxy)ethyl)-6- 

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(( 1S, 2S)-2-hydroxycyclohexyl)-6- 

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(2-hydroxycyclohexyl)-6-methylmorpholine-2- 

carboxamide; 

(2R,6R) 4 (8 cyanoquinoIin-5-y1)-N-(1-hydroxyhexan-2-y1)-6-methylmorpholine-2- 

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-((S)-1-hydroxy-3,3-dimethylbutan-2-y1)-6- 

methylmorpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-yI)-N-((S)-1-hydroxyhexan-2-y1)-6- 

methylmorpholine-2-carboxamide; 
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(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-((2S,3S)-1-hydroxy-3-methylpentan-2-yI)-6- 

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-((S)-1-hydroxy-4-methylpentan-2-y1)-6- 

methylmorpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-((R)-1-hydroxy-4-methylpentan-2-y1)-6- 

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y0-6-methyl-N-((4-methylmorpholin-2- 

yl)methyl)morpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-((S)-1-hydroxy-4-(methylthio)butan-2-y1)-6- 

methylmorpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-6-methyl-N-(2-phenoxyethyl)morpholine-2- 

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-((S)-1-hydroxy-3-phenylpropan-2-y1)-6- 

methylmorpholine-2-carboxamide; 

(2R,6R)-4 (8 cyanoquinolin-5-yI)-6-methyl-N-(2-phenoxypropyl)morpholine-2- 

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-(2-hydroxy-3-phenylpropy1)-6- 

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinotin-5-y1)-6-methyl-N-(2-(pyridin-3- 

yloxy)propyl)morpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(2-(4-fluorophenoxy)ethyl)-6- 

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(2-(3-fluoropheny1)-2-hydroxyethyl)-6- 

methylmorpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-((S)-1-cyclohexy1-3-hydroxypropan-2-y1)-6- 

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(isochroman-1-ylmethyl)-6-methylmorpholine- 

2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(2-hydroxy-3-phenoxypropy1)-6- 

methylmorphonne-2-carboxamide; 
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(2R,6R)-4-(8-cyanoquinolin-5-yI)-N-((1S,2R)-1-hydroxy-1-(4- 

hydroxyphenyl)propan-2-yI)-6-methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-((1S)-1,3-dihydroxy-1-phenylpropan-2-y1)-6- 

methylmorpholine-2-carboxamide;  

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-(2-hydroxy-3-(piperazin-1-y0propy1)-6- 

methylmorphoIine-2-carboxamide; 

(2R,6R)-N-(azetidin-3-y1)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholine-2-

carboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-yI)-6-methyl-N-((S)-pyrrolidin-3-yl)morpholine-2-

carboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-((R)-pyrrolidin-3-yl)morphoIine-2- 

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-6-methyl-N-((S)-piPeridin-3-yOmorpholine-2- 

carboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-y0-6-methyl-N-((R)-piperidin-3-yOmorpholine-2-

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y0-6-methyl-N-((S)-pyrrolidin-2-

ylmethyl)morpholine-2-carboxamide; 

6R)-N-(2-(benzylamino)ethyl) 4 (8 (2R, 	 cyanoquinolin-5-yI)-6-methylmorpholine- 

2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y0-6-methyl-N-(pyridin-2-yOmorpholine-2- 

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y0-6-methyl-N-(6-methylpyridin-2-yOmorpholine-2-

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-6-methyl-N-(5-methylisoxazol-3-yl)morpholine- 

2-carboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-yI)-6-methyl-N-(2,2,2-trifluoroethyl)morpholine-2-

carboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-y1)-N-(2,2-difIuoroethyl)-6-methylmorphoIine-2-

carboxamide; 

142 



(2R,6R) 4 (8 cyanoquinolin-5-yI)-6-methyl-N-(3,3,3-trifluoropropyl)morpholine-2- 

carboxamide; 

(21?,6R)-4-(8-cyanoquinolin-5-y1)-N-(2-(dimethylamino)-2-methylpropy1)-6-

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-((S)-morpholin-2-

ylmethyl)morpholine-2-carboxamide hydrochloride; 

(2R,6R) 4 (8 cyanoquinolin-5-yI)-6-methyl-N-(((S)-4-methylmorpholin-2- 

yl)methyl)morpholine-2-carboxamide acetic acetate; 

(2R,6R) 4 (8 cyanoquinolin-5-0)-N-(2-fluoroethyl)-6-methylmorpholine-2- 

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-0)-N-(3-fluoropropy1)-6-methylmorpholine-2- 

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-((S)-1,1 ,1-trifluoropropan-2- 

yOmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y0-6-methyl-N-((R)-1,1,1-trifluoropropan-2- 

yOmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-0)-N-(1,3-dimethy1-1H-pyrazol-5-y1)-6- 

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-0)-6-methyl-N-(1-methy1-1H-pyrazol-5- 

yl)morpholine-2-carboxamide; 

(2R, 6R)-N-(cyanomethyl)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholine-2- 

carboxamide; 

(2R,6R)-N-(1-cyanocyclopropyl) 4 (8 cyanoquinolin-5-y0-6-methylmorpholine-2-

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(1,2,4-thiadiazol-5-yl)morpholine-2-

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-6-methyl-N-(3-methy1-1,2,4-thiadiazol-5-

yl)morpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-6-methyl-N-(piperidin-4-yOrnorpholine-2-

carboxamide; 
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5-((2R,6R)-2-methyl-6-(2,6-diazaspiro[3.4]octane-2- 

carbonyl)morpholino)quinoline-8-carbonitrile hydrochloride; 

54(2R,6R)-2-methyl-6-(3-((methylamino)methypazetidine-1-

carbonyl)morpholino)quinoline-8-carbonitrile hydrochloride; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-((4-fluoropiperidin-4-yOmethyl)-6-

methylmorpholine-2-carboxamide hydrochloride; 

6R)-N-(azetidin-3-ylmethyl) 4 (8 (2R, 	 cyanoquinolin-5-yI)-6-methylmorpholine-2- 

carboxamide hydrochloride; 

5-((2R, 6R)-2-methyl-6-(2,6-diazaspiro[3.5]nonane-2-carbonyOmorpholino) 

quinoline-8-carbonitrile hydrochloride; 

54(2R,6R)-2-methyl-6-(1,6-diazaspiro[3.4]octane-1-carbonyOmorpholino) 

quinoline-8-carbonitrile hydrochloride; 

54(2R,6R)-2-methyl-6-(1,7-diazaspiro[4.4]nonane-7-carbonyOmorpholino) 

quinoline-8-carbonitrile hydrochloride; 

(2R, 6R)-N-(3-carbamoy1-1-methy1-1H-pyrazol-4-y1)-4-(8-cyanoquinolin-5-y1)-6-

methylmorpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-yI)-6-methyl-N-(oxetan-3-ylmethyl)morpholine-2- 

carboxamide; 

(2R, 6R)-4-(8-cyanoqu inolin-5-yl)-6-methyl-N-(tetrahydro-2H-pyran-4- 

yl)morpholine-2-carboxamide; 

(2R., 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(tetrahydrofuran-3-yl)morpholine-2-

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-((3-methyloxetan-3-

yl)methyl)morpholine-2-carboxamide; 

54(2R,6R)-2-methyl-6-(2-oxa-6-azaspiro[3.3]heptane-6-carbonyOmorpholino) 

quinoline-8-carbonitrile; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(oxetan-3-yOmorpholine-2-

carboxamide; 

(2R, 6R)-N4(3-(aminomethypoxetan-3-yOmethyl)-4-(8-cyanoquinolin-5-y1)-6-

methylmorpholine-2-carboxamide; 
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(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(oxetan-2-ylmethyl)morpholine-2- 

carboxamide; 

5-((2R,6R)-2-methy1-6-(piperazine-1-carbonyl)morpholino)quinoline-8-carbonitrile 

hydrochloride; 

(2R,6R) 4 (8 cyanoquinolin-5-yI)-6-methyl-N-(2-(methylamino)ethyl)morpholine- 

2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-((S)-3,3,3-trifluoro-2-hydroxypropyl) 

morpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-yI)-6-methyl-N-((R)-3,3,3-trifluoro-2-hydroxypropyl) 

morpholine-2-carboxamide; 

Methyl 	2-((2R,6R) 4-(8-cyanoquinolin-5-yI)-6-methylmorpholine-2-carboxamido) 

acetate; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(2-(dimethylamino)ethyl)-6-methylmorpholine- 

2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-((S)-4,4,4-trifluoro-3-hydroxybutyl) 

morpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-yI)-6-methyl-N-((R)-4,4,4-trifluoro-3-hydroxybutyl) 

morpholine-2-carboxamide; 

(2R, 6R)-N-(3-amino-4,4,4-trifluorobuty1)-4-(8-cyanoquinolin-5-y1)-6-methyl 

morpholine-2-carboxamide; 

2-((2R,6R) 4 (8 cyanoquinolin-5-yI)-6-methylmorpholine-2-carboxamido)acetic 

acid; 

14(2R,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholine-2-carbonyl)azetidine-3-

carboxamide; 

54(2R,OR)-2-methyl-6-(21 7-diazaspiro[4.4]nonane-2-carbonyOmorpholino) 

quinoline-8-carbonitrile hydrochloride; 

5-((2R, 6R)-2-methy1-6-(3,9-diazaspiro[5.5]undecane-3-carbonyOmorphol no) 

quinoline-8-carbonitrile hydrochloride; 

(2R, 6R)-N-(3-carbamoylpyridin-4-y1)-4-(8-cyanoquinolin-5-y1)-6-methyl 

morpholine-2-carboxamide; 

145 



(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-((R)-morpholin-2-ylmethyl) 

morpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(pyridin-4-yOmorpholine-2-

carboxamide; 

(2R, 6R)-4-(8 cyanoquinolin-5-y1)-6-methyl-N-(pyridin-3-yOmorpholine-2- 

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-6-methyl-N-(1-(piperidin-4-y1)-/H-pyrazol-4- 

yOmorpholine-2-carboxamide hydrochloride; 

6R)-N-(1-(azetidin-3-y1)-1H-pyrazol-4 	4 (8 (2R, 	 yl) 	cyanoquinolin-5-y1)-6- 

methylmorpholine-2-carboxamide hydrochloride; 

(2R,6R)-N-(0 H-pyrazol-5-yOmethyl)-4-(8-cyanoquinolin-5-y1)-6-methyl 

morpholine-2-carboxamide; 

(2R,6R)-N-((1H-pyrazol-4-yOmethyl)-4 (8-cyanoquinOlin-5-y1)-6-methyl 

morpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-511)-6-methyl-N4(3-(trifluoromethyppyridin-2- 

yl)methyl)morpholine-2-carboxamide; 

(2R, 6R)-4 (8 cyanoquinolin-5-y1)-6-methyl-N-(1-(pyridin-2-ypethyl)morpholine-2- 

carboxamide; 

(2R,6R) 4 (8 	 hyl)morpholine-2- cyanoquinolin-5-yI)-6-methyl-N-(pyridin-2-ylme 

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y0-6-methyl-N4(6-methylpyridin-2-yOmethyl) 

morpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N4(1-methylpiperidin-2-yOmethyl) 

morpholine-2-carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-6-methyl-N((3-methylpyridin-2-yOmethyl) 

morpholine-2-carboxamide; 

6R)-N-(4-cyano-1H-pyrazol 3 	4-(8-cyanoquinolin-5-y1)-6-methyl (2R, 	 yl) 

morpholine-2-carboxamide; 

6R)-4-(8-cyanoquinolin-5-y1)-N-((3S,4R) 4-fluoro-1-methylpyrrolidin-3-y1)-6- (2R, 

methylmorpholine-2-carboxamide; 
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(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-((3S,4R)-4-fluoropiperidin-3-y1)-N,6- 

dimethylmorpholine-2-carboxamide hydrochloride; 

54(2R,6R)-2-(3-(aminomethyl)azetidine-1-carbony0-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2R,6R)-2-(3-((ethylamino)methyDazetidine-1-carbony1)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2R,6R)-2-(3-((dimethylamino)methypazetidine-1-carbony1)-6-methyl 

morpholino)quinoline-8-carbonitrile; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(1-methylazepan-4-yOmorpholine-2- 

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-6-methyl-N-M2R,6R)-6-methylmorpholin-2- 

yOmethyl)morpholine-2-carboxarnide; 	' 
ti 

54(2R,6R)-2-methy1-6-(octahydropyrrolo[3,4-c]pyrrole-2-carbonyl)morpholino) 

quinoline-8-carbonitrile; 

(2R,6R) 4 (8 cyanoquinolin-5-yl)-6-methyl-N-((R)-pyrrolidin-2-ylmethyl) 

morpholine-2-carboxamide hydrochloride; 

(2R,6R) 4 (8 cyanoquinolin-5-yl)-6-methyl-N-((S)-piperidin-2-ylmethyl) 

morpholine-2-carboxamide hydrochloride; 

(2R,6R)-N-((1R,3R, 5S)-8-azabicyclo[3.2.1]octan 3 	4 (8 yl) 	cyanoquinolin-5-yI)-6- 

methylmorpholine-2-carboxamide hydrochloride; 

(2R, 6R)-N-(azepan-4-y1)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholine-2- 

carboxamide hydrochloride; 

(2R,6R)-N4(1R,5S,6S)-3-azabicyclo[3.1.0]hexan-6-y1)-4-(8-cyanoquinolin-5-y1)-6- 

methylmorpholine-2-carboxamide hydrochloride; 

(2R,6R) 4 (8 cyanoquinolin-5-yl)-N-6-dimethylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-W2S,6R)-4,6-dimethylmorpholin-2-yl)methyl)- 

6-methylmorpholine-2-carboxamide; 

5-((2R, 6R)-2-(4-(dimethylamino)piperidine-1-carbony1)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

(2R,6R) 4 (8 cyanoquinolin-5-yI)-6-methyl-N-(1-methylpiperidin-4-yl)morpholine- 

2-carboxamide; 
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(2R,6R)-4-(8-cyanoquinolin-5-yI)-N-((3S,4R) 4 fluoropyrrolidin-3-y1)-6-methyl 

morpholine-2-carboxamide hydrochloride; 

(2R, 6R)-4-(8-cyanoquinolin-5-yI)-N-((3S, 4R) 4 fluoropiperidin-3-yl)-6-methyl 

morpholine-2-carboxamide hydrochloride; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(2-azaspiro[3.3]heptan-6-

yl)morpholine-2-carboxamide hydrochloride; 

(2R,6R)-N-(1-(2-amino-2-oxoethyppiperidin-4-y1)-4-(8-cyanoquinolin-5-y1)-6- 

methylmorpholine-2-carboxamide; 

54(2R,6R)-2-(4-aminopiperidine-1-carbony1)-6-methylmorpholino)quinoline-8- 

carbonitrile; 

5-((2R,6R)-2-(4-amino 4 methylpiperidine-1-carbonyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N,6-dimethyl-N-(4-piperidin-3-yOmorpholine-2- 

carboxamide hydrochloride; 

(2R, 6R)-N-(2-carbamoylpyridin-4-y1)-4-(8-cyanoquinolin-5-y1)-6-

methylmorpholine-2-carboxamide hydrochloride; 

(2R,6R)-4-(8-cyanoquinolin-5-y1)-N-6-dimethyl-N-VS)-piperidin-3-yOmorpholine-2-

carboxamide hydrochloride; 

6R)-4-(8-cyanoquinolin-5-y1)-N-(1-ethylpiperidin-4-y1)-6-methylmorpholine-2-(2R, 

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-y1)-N-(1-ethylpiperidin-3-y1)-6-methylmorpholine-2- 

carboxamide; 

(2R,6R) 4 (8 cyanoquinolin-5-yI)-6-methyl-N-((R)-1-methylpiperidin-3- 

yOmorpholine-2-carboxamide hydrochloride; 

(2R,6R)-4-(8-cyanoquinolin-5-yI)-6-methyl-N-(4-methylpiperidin-4-yl)morpholine- 

2-carboxamide; 

(2R,6R)-N-(2-amino-2-methylpropy1)-4-(8-cyanoquinolin-5-y1)-6-methyl 

morpholine-2-carboxamide; 

rel-(2R,6R)-4-(8-cyanoquinolin-5-yI)-N-((3R,4S)-4-fluoropyrrolidin-3-y1)-6-

methylmorpholine-2-carboxamide hydrochloride; 
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rel-(2R, 6R) 4-(8-cyanoquinolin-5-y1)-N-((3S, 4R) 4-fluoropyrrolidin-3-y1)-6- 

methylmorpholine-2-carboxamide hydrochloride; 

(2R, 6R)-N-(azepan-3-y1)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholine-2- 

carboxamide hydrochloride; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(1-methylazepan-3-yOmorpholine-2- 

carboxamide hydrochloride; 

6R) 4-(8-cyanoquinolin-5-y1)-N-(1,4-dimethylpiperidin-4-y1)-6- (2R, 

methylmorpholine-2-carboxamide; and 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(4-fluoro-1-methylpiperidin-3-y1)-6- 

methylmorpholine-2-carboxamide hydrochloride. 

4. The compound or pharmaceutically acceptable salt of claim 3, wherein said 

is 	 from 	the 	 of compound 	or 	salt 	selected 	 group 	consisting 	rel-(2R,6R) 4 (8 

4-fluoropyrrolidin-3-yI)-6-methylmorpholine-2- cyanoquinolin-5-yI)-N-((3R,4S) 

hydrochloride 	and 	(2R, 6R)-4-(8 cyanoquinolin-5-y1)-6-methyl-N-(1- carboxamide 

methylpiperidin-4-yl)morpholine-2-carboxamide. 

5. A compound as shown below or a pharmaceutically acceptable salt thereof, 

relative stereochemistry indicated: 

with 

Me 	 F 

ii 

NH 

II 

NC 
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6. 	A compound of Formula (II) or pharmaceutically acceptable salt thereof: 

R4  

0 

N 

R5  

RS 

wherein 

(II) 

R4  is methyl; 

R5  is C1-05  alkyl that is saturated, 	partially saturated, or unsaturated, and that is 

optionally substituted with: 

-H, -CI, -F, -OH, -NH2, oxo-, -N(CH2CH3)2, phenyl, cyclohexyl, phenyltriazolyl, 

cyclohexyltriazolyl, pyridinyl, pyrrolidinyl, 

morpholinyl optionally substituted with methyl or hydroxymethyl, 

-0-, substituted with: 

C1-C6  alkyl, methylphenyl, methylcyclohexyl, pyridinyl, diazinyl, or phenyl 

optionally substituted with —F or methyl, 

-NH-, substituted with: 

C2-C7  alkyl that is linear, branched, or cyclic, saturated or unsaturated, 

and optionally substituted with oxo-, phenyl, methyl, or —OH, 

pyridinyl optionally substituted with methyl, methoxy, phenyl, or amino, 

diazinyl optionally substituted with ethyl, 

benzoimidazolyl, methylphenyl, phenylpyrazolyl, naphthyridyl, 

phenyl optionally substituted with —F, methyl, ethyl, or ethoxy, 

imidazolidinyl optionally substituted with methyl 

H2 
- 

n 
C 

or R5  is 	 , wherein n is 1-3, and wherein the cyclic amine is optionally 

substituted with 
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C1-C3  alkyl optionally substituted with 

-OH, 	-F, 	phenyl, 	-NH2, 	cyclohexyl, 	-N(CH3)2, 	-C(0)NH2, 

methylsulfonamidyl, benzenesulfonamidyl, methylbenzenesulfonamidyl, or 

pyrrolidinyl optionally substituted with methyl or hydroxyl, or 

-NHC(0)R6, wherein R6  is 

C1-05 	alkyl, 	phenyl, 	pyridinyl, 	fluorophenyl, 	methylsulfonyl, 

fluorobenzenesulfonyl, dimethyl pyrazole sulfonyl, or 

pyrazolyl optionally substituted with methyl; 

piperidinyl optionally substituted with —C(0)CH3, -C(0)CH2CH3, methyl, oxo-, 

0 

) 	

------- N 

NH  

C(0)Ph, -NH2, -NH-C(0)CH3, or 	 , 

piperazinyl 	optionally 	substituted 	with 	—C(0)OC(CH3)3, 	methyl, 	-C(0)CH3, 	- 

C(0)Ph, C(0)CH(CH3)2, -C(0)CH3, or methylsulfonyl; or 

H2 

C 	\le--- N R7 

R5  is 	 \' n 	, where n is 1 	or 2, and wherein the cyclic diamine is 

optionally substituted on at least one carbon atom with 

methyl, oxo-, -N(CH3)2, amino, -CH2CH3, or 

piperidinyl 	optionally 	substituted 	with 	methyl, 	-C(0)CH3, 	-C(0)CH(CH3)2, 	- 

C(0)Ph, or —C(0)OC(CH3)3, and 

wherein R7  is —H, phenyl, -C(0)CH3, C1-C3  alkyl, -C(0)NH2, or—C(0)Ph; and 

R8  s methoxy or cyano. 

7. 	The compound or pharmaceutically acceptable salt of claim 6, wherein said 

compound or salt is selected from the group consisting of: 

5-((2R, 6S)-2,6-dimethylmorpholino)quinoline-8-carbonitrile; 

5-((2R,6S)-2,6-dimethylmorpholino)quinoline-8-carbonitrile dihydrochloride; 
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5-((2R,6S)-2,6-dimethylmorpholino)quinoline-8-carbonitrile methanesulfonate; 

5-((2R,6S)-2,6-dimethylmorpholino)quinoline-8-carbonitrile 	bis(2,2,2-trifluoro- 

acetate); 

5-((2R,6S)-2,6-dimethylmorpholino)quinoline-8-carbonitrile bis(sulfonate); 

5-((2R,6S)-2,6-dimethylmorpholino)quinoline-8-carbonitrile sulfonate; 

5-((2S,6R)-2,6-dimethylmorpholino)quinoline-8-carbonitrile 	2,3-dihydroxy- 

succinate; 

5-((2S,6R)-2,6-dimethylmorpholino)quinoline-8-carbonitrile dimethanesulfonate; 

N-(((2S,6R)-4 (8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yOrnethypacetamide; 

N-(((2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl)pivalamide; 

5-((2S, 6S)-2,6-dimethylmorpholino)quinoline-8-carbonitrile; 

54(2S,6R)-2-(aminomethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-(2-(hydroxymethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

(2R,6S)-4-(8-methoxyquinolin-5-y1)-2,6-dimethylmorpholine; 

5-((2R, 6S)-2,6-dimethylmorpholino)quinoline-8-carboxamide; 

54(2R,6R)-2-(hydroxymethyl)-6-methyirnorpholino)quinoline-8-carbonitrile; 

5-((2R,6R)-2-(methoxymethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-((2R, 6R)-2-((benzyloxy)methyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-(fluoromethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-(ethoxymethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-((2R, 6R)-2-(isopropoxymethyi)-6-methyimorpholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-(isobutoxymethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-(chloromethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-((hexyloxy)methyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-((cyclohexylmethoxy)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

5-((2R,6S)-2-methy1-6-propylmorpholino)quinoline-8-carbonitrile; 

5-((2S,6S)-2-(fluoromethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

54(2S,6S)-2-(chloromethy1)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-((2R,6R)-24(2,6-dimethylphenoxy)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 
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5-((2R,6S)-2,6-diethylmorpholino)quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-pentylmorpholino)quinoline-8-carbonitrile; 

5-((2R, 6R)-2-formyl-6-methylmorpholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-((benzyloxy)methy0-6-ethylmorpholino)quinoline-8-carbonitrile; 

N-a(2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yOrnethyl)-2-

phenylpropanamide; 

54(2R,6R)-2-(1-hydroxyally1)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-((2R,6R)-2-((S)-1-hydroxyally1)-6-methylmorpholino)quinoline-8-carbonitrile; 

N-a(2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yOrnethyl)-1-

phenylcyclobutanecarboxamide; 

5-((2R,6R)-2-((R)-1-hydroxyally1)-6-methylmorpholino)quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-(pyrrolidin-l-ylmethyl)morpholino)quinoline-8-carbonitrile; 

542S,6R)-2-((diethylamino)methyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

54(2S,6R)-2-((benzylamino)methyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-((2R,6R)-2-methy1-6-(phenoxymethyl)morpholino)quinoline-8-carbonitrile; 

5-((2R, 6R)-2-methyl-6-((m-tolyloxy)methyl)morpholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-methy1-6-((p-tolyloxy)methyOmorpholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-(1-hydroxypropy1)-6-methylmorpholino)quinoline-8-carbonitrile; 

54(2R,6R)-24(R)-1-hydroxypenty1)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-((2R,6R)-2-((S)-1-hydroxypenty1)-6-methylmorpholino)quinoline-8-carbonitrile; 

54(2R,6R)-24(R)-cyclohexyl(hydroxy)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

5-((2R,6R)-2-((S)-cyclohexyl(hydroxy)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

N-(((2S,6R)-4 (8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl)-2- 

phenylacetamide; 

54(2R,6R)-24(R)-1-hydroxy-2-phenylethyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

5-((2R,6R)-2-((S)-1-hydroxy-2-phenylethyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 
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54(2R,6R)-24(R)-1-hydroxy-3-phenylpropy1)-6-methylmorpholino)quinoline-8-

carbonitrile; 

54(2R,6R)-24(S)-1-hydroxy-3-phenylpropy1)-6-methylmorpholino)quinoline-8-

carbonitrile; 

54(2R,6S)-2-methy1-6-((phenylamino)methyl)morpholino)quinoline-8-carbonitrile; 

5-((2R, 6S)-2-methyl-6-((m-tolylamino)methyl)morpholino)quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-((o-tolylamino)methyl)morpholino)quinoline-8-carbonitrile; 

5-((2R, 6S)-2-methy1-6-((p-tolylamino)methyl)morpholino)quinoline-8-carbonitrile; 

5-((2R,6R)-2-((3,4-difluorophenoxy)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

54(2R,6R)-24(3-fluorophenoxy)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

5-((2S,6R)-2-(((1,2-dimethyl-/H-benzo[d]imidazol-5-y0amino)methyl)-6-

methylmorpholino)quinoline-8-carbonitrile; 

542S,6R)-2-(((1-ethy1-2-methyl-/H-benzo[d]imidazol-5-y0amino)methyl)-6-

methylmorpholino)quinoline-8-carbonitrile; 

5-U2S,6R)-2-((cyclohexylamino)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

54(2R,6R)-24(2-fluorophenoxy)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

54(2R,6R)-2-methy1-6-propionylmorpholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-(cyclohexanecarbony1)-6-methylmorpholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-methy1-6-(3-phenylpropanoyl)morpholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-methy1-6-((o-tolyloxy)methyl)morpholino)quinoline-8-carbonitrile; 

5-((2R,6S)-2-methyl-6-((pyrimidin-2-ylamino)methyl)morpholino)quinoline-8-

carbonitrile; 

54(2R,6S)-2-methy1-6-((pyridin-2-yiamino)methyl)morpholino)quinoline-8-

carbonitrile; 

54(2R,6S)-2-methy1-6-(((6-methylpyridin-2-yl)amino)methyl)morpholino) 

quinoline-8-carbonitrile; 
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54(2R,6S)-2-methy1-6-(((5-methylpyridin-2-y0amino)methypmorpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-2-VR)-2-(hydroxymethyppyrrolidin-1-Amethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2R,6R)-2-((2,2-dimethylpyrrolidin-1-yOmethyl)-6-methylmorpholino)quinoline- 

8-carbonitrile; 

5-((2S,6R)-2-((2-isopropylpyrrolidin-1-yl)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

54(2R,68)-2-methy1-6-(((S)-2-methylpyrrolidin-1-yOmethyl)morpholino)quinoline- 

8-carbonitrile; 

54(2R,6S)-2-methy1-6-(VS)-3-phenylpyrrolidin-1-yOmethyDrnorpholino)quinoline- 

8-carbonitrile; 

54(2R,6S)-2-methy1-6-(((R)-3-methylpyrrolidin-1-AmethyOmorpholino)quinoline- 

8-carbonitrile; 

5-((2S,6R)-2-(((S)-3-hydroxypyrrolidin-1-yl)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-(((4-methylpyridin-2-yl)amino)methyl)morpholino) 

quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-((3-phenylpyrrolidin-1-yl)methyl)morpholino)quinoline-8-

carbonitrile; 

5-q2S,6R)-2-(((6-methoxypyridin-3-yDamino)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-(((R)-2-methylpyrrolidin-1-yOmethyOmorpholino)quinoline- 

8-carbonitrile; 

5-42S,6R)-24(2,5-dimethylpyrrolidin-1-yOmethyl)-6-methylmorpholino)quinoline- 

8-carbonitriie; 

54(2S,6R)-2-(((4-methoxypyridin-2-y0amino)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2S,6R)-2-(((6-methoxypyridin-2-yl)amino)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 
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54(2R,6S)-2-methy1-6-(((1-phenyl-1H-pyrazol-5-y0amino)methypmorpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-2-(((S)-2-(hydroxymethyppyrrolidin-1-yOmethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-2-(((R)-3-hydroxypyrrolidin-1-yOmethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-WS)-3-methylpyrrolidin-1-yOmethyl)morpholino)quinoline- 

8-carbonitrile; 

542S,6R)-2-((3,3-dimethylpyrrolidin-1-yl)methyl)-6-methylmorpholino)quinoline- 

8-carbonitrile; 

54(2R,6R)-2-methy1-6-((R)-3-phenyl-1-(pyrrolidin-1-y0propyl)morpholino) 

quinoline-8-carbonitrile; 

54(2R,6R)-2-methy1-6-((S)-3-pheny1-1-(pyrrolidin-1-yl)propyl)morpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-2-(((3-methoxypyridin-2-ypamino)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-2-(aR)-3-hydroxypiperidin-1-yOmethyl)-6-methylmorpholino)quinoline- 

8-carbonitrile; 

54(2S,6R)-2-W2R,6S)-2,6-dimethylpiperidin-1-yOmethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-2-(((S)-3-hydroxypiperidin-1-yOmethyl)-6-methylmorpholino)quinoline- 

8-carbonitrile; 

5-((2S,6R)-2-((4-hydroxypiperidin-1-Amethyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

54(2S,6R)-24(2-(hydroxymethyppiperidin-1-yl)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-((2-methylpiperidin-1-yl)methyl)morpholino)quinoline-8-

carbonitrile; 

54(2S,6R)-24(2-ethylpiperidin-1-yOmethyl)-6-methylmorphol no)quinoline-8-

carbonitrile; 
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54(2S,6R)-24(2,3-dimethylpiperazin-1-yOmethyl)-6-methylmorpholino)quinoline- 

8-carbonitrile; 

5-((2R,6S)-2-methy1-6-((pyridin-3-ylamino)methyl)morpholino)quinoline-8- 

carbonitrile; 

54(2R,6S)-2-methy1-6-((pyridin-4-ylamino)methyl)morpholino)quinoline-8- 

carbonitrile; 

5-((2R,6S)-2-methy1-6-(((S)-2-(trifluoromethyl)pyrrolidin-1-yl)methyl)morpholino) 

quinoline-8-carbonitrile; 

54(2R,6S)-2-methyl-64(4-methylpiperidin-1-yOrnethyOmorpholino)quinoline-8- 

carbonitrile; 

542S,6R)-24(4,4-difluoropiperidin-1-Amethyl)-6-methylmorpholino)quinoline-8- 

carbonitrile; 

5-((2R,6S)-2-methy1-64(4-phenylpiperidin-1-AmethyOmorpholino)quinoline-8- 

carbonitrile; 

54(2S,6R)-2-((4-fluoropiperidin-1-Amethyl)-6-methylmorpholino)quinoline-8- 

carbonitrile; 

542S,6R)-2-((cyclopentylamino)methyl)-6-methylmorpholino)quinoline-8- 

carbonitrile; 

54(2R,6S)-2-methy1-6-(((3-methylcyclohexyDamino)methyl)morpholino)quinoline- 

8-carbonitrile; 

54(2R,6S)-2-methy1-6-(((3-methylpyridin-2-y0amino)methyl)morpholino) 

quinoline-8-carbonitrile; 

5-((2R,6R)-2-ethy1-6-(hydroxymethyl)morpholino)quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-(((4-phenylpyridin-2-Aamino)methyl)morpholino) 

quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-(piperazin-1-ylmethyl)morpholino)quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-((4-phenylpiperazin-1-yOmethyl)morpholino)quinoline-8- 

carbonitrile; 

54(2S,6R)-2-(((6-aminopyridin-2-Aamino)methyl)-6-methylmorpholino)quinoline- 

8-carbonitrile; 
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5-((2S,6R)-24(2,5-dimethylpiperazin-1-yOmethyl)-6-methylmorpholino)quinoline- 

8-carbonitrile; 

54(2S,6R)-24(4-acetylpiperazin-1-yOmethyl)-6-methylmorpholino)quinoline-8- 

carbonitrile; 

5-((2S,6R)-2-(((2S,4R) 4 hydroxy-2-(hydroxymethyppyrrolidin-1-yOmethyl)-6- 

methylmorpholino)quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-(((R)-2-methylpiperazin-1-Amethyl)morpholino)quinoline- 

8-carbonitrile; 

5-((2R,6S)-2-methy1-6-(((R)-3-methylpiperazin-1-yOmethyl)morpholino)quinoline- 

8-carbonitrile; 

5-((2R,6S)-2-methy1-6-(((S)-3-methylpiperazin-1-yl)methyl)morpholino)quinoline- 

8-carbonitrile; 

5-((2S,6R)-2-(((2R,5R)-2,5-dimethylpiperazin-1-yl)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-2-(((2R,5S)-2,5-dimethylpiperazin-1-yOmethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-(((4-methylcyclohexyl)amino)methyl)morpholino)quinoline- 

8-carbonitrile; 

5-((2S, 6R)-2-((cyclobutylamino)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

5-42S,6R)-2-((cycloheptylamino)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

54(2S, 6R)-2-(((4-hydroxycyclohexyl)amino)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2S, 6R)-2-(((2-hydroxycyclopentyl)amino)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-(((2-methylcyclohexyl)amino)methyl)morpholino)quinoline- 

8-carbonitrile; 

54(2R,6S)-2-methy1-6-(((5-phenylpyridin-2-yl)amino)methyl)morpholino) 

quinoline-8-carbonitrile; 
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5-((2R,6S)-2-methy1-6-(((3-phenylpyridin-2-yl)amino)methyl)morpholino) 

quinoline-8-carbonitrile; 

5-((2S,6R)-2-((((1S,3R)-3-hydroxycyclopentyl)amino)methyl)-6-methyl-

morpholino)quinoline-8-carbonitrile; 

5-((2S,6R)-2-(((3-ethoxypyridin-2-yl)amino)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-(((2-phenylpyridin-4-yl)amino)methyl)morpholino) 

quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-(((6-phenylpyridin-2-yl)amino)methyl)morpholino) 

quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-((2-methyl-5-oxopiperazin-1-yl)methyl)morpholino) 

quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-((4-methylpiperazin-1-yOmethyOmorpholino)quinoline-8-

carbonitrile; 

54(2R,6S)-2-methy1-6-((4-propylpiperazin-1-yOmethyl)morpholino)quinoline-8-

carbonitrile; 

5-((2S, 6R)-2((4-(dimethylamino)piperidin-1-yl)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-2-([1,4'-bipiperidin]-11-ylmethyl)-6-methy1morpholino)quinoline-8-

carbonitrile; 

542S,6R)-2-([1,4'-bipiperidin]-11-ylmethyl)-6-methylmorpholino)quinoline-8-

carbonitrile dihydrochloride; 

54(2S,6R)-2-(((R)-3-aminopiperidin-1-yOmethyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

(2R,6S) 4-(8 chloro-1,7-naphthyridin-5-yI)-2,6-dimethylmorpholine; 

542S,6R)-24(4-aminopiperidin-1-yOmethyl)-6-methylmorpholino)quinoline-8-

carbonitri1e; 

5-((2S, 6R)-2-(((5-fluoropyrimidin-2-y0amino)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-(piperidin-1-ylmethyl)morpholino)quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-(morpholinomethyl)morpholino)quinoline-8-carbonitrile; 
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542S,6R)-2-(((2S,6R)-2,6-dimethylmorpholino)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2S,6R)-2-(((2R,6R)-2-(hydroxymethyl)-6-methylmorpholino)methyl)-6-

methylmorpholino)quinoline-8-carbonitrile; 

5-((2R, 6S)-2-methy1-64(4-(pyridin-2-Apiperazin-1-yOrnethyl)morpholino) 

quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-((4-(pyridin-4-yl)piperazin-1-yl)methyl)morpholino) 

quinoline-8-carbonitrile; 

N-(1-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl)piperidin- 

4-ypacetamide; 

N-(1-(((2S,6R) 4 (8 cyanoqu nolin-5-y1)-6-methylmorpholin-2-yOmethyl)piperidin- 

4-yDacetamide hydrochloride; 

5-((2S, 6R)-24(0,8-naphthyridin-2-yDamino)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

1-(((2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl)piperidine-4-

carboxamide; 

N-(1-(((2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yl)methyl)piperidin- 

4-yl)benzamide; 

5-((2S,6R)-2-((4-isopropylpiperazin-1-yl)methyl)-6-methylmorpholino)quinoline-8- 

carbonitrile; 

4-(((2S,6R)-4-(8-cyanoquinolin-5-yI)-6-methylmorpholin-2-yl)methyl)piperazine-1- 

carboxamide; 

5-42S,6R)-24(4-cyclohexylpiperidin-1-yOmethyl)-6-methylmorpholino)quinoline- 

8-carbonitrile; 

5-((2R,6S)-2-methy1-6-((4-(pyrrolidin-1-yl)piperidin-1-yl)methyl)morpholino) 

quinoline-8-carbonitrile; 

54(2R,6R)-24(4-cyclohexyl-1H-1,2,3-triazol-1-yOrnethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2R,6R)-2-methy1-6-((4-phenyl-1H-1,2,3-triazol-1-yOrnethyl)morpholino) 

quinoline-8-carbonitrile; 
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5-((2R,6S)-2-methy1-64(2-oxo-[1,4'-bipiperidin]-1'-yl)methyl)morpholino)quinoline- 

8-carbonitrile; 

5-((2S,6R)-2-(((5-ethylpyrimidin-211)amino)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-2-(((6-amino-3,5-dimethylpyridin-2-y0amino)methyl)-6-methyl-

morpholino)quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-((pyrazin-2-ylam no)methyl)morpholino)quinoline-8-

carbonitrile; 

5-((2S,6R)-2-(((1,3-dimethyl-/H-pyrazol-5-yl)amino)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2R, 7R)-2-(hydroxymethyl)-7-methy1-1,4-oxazepan-4-yOquinoline-8-

carbonitrile; 

5-V2S,6R)-2-((4-ethylpiperazin-1-yOmethyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

54(2R,6S)-2-methy1-6-((3-(pyrrolidin-1-y0azetidin-1-yOmethyl)morpholino) 

quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-64(3-(piperidin-1-y0azetidin-1-yOmethyl)morpholino) 

quinoline-8-carbonitrile; 

5-U2S,6R)-2-(((R)-2,4-dimethylpiperazin-1-yOmethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-2-((4-(hydroxymethyl)piperidin-1-yOmethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2S,6R)-2-((R)-[1 ,3'-bipyrrolidin]-11-ylmethyl)-6-methylmorpholino)quinoline-8- 

carbonitrile; 

64(2R,6S)-2-methy1-6-(((R)-3-(piperidin-1-yOpyrrolidin-1-yOmethyl)morpholino) 

quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-((4-methy1-1,4-diazepan-1-yOmethyl)morpholino)quinoline- 

8-carbonitrile; 

54(2S,6R)-24(4-benzoylpiperazin-1-Amethyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 
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N-(1-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl)piperidin- 

4-yl)nicotinamide; 

N-(1-(((2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yl)methyl)piperidin- 

4-yl)isonicotinamide; 

N-(1-(((2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl)piperidin- 

4-yl)picolinamide; 

N-(1-(((2S,6R) 4 (8 cyanoquinolin-5-yI)-6-methylmorpholin-2-yl)methyl)piperidin- 

4-yl)hexanamide; 

N-(1-(((2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yl)methyl)piperidin- 

4-yl)isobutyramide; 

N-(1-(((2S,6R) 4 (8 cyanoquinolin-5-yI)-6-methylmorpholin-2-yl)methyl)piperidin- 

4-yl)isobutyramide hydrochloride; 

N-(1-(((2S,6R) 4 (8 cyanoquinolin-5-yI)-6-methylmorpholin-2-yl)methyl)piperidin- 

4-yl)pivalamide; 

5-((2S, 7R)-2-([1,4°-bipiperidin]-11-ylmethyl)-7-methyl-1,4-oxazepan-4-yOquinoline- 

8-carbonitrile; 

5-((2R,6S)-2-methyl-6-((4-morpholinopiperidin-1-yl)methyl)morpholino)quinoline- 

8-carbonitrile; 

tert-butyl 	4-(1-(((2S,6R)-4-(8-cyanoquinolin-5-yI)-6-methylmorpholin-2-yl)methyl) 

piperidin-4-yl)piperazine-1-carboxylate; 

tert-butyl 	4-(4-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl) 

piperazin-1-yl)piperidine-1-carboxylate; 

54(2R,6S)-2-methyl-64(4-(piperazin-1-yOpiperidin-1-yl)methyl)morpholino) 

quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-((4-(piperidin-4-yOpiperazin-1-yOmethyl)morpholino) 

quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-((3-(4-methylpiperazin-1-yl)azetidin-1-y1)methyl) 

morpholino)quinoline-8-carbonitrile; 

5-((2S, 6R)-2-([4,4'-bipiperidin]-1-ylmethyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 
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54(2S,6R)-2-((11-acety114,4'-bipiperidin]-1-yOmethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-(01-methy144,4°-bipiperidin]-1-yOmethyl)morpholino) 

quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-((3-(piperazin-1-y0azetidin-1-yl)methyl)morpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-24(3-(4-acetylpiperazin-1-y0azetidin-1-yOmethyl)-6-methyl- 

morpholino)quinoline-8-carbonitrile; 

54(2S,6R)-2-(01-isobutyry144,4'-bipiperidin]-1-yOmethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2S,6R)-2-((3-(4-benzoylpiperazin-1-yDazetidin-1-Amethyl)-6- 

methylmorpholino) quinoline-8-carbonitrile; 

5-((2S,6R)-2-(01-benzoy144,4'-bipiperidin]-1-yOmethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-((4-(1-methylpiperidin-4-Apiperazin-1-yOmethyl)- 

morpholino)quinoline-8-carbonitrile; 

54(2S,6R)-24(4-(1-acetylpiperidin-4-Apiperazin-1-yOmethyl)-6-methyl- 

morpholino)quinoline-8-carbonitrile; 

542S,6R)-2-((4-(1-isobutyrylpiperidin-4-Apiperazin-1-yOmethyl)-6-methyl-

morpholino)quinoline-8-carbonitrile; 

54(23,6R)-24(4-(1-benzoylpipeddin-4-Apiperazin-1-yOmethyl)-6-methyl- 

morpholino)quinoline-8-carbonitrile; 

54(2S,6R)-2-((3-(4-isobutyrylpiperazin-1-yDazetidin-1-Amethyl)-6-methyl- 

morpholino)quinoline-8-carbonitrile; 

5-((2S,6R)-24(4-(4-acetylpiperazin-1-Apiperidin-1-yOrnethyl)-6-methyl- 

morpholino)quinoline-8-carbonitrile; 

5-((2S,6R)-2-((4-(4-isobutyrylpiperazin-1-yl)piperidin-1-yl)methyl)-6- 

methylmorpholino)quinoline-8-carbonitrile; 

5-((2S,6R)-2-((4-(4-benzoylpiperazin-1-yl)piperidin-1-yl)methyl)-6-methyl- 

morpholino)quinoline-8-carbonitrile; 
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54(2R,6S)-2-methyl-6-((4-(4-methylpiperazin-1-yl)piperidin-1-yl)methyl)- 

morpholino)quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-((4-(4-methylpiperazin-1-Apiperidin-1-yOmethyl)-

morpholino)quinoline-8-carbonitrile trihydrochloride; 

54(2S, 6R)-2-([1,4°-bipiperidin]-11-ylmethyl)-6-methylmorpholino)-2-methyl-

quinoline-8-carbonitrile; 

N-((R)-1-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl)- 

pyrrolidin-3-ypacetamide; 

N-VR)-1-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl)- 

pyrrolidin-3-yOisobutyramide; 

5-((2R,6S)-2-methy1-6-(((S)-3-(piperidin-1-yl)pyrrolidin-1-yl)methyl)morpholino) 

quinol ne-8-carbonitrile; 

54(2R,6S)-2-methy1-6-(((S)-3-(piperidin-1-yOpyrrolidin-1-yl)methyl)morpholino)- 

quinoline-8-carbonitrile dihydrochloride; 

54(2R,6S)-2-methyl-6-((3-morpholinoazetidin-1-yl)methyl)morpholino)quinoline- 

8-carbonitrile; 

5-((2R, 6S)-2-methyl-6-((3-((S)-2-methylpyrrolidin-1-y1)azetidin-1-yOmethyly 

morpholino)quinoline-8-carbonitrile; 

5-((2R, 6S)-2-methy1-6-(((S)-2-methylpiperazin-1-yOmethyl)morpholino)quinoline- 

8-carbonitrile; 

542S,6R)-2-(((S)-2,4-dimethylpiperazin-1-yOmethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-2-(((R)-3,4-dimethylpiperazin-1-yOmethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-2-(((S)-3,4-dimethylpiperazin-1-yl)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

5-((2S, 6R)-2-(((S)-3-ethylpiperazin-1-yOmethyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

5-((2S,6R)-2-(((S)-3-ethylpiperazin-1-yl)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile dihydrochloride; 
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542S,6R)-2-(((S)-3-ethyl-4-methylpiperazin-1-yl)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2S,6R)-24(4-(azepan-1-yOpiperidin-1-yOmethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

542S,6R)-24(S)41,31-bipyrrolidin]-11-ylmethyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

5-((2S,6R)-2-((3-(4-aminopiperidin-1-yl)azetidin-1-yl)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

N-(1-(1-(((2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl)-

azetidin-3-yOpiperidin-4-yOacetamide; 

54(2R,6S)-2-methy1-6-((3-(4-(methylsulfonyl)piperazin-1-y0azetidin-1-Amethyl)-

morphoIino)quinoline-8-carbonitrile; 

54(2S, 6R)-24(34(S)-3-hydroxypyrrolidin-1-yDazetidin-1-yOmethyl)-6-methyl-

morpholino)quinoline-8-carbonitrile; 

N-(1-(((2S,6R)-4-(8-cyanoquino1in-5-y1)-6-methylmorpholin-2-yOmethyl)piperidin- 

4-y1)-1,3-dimethyl-/H-pyrazole-4-carboxamide; 

N-(1-(1-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl)- 

azetidin-3-y1)piperidin-4-y1)-1,3-dimethy1-1H-pyrazole-4-carboxamide; 

N-(1-(((2S,6R)-4-(8-cyanoquinolin-5-yI)-6-methylmorpholin-2-yl)methyl)piperidin- 

4-yl)methanesulfonamide; 

N-(1-(V2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorphoIin-2-yOmethyl)piperidin- 

4-yObenzenesulfonamide; 

N-(1-(((2S, 6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl)piperidin- 

4 	4 fluorobenzenesulfonamide; yl) 

5-((2S,6R)-2-((3-aminoazetidin-1-yl)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

N-(1-(((2S,6R)-4-(8-cyanoquino1in-5-y1)-6-methylmorpholin-2-yl)methyl)azetidin- 

3-yl)acetamide; 

N-(1-(((2S,6R) 4 (8 cyanoquinolin-5-y0-6-methylmorpholin-2-yl)methyDazetidin- 

3-y1)-4-fluorobenzamide; 
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N-(1-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethypazetidin- 

3-yl)methanesulfonamide; 

N-(1-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethypazetidin- 

3-y1)-4-fluorobenzenesulfonamide; 

N-(1-(((2S,6R) 4 (8 cyanoquinolin-5-y0-6-methylmorpholin-2-yl)methyDazetidin- 

3-y1)-1,3-dimethyl-1H-pyrazole-4-sulfonamide; 

N-(1-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yl)methyl)piperidin- 

4-y1)-1,3-dimethyl-/H-pyrazole-4-sulfonamide; 

N-(1-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yl)methyDazetidin- 

3-ypisobutyramide; 

54(2R,6S)-2-methy1-6-(((S)-2-methyl-5-oxopiperazin-1-yOmethyl)morpholino) 

quinol ne-8-carbonitrile; 

54(2R,6S)-2-methy1-6-(((R)-2-methy1-5-oxopiperazin-1-Amethyl)morpholino) 

quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-WR)-2-methyl-3-oxopiperazin-1-yOmethyl)morpholino) 

quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-6-(((S)-2-methyl-3-oxopiperazin-1-yl)methyl)morpholino) 

quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-((2,4,5-trimethylpiperazin-1-yl)methyl)morpholino) 

quinoline-8-carbonitrile; 

5-((2R, 6S)-2-methy1-64(2,3,4-trimethylpiperazin-1-AmethyOmorpholino) 

quinoline-8-carbonitrile; 

N-((R)-1-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2- 

y1)methyl)pyrrolidin-3-yl)benzamide; 

5-((2S,6R)-2-(((R)-3-(dimethylamino)pyrrolidin-1-yl)methyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

N-((S)-1-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl)- 

pyrrolidin-3-yOacetamide; 

N-((S)-1-(((2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yl)methyl)-

pyrrolidin-3-yOisobutyramide; 
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N-((S)-1-(((2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyly 

pyrrolidin-3-yl)benzamide; 

54(2S,6R)-2-(((S)-3-(dimethylamino)pyrrolidin-1-yOmethyl)-6-methylmorpholino) 

quinoline-8-carbonitrile; 

54(2R,6R)-2-methy1-6-((pyrazin-2-yloxy)methyl)morpholino)quinoline-8-

carbonitrile; 

N-(1-(((2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyDazetidin- 

3-yObenzamide; 

54(2S,6R)-24(3,3-dimethylpiperazin-1-yOmethyl)-6-methylmorpholino)quinoline- 

8-carbonitrile dihydrochloride; 

54(2R,6S)-2-methy1-64(3,3,4-trimethylpiperazin-1-yOmethyl)morpholino) 

quinoline-8-carbonitrile dihydrochloride; 

54(2R,6R)-24(R)-1-hydroxyethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

1-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyl)-N- 

ethylpiperidine-4-carboxamide; 

1-(((2S,6R) 4 (8 cyanoquinolin-5-y1)-6-methylmorpholin-2-yl)methyl)-N- 

ethylpiperidine-4-carboxamide hydrochloride; 

54(2R,6R)-24(S)-1-hydroxyethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-((2R,6R)-2-methy1-6-((pyridin-2-yloxy)methyl)morpholino)quinoline-8-

carbonitrile; 

5-((2R,6R)-2-methy1-6-((pyrimidin-2-yloxy)methyl)morpholino)quinoline-8-

carbonitrile; 

54(2R,6R)-2-methy1-64(R)-1-(pyrimidin-2-yloxy)ethyl)morpholino)quinoline-8-

carbonitrile; 

54(2R,6R)-2-methy1-64(S)-1-(pyrimidin-2-yloxy)ethyl)morpholino)quinoline-8-

carbonitrile; and 

5-((2R, 6R)-2-((S)-hydroxy(pyridin-2-yl)methyl)-6-methylmorpholino)quinoline-8-

carbonitrile. 

8. 	The compound or pharmaceutically acceptable salt of claim 6, wherein said 

compound 	or 	salt 	is 	selected 	from 	the 	group 	consisting 	of 	5-((2S,6R)-2-([1,4'- 
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bipiperidin1-11-ylmethyl)-6-methylmorpholino)quinoline-8-carbonitrile 	and 	5-((2R, 7R)-2- 

(hydroxymethyl)-7-methyl-1,4-oxazepan-4-Aquinoline-8-carbonitrile. 

9. A compound of Formula (III) or pharmaceutically acceptable salt thereof: 

R11  
R 1 o 

(III) 

wherein 

R11  is H or methyl; 

R10  is H or, when both R11  and R9 are H, is methyl-1,4'-bipiperidinyl; 

R9 is —H or is —CH2- substituted by 1,4'-bipiperidinyl, oxo-, hydroxyl, methylpyridinyl, or 

piperidinyl optionally substituted with hydroxyl, -N(CH3)2, or piperidinyl. 

10. The compound or pharmaceutically acceptable salt of claim 9, wherein said 

compound or salt is selected from the group consisting of: 

5-(3-([1 ,4'-bipiperidin]-11-ylmethypphenyl)quinoline-8-carbonitrile; 

5444[1 ,4'-bipiperidin]-1'-ylmethypphenyOquinoline-8-carbonitrile; 

5-(3-formy1-5-methylphenyl)quinoline-8-carbonitrile; 

5-(3-(hydroxymethyl)-5-methylphenyOquinoline-8-carbonitrile; 

5-(3-(chloromethyl)-5-methylphenyl)quinoline-8-carbonitrile; 

5-(34(4-hydroxypiperidin-1-yOmethyl)-5-methylphenyOquinoline-8-carbonitrile; 

5-(34(4-(dimethylamino)piperidin-1-yOmethyl)-5-methylphenyl)quinoline-8- 

carbonitrile; 
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5-(3-methyl-5-((4-methylpiperazin-1-yl)methyl)phenyl)quinoline-8-carbonitrile; 

and 

5-(3-([1,4'-bipiperidin]-11-ylmethyl)-5-methylphenyOquinoline-8-carbonitrile. 

11. The compound or pharmaceutically acceptable salt of any of claims 1-10 for use 

in the treatment of lupus. 

12. The compound of claim 11, wherein said compound is to be administered as a 

pharmaceutically acceptable salt. 

13. The compound or pharmaceutically acceptable salt of any of claims 1-10 for use 

in antagonizing TLR7. 

14. The compound or pharmaceutically acceptable salt of any of claims 1-10 for use 

in antagonizing TLR8. 

15. A 	pharmaceutical 	composition 	comprising 	at 	least 	one 	compound 	or 

pharmaceutically 	acceptable 	salt 	of 	any 	of 	claims 	1-10 	and 	at 	least 	one 

pharmaceutically acceptable carrier. 

16. The 	pharmaceutical 	composition 	of claim 	15, 	wherein 	said 	compound 	or 

pharmaceutically acceptable salt thereof has an IC50 less than or equal to 100 nM 

against human TLR7 receptors in a HEK-293 cell line. 

17. The 	pharmaceutical 	composition 	of claim 	15, 	wherein 	said 	compound 	or 

pharmaceutically acceptable salt thereof has an IC50 less than or equal to 20 nM 

against human TLR7 receptors expressed in a HEK-293 cell line. 

18. The 	pharmaceutical 	composition of claim 	15, 	wherein 	said 	compound or 

pharmaceutically acceptable salt thereof has an IC50 less than or equal to 5 nM against 

human TLR7 receptors expressed in a HEK-293 cell line. 
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19. The pharmaceutical composition of any of claims 16-18, wherein the IC50 

against human TLR7 receptors expressed in a HEK-293 cell line is measured by (1) 

plating cells of the HEK-293 cell line stably expressing TLR7 in a Dulbecco's modified 

Eagle's medium containing 10% fetal bovine serum at a density of 2.22X105 cells/ml 

into a 384-well plate and incubating for 2 days at 37°C, 5% CO2; (2) adding the 

compound or pharmaceutically acceptable salt thereof and incubating the cells for 30 

minutes; 	(3) 	adding 	CL097 	(InvivoGen) 	at 	3ug/ml 	and 	incubating 	the 	cells 	for 

approximately 20 hours; and (4) quantifying NF-kappaB dependent reporter activation 

by measuring luminescence. 

20. The compound or pharmaceutically acceptable salt of any of claims 1-10 for use 

in 	the 	treatment 	of 	a 	systematic 	lupus 	erythematosus, 	cutaneous 	lupus, 	or 

neuropsychiatric lupus. 

21. The compound of claim 20, wherein said compound is administered as a 

pharmaceutically acceptable salt. 

22. A pharmaceutically acceptable salt of Claim 5, wherein the 	pharmaceutically 

acceptable 	salt, 	with 	relative 	stereochemistry 	indicated, 	is 	Rel-(2R,6R)-4-(8- 

cyanoquinolin-5-y1)-N-((3S,4R) 4 fluoropyrrolidin-3-yl)-6-methylmorpholine-2- 

carboxamide hydrochloride. 

23. The pharmaceutically acceptable salt of claim 22 for use in the treatment of 

lupus. 

24. A pharmaceutical composition comprising the pharmaceutically acceptable salt of 

claim 22 and at least one pharmaceutically acceptable carrier. 

25. The pharmaceutically acceptable salt of claim 22 for use in the treatment of a 

systematic lupus erythematosus, cutaneous lupus, or neutopsychiatric lupus. 
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26. The pharmaceutically acceptable salt of claim 22 for use in antagonizing TLR7. 

27. The pharmaceutically acceptable salt of claim 22 for use in antagonizing TLR8. 

28. The compound or pharmaceutically acceptable salt of claim 5 for use in the 

treatment of lupus. 

29. A pharmaceutical composition comprising the pharmaceutically acceptable salt of 

claim 5 and at least one pharmaceutically acceptable carrier. 

30. The compound or pharmaceutically acceptable salt of claim 5 for use in the 

treatment of a systematic lupus erythematosus, cutaneous lupus, or neutopsychiatric 

lupus. 

31. The compound or pharmaceutically acceptable salt of claim 	5 for use in 

antagonizing TLR7. 

32. The compound or pharmaceutically acceptable salt of claim 	5 for use in 

antagonizing TLR8. 
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We claim: 

1. A compound of formula (I): 

R3 

N N 0  
...------O  

,...,/ 
NN,... 

Ri 	R2 

N 	 (I) 

wherein at least one of R1  and R2 is —H, methyl, or ethyl, and the o 	er is 

-H; or the other is 

C1-05  alkyl that is optionally substituted with: 

—OH, methoxy, ethoxy, -OCH(CH3)2;T 	0(CH2)2CH3, phenyl, furanyl, - 

O(CH2)2OH, phenoxy, methylthio. 'Ar -F, 	-N(CH3)2, cyano, pyridinyloxy, 

fluorophenoxy, isochromanyl, p,,.,hol,  benzylamino, -NHCH3, oxo-, amino, 

carboxyl, 7-member spiroami 	I, a three to six member cycloalkyl, saturated 

or unsaturated and optio 	ly including one or more heteroatoms selected 

from 0 and N, and op tonally substituted at one or more C or N atoms by 

methyl, cyano, flu° 	methylamino, or trifluoromethyl; or the other is 

C3-C7  cycloalkane, satur 	d or unsaturated, optionally bridged, optionally including 

one or more heteroatoms sele ed from 0, S, and N, and optionally substituted at one or more 

C or N atoms by methy,  , ethyl, pyridinyl, azetidinyl, acetamidyl, carboxamidyl, cyan, 
r. 

fluoro, methylamino, o ji fluoromethyl; or 

R1  and R2, togethe/ ith the nitrogen atom to which they are attached, form an 8 to 11 

member spirod. 	.ne, an 8 member bicyclodiamine, a 7 member spiroxamine, a piperidinyl 

optionally su 	ted with ethyl, or a four to six member cycloalkyl, optionally substituted 

with 	at 	east 	one 	of 	carboxamidyl, 	aminomethyl, 	methyl, 	(ethylamino)methyl, 

(dime 	amino)methyl, dimeihylamino, (methylamino)methyl, and amino; and wherein 

R3 ',- H or methyl. 
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2. 	The compound of formula 1, wherein said compound has a stereochemical 

configuration selected from one of those shown in the group consisting of Formula (Ia), 

Formula (lb), Formula (I c), and Formula (1d): 

,...--N \,,  R( 	R2 

N<----. ( I. 

ry1.7  

all 

01/4 

....,.." N 
\ R2 

N ---7- 	 (lb) 

--"--------N''HHD 

7
,...-' N,,,, 

Ri 	R2 

N - 	 (Ic) 
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O 

N N,...„,,,,......„,-- „,) 

,-- 
R --  

N •-...,. 
R2 

N---.<.: 	 (Id). 

3. 	The compound of claim 1, wherein said compound is sel.. "ed from the group 

consisting of: 

5-((2R, 6R)-2-formy1-6-methylmorpholino)quinoline-8-ca F IInit ile; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-ethyl-6-methylmo ohne-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-isopropy1-6-m 	ylmorpholine-2-carboxamide; 

54(2R,6R)-2-fonny1-6-methylmorpholino)quino re-8-carbonitrile; 

(2R, 6R)-methyl 4-(8-cyanoquinolin-5-y1)-6- 	thylmoTholine-2-carboxylate; 

(6R)-4-(8-cyanoquinolin-5-y1)-6-methylnrrpholine-2-carboxamide; 

54(2R, 6R)-24(S)-3-ethylpiperazine-ltirbony1)-6-methylmorpholino)quinoline-8- 

carbonitrile; 	
, 

(2R, 6R)-4-(8-cyanoquinelin-5-x14-(3,4-difluorobenzyl)-6-methylmorpholine-2- 

carboxamide; 	 / 

54(2R, 6R)-24(8)-3-amt 	yrrolidine-l-carbony1)-6-methylmorpholino)quinoline-8-

carbonitrile; 

5-((2R, 6R)-2-(aze 	e..-1-carbony1)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-((2R, 6R)-2-( 	,41-bipiperidine1-11 -carbony1)-6-methylmorpholino)quinoline-8-

carbonitrile; 

(2R,6R)- 	(8-cyanoquinolin-5-y1)-N-cyclopropy1-6-methylmorpholine-2- 

carboxamid 

- 	2R, 6R)-2-(3-aminoazetidine-1-carbony1)-6-methylmorpholino)quinoline-8- 

carbo 	r 

(2R, 6R)-4-(8-eyanoquinolin-5-y1)-N-(2-hydroxyethyl)-6-methylmorpholine-2- 

boxamide; 
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(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(2-methoxyethyl)-6-methylmorpholine-2- 

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-((R)-2-hydroxypropy1)-6-methylmorpholine-2- 

carboxamide; 

6R)-4-(8-cyanoquinolin-5-y1)-N-((S)-1-hydroxypropan-2-y1)-6- (2R, 

methylmorpholine-2-carboxamide; 

(212, 6R)-4-(8-cyanoquinol in-5-y1)-N-((R)-1-hyd roxypropan-2-yI)-6- 

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-((S)-1-hydroxybutan-2-y1)-6-me 	morpholine- 

2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(65)-1-hydroxy-3-methylb 	• n-2-y1)-6-

methylmorpholine-2-ctuboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(g)-2-hydroxy- 1 -p • ylethyl)-6-

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N4R)-2-hydro 	1-phenylethyl)-6- 

methylmoTholine-2-carboxamide; 	 , 
(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(2-hy. , 	ybutyl)-6-methylmorpholine-2-

carboxamide; 

(2R, 6R)-4-(8-cyanoquinol in-5-y1)-N- 	ethoxycthyl)-6-methylmorpholine-2-

carboxanildc; 

(2R, 61?)-4-(8-cyanoquinolin-5- 	-N4(R)-1-hydroxybutan-2-y1)-6-methylmorpholine- 

2-carboxamide; 

(2R, 6R)-4-(8-cyanoqu i 	m-5-y1)-N-(1,3-dihydroxypropan-2-y1)-6- 

methylmorpholine-2-carbo 	ide; 

(2R, 6R)-4-(8-cy 	, quittolin-5-y1)-N-(2,3-dihydroxypropyl)-6-methylmotphol ine-2-

carboxamide; 

(2R,610-4- 	cyanoquinol in-5-y1)-6-methyl-N4(12)-tetrahydrofuran-2- 

yOmethy 1)mo •''oline-2-carboxamide; 

(21? 	-4-(8-cyanoquinolin-5-y1)-6-methyl-N-atetrahydrofuran-2- 

yOmeth 	norpholine-2-earboxamide; 

21?, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(2-propoxyethyl)morpholine-2- 

e 	• oxamide; 

(21?, 6R)-4-(8-cyanoquinolin-5-y1)-N4R)-1-hydroxypentan-2-y1)-6- 

methylmoipholine-2-carboxamide; 
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(21?,6R)-4-(8-cyanoquinolin-5-y1)-N-(2-isopropoxyethyl)-6-methylmorpholine-2- 

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(1-methoxybutan-2-y1)-6-methylmorpholine-2- 

carboxamide; 

(212, 6R)-4-(8-cyanoquinolin-5-y1)-N-(2-(2-fluoropheny1)-2-hydroxyethyl)-6- 

methylmorpholine-2-carboxamide; 

(212, 6R)-4-(8-cyanoquinolin-5-y1)-N4(10-1-hydroxy-3-methylbutan-2-A-6- 

methylmorpholine-2-carboxamidc; 

(2R, 610-4-(8-cyanoquinolin-5-y1)-N-(2,2-dimetboxyediy1)-6-methy I 	holine-2-

carboxami de; 

(212, 6R)-4-(8-eyanoquino I in-5-y1)-N-(2-(2-hydroxyethoxy)ethy 	. 

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinol in-5-y1)-N-((1S, 2S)-2-hydroxy .. lohexyl)-6- 

methylmorpholine-2-carboxamide; 

(212, 6R)-4-(8-cyanoquinolin-5-y1)-N-(2-hydroxyc 	ohexyl)-6-methylmorpholine-2-

carboxamide; 

(21?, 6R)-4-(8-cyanoquinolin-5-yI)-N-(1-hy . . xyhexan-2-y1)-6-methylmorpholine-2-

carboxamide; 

(21t, 6R)-4-(8-cyanoquinolin-5-y1)-N 	-1-hydroxy-3,3-dimethylbutan-2-y1)-6-

methylmorpholine-2-carboxamide; 

(212, 6R)-4-(8-cyanoquino I in-5 	)-N-((S)-1-hydroxyhexan-2-yI)-6-methylmorpholine- 

2-carboxamide; 

(212, 6R)-4-(8-cyanoqui 	n-5-y1)-N-((2S, 33)-1-hydroxy-3-methylpentan-2-y1)-6- 

methylmorphol ine-2-carbo 	ide; 

(212, 6R)-4-(8-cy 	quiholin-5-y1)-N-((S)-1-hydroxy-4-methylpentan-2-y1)-6- 

methylmorpho I ine-2- 	boxamide; 

(21Z,6R)-4 	cyanoq uinol in-5-y1)-N-W0-1-hydroxy-4-methylpentan-2-y1)-6- 

methylmorph 	e-2-carboxamide; 

(21? 	' )-4-(8-cyanoquinolin-5-y1)-6-methyl-N44-methylmorpholin-2- 

yl)meth 	morpholine-2-carboxamide; 

(212, 6R)-4-(8-cyanoquinolin-5-y1)-N-((S)-1-hydroxy-4-(methylthio)butan-2-yl)-6- 

1 

(212, 6R)-4-(8-cyanoquinolin-5-yI)-6-methyl-N-(2-phenoxyethyl)morpho I inc-2- 

carboxamide; 
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(21t6R)-4-(8-cyanoquinolin-5-y1)-N-((S)-1-hydroxy-3-phenylpropan-2-y1)-6-

methylmorpholine-2-carboxamide; 

(212, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(2-phenoxypropyl)morpholine-2-

carboxamide; 

(212, 6R)-4-(8-cyanoquinolin-5-y1)-N-(2-hydroxy-3-phenylpropy1)-6- 

methylmorpholine-2-carboxamide; 

(21e, 6R)-4-(8-cyanoquinolin-5-yI)-6-methyl-N-(2-(pyridin-3- 

yloxy)propyl)morpholine-2-carboxamide; 

(212, 61)-4-(8-cyanoquinolin-5-y1)-N-(2-(4-fluorophenoxy)ethyl)-6-me 	Imorpholinc- 

2-carboxamide; 

(2R, 6R)-4-(8-cyanoq uinol i n-5-yI)-N42-(3-fl uorophenyI)-2-hydr• yethyl)-6-

methybnorpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(0-1-cyclohexy1-3 	droxypropan-2-y1)-6-

methylmorpholine-2-carboxamide; 

(212, OR)-448-cyanoquinolin-5-y1)-N-Osoclroman- 	(methyl)-6-methylmorpholine-2-

carboxamide; 

(21?, 6R)-4-(8-cyanoquinolin-5-y1)-N-(2-hy . , L y-3-phenoxypropyl)-6- 

methylmorpholine-2-carboxamide; 

(212, 6R)-4-(8-cyanoqui no! in-5-y1)-N 	5,210-1-hydroxy-1-(4-hydroxyphenyl)propan- 

2-yI)-6-methylmorpholi ne-2-carboxam id 

(21Z, 6R)-4-(8-cyanoquinol i n-5- 	-N-WS)-1,3-dihydroxy-l-phenylpropan-2-y1)-6-

methylmorpholine-2-carboxamide• 

(212, 6R)-4-(8-cyanoquin 	n-5-y1)-N-(2-hydroxy-3-(piperazin-1-yppropyl)-6- 

methylmorpholine-2-carbox 	ide; 

(212, 6R)-N-(azeti 	311)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholine-2-

carboxamide; 

(21?,6R)-4- 	-cyanoquinolin-5-y1)-6-methyl-N-((S)-pyrrolidin-3-yl)morpholine-2-

carboxamide; 

(212, 	)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-((R)-pyrrolidin-3-yl)morpholine-2- 

carboxa 	de; 

212, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-((3)-piperid in-3-yOmorpholine-2- 

Ca 	xamide; 

(21t, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl -N-((R)-piperi din-3-y Drnorpholine-2-

carboxamide; 
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(2R,6R)-4-(8-cyanoquinolin-5-yI)-6-methyl-N-((S)-pyrrolidin-2-ylmethyl)morpholine- 

2-carboxamide; 

(2R,6R)-N-(2-(benzylamino)ethyl)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholine-2-

carboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(pyridin-2-yOmorpholine-2-

carboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(6-methylpyridin-2-yOmorph• d e- - 

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(5-methylisoxazol-3-y1 	orpholine-2-

carboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(2,2,2-trifluoroe 	)morpholine-2-

carboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-yl)-N-(2,2-difluoroethyl)-. 	ethylmorpholine-2-

carboxamide; 

(212,6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(3,3 	-trifluoropropyl)morpholine-2-

carboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-y1)-N-(2-(d 	ylamino)-2-methylpropy1)-6- 

methylmorpholine-2-carboxamide; 

(212,6R)-4-(8-cyanoquinolin-5-y1)-6- 	thyl-N-((S)-morpholin-2- 

ylmethyl)morpholine-2-carboxamide by. • chloride; 

(21t6R)-4-(8-cyanoquinolin-5 	-6-methyl-N4(5)-4-rnethylmorpholin-2- 

yOmethyl)morpholine-2-carbox . 	.fe acetic acetate; 

(2R, 6R)-4-(8-cyanoqui 	m-5-y1)-N-(2-fluoroethyl)-6-methylmorpholine-2- 

carboxamide; 

(2R,6R)-4-(8-cya 	quinolin-5-y1)-N-(3-fluoropropy1)-6-methylmomholine-2-

carboxamide; 

(2R, 6R)-4- 	-cyanoquinolin-5-yI)-6-methyl-N-((S)-1,1,1-trifluoropropan-2- 

yl)rnorpholine- 	carboxamide; 

(2R 	)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-OR)-1,1,1-trifluoropropan-2- 

yl)morp 	me-2-carboxamidc 

(21t6R)-4-(8-cyanoquinolin-5-y1)-N-(1,3-dimethyl-1H-pyrazol-5-y1)-6- 

ylmorpholine-2-earboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(1-methy1-1H-pyrazol-5- 

yl)morpholine-2-carboxamide; 
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(2R,6R)-N-(cyanomethyl)-4-(8-cyanoquinolin-5-y1)-6-metlaylmorpholine-2-

carboxatnide; 

(2R,6R)-N-(1-cyanocyclopropy1)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholine-2-

carboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(1,2,4-thiadiazol-5-yl)morpholine-2-

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(3-methyl-1,2,4-thiadiazol-5-

yl)roorpholine-2-carboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-yI)-6-methyl-N-(piperidin-4-yl)morpho 	e-2-

carboxamide; 

542R, 6R)-2-methy1-6-(2,6-diazaspiro[3.4)octanc-2-carbonyl) 	.holino)quinoline- 

8-carbonitrile hydrochloride; 

54(2R,6R)-2-methy1-6-(3-((methylamino)methypazetith 	-1- 

carbonyl)morpholino)quinoline-8-carbonitrile hydrochloride; 

(2R,6R)-4-(8-cyanoquinolin-5-y1)-N-((4-fluoropip 	din-4-yl)methyl)-6- 

methylmorpholine-2-carboxamide hydrochloride; 

(2R, 6R)-N-(azetidin-3-ylmethyl)-4-(8-cyan 	nolin-5-y1)-6-methylmorpholine-2-

carboxamide hydrochloride; 

54(2R,6R)-2-methy1-6-(2,6-diazaspir 	3.5)nonane-2-carbonyl)morpholino)quinoline- 

8-carbonitrile hydrochloride; 

54(2K6R)-2-methyl-6-(1,6-di:,-:spiro[3.4]octane-1-carbonyl)morpholino)quinoline- 

8-carbonitrile hydrochloride; 

5-((2R, 6R)-2-methyl-6- 	, -diazaspiro[4.4]nonane-7-carbonyl)morpholino)quinoline- 

8-carbonitrile hydrochloride 

(2R,6R)-N-(3-ca 	oy1-1-methy1-1H-pyrazol-4-y1)-4-(8-cyanoquinolin-5-y1)-6- 

methylmorpholine-2-. . boxamide; 

(2R,6R)-4- 	cyanoquinolin-5-y1)-6-methyl-N-(oxetan-3-ylmethyl)motpholine-2- 

carboxamide; 

(2R, 	)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(tetrahydro-2H-pyran-4-yl)morpholine- 

2-carbo 	ide; 

2R,6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(tetrahydrofinn-3-yOmorpholine-2-

xamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-yI)-6-methyl-N-((3-methyloxetan-3- 

yl)methyl)morpholine-2-carboxamide; 
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5-((2R,6R)-2-methy1-6-(2-oxa-6-azaspiro[3.3]heptane-6- 

carbonyl)morpholino)quinoline-8-carbonitrile; 

(2R, 6/2)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(oxetan-3-yemorpholine-2-

carboxamide; 

(2R, 6R)-N4(3-(aminomethypoxeta 1-3-yemethyl)-4-(8-cyanoquinolin-5-y1)-6-

methylmorpholine-2-carboxamide; 

(2R, 6R)-4-(8-eyanoquinolin-5-y1)-6-rnethyl-N-(oxetan-2-ylmethyl)morpho ' 

carboxamide; 

54(2R,6R)-2-methyl-6-(piperazine-l-carbonyl)mo 	olino)quinoline 	arbonitrile 

hydrochloride; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(2-(methylamino 	y ) 	orpholine-2- 

carboxamide; 

(2R, 6R)-4-(8-eyanoquinolin-5-y1)-6-methyl-N-((S)-3,3, 	uoro-2- 

hydroxypropyl)morpholine-2-carboxamide; 

(2R, 6R)-4-(8-eyanoquinolin-5-y1)-6-methyl-N-VRS,3,3-trifluoro-2- 

hydroxypropyl)morpholine-2-carboxamide; 	/ 

methyl 	 2-((2R, 6R)-4-(8-c 	oquinolin-5-y1)-6-methyhnorpholine-2- 

carboxamido)acetate; 	 ft 
/ 

(2R, 6R)-4-(8-eyanoquinolin-5-3,1)-N-g-( 
/'' 

dimethylamino)ethyl)-6-methylmorpholine- 

2-earboxamide; 

(2R, 612)-4-(8-cyanoquinolin-5 	-6 	ethyl-N-VS)-4,4,4-trifluoro-3- 

hydroxybutyemorpholine-2-carboTide; 

(2R, 6R)-4-(8-cyanoquin 	-5-y1)-6-methyl-N-((R)-4,4,4-trifluoro-3- 

hydroxybutyl)morpholine-2-, arboxamide; 

(2R,6R)-N-(3-an 	-4;4,4-trifluorobuty1)-4-(8-eyanoquinolin-5-y1)-6- 

methylmorpholine-2- 	boxamide; 

2-((2R, 6R) 	-(8-cyanoquinolin-5-y1)-6-methylmorpholine-2-carboxamido)acetie acid; 

1-((2R, 	)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholine-2-carbonyl)azetidine-3-

carboxami 

5 (2R, 6R)-2-methy -67(2,7-diazaspiro[4.4]nonane-2-carbonyOmorpholino)quinoline- 

8-c 	•i'' 	le hydrochloride; 

5-((2R, 6R)-2-methyl-6-(3,9-diazaspiro [5.5]undecane-3- 

arbonyOmorpholino)quinoline-8-carbonitrile hydrochloride; 
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(2R, 6R)-N-(3-carbamoylpyridin-4-y1)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholine- 

2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-((R)-morpholin-2-

ylmethyl)morpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(pyridin-4-yemorpholine-2-

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(pyridin-3-yOmorpholine-2-

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(1-(piperidin-4-y1)-/H- 	; 	. 1-4- 
yl)morpholine-2-carboxamide hydrochloride; 

(2R,6R)-N-(1-(azeti din-3-y1)-111-pyrazol-4-y1)-4-(8-cyanoq ui no 	5-y1)-6-

methylmorpholine-2-carboxamide hydrochloride; 

(2R,6R)-N-((1H-pyrazol-5-yl)methyl)-4-(8-cyanoquinoli 	• -y1)-6-methylmorpholine- 

2-carboxamide; 

6R)-N-(OH-pyrazol-4-yOmerhyl)-4-(8-cyano (2R, 	 nolin-5-yI)-6-methylmorpholine- 

2-carboxamidc; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl 	4(3-(trifluoromethyl)pyridin-2-

yHmethyl)morpholine-2-carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6- 	thyl-N-(1-(pyridin-2-yDethyl)morpholine-2-

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5- 	-6-methyl-N-(pyridin-2-ylmethyl)morpholine-2-

carboxamide; 

(2R, 6R)-4-(8-cyanoqum 	n-5-y1)-6-methyl-N46-methylpyridin-2- 

yl)methyl)molpholine-2-cal 	amide; 

(2R, 6R)-4-(8-cy• 	quittolin-5-y1)-6-methyl-N-(0-methylpiperidin-2- 

yOmethyl)morpholin 	-carboxamide; 

(2R,6R)-4- 	-cyanoquinolin-5-y1)-6-methyl-N43-methylpyridin-2- 

yOmethyl)mo 	oline-2-carboxamide; 

(2R, r 	)-N-(4-cyano-/H-pyrazol-3-y1)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholine- 

2-carbo 	ide; 

2R, 6R)-4-(8-cyanoquino lin-5-y1)-N-((38,4R)-4-fluoro-l-methylpyrrol id i n-3-y1)-6- 

Imorpholine-2-carboxamide; 

(2k, 6R)-4-(8-cyanoquinolin-5-y1)-N-((3S,4R)-4-fluoropiperidin-3-y1)-N,6- 

dimethylmorpholine-2-carboxamide hydrochloride; 
, 

145 



WO 2015/057659 	 PCT/US2014/060418 

54(214 6R)-2-(3-(aminomethyl)azetidine-l-carbony1)-6-methylmorpholino)quinoline- 

8-carbonitrile; 

54(2R,6R)-2-(3-((ethylamino)methyDazetidine-1-carbonyl)-6- 

methylmorpholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-(3-((dimethylamino)thethyeazetidine-l-carbonyl)-6-

methylmorpholino)quinoline-8-carbonitrile; 

(2I4 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(1-methylazepan-4-yl)morpho 

carboxamide; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(((2R, 6R)-6-methylmo 	ohn-2-

yl)methyl)morpholine-2-carboxamide; 

5-((2R, 6R)-2-methy1-6-(octahydropyrrolo[3,4-c]pyrrole-2- 

carbonyl)morpholino)quinoline-8-carbonitrile; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-((R)-py o 	m-2- 

ylmethyemorpholine-2-carboxamide hydrochloride; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-rnethyl-N-(SSiperidin-2-ylmethyl)morpholine- 

2-carboxamide hydrochloride; 	 f 
it  

(2R, 6R)-N-A/R,3R, 58)-8-azabicyclo [3 .2.1]ean-3-y1)-4-(8-cyanoquinolin-5-y1)-67  
.01  

methylmorpholine-2-carboxamide hydrochloriy: 

(2146R)-N-(azepan-4-y1)-4-(8-cyano Aolin-5-y1)-6-methylmorpholine-2-

carboxamide hydrochloride; 

(214 6R)-N-((1 R,551,6S)-3-azab 	yclo[3 .1.0]hexan-6-y1)-4-(8-cyanoquinolin-5-y0-6- 

methylmorpholine-2-carboxamide 	drochloride; 

(214 61)-4-(8-cyanoqu 	n-5-y1)-N-6-dimethylmorpholine-2-carboxamide; 

(21?, 6R)-4-(8-cyano 	olin-5-y1)-N-(((28, 6R)-4,6-dimethylmorpholin-2-yl)methyl)- 

6-methylmorpholine-2-c 	()Amide; 

5-((214 6R)-2 	-(ditnethylinnino)piper dine-1-carbony1)-6- 

methylmorpholinv, 	aoline-8-carbonitrile; 

(214 6R a 7  (8-cyanoquinolin-5-y1)-6-methyl-N-(1-methylpiperidin-4-yl)morpholine-2- 

carboy 

/R)-4-(8-eyanoquinolin-5-y1)-N-((3S, 4R)-4-fluoropyrrolidin-3-yI)-6- 

me 1 	orpholine-2-carboxamide hydrochloride; 

(2R, 612)-A--(8-cyanoquinolin-5-y1)-N-((38,41)-4-fluoropiper'd 	3-y1)-6-

le hylmorpholine-2-carboxamide hydrochloride; 
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(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(2-azaspiroP.Theptan-6-

yl)moipholine-2-carboxamide hydrochloride; 

(2R,6R)-11-(1-(2-amino-2-oxoethyl)piperidin-4-y1)-4-(8-cyanoquinolin-5-y0-6-

methylmorpholine-2-carboxamide; 

54(2R,6R)-2-(4-aminopiperidine-l-carbony1)-6-methylmorpholino)quinoline-8-

carbonitrile; 

5-((2R, 6R)-2-(4-amino-4-methylpiperidine-1-carbony1)-6- 

methylmorpholino)quinoline-8-carbonitrile; 

(2/2,6R)-4-(8-cyanoquinolin-5-y1)-N,6-dimethyl-N-VR)-piperidin-3-y1 	orpholi,  

carboxamide hydrochloride; 

(2k6R)-N-(2-carbamoylpyridin-4-y1)-4-(8-cyanoquinolin-5-y1) 	-methylmorplu 

2-carboxamide hydrochloride; 

(2R,6R)-4-(8-cyanoquinolin-5-y1)-N-6-dimethyl-N-((S)-p. 	ridin-3-yl)morpholh 

carboxamide hydrochloride; 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-N-(1-ethylpiper 	n-4-yl)-6-methylmorpholin 

carboxamide; 

(2R,OR)-4-(8-cyanoquinolin-5-y1)-N-(1-et 	peridin-3-y1)-6-methylmorpholin 

carboxamide; 

(2R,6R)-4-(8-cyanoquinolin-5-y0-6 yl-N-(0Q-1-methylpiperidin-3- 

yl)morpholine-2-carboxamide hydrochlo 	e; 

(2R, 6R)-4-(8-cyanoquinolin-5- 	-6-methyl-N(4-methylpiperidb-4-y1)morphol 

carboxamide; 

(2R,6R)-N-(2-amino-2 	thylpropy1)-4-(8-cyanoquinolin-5-y1)-6-methylmorphi 

2-carboxamide; 

rel-(2R,6R)-4-(8 	anoquinolin-5-y1)-N-PR,48)-4-fluoropyrrolidin-3-ye-6- 

methylmorpholine-2-• rboxamide hydrochloride; 	4  

rel-(2R, 6R 	-(8-cyanoquinolin-5-y1)-N-((35,4R)-4-fluoropyrrolidin-3-y1)-6- 

methylmorpho j e-2-carboxamide hydrochloride; 

(2R, 	)-N-(azepan-3-y0-4-(8-cyanoquinolin-5-y1)-6-methylmorpholine-2- 

carboxa 	de hydrochloride; 	. 

(2R, 6R)-4-(8-cyanoquinolin-5-y1)-6-methyl-N-(1-methylazepan-3-yl)morpholini 

ca 	oxamide hydrochloride; 

(2R.6R)-4-(8-cyanoquinolin-5-y1)-N-(I,4-dimethylpiperidin-4-y1)-6-

methylmorpholine-2-carboxamide; and 
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(2R, 6R)-4-(8-eyanoquinolin-5-y1)-N-(4-fluoro-1-methylpiperidin-3-y1)-6- 

methylmotpholine-2-carboxamide hydrochloride. 

4, 	The compound of claim 3, wherein said compound is selected from the group 

consisting 	of 	rel-(2R, 6R)-4-(8-cyanoqiiinolin-5-y1)-N-((3R,48)-4-fluoropyrrolidin-3-y 	- 

methylmorpholine-2-carboxamide 	hydrochloride 	and 	(2R, 6R)-4-(8-cyanoquinolin-5 	-6- 

methyl-N-(1 -methylpiperidin-4-yl)morpholine -2-carboxam i de. 

5. A compound of Formula (Ie), with relative stereochemistry indicate  

NI  

rl'o 

N II 

.\.....„/ 	
(Ie) 

Ni----  

6. A compound of Formula (II): 

O 

N N  ,..
,..„...,,,...„7

,—..., 

R5  

Re 

wherein 

(II) 

R4 is —H or me 

R5 is Ci-05 	yl that is saturated, partially saturated, or unsaturated, and that is optionally 

substitute 

.'" 	-C1, -F, -OH, -NH2, oxo-, -N(CH2CH3)2,  phenyl, cyclohexyl, phenyltriazolyl, 

cP exyltriazolyl, pyridinyl, pyrrolidinyl, 

morpholinyl optionally substituted with methyl or hydroxyniethyl, 

-0-, substituted with: 
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CI-Cs alkyl, methylphenyl, methylcyclohexyl, pyridinyl, diazinyl, or phenyl 

optionally substituted with —F or methyl, 

-NH-, substituted with: 

C2-C7 alkyl that is linear, branched, or cyclic, saturated or unsaturated, and 

optionally substituted with oxo-, phenyl, methyl, or —OH, 

pyridinyl optionally substituted with methyl, methoxy, phenyl, or amino 

diazinyl optionally substituted with ethyl, 

benzoimidazolyl, methylphenyl, phenylpyrazolyl, naphthyridyl, 

phenyl optionally substituted with —F, methyl, ethyl, or ethox 

imidazolidinyl optionally substituted with methyl 

H2 
C 	 ) 

or R5  is 	 , wherein n is 1-3, and wherein 	• 	cyclic amine is optionally 

substituted with 

CI-Cs alkyl optionally substituted with 

-OH, 	-F, 	phenyl, 	-NH2, 	c 	ohexyl, 	-N(C113)2, 	-C(0)NH2, 

methylsulfonamidyl, benzenesulfonamidyl, methyl 	nzenesulfonamidyl, or 

pyrrolidinyl optionally substitut- 	*th methyl or hydroxyl, or 

-NHC(0)R6, wherein R6 is 

C1-05 	alkyl, 	pheny 	pyridinyl, 	fluorophenyl, 	methylsulfonyl, 

fluorobenzenesulfonyl, dime 	pyrazole sulfonyl, or 

pyrazolyl optionally 	bstituted with methyl; 

piperidinyl optionally 	• • stituted with —C(0)CH3, -C(0)CH2CH3, methyl, oxo-, 

	

o 	--, II  

NH 	 N 

C(0)Ph, -NH2, 	H-C(0)C113, or 	 , 

pipe.. inyl optionally substituted with —C(0)0C(C113)3, methyl, -C(0)CH3, -C(0)Ph, 

C(0)CH 	3)2, -C(0)CH3, ormethylsulfonyl; or 
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82 
C — 

NR7 

R5 is 	 n 	, where n is 1 or 2, and wherein the cyclic diamine i 

optionally substituted on at least one carbon atom with 

methyl, oxo-, -N(CH3)2, amino, -CH2CH3, or 

piperidinyl optionally substituted with methyl, -C(0)CH3, -C(0)CH(CH3)2 	(0)Pb, 

or —C(0)OC(CH3)3, and 

wherein R7 is —H, phenyl, -C(0)CH3, C1-C3  alkyl, -C(0)NH2, or -C(0 • h; and 

R8 is methoxy or cyano. 

7. 	The compound of claim 3, wherein said compound i - selected from the group 

consisting of: 

54(2R,68)-2,6-dimethylmorpholino)quinoline-8-carb, 	'trite; 

5-((2R,65)-2,6-dimethylmorpholino)quinoline-8- 	-bonitrile dihydrochloride; 

5-((2R, 6.5)-2,6-dimethylmorpholino)quinoline 	-carbonitrile methanesulfonate; 

5-((2R, 68)-2,6-dimethylmorpholino)quino 	e-8-carbonitrile 	 bis(2,2,2- 

trifluoroacetate); 

54(2R,65)-2,6-dimethylmozpholino 	inoline-8-carbonitrile bis(sulfonate); 

5-((2R, 65)-2,6-dimethylmorphor 	)quinoline-8-carbonitrile sulfonate; 

5-((28,, 6R)-2,6-dimethylmorp / ino)quinoline-8-carbonitrile 2,3-dihydroxysuccinate; 

5-((2S,6R)-2,6-dimethylm. .holino)quinoline-8-carbonitrile dimethanesulfonate; 

5-(2-(chloromethyl)mo . olino)quinoline-8-carbonitrile; 

(S)-5-(2-(chloromet 	)morpholino)quinoline-8-carbonitrile; 

N-(((2S,6R)-4-(8 	anaquinolin-5-y1)-6-methylmorpholin-2-yOmethyDacetamide; 

N-(((2S,6R) 	'-cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyDpivalamide; 

5-(2-meth 	mpholino)quinoline-8-carbonitrile; 

54(28 	.)-2,6-dimethylmorpholino)quinoline-8-carbonitrile; 

5-( 	thylmorpholino)quinoline-8-carbonitrile; 

(28,6R)-2-(aminomethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-(2-(hydroxymethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

(2R, 68)-4-(8-methoxyquinolin-5-y1)-2,6-dimethylmorpholine; 

54(2R,68)-2,6-dimethylmoipholino)quinoline-8-carboxamide; 
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(R)-5-(2-merhylmorpholino)quinoline-8-earbonitrile; 

5-((2R, 6R)-2-(hydroxymethyl)-6-methylmontolino)quinoline-8-carbonitrile; 

5-((2R, 610-2-(methoxymethyl)-6-methylmorpholino)quinoline-8-earbonitrile; 

5-((2R,6R)-2-((benzyloxy)methyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-((2R, 6R)-2-(fluoromethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-((2R, 6R)-2-(ethoxymethyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-((2R, 6R)-2-(isopropoxymethyl)-6-methylmerpholino)quinoline-8-carboni 

54(2R, 6R)-2-(isobutoxymethyl)-6-methylmorpholino)quinoline-8- carbon'e 
Il 

54(2R, 6R)-2-(chloromethyl)-6-methylmorpholino)quinoline-8-earbon 	e• 

5-((2R, 6R)-2-((hexyloxy)methyl)-6-methylmorpholino)quinoline-8 	bonitrile; 

5-((2R, 6R)-2-((cyclohexylmethoxy)methyl)-6-methylmorpholin 	quinoline-8-

earbonitrile; 

5-((2R, 6S)-2-methyl-6-propylmorpholino)quinoline-8-ea 	nitrite; 

54(28,65)-2-(fluoromethy1)-6-methylmorpholino)qui 	ne-8-earbonitrile; 

54(28,65)-2-(ehloromethyl)-6-methylmorpholino) 	noline-8-carbonitrile; 

54(2R,6R)-24(2,6-dimethylphenoxy)methyl)-6 	le hylmorpholino)quinoline-8-

carbonitrile; 

5-((2R, 6S)-2,6-diethylmorpholino)quinoyee-8-carbonitrile; 

5-((2R, 65)-2-methy1-6-pentylmorpho no)quinoline-8-carbonitrile; 

5-((2R, 6R)-2-formy1-6-methylmo 	olino)quinoline-8-carbonitrile; 

5-((2R, 6R)-2-((benzyloxy)me 	)-6-ethylmorpholinotquinoline-8-earbonitrile; 

N-(((28, 6R)-4-(8-eyanocilu 	5-y1)-6-methylmorpholin-2-yemethyl)-2- 

phenylpropanamide; 
. 

5 -((2R,6R)-2-(1-hydi;kally1)-6-methylmorpholino)quinoline-8-earbonitrile; 
ii 

5-((2R, 6R)-2-((S 	-hydroxyally1)-6-methylmorpholino)quinoline-8-earbonitrile; 

N-(((28, 6R)-4 	-cyanoquinolin-5-y1)-6-metliyhnorpholin-2-yDrnethyl)-1- 

phenylcyclobutan 	boxamide; 

5-((2R tr 	24(R)-1-hydroxyally1)-6-methylmorpholino)quinoline-8-earbonitrile; 

5 (( 	, 68)-2-methy1-6-(pyrrolidin-1-ylmethyl)morpholino)quinoline-8-carbonitrile; 

(28, 6R)-2-((diethylamino)methyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

(28,6R)-2-((benzylamino)methyl)-6-methylmorpholino)quinoline-8-carbonitrile; 

542R, 6R)-2-methy1-6-(phenoxymethyl)morpholino)quinoline-8-earbonitrile; 

5-((2R, 6R)-2-methy1-6-((m-tolyloxy)methyl)morpholino)quinoline-8-carbonitriie; 

542R, 6R)-2-methy1-6-((p-tolyloxy)methyl)morpholino)quinoline-8-carbonitrile; 
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5 -((2R, 6R)-2-(1-hy droxypropy1)-6-methyhnorpholino)quinoline-8-carbonitrile; 

54(2R, 6R)-24(R)-1-hydroxypenty1)-6-methylmorpholino)quinoline-8-carbonitrile; 

5-((2R,6R)-24(S)-1-hydroxypenty1)-6-methylmorpholino)quinoline-8-earbonitrile; 

54(2R, 6R)-24(R)-cyclohexyl(hydroxy)methyl)-6-methylmorpholino)quinoline-8- 

carbonitrile; 

5-((2R, 6R)-24(S)-cyclohexyl(hydroxy)methyl)-6-methylmorpholino)quinoline-8 

carbonitrile; 

N-(((28, 6R)-4-(8-cyanoquinolin-5-y1)-6-methylmoTholin-2-ypmethyl)-2 

phenylacetamide; 

5-((2R, 6 R)-2- ((R)-1 -hydroxy-2-phenylethyl)-6-methylmoipholino) 	noline-8- 

carbonitrile; 

5-((2R,6R)-2-((S)-1-hydroxy-2-phenylethyl)-6-methylmm 	n o)quinolinc-8- 
fi 

carbonitrile; 

5-((2R, 6R)-2-((R)-1 -hydroxy-3-phenylpropy1)-6-met 1 	orpholino)quinoline-8- 

carbonitrile; 	 / 
/ 5-((2R, 6 R)-2-((S)-1 -hydroxy-3-phenylpropy1)-6 ' lethylmorpholino)quinoline-8- 

7 
carbonitrile; 

5-((2R, 68)-2-methyl-6-((phenylamino 	y1)morpholino)quinoline-8-carbonllrile; 

5-((2R, 6S)-2-methy1-6-((m-tolylanaii 	methyl)morpholino)quinoline-8-carbonitrile; 

5 -((2 R, 6 5)-2-methy1-6-((o-toly1 • / 	o)methyDmorpholino)quinoline-8 -carbonitrile; 

5-((2R, 68)-2-methyl-6-((p-toly, i 	ino)methyl)morpholino)quinoline-8-carbonitrile; 

5-((2R, 6R)-2-((3,4-difluo .o 	enoxy)methyl)-6-methylmorpholino)quinoline-8- 

carbonittile; 

5-((2R, 6R)-2-((3-flu! ophenoxy)methyl)-6-methylmorpholino)quinoline-8- 

carbonitrile; 	if 	I+ 
I'  

54(28, 6 R)-2- 	,2-dimethyl-/H-benzo[d]m dazol-5-y0amino)methyl)-6- 

methylmorpholin., 41m oline-8-carbonitrile; 

54(2S, Ii )-2-(41-ethy1-2-methyl-Hrbenzo[d]imidazol-5-yDamino)methyl)-6- 

methylmot 	ohno)quino1ine-8-cahonitrile; 

28, 6R)-2-((cyclohqxylamino)methyl)-6-methylmorpholino)quinoline-8- 

Garb .7 trile; 

54(2R, 6R)-2-((2-fluorophenoxy)methyl)-6-methylmorpholino)quinoline-8- 

/ arbomtnle; 

5-((2R, 6R)-2-methyl-6-propionylmorpholino)quinoline-8-carbonitrile; 
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5-((2R, 6R)-2-(cyclohexanecarbony1)-6-methylmorpholino)quinolinc-8-carbonitrile; 

5-((2R, 6R)-2-methy1-6-(3-phenylpropanoyl)mmphol ino)quinol ine-8-carbonitrile; 

5-((2R, 6R)-2-methy1-6-((o-tolyloxy)methyl)morpholino)quinoline-8-carbonitrile; 

5-((2R, 6S)-2-methy1-6-((pyrimidin-2-ylamino)methybmorpholino)quinoline-8- 

carbonitrile; 

5-((2R, 6S)-2-methy1-6-((pyridin-2 -ylamino)methyl)morphol ino)quinol ine-8-

carbonitrile; 

54(2R, 6S)-2-methy1-6-(((6-methylpyridin-2-yDamino)methyl)morpholino duinoline- 

8-carbonitrile; 

54(2R,68)-2-methyl-6-(((5-methylpyridin-2-yl)amino)methyl)mo ! . hno)quinoline- 

8-carbonitrile; 

54(2S, 6R)-24(R)-2-(hydroxymethyl)pyrnalidin- 1 -yOmethy 	. - 

methylmorpholino)quinoline-8-carbonitrile; 

5-02R, 6R)-24(2,2-dimethylpyrrolidin-1-yOrnethyl)-6 	ethylmorpholino)quinoline-8- 

carbonitrile; 

54(2S, 6R)-24(2-isopropylpyrroliciin- 1-yl)meth 	-6-methylmorpholino)quinoline-8- 

carbonitrile; 

54(2R, 6S)-2-methy1-64(0-2-methylp 	MinThyl)methyl)morpholino)quinoline-8- 

carbonitrile; 

5-((2R, 6S)-2-methyl-6-(((S)-3-ph 	1pyrrolidin-l-yOmethyl)morpholino)quinoline-8- 

carbonitrile; 

54(2R, 6S)-2-methyl-6-(((R,,' -methylpyrrolid in-l-yOmethyl)mmpholino)quinoline-8-

cabonitrile; 

5-((25,,6R)-2-(((S)-3- 	droxypyrrolidin-1-yl)methyl)-6-mcthylmorpholino)quinoline- 

8-carbonitrile; 	 ♦ 

5-((2R,65)-2- r 	y1-6-0(4-methylpyridin-2-yparnino)methypmorpholino)quinoline- 

8-carbonitrile; 

5-((2R, 	-2-methy1-6-((3-phenylpyrrolidin-l-yOmethyl)mmpholino)quinoline-8- 

carbonitrile 

5 (2S, 6R)-2-(((6-methoxypyridin-3 -yDatnino)methyl)-6- 

me 	orpholino)quinoline-8-carbonitrile; 

5-02R,63)-2-methyl-6-(((R)-2-methylpyrrolidin-l-y1)methyl)morpholino)quinoline-8- 

rbonitrile; 

153 



WO 2015/057659 
	

PCIIUS2014/0604111 

54(25,6R)-2-((2,5-dimethylpyrrolidin-l-yOmethyl)-6-methylmorpholino)quinoline-8- 

carbonitrile; 

54(2S, 6R)-2-(((4-methoxypyridin-2-y0amino)methy0-6- 

methylmorpholino)qu ino I ine-8-carbonitrile; 

54(28, 6R)-2-(((6-methoxypyridin-2-yl)amino)methy1)-6- 

methylmorpholino)quinoline-8-carbonitrile; 

5-((2R, 65)-2-methyl-6-(((1 -phenyl-) If-pyrazol-5- 

ypamino)methyl)morpholino)quinol ine-8-carbonitrile; 

54(25,6R)-2-(0)-2-(hydroxymethyppyrrolidin-l-yOmethyl)-6- 

methylinorpholino)quinoline-8-earbonitrile; 

54(2S, 612)-2-(((R)-3-hydroxypyrrolidin- I -yl)methyl)-6-methyl 	• rpholino)quinoline- 
8-carbonitrile; 

54(2R, 65)-2-methyl-6-(0)-3-methylpyrrolidin- 1 -yOme 	1)morpholino)quinoline-8- 

carbonitrile; 

54(2S, 6R)-24(3,3-dimethylpyrnalidin-l-yl)methy 	6-methylmorpholino)quinoline-8- 

carbonitrile; 

5-((2R, 6R)-2-methyl-6-((R)-3-phenyl-1-(p 	lidin-l-

yDpropyomogtholino)quinoline-8-carbonitrile; 

54(2R,6R)-2-methy1-6-((5)-3-phenyl, -(pyrrolidin-I- 

ApropyOmorpholino)quinoline-8-carbo 	rile; 

54(2S, 6R)-2-(((3-methoxyp 	n-2-yflamino)methyl)-6- 

methylmorpholino)quino I ine-8-c • 	nitrile; 

5-((2S,6R)-2-(((R)-3-hy 	oxypiperidin-l-yOmethyD-6-methylmotpholino)quinoline- 

8-carbonitrile; 

5-((2S, 6R)-2-(((2 	6S)%2,6-dimethylpiperidin- 1 -yOmethyl)-6- 

methylmorpho I ino)q 	oline-8-carbonitrile; 

54(28,6R) 	-(0)-3-hydroxypiperidin- 1 -yOmethyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

5-(( 	, 6R)-24(4-hydroxypiperidin- 1 -ypmethyl)-6-methylmorpholino)quinoline-8-

carboni a . -;  

-((2S, 6R)-24(2-(hydroxymethyppiperidin- 1 -yOmethyl)-6- 

ylmorpholino)quinoline-8-earbonitrile; 

5-((2R, 6S)-2-methyl-6((2-methylpi perid in- I -yOmethyl)morpholino)quinoline-8-

carbonitrile; 
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54(2S, 6R)-2-((2-ethylpiperidin- 1 -yOmethyl)-6-methylmcaphohno)quinoline-8- 

carbonitrile; 

5425,6R)-2-q2,3-dimethylpiperazin- hyomethy0-6-methytmorphoithoquinotine-8- 

carbonitrile; 

5-((2R, 6S)-2-methy1-6-((pyridin-3-ylamino)methyl)morpholino)quinolinc-8- 

carbonitrile; 

5-((2R, 65)-2-methy1-6-((pyridin-4-ylamino)methyl)morphohno)quinoline-8- 

carbonitrile; 

54(2R,6S)-2-methy1-6-(07-2-(trifluoromethyppyrrolidin- 1 - 

yOmethyl)morpholino)quinoline-8-carbonitrile; 

5-((2R, 6S)-2-methyl-6-((4-methylpiperidin-l-yOmethyl)molpho . o)quinoline-8- 

carbonitrile; 

5-((2S, 6R)-2-((4,4-difluoropiperidin-1 -yl)methyl)-6-me 	orpholino)quinoline-8-

carbon itrilc; 

5-02R, 65)-2-methyl-6-((4-phenylpiperidin-l-yOrn 	yl)morpholino)quinoline-8-

carbonitrile; 

54(2S, 6R)-2-((4-fl uoropi peridin-l-yl)methy -6-methyl morphol ino)qui noli ne-8-

carbonitrile; 

5-((2S, 6R)-2-((cyclopentylamino)me 	1)-6-methylmorpholino)quinoline-8-

carbonitrile; 

5-((2R, 6S)-2-methyl-6-(((3-me, ylcyclohexyDamino)methyl)morpholino)quinoline-8 

carbon itrilc; 

5-((2R,68)-2-methyl-6- 	-methylpyridin-2-yl)amino)methyl)morpholino)quinoline- 

8-carbonitrile; 

5-02R, 6R)-2-ethy 	-(hydroxymethyl)morpholino)quinoline-8-carbonitrile; 

5-((2R,65)-2- 	hy1-6-(((4-phenylpyridin-2-yDamino)methyl)morpholino)quinoline- 

8-carbonitrile; 

5-((2R, 	2-methy1-6-(piperazin-1 -ylmethyl)morpholino)quinoline-8-carbonitrile; 

5-((2 	(55)-2-methyl-6-((4-phenylpiperazin-1-y1)methyl)motpholino)quinoline-8- 

carboni 	; 

• -((2S, 6R)-2-(((6-aminopyridin-2-yl)amino)methyl)-6-methylmorpholino)quinoline- 

8 

54(2S,6R)-24(2,5-tlimethylpiperazin-l-yOmethyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

155 



WO 2015/057659  PCTTUS2014/060418 

54(2S, 6R) -24(4-acetylpiperazin-l-yOmethyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

54(28, 6R)-2-(((2S,4R)-4-hydroxy-2-(hydroxymethyppyrrolidin- 1 -yOmethyl)-6-

methylinorpholino)quinoline-8-carbonitrile; 

5-((2R,6S)-2-methy1-6-(((R)-2-methylpiper azin-l-yl)methyl)morpholino)quinoline-

carbonitile; 

54(2R, 68)-2-methy1-6-(((R)-3-methylpiperazin- 1 -yOmethyl)morpholino)qu 	ne-8-

carbonitrile; 

5-((2R, 6S)-2-methyl-6-(((8)-3-methylpiperazin-1-yOmethyl)morphol 	qumoline-8-

carbonitrile; 

54(28, 61)-2-(((2R,5R)-2,5-dimethylpiperazin-l-y1)methyl)-6- 

methylmorpholino)quinoline-8-carbonitrile; 

54(28, 6R)-2-(((2R,5S)-2,5-dimethylpiperazin-1-yl)n h 	6 

methylmorpholino)quinohne-8-carbonitrile; 

5-((2R, 68)-2-methyl-6-(((4-methylcyclohexyDan 	methyl)morpholino)quinoline-8-

carbonitrile; 

54(28, 6R)-c2-((cyclobutyla 	no)methyl)-6 	hy 	orpholine)quinoline-8- 

carbonitrile; 

54(28, 6R)-2-((cycloheptylamino)m 	-6-methylmorpholino)quinoline-8-

carbonitrile; 

54(28,6R)-2-(((4-hydroxycyc 	i
/
exyeamino)methyl)-6-methylmorpholino)quinoline- 

8-carbonitrile; 

54(28,6R)-2-(((2-hydro 	cyclopentyl)amino)nethyl)-6-methylmorphohno)quinoline- 

8-earbonitri le; 

5-((2R, 68)-2-me iii -64((2-methylcyclohexyl)amino)methylhnorpholino)quinoline-8-

carbonitrile; 

54(2R,68) i methy1-6-(((5-phenylpyridin-2-Aamino)methyl)morpholino)quinoline- 

8-carbonitrile. 

5-(( 	6S)-2-methy1-6-(((3-phenylpyridin-2-y0amino)methyl)morpholino)quinoline- 

8-carbo 	e; 

-((2S, 6R)-2-((((1 S,3R)-3-hydroxycyclopentyl)amino)methyl)-6- 

m 	aylmorpholino)quinoline-8-carbonitrile; 

54(28, 6R)-2-(((3-ethoxypyridin-2-yDai ' o) 	ethyl)-6-methylmorpholino)quinohne- 

8-carbonitrile; 
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54(2R,6S)-2-methy1-6-(((2-phenylpyridin-4-yDamino)methyl)morpholino)quinoline- 

8-carbonitrile; 

5-((2R, 68)-2-methyl-6-(((6-phenylpyridin-2-yDamino)methyl)morpholino)quinoline- 

8-carbonitrile; 

(S)-5-(2-((pyridin-2-ylamino)methyl)morpholino)quinoline-8-carbonitrile; 

5-((2R, 6.3)-2-methy1-6-((2-methyl-5-oxopiperazin- I -yl)methyl)morpholino)quin 	ne- 

8-carbonitrile; 

5-{(2R,65)-2-methy1-64(4-methylpiperazin- I -yl)methyl)morpholino)quin 	ne-8- 

carbonitrile; 

54(2R, 6S)-2-methyl-6-((4-propylpiperazin- 1 -yl)methyl)morpholin 	uinoline-8- 

carbonitrile; 

5-((2S, 612)-2-04-(dimethylamino)piperidin- l -yOmethyl)-6- 

methylmorpholino)quinoline-8-carbonitrile; 

5-((2S, 6R)-2([1,4'-bipiperidin]-1'-ylmethyl)-6-methy 	orpholino)quinoline-8- 

carbonitrile; 

54(2S, 6R)-2-([1,4'-bipiperidin]-11-ylmethyl)-6- 	ethyhnorphol ino)quino I ine-8- 

carbonitrile dihydrochloride; 

54(2S, 6R)-2-a(R)-3-aminopiperidin-l-y 	ethyl)-6-methylmorpholino)quinoline-8-

carbonitrile; 

(2R, 65)-4-(8-chloro-1,7-naphthyl 	n-5-y1)-2,6-dimethybrampholine; 

54(2S, 6R)-2((4-aminopiperid. 	1-y1)methyl)-6-methylmorpholino)quinoline-8- 

carbonitrile; 

5-((2S, 6R)-2-(((5-fluor..' imidin-2-yflarnino)methyl)-6- 

methylmorpholino)quinolin 	-carbonitrile; 

5-((2R, 6S)-2-me 	1-64piperidin- 1 -ylmethyl)morpholino)quinoline-8-carbonitrile; 

5-((2R,63)-2-.1-6-(morpholinomethyl)morpholino)quinoline-8-carbonirrile; 

5-((2S,6R) 	-WS,612)-2,6-dimethylmmpholino)methyl)-6- 

methylmorpho 	o)quinoline-8-carbonitrile; 

5-(( 	6R)-2-(((2R, 6R)-2-(hydroxymethyl)-6-methylmmpholino)methyl)-6- 

methyl 1 , . holino)quinolinc-8-carbonitrile; 

5-((2R, 6S)-2-methy1-64(4-(pyridin-2-yOpiperazin-1-ypmethyl)morpholino)quinoline- 

8 	bonitrile; 

54(2R, 65)-2-methy1-64(4-(pyridin-4-yDpiperazin- I -yl)methyl)morpholino)quinoline- 

8-carbonitrile; 
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N-(1-w25,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyDpiperidin-4-

ypacetamide; 

N-0 -gag 6R)-4-(8-cyanoquinol in-5-y1)-6-methylniorpholin-2-yl)methy Opiperid in-4-

yOacetatnide hydrochloride; 

5-((2S, 6R)-2-(((1 ,8-naphthyridin-2-yDamino)inethyl)-6-methylmorpholino)quinolin 

8-carbonitrile; 

1-(((2S, 6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yemethyDpiper . 	e-4-

carboxamide;  

N-(I -was; 6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yl)me 	piperidin-4-

yl)benzamide; 

5-((2s, 6R)-2-((4-isopropylpiperazin-1 -yOmethyl)-6-methylmo . dino)quinoline-8-

earbonitrile; 

4-(((28,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin 	-yl)methyppiperazine-1-

carboxamide; 

54(28,6R)-2((4-cyclohexylpiperidin- I -yOmethyl) 	-methylmorpholino)quinoline-8-

earbonitrile; 

5-((2R, 68)-2-methyl-64(4-(pyrrolidin-l-y1) 	eridin-l- 

yl)methyl)morphol ino)quinoline-8-carbonitrile; 

5-02R, 6R)-2-((4-cyclohexyl- 1 H-1,2, 	lazol-1-yOmethyl)-6- 

methylmorpholino)quinoline-8-carbonitri 

5-((2R, 6R)-2-methy1-64(4-phe 	-/H-1,2,3-triazol-1- 

yOmethyl)morpholino)quinoline-8- 	bonitrile; 

54(2R,68)-2-methyl-6- 	-oxo-[1,4'-bipiperidin]-11-yOmethyl)morpholino)quinoline- 

8-carbonitrile; 

5-((2S, 6R)-2-(((5- 	ylpyrimidin-2-yDamino)methyl)-6-methylmorpholino)quinoline- 

8-earbonitrile; 

5-((2S,6R)- 	((6-amino-3,5-dimethylpyridin-2-yDamino)methyl)-6- 

metbylmorphol 	)quinoline-8-carbonitrile; 

5-((2 ,68)-2-methy1-6-((pyrazin-2-ylamino)methyl)morpholino)quinoline-8- 

carbonitr 

-((28, 6R)-2-(((1 ,3-dimethyl- 1 H-pyrazol-5-yDamino)methyl)-6- 

ylmorphol ino)qu inol ine-8-carbonitrile; 

5-((2R, 7R)-2-(hyd roxymethyl)-7-methy1-1,4-oxazepan-4-yOquinol ine-8-earbonitri le; 

158 



WO 2015/057659 
	

PCT/US2014/060418 

5-((25,6R)-2-04-ethylpiperazin-l-yOmethyl)-6-methylmorpholino)quinoline-8- 

carbonitrile; 

5-((2R, 6S)-2-methyl-6-((3-(pyrrolidin-l-Aazetidin-l- 

yOmethyl)morpholino)quinoline-8-carbonitrile; 

5-((2R, 68)-2-methyl-6-((3-(piperidin- 1 -yl)azetidin- 1 - 

yOmethyOmorpholino)quinoline-8-carbonitrile; 

5-((2S, 6R)-2-a(R)-2,4-dimethylpiperazin-l-yOmethyl)-6- 

methylmorpholino)quinoline-8-carbonitrile; 

5-((2S,6R)-2-a4-(hydroxymethyppiperidin-1-y1)methyl)-6- 

methylmorpholino)quinoline-8-carbonitile; 

54(2S, 612)-2(R)11,3'-bipyrrolidin]-11-ylmethyl)-6-methylmo ! s ino)quinoline-8-

carbonitrile; 

5-((2R, 6S)-2-methy1-6-(((R)-3-(piperidin-1 -yl)pyrrolidin- 

yOmethyl)molpholino)quinoline-8-carbonitrile; 

54(2R,6S)-2-methy1-64(4-methyl-1,4-diazepan-1- 	methyl)morpholino)quinoline-8-

carbonitrile; 

5429,6R)-2-((4-benzoylpiperazin- 1 -yl)me 	)-6-methylmorpholino)quinoline-8-

carbonitrile; 

N-(14(28,6R)-4-(8-cyanoquinolin-5 	6-methylmorpholin-2-Amethyl)piperidin-4-

yOnicotinamide; 

N-(1-(((28, 6R)-4-(8-cyanoq 	m-5-y1)-6-methylmorpholin-2-yl)methyl)piperidin-4-

yOisonicotinamide; 

N-0-(((2S,6R)-4-(8-cy • • : • uinolin-5-y1)-6-methylmorpholin-2-yOmethyppiperidin-4-

yflpicolinamide; 

N-(1-(((2S,6R)-4- 	-cyanoquinolin-5-y1)-6-methylmorpholin-2-yl)methyppiperidin-4-

yOhexanamide; 

	

N-(1-(((28 	)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yl)methyppiperidin-4- 

ypisobutyramt 	; 

N-C 	((2S, 6R)-4-(8-cyanoquinolin-5-yl)-6-methylmorpholin-2-yl)methyl)pipeiidin-4- 

yI)isobu 	'de hydrochloride; 

-(1-w25,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmolpholin-2-yOmethyl)pipaidin-4- 

y1 	valamide; 

5-((2S, 7R)-2-([1,4'-bipiperidinl- 11-ylmethyl)-7-methyl-1,4-oxazepan-4-yl)quinoline-8- 

carbonitrile; 
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5-((2R,63)-2-methy1-64(4-morpholinopiperidin-111)methyl)morpholino)quinoline-8- 

carbonitrile; 

tert-butyl 	4-(1-0(23,6R)-4-(8-cyanoquinoiin-5-y1)-6-methylmorpholin-2-

yl)methyl)piperidin-4-yl)piperazine-l-carboxylate; 

tert-butyl 	4-(4-(((2S, 6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholi 

yOmethyppiperazin-1 -yppiperidine- 1 -carboxylate; 

5-02R, 68)-2-methyl-6-((4-(piperazin-l-yppiperidin-1- 

yOmethyl)morpholino)quimoline-8-carbonitrile; 

542R, 68)-2-methyl-6-((4-(pipetidin-4-yl)piperazin-1- 

yOmethyl)moipholino)quinoline-8-carbonitrile; 

54(2R, 6S)-2-methyl-6-((3-(4-methylpiperazin-l-yl)azetid in-1- 

yOmethyl)molpholino)quinoline-8-carbonitrile; 

54(25,6R)-2-([4,4'-bipiperidin]-1-ylmethyl)-6-methylmo 	olino)quinoline-8-

carbonitrile; 

5-((2S,6R)-2-(0 Lacety144,4'-bipiperidin]-1-yOme 	1)-6- 

methylmorpholino)quinoline-8-carbonitrile; 

5-((2R,6S)72-methyl-6-((11-methyl-[4,4'-bip 	ridin]-1- 

yl)methyl)morpholino)quinoline-8-carbonitrile; 

5-((2R,6S)-2-methyl-6-((3-(piperazin 	-yl)azetidin-l- 

yOmethyl)molpholino)quinoline-8-crubo 	ile; 

5-((2S,6R)-2-((3-(4-acetylpipe 	In-1-yDazetidin-1-y1)methyl)-6- 

methylmorpholino)quinoline-8-car 	nitrile; 

5-((28,6R)-2-(01-isobu 	144,4'-bipiperidin]-1-yOmethyl)-6- 

methylmorpholino)quinolin 	: -carbonitrile; 

5-V28,6RJ-24(3- 	benzoylpiperazin-l-yDazetidin-1-yOmethyl)-6- 

methylmorpholino 	oline-8-carbonitrile; 

5-((28,6R)- 	((li-benzoy144,4'-bipiperidin]-1-y1)methyl)-6- 

methylmorpho 	o)quinoline-8-carbonitrilc; 

5-(( 	, 6S)-2-methy1-64(4-(1-methylpiperidin-4-yDpiperazin-l- 

yOmeth 	orpholino)quinoline-8-carbonitrile; 

-((2S,6R)-2-((4-(1-acetylpipelidin-4-yl)piperazin-l-yl)methyl)-6- 

m 	ylmolpholino)quinoline-8-carbonitrile; 

5-((2S, 6R)-24(4-0 -isobutyrylpiperidin-4-yOpiperazin- I -Amethyl)-6- 

methylmozpholino)quinoline-8-carbonitrile; 
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54(2S, 6R)-24(4-(1-benzoylpiperidin-4-yppiperazin-1 -yOmethyl)-6- 

methylmorpholino)quinoline-8-carbonitrile; 

54(2S,6R)-243-(4-isobutyrylpiperazin- I -y0azetidin-l-ypmethyl)-6- 

methylmorpholino)quinoline-8-carbonitri le; 

54(2S, 6R)-244-(4-acetylpiperazin-l-yOpiperidin- 1 -yOmethyl)-6- 

methylmotpholino)quinoline-8-carbonitrile; 

5-((2S, 6R)-2-((4-(4-i sobutyrylpiperazin- I -yl)piperi din-1 -yDroethyl)-6- 

methylmorpholino)quinoline-8-carboniuile; 

54(28,61)-24(4-(4-benzoylpiperazin-l-yppiperidin-1-yOmethyl)-6- 

methylmorpholino)quinoline-8-carbonitrile; 

5-((2R, 6S)-2-methy1-6-((4-(4-methylpiperazin- 1 -yl)piperidin-1- 

yl)methyDmorpholino)quinoline-8-carbonitrile; 

542R, 6S)-2-methy1-644-(4-methylpiperazin-l-yppiper• 	n- - 

yflmethyl)morpholino)quinoline-8-carbonitrile trihydrochlori 	; 

54(2S,6/)-2-([1,4'-bipiperidin]-l'-ylmethyl)-6-me 	Imorpholino)-2- 

methylquinoline-8-carbonitrile; 

N-(R)-1-(((1S, 6R)-4-(8-eyanoquinolin-5-y 	methylinorpholin-2- 

yl)methyppyrrolidin-3-ypacetamide; 

N-0)-1-w2s,6R)-4-(8-cyanoquinor 	5-y1)-6-methylmmpholin-2- 

yOmethyppyrrolidin-3-yDisobutyramide; 

542R, 6S)-2-methy1-6-0(5)-3 	peridin- 1 -yl)pyrrolidin-1- 

yOmethyOmorpholino)quind ine-8- 	bonitrile; 

5-((21t,68)-2-methyl-6- 	-3-(piperidin-l-yl)pyrrol i di n-l- 

yl)methyl)morpholino)quino 	e-8-carbonitrile dihydrochloride; 

5-((2R, 6S)-2-me 	64(3-morpholinoazetidin-l-yOmethyl)morpholino)quinoline-8- 

carbonittile; 

5-((2R,6S)- 	methyl-64(3((S)-2-methylpyrrolidin- 1 -yDazztidin-1- 

yl)methyDmo ! 	•lino)quinoline-8-carbonitrile; 

5-(( 	,65)-2-methy1-64((3)-2-methylpiperazin-l-yOmethybmorpholino)quinoline-8- 

carbonitr 

4(25,6R)-2-(((S)-2,4-dimethylpiperazin-1-y1)methyl)-6- 

ylmorpholino)quinoline-8-carbonitrile; 

5-((2S, 6R)-24(R)-3,4-dimethylpiperazin- 1 -yl)methyl)-6- 

methylmorpholino)quinoline-8-carbonitrile; 
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5-((2S, 6R)-2-(((S)-3 ,4-dimethyl pi perazin-1 -yomethyl)-6- 

methylmorpholino)quinolinetcarbonitrile; 

5-((2s,6R)-2-(0)-3-ethylpiperazin-l-yOmethyl)-6-methylmorpholino)quinoline-8-

carbonitrile;  

5-((2S, 6R)-2-(((S)-3-ethylpiperazin-1 -yOmethyl)-6-methylmorpholino)quinoline-8-

carbonitrile dihydrochloride; 

54(2S, 6R)-2-(((S)-3 -ethyl-4-methylpiperazin- 1 -yl)methyl)-6- 

methylmorpholino)quinoline-8-carbonitrile; 

54(23,6R)-24(4-(azepan- I -yl)piperidin- 1 -yOmethyl)-6-methylmorpho 	o)quinoline• 

8-carbonitrile; 

54(2S, 6R)-2-(011,3'-bipyrrolidin]-1 '-ylmethyl)-6-methylmorp • lino)quinoli ne-8- 

carbonitrile; 

54(2.3,6R)-2-((3-(4-aminopiperidin-l-yDazetidin- 1 -yOm 	y1)-6-

methylmoiphol ino)quinoline-8-carbonitrile; 

N-(1 -(1 -0(2S, 6R)-4-(8-cyanoqu i nol in-5-y1)-6-me 	orpholin-2-yOmethypazetidin• 

3-yl)piperidin-4-yl)acetamide; 

54(2R, 65)-?-methy1-643-(4-(methylsulfon 	piperazin-1-yl)azetidin-1- 

yl)methyl)morpholino)quinoline-8-carbonitrile; 

54(28, 61?)-24(3-((S)-3-hydroxypyrro 	i n- 1 -y0azetidin- I -yl)methyl)-6- 

meihy Imorpholino)q uinoline-8-carbon itri 	, 

N-(1-(((23, 6R)-4-(8-cyanoqu 	m-5-y1)-6-methylmorpholin-2-yOmethyppiperidin-4 

y1)-1,3-dimethyl-/H-pyrawle-4-c 	oxamide; 

N-0-0-w2s,6R)-4-(8- 	noquinolin-5-y1)-6-methylmorpholin-2-y1)methyDazetidin 

3-yl)pippridin-4-y1)-1,3-dim 	yl-/H-pyrazole-4-carboxamide; 

N-(1-(((25,68)-4-„cyanoquinolin-5-y1)-6-methylmorpholin-2-yl)methyppiperidin-4 

yflmethanesulfonam 

N -(1-0(2S, 	)-4-(8-cyanoquinolin-5-y1)-6-methylmoipholin-2-yOmethyDpiperidin-4 

yl)benzenesul f 	amide; 

	

N-(1 	(25, 6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yl)methyppiperidin-4 

y1)-4-flu , . benzenesulfonamide; 

-((28,6R)-24(3-aminoazetidin- 1 -yOmethyl)-6-methylmorpholino)quinoline-8- 

• nitrile; 

N-(1-(((28, 6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-ypinethypazetidin-3-

yl)acetamide; 
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N-(1-(((28, 6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yl)methyl)aze din-3-

y1)-4-fluorobenzamide; 

N-(1-(((2S, 6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethypazetidin-3-

y1)methanesulfonamide; 

N-(1-(((28,6R)-4-(8-eyanoquinolin-5-y1)-6-methylmorpholin-2-yOmethyDazetid 	3 

y0-4-fluorobenzenesulfonamide; 

N-(1-4(28, 6R)-4-(8-eyanoquinolin-5-y1)-6-methylmorpholin-2-yl)methyl)aze 	n-3- 

y1)-1 3-dimethyl-/H-pyrazole-4-sulfonamide; 

N-(14(28,6/)-4-(8-eyanoquinolin-5-y1)-6-methylmorpholin-2-30 et 	piperidin-4- 

y1)-1,3-dimethyl-/H-pyrazole-4-sulfonamide; 

N-(14(28,6R)-4-(8-eyanoquinolin-5-y1)-6-methylmorpholin-2 	nethyl)azetid n-3- 

yeisobutyramide; 

5-((2R, 68)-2-methy1-6-(((8)-2-methyl-5-oxopiperazin-1- 

yOmethyl)morpholino)quinoline-8-earbonitrile; 

5-((2R, 651)-2-metbyl-6-(((R)-2-methyl-5-oxopipe 	-1- 

yl)methyl)morpholino)quinoline-8-carbonitrile; 

5-((2R, 65)-2-methy1-6-(((R)-2-methy1-3-oxa iperazin-1- 

yl)methyl)morpholino)quinoline-8-carbonitrile;i 

54(2R, 68)-2-methyl-6-(((S)-2-methy 	oxopiperazin-1- 

yl)methyl)morpholino)quinoline-8-earbo 	le; 

5-((2R,68)-2-methyl-6-((2,4,5 	ethylpiperazin-1-y-l)methyl)morpholino)quinoline- 

8-earbonitrile; 

5-((2R, 68)-2-methy -6 	4-trimethylpiperazin-1-yOmetbyl)morpholino)quinoline- 

8-earbonitrile; 

N-VR)-1-(((28, 6R 4-(1,eyanoquinolin-5-y1)-6-methy 	orpholin-2- 

ypmethyl)pyrrolidii 1yl)benzamide; 

5-((28,,6R)) -(((12)-3-(dimethylamino)pyrrolidin-1-yemethyl)-6- 

methylmorpho 	o)quinoline-8-earbonitrile; 

N-( 	-(((28, 6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2- 

yl)n eth 	pyrro1idin-3-yl)acetamide; 

N-((S)-1 -(((28, 6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2- 

y 	e hyppyrrolidin-3-yl)isobutyramide; 

7 	N-((9)-1-(((28,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2- 

ypmethyl)pyrrolidin-3-y1)benzamide; 
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5-((2S,6R)-2-(0)-3-(dimethylamino)pyrrolidin-l-yOmethyl)-6- 

methylmorpholino)quinoline-8-carbonitrile; 

5-((2R, 6R)-2-methyl-6-((pyrazin-2-yloxy)methyl)morpholino)quinoline-8-

carbonitrile; 

N-(14(2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmoipholin-2-yOmethyl)azetidin-

yObenzamide; 

54(25,6R)-2-((3,3-dimethylpiperazin-l-yOmethyl)-6-methylmorpholino)qui 	ine-8-

carbonitrile dihydrochloride; 

542R,6S)-2-methy1-6-((3,3,4-trimethylpiperazin-1-311)methyl)morpho 	o)quinoline- 

8-carbonitrile dihydrochloride; 

54(2R,6R)-24(R)-1-hydroxyethyl)-6-methylmorpholino)quino • 	-8-carbonitrile; 

1-0(2S,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorpholin-2- 	methyl)-N-

ethylpiperidine-4-carboxamide; 

1-(((25,6R)-4-(8-cyanoquinolin-5-y1)-6-methylmorph r n-2-yl)methyl)-N-

ethylpiperidine-4-carboxamide hydrochloride; 

54(2R,6R)-2-((S)-1-hydroxyethyl)-6-methylm t iholino)quinoline-8-carbonitrile; 

54(2R, 6R)72-methy1-6-((pyridin-2-yloxy). 	i yl)morpholino)quinoline-8-

carbonitrile; 

5-Y2R,6R)-2-methyl-6-((pyrimidin-2 	oxy)methyl)morpholino)quinoline-8-

carbonitrile; 

5-((2R, 6R)-2-methyl-6-((R)-1- 	yrimidin-2-yloxy)ethyl)morpholino)quinoline-8-

carbonitrile; 

5-((2R, 6R)-2-methyl-6- 	)4-(pyrimidin-2-yloxy)ethyl)motpholino)quinoline-8-

carbonitrile; and 

5-Y2R,610-2-0) 	ythtocy(pyridin-2-yOmethyl)-6-methylmorpholino)quinoline-8-

carbonitrile. 

8. e compound of claim 6, wherein said compound is selected from the group 

consisting 	54(25, 610-2-([1,4'-bipipetidin]- I Lylmethyl)-6-methylmorpholino)quinoline-8- 

carboni 	e 	and 	5-((2R,7R)-2-(hydroxymethyl)-7-methy1-1,4-oxazepan-4-yDquinoline-8- 

carb. 	trite.  

9. A compound of Formula (DI): 
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R io  

N 

all  

N "----- 	 (III) 

wherein 

RH  is H or methyl; 

R10  is H or, when both R11 and R9 are H, is methyl-1,4'-bipiperidinyl; 

R9 is —H or is —CH2- substituted by 1,4'-bipiperidinyl, oxo-, hydro 	methylpyridinyl, or 

pipeiidinyl optionally substituted with hydroxyl, -N(CH3)2, or pip 	i yl 

10. The compound of claim 9, wherein said com 	d is selected from the group 

consisting of: 

5-(3-([1,4'-bipiperidin]-l'-ylmethyl)pheny )qt 	oline-8-carbonitrile; 

5-(4-([1,4i-bipiperidin]-1r-ylmethyl)pheny -quinoline-8-carbonitrile; 
4' 

5-(3-formy1-5-methylphenyl)quinolincl -carbonitrile; 

5-(3-(hydroxymethy1)-5-methylpheg 	)quinoline-8-carbonitrile; 

5-(3-(c1loromethyl)-5-methylphci yl)quinoline-8-carbonitrile; 

5-(3((4-hydroxypiperidin-1 	ethyl)-5-methylphenyl)quinoline-8-carbonitrile; 

5-(3((4-(dimethylamino)!" ridin-l-yl)methyl)-5-methylphenyl)quinoline-8- 

carbonitrile; 
ar 

5-(3-methy1-544 1 f&hylpiperazin-1 -yl)methyl)phenyl)quinoline-8-earbonitrile; and 
c 

5-(3-([1,4'-bipip 	din]-1'-ylmethyl)-5-methylphenyl)quinoline-8-carbonitrile. 

11. A mfor treatment of systemic lupus erythematosus or lupus, comprising 

administer 	pharmaceutically effective amount of a compound or pharmaceutically 

acceptable alt of any one of claims 1-10. 

. 	The method of claim 11, wherein said compound is administered as a 

pl • 	aceutically acceptable salt. 
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13. A method for antagonizing TLR7, comprising administering a pharmaceutically 

effective amount of a compound or pharmaceutically acceptable salt of any one of claims 1- 

10. 

14. A method for antagonizing TLR8, comprising administering a pharmaceutically 

effective amount of a compound or pharmaceutically acceptable salt of any one of claims 

10. 

15. A 	pharmaceutical 	composition 	comprising 	at 	least 	one 	coin 	•nd 	or 

pharmaceutically acceptable salt of any one of claims 1-10 and at least one pha 	ceutically 

acceptable carrier. 

16. The pharmaceutical composition of claim 15, wherein s 	compound or 

pharmaceutically effective salt thereof has an 1050 less than or equ• 	to 100 nM against 

human TLR7 receptors in a HEK-293 cell line. 

17. The pharmaceutical composition of claim 15, 	erein said compound or 

pharmaceutically effective salt thereof has an IC50 less than o-qua] to 20 nM against human 

TLR7 receptors expressed in a HEK-293 cell line. 

18. The pharmaceutical composition of c 	m 15, wherein said compound or 

pharmaceutically effective salt thereof has an IC50 	ss than or equal to 5 nM against human 

TLR7 receptors expressed in a HEK-293 cell lin 

19. The pharmaceutical compositi 	of one of claims 16-18, wherein the IC50 

against human TLR7 receptors express 	a HEK-293 cell line is measured by (1) plating 

cells of the HEK-293 cell line stab 	expressing TLR7 in Dulbecco's modified Eagle's 

medium containing 10% fetal bovi 	serum at a density of 2.22X105 cells/m1 into a 384-well 

plate and incubating for 2 	•• 	s at 37°C, 5% CO2; (2) adding the compound or 

pharmaceutically acceptable 	: It thereof and incubating the cells for 30 minutes; (3) adding 

CL097 (lnvivoGen) at 3 Iml.sand incubating the cells for approximately 20 hours; and (4) 

quantifying NF-kappa 	dependent reporter activation by measuring luminescence. 

20. A metSrid for treatment of a systematic lupus erythematosus, cutaneous lupus, 

neuropsychiatri 	upus, or lupus, comprising administering a pharmaceutically effective 

amount of a 	mpound or pharmaceutically acceptable salt of any one of claims 1-10. 

2 	The method of claim 20, wherein said compound is administered as a 

phar 	eutically acceptable salt. 
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