
cancer), central nervous system (CNS) defects (alcoholism, migraine), cardiovascular system 

defects (aortic aneurysm, susceptibility to myocardial infarction, aortic valve sclerosis, 

cardiovascular disease, coronary artery disease, hypertension), hematological system defects 

(deep vein thrombosis), immune and inflammation diseases (Graves' Disease, arthritis, mulitple 

5 	sclerosis, cirrhosis), susceptibility to infection (hepatitis B, chronic liver disease), metabolic 

defects (bone density, cholestasis, hypospadias, obesity, osteoarthritis, osteopenia, 

osteoporosis), neurological defects (Alzheimer's disease, Parkinson's disease, migraine, vertigo), 

psychiatric defects (anorexia nervosa, attention deficity hyperactivity disorder (ADHD), 

dementia, major depressive disorder, psychosis) and reproductive defects (age of menarche, 

10 	endometriosis, infertility). 

[00071 	In one aspect, described herein are compounds of Formula (I), (II), (III), (IV), (V), (VI), 

(VII), (VIII), (IX), (X), (XI), (XII), and (XIII), pharmaceutically acceptable salts, solvates, 

metabolites and prodrugs thereof. Compounds described herein are estrogen receptor 

modulators. In some embodiments, the compound of Formula (I), (II), (III), (IV), (V), (VI), 

15 	(VII), (VIII), (IX), (X), (XI), (XII), or (XIII) is an estrogen receptor antagonist. In some 

embodiments, the compound of Formula (I), (II), (III), (IV), (V), (VI), (VII), (VIII), (IX), (X), 

(XI), (XII), or (XIII) is an estrogen receptor degrader. In some embodiments, the compound of 

Formula (I), (II), (III), (IV), (V), (VI), (VII), (VIII), (IX), (X), (XI), (XII), or (XIII) is an 

estrogen receptor antagonist as well as an estrogen receptor degrader. In some embodiments, 

20 	the compound of Formula (I), (II), (III), (IV), (V), (VI), (VII), (VIII), (IX), (X), (XI), (XII), or 

(XIII) displays miminal or no estrogen receptor agonist activity. In some embodiments, in the 

context of treating cancers, the compound of Foimula (I), (II), (III), (IV), (V), (Vi), (VII), 

(VIII), (IX), (X), (XI), (XII), or (XIII) may offer improved therapeutic activity characterized by 

complete or longer-lasting tumor regression, a lower incidence or rate of development of 

25 	resistance to treatment, and/or a reduction in tumor invasiveness. 

0007a1 	In one aspect, there is provided a compound of Formula (VI), or a. pharmaceutically 

acceptable salt thereof: 

Formula (VI) 

• 
(10),, 	 _00)ti, 

'. 	. 
R.  °----i 

. 
, 

(Rs)r 

(R6)j, 
R I  

30 

-2 



wherein, 

R is H, 17, CI -C4alkyl. or CiTC4fluoroalkyl - 

R.' is H. halogen C1 -C4alkv1.. er  C6cycloalkd or Ct-C..fluoroalkyl: 

each R4  is independently selected from H. halogen, --C.: 	—C.' 	—OR9. 	R9, —S(=( ):1.I°, — 

S(-------0),R'.(), —C (-- .--,.-0) RI°, C(=OJOH. ---C(1=0}0 R'{7 , —C (=0),NHR.1°, ---C(=0)N(R.1°' , 

substituted or =substituted Cl -C6alk.A. substituted or unsubstituted CI -C6flu.oroalkyl, substituted. 

or un.substituted C1_-C6-fluoroalkoxy, substituted or unsubstituted Cy-Colkox_y, and substituted or 

=substituted CI  -Coheteroalkyt 

each R5  is independ.ently selected from H, halogen, -...-.0 	., —OH, --Ole, ---SR.9, --S(=0)R.10, — 

S(=0)Rla, substituted or .unsubstituted Ci-C§alkyl, substituted or =substituted Cy-C6fluoroalkvl, 

substituted or .unsubstituted CrC6-fluoroalkoxy. substituted or =substituted C1 -C6alkoxy, and. 

substituted. or =substituted C`_1 -C6heteroalkyl; 

each..R(. )  is independently selected from. H... halogen, - 	„ --OH, --OR', --SR9, --S((0)e. -- 

S(=0),R'''. substituted or =substituted CI -C6alkyl, substituted or =substituted. C1  -Cgluoroalkyl 

substituted or unsubstituted C1 -C6-fluoroalkoxv, substituted or unsubstituted CrColkoxy, and 

substituted or. =substituted Cr-C6heteroalkyl-, 

is azetidinvl orpvrrolidinyl.„ 

R is H. or C1-C4.alkyl., 

each R.8  is independently selected from F„ Cl. --C.. , —OIL —0R`'. - -SR`', 	.S 	0).R11), — 

f-------0)20. substituted or unsubstituted.Ct-C6alkyl,substituted. or unsubstituted CI-C6fluoroalkyl, 

substituted or =substituted. C1 -C6fluoroalkoxy, substituted or unsubstituted C -C6a.lkoxy, and 

substituted. or =substituted C1 -C6,hetemalkyl: 

or 1 R8  is taken together with R' alon.9: with the intervenina atoms joining 	to R' to form a 5-, 

or 7-membered. ring 

each R9  is independently selected from H, ---C(=0)R.1° 	C(=0)0R.I° 	C(=0)NE-IR.1°, 

substituted or unsubstituted C.1.-Coalkyl substituted or =substituted C 1 	6heteroalk 1, substituted. 

or unsubstituted. CITC6fluoroalkA„ substituted or =substituted C3-Clocycloalkyl substituted. or 

unsubstituted G.)-C)0.h.eterocycloalkyl., substituted. or un.su.bstituted. aryl. substituted or 

un.su.bstituted. heteroarvl. —C1-C,)alkylene-(su.bstituted or u:n.su.bstituted C3-C1Qcycloalkyl„ —CI- 

C?alkylene-(substituted or unsu.bstituted 0:-Cloheterocycloalkyl), --Cr  C?alkylene-(su.bstituted. or 

unsubstituted aryl.)„ and ---C1 -C7alkviene-(substituted or unsubstituted. heteroarVI): or 

each. R.R)  is independently selected from substituted or .unsubstituted Ci-C6alkyl., substituted. or- 

unsubstituted C,-C f.heteroalkyl„ substituted. or =substituted. C,-CAfluoroalkvi.. substituted or 



unsubstituted Ci-Ciocycloalkyl„ substituted or =substituted C7-Cloheterocycloa1ky1„ substituted 

or unsubstituted aryl_ substituted. or unsubstituted heteroaryl t-Galkylen.e-(substituted or 

unsubstituted C-v-Cocycloalkv1). —C-C2alkylene-(substituted. or unsubstituted C, 

C1Qheterocycloalkyl), —C I -C,alkylent-(substituted or unsubstituted aryl), and 	C1 -C,a1kylene- 

(substituted. or unsubstituted heteroaryI): 

Y is —0—, —S—, or ---NR." 	: RI ' is H„ ---C;(=0)I.Z.1°, substituted. or un.substituted Ci7C6alkyl.. 

substituted or unsubstituted C1-COluoroalkyl, or substituted or unsu.hstitu.tcd C1 -coheteroalkyl: 

X is 	0 	S 	, 	C`1 2.---, .—, —NH— or —N(C,I-Cialkyl); 

m is 0,1 „ 2, 3 or 4: 

n :is O. 1. 2, or 3; 

Os 0, 1 2„ 3 or 4; 

t is 1., 2, 3 or 4. 

[0007b1 	In one aspect, there is provid.ed. a compound. that is: 

3-(3-Hydroxyp1:ienyl.)-4-methyl-2.44-((S)-2-((.R)-3-methylpyrrolidin- -v4propoxy)pheny1 --2.1"I- 

caromen-6-ol; . 

(S)-3-(3-Hydroxvph.enyl.)-4-methyl-2-(4-0)-2-((R)-3-m.ethylpvrro idin.- . vl) roi. )x.v phenv1)- 

2H-chrornen4i-o1 

0-3-(3-.....vdroxypheny1)-4-met1yl-2-(44(5)-2-((1 )-3-methklpyrrolidin- 	y )proDoxy)pheny1 

2H-chrom.en-6-oI.; 

343-Iivdroxypheny1)-4-metlavt-2-(4-(2-((1 )-3:m.ethylpymAidin.-1-ynethoxy)phenv1)-211- 

chromen-6-o1: 

34,3- Hlydroxvphenvr -4-m.et ..y1-2-(44(R.)-2-((R)-3-mettylpyrrolidin.-1-y1)propoxy)phenv1)-2 I 

chromen.-6-ol; 

3-(3-HydroxyphenY1)-4-m.ethy1-4-(2-((S)-3-methylpyrrolidin-1.-y1.)ethoxy)phenv1)-2E - 

chrom.en-6-ol; 

3-(3-hydroxypheny1)-4- le 1y1-2-(4-((S)-24(S)-3-methylpy. rolidin-1.-yl)propoxy)phenyl)-2H- 

chromen-6-61.; 

3-(3-hydroxypheny1)-4-methy1-2-(44fR)-24(S)-3-methylpyrrolidin-1.-y1)propoxy)phenv1)-2H- 

chromen.-6-61; 

2-(44$1-2-13,3-Dimethylpyrrolidin-1. -y1.)pro lox 	: lr ;nv.1)-3-(3-alp.yclr-cox.vlr1env1)-4-methyl.-2H- 

chromen.-6-ol; 

2-(4-2,-(3.3-Dim.ethylpyrrolidin-l-y1)ethoxy)pheny1)-3-(3-hydroxyphenv1),-4-methvi-2H- 

chrorn.en-6-ol; 

3j3-1-:1.ydroxypheny1)-4-methyl-2-(4-(24(R)-2-methylpyrrolidin.-1-yljethoxy)pheny1)-2H- 

chromen-6-ol: 
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3-(3- 	ydroxyp lenv1)-4- . 'ethyl-244-0)-24j .)-2-methvipvrrolidin-l-ybpropoxv)phelyD-2111- 

ehromen.-6-ol: 

3-(3-llvdroxvpheny1)-4-methyl.-2-(4-0)-2-((5)-2-methylpyrrolidin- 	;11)propoxy)pheny1)-2H- 

chromen-6-ol; 

3 -(3 -Hydrox . . l'..,_m21,,,gle-thvl-2-(4-((S1-2-((R)-3-methylpyrrolidin- 	yl)propoxy)phenyl -21 - 

chromen-7-k 

3-(4-Hydroxypheny1)-4-1. ethvI-2-(4-01-2-((R)-3-methy 	vrrolidin-1-vflpropoxy)phenyl)-21? - 

chromen-7-ol: 

4-M.ethyl -2 -(4-a S)-2-((R)-3-methylpsirrolidin-1. -v1 tyro 	)x 	.hen -'I -I' 	heny1-2E-eh;omen-6-o1 

3 -(4-Flu.orophenv1)-4-methy1-2-(4-(1S)-24(R)-3 -methvlpvrrolidin-1 -v1)proppxv)phenyl.)-2H- 

ebromen-6-ol; 

(S)-3-(4-Fluorophenv1)-4-methy1-2-(4-0)-24R)-3-.m.ethylpyrrolidin-1 -yDpropoxv)pheny1)-2H- 

chromen-6-ol.  

(R)-3 -(4-Fluorophenv1):4-methyl -2444 (S)-24(R)-3-methvIpvrrolidin- 1 -yllpropoxylphenvik2H.- 

chrom.en-6-ol: 

3 44-Hydroxyjthenvl -4-methy1-2-(4 -OS )-2-((R)-3 -methylpvrrolidin-1. -yl)propoxy)Dheny1)-2H- 

chromen-6-01.; 

3 -(3-Flu oropheny1)-4-methvi-2-(4 4(3)-2-((R)-3 -methylpyrrolidin- -v.  -.) -opoxylpheny1)-2H- 

chromen.-6-ol; 

3 43-Fluo ro-4-13 ydroxyphenv1)-4-methyl-2-(44S)-2-((R)-3 -methylpyrrolidin- 1. - 

y1)pronoxv)heny1)-2H-chromen-6-o : 

2-(2-Fluoro-44(S)-2410-3-me.thylpyrrolidin- -yl)propoxv)pheny1)-3-(3-hydroxvphenv1)-4- 

m.ethv1-2H-chromen-6-ol: 

3 -(3 -llydroxv-4-methylphenY)-4-m.ethyl -2-0-0)-2 -((R)-3 -methylpyrrolidin- 1 - 

yDpropoxy)phenvil:214-chrom.en-6-o. 

3-(3-.1ydroxy-2-methviplaenyl)-4-methyl-2-(4-(6)-2-0R)-3-methylnyrrolidin-1 

v1))ropoxv)pheny11-21:11-chromen-6-o1.,- 

3-(4-Hydroxv-2-methyll3heny1)-4-methvl-2-(4-2-((R)-3-methylpva 	idin-1- 

v1)propoxv)phenv1)-2H-chromen-6-a 

3 -C4-Hydroxv-3 -m.ethylphenyl 4-methy1-2- 4-0)-24,R 3-methylpvrrolidin-1 - 

yl)proRox.v)pheny1)-2H-chromen-6-ol; 

3 -(3-Fluoro-5 -hydroxypheny1)-4-m.ethyl-2-(4-(a)-2- (R. -3-m.ethylpvtrolichn- 1. - 

vOpropoxy)pheny1)-2H-chromen-6-0 I:, 

3 -(4-chl oro_pheny1)-4-methyl -2 44-0)-24 	-3 -methylpvrrolidin-1 -yl)propoxv :thenv. -2H- 

ehrom.en-6-ol 
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3 -(2-Fluoro-4-hydroxyphenyl.)-4-me .1).V 2.:14-0)-24(R)-3-m.ethvipyrro. idin-1 - 

vi.)pmpon.Oph.envi.)-2H.-chromen-6-61.., 

343 4-1):if.luoropheny1)-4-methyl-2-(44S)-24(R1-3-methylpyrrolidin- -v1)propoxv)r.thenyl.)-2H- 

chromen-6-01.; 

3-(3,5 -Di fluoro-4-hydroxvpheny1)-4-methyl-2-(44(S)-24 (R)-3 -methylpyrrolidin-1 - 

1.4)propoxy)pheny1)-2H-chromen-6-01; 

3-(2„ 4-ID ifluoro-3 -hvdroxyphenv1)-4-m ethyl-244=A SI-24( k)-3 -methylpyrrolidin- 1 - 

yl)propoxy)phenv1)-2H-chromen-6-ol: 

3.4 3,4-Difluoro-5 -hvdrox yphenv1)-4-methyl-2-(4-((S)-2-((:R)-3 -meth vi.pyrrolidin-1 - 

vt)propoxv)pheny1)-2H-chromen-6-ol.: 

3 -(2-Chloro-4-flu oropheny1)-4-methy1-2 -(44(S)-2-((R)-3 -methylpv.rrolidin-1 - 

yl)propoxy)phenv1)-2H-chromen.-6-ol 

3-(2,4-Difluorpplienyl.)-4-methyl-2-(44S)-24.R.)-3-methylpyrrolidin- I. -yl)pro_poxy)phenv1)-2.14- 

chromen-6-ol.: 

3-(4-Brom.ophervi.)-4-methitz2-(4-0)-2-((R)-3-metli-Opyrrolidin-1 -Apropoxylpheny1)-2H- 

chromen.-6-01 - 

4-M.ethy1-2 -(4-1(S)-((R.) 3 -methylpyrroli din-1 -v1)nropoxv)phenv1)-3-(o-toly1)-2H-e, irome - i- 

d. 

-(4-1:;°luoro-3 -h.vthsyoc plbenvi.)-4-methyl-2-(4-(1(S)-24(R)-3-methylpyrrolidin-1 - 

171.)propoxy ll-chromen-6-oli 

-(4-Ethmlip. h.eny1)-4-methy172-(4-(0-2-1(R)-3 -methvipyrro lidin- 1 -yl)propouipheny11-21 - 

chromen-6-ol 

4-Methy1-2-(4-((S)-2-((.R)-3-methvi.pyrralidin-I. -v1)pro oxv , 	-nv1)-3- 

fmethvlsulfon 1. 	heny1)-214-chromen-6-ot 

3 -(2-Fluoro-3 -hydroxvphenyi)-4-methyl -2-(471(S)-2-1(R)-3 -metilylpv • xilidin- 1 - 

yi)proggx 	pheny1)-2H-chromen-6-ol: 

5-Fluoro-3 -(3 -hydroxypheny1)-4-metirvi-2-(4-0)-2-((R)-3-methylnynolidin.-1 - 

Dpropoxy)phenvi)-2H-chromen-6-oi: 

3 -(2-Fhtoro-5-hydroxyphen.y1.)-4-m.ethyl-2444(S)-24.10-;3 -methylvyrrolidin-1. - 

yl)propoxy)pheny1)-2H-chromen-6-a, 

3-(4-Fluoropheny1)-4-methyl-2-(4-0)-2((R)-2-methylpyrrolidin- 1 -v1)zrovoxy)ph.envi)-2 	- 

chrom.en-6-01.; 

2-0-((S)-2-((R)-3-Fluoropyrrolidin 1 -yl)propoxy)phenv1.)-3 -(3 -hydroxyphenvi.)-4-methyl -2H- 

chromen-6-01: 

3-(4-Flvdroxvialienv1.)-2 -0-(fS)-2-((.10-3 -TnethylpviTol i.din- 1. -y1.)propcav 	h.eny1)-4- 

(trifluoromethvi)-2H-chromen-6-0 I.: 

2d 



37(3-fivdroxvphenvil-2-(44(S)-2-0)-3-methyipyrrolidin-1 -vilpropoxylphe 

( trillu.oromethyl.)-214-chromert-6-olz 

-(44 S)-2 -KR.)-3-methylpvtro I idi n- I. - 3 43 -HydroNy-4-(triffuoromethyjApberiy1)-4 -methyl-2 

YDpropoxv)pheny1)-2H-chromen.-6-ol; or 

-methylpyrrolidin-1- 3 -(4-Hydro x y-3 -(trffluorom.ethyl)phenv1.)-4-meth.y1-2-(44.(S)-24(R)-3 

yppropoxy)phenyl)-2H-chromen.-6-ol : 

of Formula (I), or a pharmaceutically 

thereof: 

or a pharmaceutically acceptable salt thereof. 

[00081 	In one aspect, provided herein is a compound 

acceptable salt, solvate, metabolite or prodrug 

R3 
-,, 	...., 

R4  , 

R2a 

/ 	 N\
R2b 

(R6)p 

R1  

(I) 

R7  

Formula 

(R5)n 	1... 	,,—,- 	..-1  
Y 

2c 
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WHAT IS CLAIMED IS: 

1. A compound of Formula (1), or a pharmaceutically acceptable salt, or solv. to thereof: 

R3  

`-... 	-----.. 
(R4)rn 

(R5 	Q„,..,,,,,,  
Y R2a 

Ri f/N, 
R2  (R)p  

5 Formula. (1) 

wherein, 

R.' 

R2  

is F, C1-C6alkyl, or C1-C6fluoroalkyl; 

is H or R1°; 

10 

R2 

or 

is  _q=0),,K  io,  _ C(=0)0R1°, -C(--,--0)NHR1° 	=0)2R1°, or R1°, 

R2a  and R2b  are taken together with the N 	om to which they are attached to form a 

substituted or unsubstituted monocy lie heterocycloalkyl, a substituted or 

unsubstituted bicyclic heterocycl alkyl, a substituted or unsubstituted monocyclic 

heteroaryl, or a substituted or 	substituted bicyclic heteroaryl; 

15 R3  is H, halogen, C1-C4alkyl, C 	6cycloalkyl, or C1-C4fluoroalkyl; 

each R4  is independently sele ed from H, halogen, -CN, -OH, -OR9, -SR9, -S(=0)R1°, - 

S(=0)2R1°, -c(=or  10
, 

 K 	C(=0)0H, -C(=0)0R1°, -C(=0)NHR1°, -C(=0)N(11.3°)2, 

substituted or unsub lituted C1-C6alkyl, substituted or unsubstituted C1- 

C6fluoroalkyl, sub tituted or unsubstituted C1-C6fluoroalkoxy, substituted or 

20 unsubstituted C C6alkoxy, and substituted or unsubstituted C1-C6heteroalkyl; 

each R5  is indepe dently selected from H, halogen, -CN, -OH, -OR9, -SR9, -S(=0)R1°  

S(=0)2RI°  substituted or unsubstituted Ci-C6alkyl, substituted or unsubstituted Ci- 

C6fluorkilky1, substituted or unsubstituted C1-C6fluoroalkoxy, substituted or 

unsu 	tituted C1-C6alkoxy, and substituted or unsubstituted C1-C6heteroalkyl; 

25 each R6  is independently selected from H, halogen, -CN, -OH, -OR9, -SR9, -S(=0)R1°, - 

0)2R'°, substituted or unsubstituted C1-C6a.lkyl, substituted or unsubstituted C1 - 

/ substituted or unsubstituted C I  -C6fluoroalkoxy, substituted or 

R7  

unsubstituted C1-C6alkoxy, and substituted or unsubstituted C1-C6heteroalkyl; 

is H or C1-C4alkyl; 

- 182 - 
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each R9  is independently selected from H, -C(=0)R1°, -C(----0)0R1°, -C(=0)N 4Z1°, 

substituted or unsubstituted C1 -C6alkyl, substituted or unsubstituted CI - 

5 

C6heteroalkyl, substituted or unsubstituted C1-C6fluoroalkyl, substituted or 

unsubstituted C3-Clocycloalkyl, substituted or unsubstituted C2-C10  ,eterocycloalkyl, 

substituted or unsubstituted aryl, substituted or unsubstituted het 	oaryl, -C1- 

C2alkylene-(substituted or unsubstituted C3-Ciocycloalkyl), -C C2alkylene- 

10 

(substituted or unsubstituted C2-C1oheterocycloalkyl), -Ci-C alkylene-(substituted or 

unsubstituted aryl), and -C1-C2alkylene-(substituted or un 	bstituted heteroaryl); or 

each 111°  is independently selected from substituted or unsu stituted C I-C6alkyl, 

substituted or unsubstituted C1-C6heteroalkyl, substit ted or unsubstituted C1- 

C6fluoroalkyl, substituted or unsubstituted C3-Cioc cloalkyl, substituted or 

unsubstituted C2-C1oheterocycloalkyl, substituted or unsubstituted aryl, substituted 

or unsubstituted heteroaryl, -C1-C2alkylene (s istituted or unsubstituted C3- 

Clocycloalky1), -C1-C2alkylene-(substituted 	r unsubstituted C2- 

15 Cloheterocycloalkyl), -Ci-C2alkylene-(s 	"stituted or unsubstituted aryl), and -C1 - 

Czalkylene-(substituted or unsubstitu.t 	heteroaryl); 

Y is -0-, -S-, or -NR11-; RH  is H, -C(---- 	R1°, substituted or unsubstituted C1-C6alkyl, 

substituted or unsubstituted C1-C 	uoroalkyl, or substituted or unsubstituted C1- 

C6heteroalkyl; 

20 X is -0-, -S-, -CH2-, -NH- or -N 	-C6alkyl)-; 

m is 0, 1., 2, 3, 4 or 5; 

n is 0, 1, 2, 3 or 4; 

p is 0, 1, 2, 3 or 4. 

2. The compound of cla.i „ wherein: 

25 R1  is C1-C4alkyl; 

R2a  and R2b  are ta 	1 together with the N atom to which they are attached to form a 

substituted 	unsubstituted monocyclic heterocycloalkyl, a substituted or 

unsubsti 	ed bicyclic heterocycloalkyl, a substituted or unsubstituted monocyclic 

heteroa/I, or a substituted or unsubstituted. bicyclic heteroaryl; 

30 R3  is CI- / alkyl or C1-C4fluoroalkyl; 

each 	is independently selected from H, halogen, -CN, -OH, -OR9, -SR9, -S(=0)R1°, - 

(=0)2R10, C1-C6alkyl, C1-C6fluoroalkyl, C1-C6fluoroalkoxy, C1-C6alkoxy, and C1- 

C6heteroalkyl; 

each R5  is independently selected from H, halogen, -EN, -OH, -OR9, C1-C6alkyl, C1- 

35 C6fluoroalkyl, C1-C6fluoroalkoxy, C1-C6alkoxy, and C1-C6heteroalkyl; 
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10 

15 

20 

25 

5 	3. 

4. 

each R6  is independently selected from H, halogen, -CN, -0H., C1 -C6alkyl, C1-::  

C6fluoroalkyl, CI-C6fluoroalkoxy, and C1-C6alkoxY; 

R' is H or —CH3; 

Y is -0- or -S-. 

The compound of claim 1 or claim 2, wherein the compound of For 	la (I) has the 

structure of Formula (II) or Formula (III): 

R3 	 R3  
R90 	 (R4)m -...,.. 	. 	 ..., 	......„ 

5)n  (R5), 	 (R 
,.,....,.,,,,,,, 

Y 	 ,Rea 	R90 	 Rea 

/ 	 ..." 

	

R2b 	
N\

R2b 
(R6)p 	 (R6)p  

Formula (II) 	 or 	Formula (III) 

wherein, 

X is -0-, -S-, -CH,-, -NH- or —N(CH3)-; 

each R5  is independently selected from H, h ogen, -CN, -OH, C1 -C6alkyl, C1 - 

C6fluoroalkyl, C1-C6fluoroalkoxy, C 	6alkoxy, and Ci-C6heteroalkyl; 

each R6  is independently selected from 	F, Cl, -OH, -CH3, -CF3, —0CF3  and -0C113; 

n is 0, 1, 2, or 3; 

p is 0, 1, or 2. 

The compound of claim 3, when in: 

R2' and R2b  are taken togethe 	ith the N atom to which they are attached to form a 

substituted or unsubsti 	ed azetidinyl, substituted or unsubstituted pyrrolidinyl, 

substituted or unsub 	uted piperidinyl, substituted or unsubstituted azepanyl, 

substituted or unst stituted morpholinyl, substituted or unsubstituted piperazinyl, 

substituted or u 	ubstituted 3-azabicyclo[3.1.0]hexan-3-yl, substituted or 

unsubstituted 4-azabicyclo[3.2.0]heptan-3-yl, substituted or unsubstituted 7- 

azabicyclo 	.2.1:1heptan-7-yl, substituted or unsubstituted 

octahydrcyclopenta[c]pyrrolyl, substituted or unsubstituted. octahydro-1H-

isoind 'yl, substituted or unsubstituted isoindolinyl, substituted or unsubstituted 

pyr- , olyl, substituted or unsubstituted triazolyl, substituted or unsubstituted 

p 	olyl, a substituted or unsubstituted imidazolyl, or substituted or unsubtituted 

soindolyl. 

- 184 - 



The compound of claim 4, wherein: 

R.2a and R2b  are taken together with the N atom to which they are attached to, orm a 

substituted or unsubstituted azetidinyl, substituted or unsubstituted p - olidinyl, 

substituted or unsubstituted piperidinyl, substituted or unsubstituted 	zepanyl, 

substituted or unsubstituted pyrazolyl, substituted or unsubstitute itriazolyl, 

substituted or unsubstituted pyrrolyl, or a substituted or unsubs tuted imidazolyl. 

The compound of any one of claims 1-5, wherein.: 

RI  is —CH3; 

R3  is —CH3  or —CF3; 

R2a.  and R2h  are taken together with th.e N atom to which tp. y are attached. to form 

substituted or unsubstituted pyn-olidinyl or a substit ted or unsubstituted 

piperidinyl.  

The compound of any one of claims 1-5, wherein: 

R1  is —CH3; 

R3  is —CH3  or —CF3; 

Rea  and R2h  are taken together with the N at . 	to which they are attached to form a. 

substituted or unsubstituted pyrrolidii 

X is -0-; 

Y is -O-. 

The compound of claim 1 or claim 	wherein the compound of Formula (I) has the 

structure of Formula (IV): 

R3  
.....,. 	....., 

(R 	)n 	, 	....,.. 

R6 	
X 	N\

R2b 
()p 

R1  

Formula (IV). 

The compoun of claim 8, wherein the compound of Formula (I) has the structure of 

Formula (V). e 

R3 	----.7.-ii 
/ 	 (FR5)n 

/ 	 'A X 	
N \R2b 

(R6)p 

5.  

5 

6.  

10 

7.  

15 

20 	8. 

9. 

25 
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Formula (V) 

wherein, 

n is 0, 1 or 2; 

p is 0, 1 or 2. 

5 	10. The compound of claim 9, wherein: 

R1  is —CH3; 

R3  is —CH3  or —CF3; 

Rea and R2b  are taken together with the N atom to which the are attached to form 

10 

, 	, 

„ 

7 , 

, V 
 ‘,22:.-0  

, 

"F 

OH , 

CF3  
'zzz. 

"C F3  42  C H2F V 
/N 

/ CF:.;  C HF2  

CH 
0 

2F  
,z,„.- 

0 	̀z• 
1\7 \ ,z,„..,1\1 

'-4-  

.,,,AQ 
15

jN 
\ 

\---- 

N 

• 

„..N..,..„..-- ,,,,N.,--,,,,, \--N.,„,..--< .....N,,..---.  

F 

<.,z2(..N..„..,---„F ti  N...„.----<F 	,,N......_---) 	,z(N,,--- 
, 
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,.. N 	/ 	 ,_,__ 	N-...% 	.4N 
`?.. 

N— 
/ , 
	N-; 

,.N- 	,„-N 	,..... N 
, 	̀"'-. 	, or 	1 	 • 

Y is -0- or -S-; 

X is -0-, -S-, -CH2-, -NH- or --N(CH3)-. 

5 	11. The compound of claim 10, wherein: 

Rea and R2b  are taken together with the N atom to which t 	y are attached to form 

, 	,, 	v  , 0 	57:L., 	
N 	,zzz,, 

F  1„,1-„, ,-.. . F F 

V c-0 ,-- 

C F3  

r--- a I- 	r 
‘,..„..N 	' 	C F3 	N  N.,..„.„-- 	cv- 

10 c
azzi

,„ N,...„....--.,,,, 	,..,,,N....„---‹ 	.,...- N..„....-- ,.• a 
F „.„----,....„ 	.„...---.., 	„,,---....., F 	.,..---...,.....- F 

‘,...N.,...--,,F  ,..‹N...........-< 	,,N...,--- 	,,,,, Nom- 
, or 	'1" 

. 

R9  is H; 

Y is -0-; 

X is -0-, 

15 	12. A compound of ormula (VI), or a pharmaceutically acceptable salt, or solvate thereof: 

R3 , 
(R5i n 

rX -. 	\
R90-----<:7„ 

Y 

(R4)m 

1 
R7  I/ 	(R8)t  i 
(R6)p  

/ 	 Formula (VI) R

. 

/wherein, 
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R1  is H, F, C1-C4alkyl, or C1-C4fluoroalkyl; 

R3  is H, halogen, C1-C4alkyl, C3-C6cycloalkyl, or C1-C4fluoroalkyl; 

each R4  is independently selected from H, halogen, -CN, -OH, -OR9, -S 	, -S(=0)R1°, - 
s(=0)2Rio

,  _c(=o)Rio, ..C(=0)0H, -C(=0)OR1°, -C(=0)NHR1°, 	'(--0)N(R10)2, 

substituted or unsubstituted C1-C6alkyl, substituted or unsubstit 	ed Ci- 

C6fluoroalkyl, substituted or unsubstituted C1-C6fluoroalkoxy 	ubstituted or 

unsubstituted C1-C6alkoxy, and substituted or unsubstituted r  1-C6heteroalkyl; 

each R5  is independently selected from H, halogen, -CN, -OHS'-OR9, -SR9, -S(=0)R1°, - 

S(=0)2R1(), substituted or unsubstituted C1-C6alkyl, sub ' ituted or unsubstituted C1- sub y 

C6fluoroalkyl, substituted or unsubstituted C1-C6fInor alkoxy, substituted or 

C1-C6alkoxy, a.nd substituted or unsu , tituted C.1-C6heteroalkyl; 

each R6  is independently selected from H, halogen, - 	, -OH, -OR9, -SR9, -S(----0)R1°, - 

S(=0)2R10, substituted or unsubstituted. C1-C6a / yl, substituted or u.nsubstituted C1- 

C6fluoroalkyl, substituted or unsubstituted C C6fluoroalkoxy, substituted or 

unsubstituted CI-C6alkoxy, and substitute 	or unsubstituted C1-C6heteroalkyl; 

-N 

is a. heterocycloalkyl or a he eioaryl; 

R7  is H or C1-C4alkyl; 

each R8  is independently selected fro f 1 F, CI, -CN, -OH, -OR9, -SR9, -S(---0)R1Q, - 

S(=0),)R1°, substituted or unsu , tituted C1-C6alkyl, substituted or unsubstituted. C1- 

C6fluoroalkyl, substituted. or 	nsubstituted C1-C6fluoroalkoxy, substituted or 

unsubstituted C1-C6alkoxy and substituted. or unsubstituted C1-C6heteroalkyl; 

or 1 R8  is taken together wit R1  along with the intervening atoms joining R8  to R1  to 

form a 5-, 6-, or 7-mei, bered ring; 

each R9  is independentl selected from H, -C(=0)R1°, -C(=0)0R1°, -C(=0)NHR1°, 

substituted. or uns 	stituted C1-C6alkyl, substituted or unsubstituted C1- 

C6heteroalkyl, spybstituted or unsubstituted. C1-C6fluoroalkyl, substituted or 

unsubstituted 	-Ciocycloalkyl, substituted or unsubstituted C2-C1oheterocycloalkyl, 

substituted1  r unsubstituted aryl, substituted or unsubstituted heteroaryl, -C1- 

C2alkyle , -(substituted or unsubstituted C3-C1ocycloalkyl), -C1-C2alkylene- 

(substi , ted or unsubstituted C2-Cioheterocycloalkyl), -C1-C2alkylene-(substituted or 

unsu/stituted aryl), and -C1 -C2alkylene-(substituted or unsubstituted heteroaryl); or 

each 	is independently selected from substituted or unsubstituted CI-C6alkyl, 

, bstituted or unsubstituted C1-C6heteroalkyl, substituted or unsubstituted Ci- 
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C6fluoroalkyl, substituted or unsubstituted C3-Clocycloalkyl, substi 	ted or 

unsubstituted C2-C1oheterocycloalkyl, substituted or unsubstitute 	aryl, substituted 

or unsubstituted heteroaryl, -C I-C2alkylene-(substituted or uns 	stituted c3- 
Ciocycloalkyl), -C1-C2alkylene-(substituted or unsubstituted 	- 

5 Cjoheterocycloalkyl), -C1 -C2alkylene-(substituted or unsu•.tituted aryl), and -Cr- 

C2alkylene-(substituted or unsubstituted heteroaryl); 

Y is -0-, -S-, or -NR11-; R11  is H, -C(=0)R1D, substituted 	unsubstituted C1-C6alkyl, 

substituted or unsubstituted C1-C6fluoroalkyl, or su 	tituted or unsubstituted Cr  

C6heteroalkyl; 

10 Xis -0-, -S-, -CH2-, -NH- or -N(C1-C6alkyl)-; 

m is 0, 1, 2, 3 or 4; 

n is 0, 1, 2, or 3; 

p is 0, 1, 2, 3 or 4; 

t is 1, 2, 3 or 4. 

15 	13. The compound of claim 12, wherein: 

Rl  is H or C1-C4alkyl; 

R3  is C1 -C4alkyl or C1-C4fluoroalky 

each R4  is independently selected 	om H, halogen, -CN, -OH, -0R9, -SR9, -S(=0)RI°  , - 

S(=0)2R1°, Ci-C4alkyl, C - 4fluoroalkyl, C1-C4fluoroalkoxy, C1-C4alkoxy, and C1 _ 

20 C4heteroalkyl; 

each R5  is independently sel ected from H, halogen, -OH, C1-C4alkyl, C1-C4fluoroalkyl, 

C1-C4fluoroalkoxy, 	-C4alkoxy, and C1-C4heteroalkyl; 

each R6  is independent 	selected from H, halogen, -OH, C1-C4alkyl, C1-C4fluoroalkyl, 

Ci-C4fluoroalko 	, and C1-C4alkoxY; 

25 Ri  is H or -CH3; 

Y is -0- or -S-; 

X. is -0-, -S-, 	H2-, -NH- or -N(CH3)-; 

p is 0, 1, o 

14. The comp, and of claim 12 or claim 13, wherein: 

30 each R5,i s independently selected from H, F, Cl, -OH, -CH3, -CF3, -0CF3  and -OCH3; 

each 	is independently selected from H, F, Cl, -OH, -CH3, -CF3, -OCF3  and -OCH3; 

R' i' H; 
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is azetidinyl, pyiTolidinyl, piperidinyl, azepanyl, morpholii 	, piperazinyl, 

3-azabicyclo[3.1.0]hexan-3-yl, 3-azabicyclo[3.2.0Theptan-3-yl, 

octahydrocyclopenta[c]pyrrolyl, octahydro-1H-isoindolyl, isoi, dolinyl, pyrazolyl, 

triazolyl, pyrrolyl, imidazolyl, or isoindolyl; 

each R8  is independently selected from F, Cl, -OH, C1-C4alky , Ci-C4f1uoroalkyl, C) - 

C4fluoroalkoxy, Ci-C4alkoxy, and. C1-C4heteroalkyl. 

The compound of any one of claims 12-14, wherein: 

	 R8 	 R8 	• 1 1 8 	 0 

IS 	 , 	 R8 , 	R8 , 	R8  R, 

1R8 	RS 	R8  

R8  
" R8 	 1R8 	 " 

R8 
	\ 	 R8 

	
R8  

	

R8 	
R8 

i'' 	R8  
..,......„ 	

NI.,„..- 
,,,, N ...,

2 
 

8 
( 	

,2,...N.,„--•,,, 8 	v N.,,,...< R8 	v  NI..,..,.-- 	v  
R 	R8  ‘ N 	R8, 	''' 

f-- 	 N, --N 

R8 

, 

R8 	1/ 	 R8 	R8 	,z(Ǹ 	/ 	R8  

The compound of any one of 	aims 12-15, wherein: 

each R8  is independently se cted from F, Cl, -OH, -CH3, -CH2CH3, -CH(CH3)2, -CF3, - 

4

). 

CH2CF3, -OCF3, -0C 2CF3, -OCH3, -OCH2CH3, -CH2OCH3, -CH2OCH2CH3, and - 

CH2OH. 

The compound of an one of claims 12-14, wherein: 

r---  ,, 00,  
,,N1,

,,1 /4_i 
	(R 	t 	: 

,N O N 
 

,,.:• 

,, 
,,O.sP '

V  
(' 	10"."''m  

„,. 

, 	i, 
OH, 
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''F 
, 	, 

"'C F3 	C HF2 	C H2F V 	
y Q 

r N 	r N 
CF

C HF2 
' 

i / „.....-----..„ 
i -N,,,_.< 	N,_,--  

F ..„..---,,, 

vN,...,,,,-,,„ 	c.... v., CH2F 
F 

i---' 	
,F F 

zi
-N,,,•-* vtaF 	VN,,,-- ,,,

F 	
,,,,„N„,,..,..." 	N.„,„..-- 

r---- 	N 

5 

r> 
V.' 	, 

v  N / 	%...-N 
, `?- 	, V 	V N 	7  , or 	. 

18. The compound of any one of claims 12-17 	herein the compound of Formula (VI) has 

the structure of Formula (VII) 

R3  
r\ \

R90 ! 
 

- i,  

(R 

(R8)t  

)p 	 li 
Ri  

Formula (VII). 

10 	19. The compound of any on of claims 12-18, wherein the compound of Formula (VI) has 

the structure of Formul (X): 

R 3  Rs)n  
R',, 	"--, 

R4)m  

40 	
r---\,(R8)t 

-----..f--- N-...../ 

RI  

Formula (X). 

20. The co , pound of claim 19, wherein: 

- 191 - 



WO 201.1/156518 
	

Per/US201110 669 

r--\,.( R8), 	
/N 

  
N 	 R8 	"R8  

Y 	 R8  , 	1:28 	R8 R8  is 	, 	 , 

R8 	 R8 	 R8  

R 
R8 	 . , 	8 

- 
R8  vN 	,,N  

each R8  is independently selected from F, Cl, -OH, -CH3, -CH2  H3, -CH(CH3)2, -CF3, - 

CH2CF3, -OCF3, -OCH2CF3, -OCH3, -OCH2CH3, -CH20 	3, -CH2OCH2CH3, and - 

CH2OH. 

21.  The compound of any one of claims 12-20, wherein: 

R1  is H or -CH3; 

R3  is -CH3  or -CF3; 

R9  is H; 

X is -0-. 

22.  A compound of Formula (XII), or a pharmace 	wally acceptable salt, or solvate thereof: 

R3 
R90 (R4)rn 

(R5)n 	I 
Y 

R / 
X--R12  

(R6)p 

rmula (XII) 

wherein, 

R3  is H, halogen, C1-C4alkyl, 1  3-C6cycloalkyl, or C1-C4fluoroalkyl; 

each R4  is independently se.acted from H, halogen, -EN, -OH, -OR9, -SR9, -S(---0)R3°, - 

S(=0)2R1°, -C(=0)R1°  -C(=O)OH, -C(=0)0e, -C(=0)NHRI°, -C(=0)N(R1°)2, 

substituted or unsub tituted C1-C6alkyl, substituted or unsubstituted C1-
/ 

C6fluoroalkyl, su 	tituted or unsubstituted C1-C6fluoroalkoxy, substituted or 

unsubstituted C • C6alkoxy, and substituted or unsubstituted C1-C6heteroalkyl; 

each R5  is indepe dently selected from H, halogen, -CN, -OH, -OR9, -SR9, -S(=0)R1°, - 

S(=0)2R/°, ubstituted or unsubstituted C1-C6alkyl, substituted or unsubstituted C1- 

C6fluoro • 	yl, substituted or unsubstituted C1-C6fluoroalkoxy, substituted or 

unsubs tuted C1-C6alkoxy, and substituted or unsubstituted C I-C6heteroalkyl; 

each R6  i independently selected from H, halogen, -CN, -OH, -OR9, -SR9, -S(---0)R1°, - 

S( 	)2R10, substituted or unsubstituted C1-Coalkyl, substituted or unsubstituted C1- 
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5 

C6fluoroalkyl, substituted or unsubstituted C1-C6fluoroalkoxy, substitu ed or 

unsubstituted C1-C6alkoxy, and substituted or unsubstituted C i-C6he roalkyl; 

R7  is H or C1 -C4alkyl; 

each R9  is independently selected from H, -C(=0)R10, -C(=0)0R1°, -1C(=0)NHR1°, 

substituted or unsubstituted Ci-C6alkyl, substituted or unsubst' 	ted C 1- 

C6heteroalkyl, substituted or unsubstituted C1-C6fluoroalkyl-substituted or 

unsubstituted C3-C1ocycloalkyl, substituted or unsubstitute 	C2-Cioheterocycloalkyl, 

substituted or unsubstituted aryl, substituted or unsubsti 	ed heteroaryl, -C1- 

C2alkylene-(substituted or unsubstituted C3-C1ocycloa 	y ), -C1-C2alkylene- 

10 (substituted or unsubstituted C2-C1oheterocycloalkyl , C1-C,alkylene-(substituted or 

unsubstituted aryl), and -Ci-C2alkylene-(substitut- i or unsubstituted heteroaryl); or 

each R1°  is independently selected from substituted 6 r unsubstituted. C1-C6alkyl, 

substituted or unsubstituted C 1-Csheteroalkyl, ubstituted or unsubstituted C1- 

C6fluoroalkyl, substituted or unsubstituted 	-Ciocycloalkyl, substituted or 

15 unsubstituted C2-C1oheterocycloalkyl, sub trtuted or unsubstituted aryl, substituted 

or unsubstituted heteroaryl, -Ci-C2alkyl ne-(substituted or unsubstituted c3-

Ciocycloalkyl), -C1-C2alkylene-(subst uted or unsubstituted C7- 

C1oheterocycloalkyl), -C1-C2alkyle 	-(substituted or unsubstituted aryl), and -C1- 

C2alkylene-(substituted or unsubs 	ted heteroaryl); 

20 R12  is —L-NR2aR2b, 

L is a substituted or unsubsti ted C1-C6alkylene, where if L is substituted then L is 

substituted with R', wh re R1  is F, C1-C4alkyl, or C1-C4fluoroalkyl; 

Rea is H or R1°; 
R2b is  _c(=o)Rio

,  ...c 	)0R1°, -C(------0)NH: 	io,  -S(=0)2R1°, or R1(); 

25 or 

Rea and R2b  are tak 	together with the N' atom to which they are attached to form a. 

substituted o 	nsubstituted monocyclic heterocycloalkyl, a substituted or 

unsubstitut d bicyclic heterocycloalkyl, a substituted or unsubstituted 

monocyc le heteroaryl, or a substituted or unsubstituted bicyclic heteroaryl; 

30 Y is -0-, -S-, 	—NR11-; R" is H, -C(=0)e, substituted or unsubstituted C1-C6alkyl, 

substitut,i or unsubstituted. C1-C6fluoroalkyl, or substituted or unsubstituted C1- 
/ 

C6heteis alkyl; 

X is -0- -S-, -CH2-, -NH- or —N(CI-C6alkyl)-; 

m is 0 	, 2, 3, 4 or 5; 

35 n is 1„ 2 or 3; 
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p is 0, 1, 2, 3 or 4. 

23. The compound of claim 22, wherein: 

R3  is H, -CH3  or CF3; 

each. R4  is independently selected from H, halogen, -CN, -OH, -0R9  . 	, -S( ----0)R1°, - 

5 S(=0)2Ri°, C1-C6alkyl, Ci-C6fluoroalkyl, C1-C6fluoroalkoxy, 9-C6alkoxy, and C1- 
/ 

C6heteroalkyl; 

each R5  is independently selected from H, halogen, -CN, -OH -0R9, CI-C6alkyl, C1- 

Cofluoroalkyl, C1-C6fluoroalkoxy, C1-C6alkoxy, and CI- 	heteroalkyl; 

each R6  is independently selected from H, halogen, -CN, 	H, C1-Csalkyl, C1- 

10 C6fluoroalkyl, C1-C6fluoroalkoxy, and CI -C6alkoxy; 

R7  is H or -CH3; 

R.L2  is -L-NR2aR2b, 

L is a. substituted or unsubstituted ethylene, w ,:ere if. L is substituted then L is 

substituted with RI, where le is -CH3, 	3 -CHF2, or -CH2F; 

15 R2a is H or le; 
R2b is Rio;  

or 

Rea and R2b  are taken together with 	N atom to which they are attached to form a 

substituted or unsubstituted m nocyclic heterocycloalkyl, a substituted or 

20 •unsubstituted bicyclic beter cycloalkyl, a substituted or unsubstituted 

monocyclic heteroaryl, or 	substituted or unsubstituted bicyclic heteroaryl; 

Y is -0-, 

X is -0-, -S-, -CH2-, -NH- or 	(CH3)-; 

m is 0, 1, 2, or 3; 

25 n is 0, 1, 2 or 3; 

p is 0 or 1. 

24. The compound of cia' 	22 or claim 23, wherein: 

R3  is -CH3; 

R7  is H; 	i 

R2a / 
N\

R2b 

30 R'2 is 	R 	; 

R2a ' H, C1 -C6alkyl, C3-C1ocycloalkyl, substituted or unsubstituted aryl, or 

substituted or unsubstituted heteroaryl; 
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R2b  is Ci.-C6alkyl, C3-C1ocycloalkyl, substituted or unsubstituted aryl, or ubstituted 

or unsubstituted heteroaryl; 

or 

R2a and R2b  are taken together with the N atom to which they are 	ached to form a 

5 substituted or unsubstituted monocyclic heterocycloalkyl, a. • . ubstituted or 

unsubstituted bicyclic heterocycloalkyl., a substituted or 	substituted 

monocyclic heteroaryl, or a substituted or unsubstitate 	bicyclic heteroaryl; 

Y is -0-; 

X is -0-; 

10 pis 0. 

25. A compound that is: 

3-(3-Hydroxypheny0-4-methyl-2-(44(S)-2-(piperid.' -1-y0propoxy)pheny1)-2H-

ehromen-6-ol; 

3-(3-Hydroxypheny1)-4-methyl-2-(4-0)-24(R) 	methylpyrrolidin-1- 

15 yl)propoxy)pheny1)-2H-chromen-6-ol; 

(S)-3-(3-Hydroxyphenyl)-4-methyl-2-(4-(( 	-24(R)-3-methylpyrrolidin-l-

yppropoxy)pheny1)-2.H-chromen-6-ol 

(R)-3-(3-Hydroxypheny1)-4-methy1-24 -{(S)-24(R)-3-methylpyrrolidin-1. - 

yl)propoxy)pheny1)-2H-ehromen-6-o 

20 3-(3-Hydroxyphenyl)-4-methyl-2- 	-(2-(methylamino)ethoxy)pheny1)-2H-chromen-6- 

ol; 

2-(4-(2-(Diethylamino)ethoxy) heny1)-3-(3-hydroxypheny1)-4-methyl-214-chromen-6-

ol, 

3-(3-Hydroxypheny1)-4- 	hy1-2-(44(S)-2-(pyrrolidin-l-yl)propoxy)pheny1)-2H- 

25 ehromen-6-ol; 

3-(3-Hydroxypheny1)- -methy1-2-(44(R)-2-(pyrrolidin-l-yl)propoxy)pheny1)-2H-

chromen-6-ol; 

3-(3-Hydroxyp he f' 1)-4-methy1-2-(4-(24(R)-3-methylpyrrolidin-l-y1)ethoxy)phenyl)- 

2H-chromen-6- 

30 3-(3-Hydrox 	heny1)-4-methy1-2-(4-(2-piperidylethoxy)pheny1)-2H-chromen-6-ol; 

3-(3-Hydro ypheny1)-4-methy1-2-(4-4R)-2-((R)-3-methylpyrrolidin-1-

yppropo y)pheny1)-2H-chromen-6-ol; 

3-(3-H droxypheny1)-4-methy1-2-(4-(2-((S)-3-methylpyrrolidin-1-ypethoxy)pheny1)- 

2H-c„ romen-6-ol; 
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3-(3-hydroxypheny1)-4-methyl-2-(4-0)-2-((S)-3-methylpyn-olidin-1- 	n  

yl)propoxy)pbeny1)-2H-chromen-6-01; 

3-(3-hydroxypheny1)-4-methy1-2-(44(R)-24(S)-3-rnethylpyrrolidin-11 

yppropoxy)pheny1)-2H-chromen-6-ol; 

5 3-(3-Hydroxypheny1)-4-methyl-2-(4-(2-pyrrolylethoxy)pheny1)-2 	-chromen-6-ol; 

2-(44(S)-2-(azepan-1-Apropoxy)pheny1)-3-(3-hydroxyphenyl 4-methy1-2H-chromen- 

6-ol; 

3-(3-Hydroxypheny1)-2-(4-(2-imid.azolylethoxy)pheny1)-4 	ethyl-2H-chromen-6-01; 

2-(4-(2-(Azepan-1-yl)ethoxy)phenyl)-3-(3-hydroxypheny -4-methyl-21:1:-chromen-6-ol; 

10 2-(44(S)-2-(3,3-Dimethylpyrrolidin-1-y1)propoxy)phe 	1)-3-(3-hydroxypheny1)-4-

methy1-2H-chromen-6-ol; 

2-(4-(2-(3,3-Dimethylpyrrolidin-1-yl)ethoxy)phen 	3-(3-hydroxypheny1)-4-tnethyl- 

2H-ebromen-6-ol; 

3-(3-Hydroxypheny1)-4-methyl-2-(4-(24(R)-2 	ethylpyrrolidin-l-Aethoxy)pheny1)- 

15 2H-chromen-6-oI; 

3-(3-hydroxypheny1)-4-inethyl-2-(4-(2-(4- 	ethylpiperidin-1-yDethoxy)pheny1)-2H-

chromen-6-ol; 

3-(3-Hydroxyph.eny1)-4-methyl-2-(4-(4(pyrrolidin-1-y1)ethypamino)pheny1)-2H-

chromen-6-ol; 

20 3-(3-Hydrox.ypheny1)-4-methy1-2- 44(S)-2-OR)-2-methylpyrrolidin-1-

yppropoxy)pheny1)-2H-chrome -6-01; 

3-(3-Hydroxypheny1)-4-meth 	2-(44(S)-24(S)-2-methylpyrrolidin-l-

yl)propoxy)pheny1)-2H-chr men-6-01; 

2-(4-(2-(Azocan-1-y1)eth 	y)pheny1)-3-(3-hydrox.ypheny1)-4-methyl-2H-chromen-6-01; 

25 3-(3-Hydroxyphenyl)-4 methy1-2-(4-(2-(pyrrolidin-1-ypethoxy)pheny1)-2H-chromen-7-

ol; 

3-(3-Hydroxyphen )-4-methy1-2-(4-0S)-24(R)-3-m.ethylpyrrolidin-1-

y1)propoxy)phen )-2H-chromen-7-ol; 

3-(4-Hydroxyp, eny1)-4-methy1-2-(4-0)-2-((R)-3-methylpyrrolidin-1- 

30 yl)propoxy) 	eny1)-2H-chromen-7-ol; 

4-Methyl-A4-0)-24(R)-3-methylpyrrolidin-1-yppropoxy)pheny1)-3-phenyl-2H- 

chrome 	6-ol; 

3-(4-F 	oropheny1)-4-methy1-2-(4-0)-24(R)-3-methylpyrrolidin-1- 

y0p 	poxy)pheny1)-2H-chromen-6-ol; 
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(S)-3-(4-Fluoropheny1)-4-methyl-2-(44(S)-24(R)-3-methylpyrrolidin-l-

Dpropoxy)pheny1)-211-chromen-6-ol; 

(R)-3-(4-Fluoropheny1)-4-methy1-2-(4-0)-24(R)-3-methylpynolidin 

yl)propoxy)pheny1)-2H-chromen-6- ol; 

5 3-(4-Hydroxypheny1)-4-methyl-2-(44(S)-2((R)-3-methylpyrrolid" -1-

yl)propoxy}phenyl)-2H'-chromen-6-ol; 

3-(3-Fluoropheny1)-4-methy1-2-(4-0)-24(R)-3-methylpyrro4 	n 	- 

Apropoxy)pheny1)-211-chromen-6-ol; 	 l 

3-(3-Fluoro-4-hydroxypheny1)-4-methyl-2-(4-0S)-2-((R), -methylpyrrolidin-1- 

10 yl)propoxy)pheny1)-2H-chromen-6-ol; 

2-(2-Fluoro-4-(2-(pyrrolidin-1-ypethoxy)pheny1)-3-(3 hydroxypheny1)-4-methy1-214-

chromen-6-ol, 

2-(2-Fluoro-4-0)-24(R)-3-methylpyrrolidin-1-y propoxy)pheny1)-3-(3- 

hydroxypheny1)-4-methy1-21i-chromen-6-ol; 	/ 

15 3-(3-Hydroxypheny1)-4-methyl-2-(4-(2-(pyrr (idin-l-yl)ethoxy)pheny1)-211-chromen-6- 

01; 

2-(44(S)-2-(Azetidin-1-yl)propoxy)pheny )-3-(3-hydroxypheny1)-4-methyl-211- 

chromen-6-ol; 

2-(4-(2-(Azetidin-1-ypethoxy)phenyl -3-(3-hydroxypheny1)-4-methyl-2H-chromen-6- 

20 01; 

3-(3-Hydroxy-4-methylphenyl)-4 methy1-2-(44(S)-2-((R)-3-methylpyrmlidin-1- 

y1)propoxy)phenyl)-214-chroms -6-01; 

3-(3-Hydroxy-2-methylphen )-4-methy1-2-(44(S)-2-((R)-3-methylpyrrolidin-l- 

yl)propoxy)pbeny1)-214-c 3 a men-6- ol; 

25 3-(4-Hydroxy-2-methylp eny1)-4-methy1-2-(4-0)-2-((R)-3-methylpyrrolidin-1- 

y1)propoxy)phenyl)-2 	chromen-6-ol; 

3-(4-Hydroxy-3-met 	pheny1)-4-methy1-2-(4-((S)-2-((R)-3-methylpyrrolidin-1-

y0propoxy)phenyl -2H-chromen-6-ol; 

3-(3-Fluoro-5-hyiroxypheny1)-4-methyl-2-(44(S)-24(R)-3-methylpyrrolidin- l - 

30 yl)propoxy)phc: yl)-2H-chromen-6-ol; 

3-(4-Chloro 	eny1)-4-methy1-2-(44S)-2-((R)-3-methylpyrrolidin-1- 

Apropox 	pheny1)-21i-ehromen-6-ol; 

3-(2-Flu ro-4-hydroxypheny1)-4-methy1-2-(4-((S)-24(R)-3-meihylpyrrolidin.-1- 

y0propoxy)pheny1)-211-chromen-6-ol; 
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3-(3,4-Difluoropheny1)-4-methyl-2-(4-0)-2-4R)-3-methylpyrrolidin-1- 

Apropoxy)phenyl)-2H-chromen-6-ol; 

3-(3,5-Difluoro-4-hydroxypheny1)-4-methy1-2-(44(S)-24(R)-3-methyt 	rolidin-1-

yl)prop oxy)p heny1)-2H-chromen-6-ol; 

5 3-(2,4-Diffitoro-3-hydroxypheny1)-4-methyl-2-(44(S)-24(R)-3-me 	ylpyrrolidin-1 - 

y1)propoxy)pheny1)-211-chromen-6-ol, 

3-(3,4-Difluoro-5-hydroxypheny1)-4-methyl-2-(44(S)-24(R)-3 , ethylpyrrolidin-1-

yl)propoxy)pheny1)-2H-chromen-6-ol; 

3-(2-Chloro-4-fluorophenyl)-4-m.ethyl-2-(4-((S)-2-((R)-3- 	thylpyrrolidin-1- / 
10 

/ 
yl)prop oxy)pheny1)-2H-chromen-6-ol; 

3-(3-Hydrox.ypheny1)-4-methyl-2-(4-0)-2-(4-m.ethy -i1/ - midazol-l- 

Apropoxy)phenyl)-2H-chromen-6-431; 

3-(2,4-Difluoropheny1)-4-methyl-2-(44(S)-24(R)-3 	ethylpyrrolidin-1- 

Y1)Propoxy)pheny1)-21i-chromen-6-ol; 

I5 3-(3-Hydroxypheny1)-4-methyl-2-(4-(2-((R)-3 	ethylpiperidin-1-yl)ethoxy)pheny1)- 

2H-chromen-6-ol; 

3-(4-Bromopheny1)-4-methyl-2-(4-0S)-24( . ) 3-methylpyrroli din-I-

yl)propoxy)pheny1)-211-chromen-6-ol; 

3-(4-Fluoropheny1)-4-methyl-2-(4-(2-(p 	olidin-1-yOethoxy)pheny1)-211-chromen-6-o1; 

20 4-Methy1-2-(4-((S)-24(R)-3-methylpy rolidin-l-y1)propoxy)pheny1)-3-(o-toly1)-2H-

chromen-6-o1; 

3-(4-Fluoro-3-hydroxyphenyl)-4- - ethy1-2-(44(S)-2-((R)-3-methylpyrrolidin-1-

y1)propoxy)pheny1)-2H-chrome A -6-ol; 

3-(4-Ethynylpheny1)-4-methy 2-(4-((S)-2-((R)-3-methylpyrroli din-1- 

25 yl)prop oxy)p heny1)-21.1-chr 	en-6-ol; 

4-Methyl-2-(4-((S)-2-((R) 	methylpyrrolidin-1-yl)propoxy)pheny1)-3-(4- 

(methylsulfonyl)phenyl) 211-chromen-6-ol; 

3-(2-Fluoro-3-hydrox 	heny1)-4-methy1-2-(4-((S)-2-4R)-3-methyipyrrolidin-1-

yppropoxy)pheny1)- 11-chromen-6-o1; 

30 5-F1uoro-3-(3-hyd oxypheny1)-4-mothyl-2-(4-4S)-2-((R)-3-methylpyrrolidin-1- 

y1)propoxy)phe 	)-214-chromen-6-ol; 

3-(2-Fluoro-5- ydroxypheny1)-4-methy1-2-(4-0)-2-((R)-3-methylpyrrolidin- I - 

y1)propoxy) 	eny1)-21i-chrornen-6-o1; 

3-(4-Fluor pheny1)-4-methy1-2-(44S)-2-((R)-2-methylpyrrolidin-1- 

35 yl)prop 	y)pheny1)-214-chromen-6-ol; 
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2-(44(S)-2-((R)-3-Fluoropyrrolidin-1-yl)propoxy)phenyl)-3-(3-hydroxypHeny1)-4-

methyl-211-chromen-6-ol; 

3-(4-Hydroxypheny1)-2-(44(S)-24(R)-3-methylpyrrolidin-l-yl)propo y)pheny1)-4- 

(trifluoromethyl)-211-chromen-6-ol; 

5 3-(3-Hydroxypheny1)-2-(4-0)-24(R)-3-methylpyrrolidin-l-yl)p 	poxy)pheny1)-4- 

(trifluoromethyl)-2H-chromen-6-ol, 

2-(44(S)-2-(7-Azabicyclo[2.2.1]heptan-7-Apropoxy)pheny ) 3-(3-hydroxypheny1)-4-

methyl-2H-chromen-6-ol; 

3-(3-Hydroxy-4-(trifluoromethyl)pheny1)-4-methyl-2-(4- e  S)-2-((R)-3-methylpyrrolidin- 

10 1-yl)propoxy)pheny1)-2H-chromen-6-ol; 

3-(4-Hydroxy-3-(trifluoromethyl)pheny1)-4-methyl-2 4-0)-24(R)-3-methylpyrrolidin-

l-Apropoxy)pheny1)-211-chromen-6-ol; 

3-(4-fluoropheny1)-4-methyl-2-(4-((S)-2-morphol 	opropoxy)pheny1)-2H-chromen-6-ol; 

2-(442S)-2-(3-azabicyclo[3.1.0]hexan-3-yl)pr 	oxy)pheny1)-3-(4-fluoropheny1)-4- 

15 methyl-2H-chromen-6-ol; 

or a pharmaceutically acceptable salt thereo . 

26.  A pharmaceutical composition comprisin/ a therapeutically effective amount of a 

compound of any one of claims 1-25, or a pharmaceutically acceptable salt thereof. 

27.  The pharmaceutical composition of clay im 26, wherein the pharmaceutical composition 

20 is formulated for intravenous injecti9n, subcutaneous injection, oral administration, or 

topical administration. 

28.  The pharmaceutical compositio of claim 26, wherein the pharmaceutical composition 

is a tablet, a pill, a capsule, a. 1,*quid, a suspension, a gel, a dispersion, a solution, an 

emulsion, an ointment, or a Potion. 

25 	29. A method of treating an e rogen receptor dependent or estrogen receptor mediated 

disease or condition in 	ammal comprising administering to the mammal a 

therapeutically effective amount of a compound according to any one of claims 1-25. 

30.  The method of clai 	29, wherein estrogen receptor dependent or estrogen receptor 

mediated disease 6. r condition is selected from cancer, central nervous system (CNS) 

30 defects, cardiov scular system defects, hematological system defects, immune and 

inflammation 	iseases, susceptibility to infection, metabolic defects, neurological 

defects, psy 	iatric defects and reproductive defects. 

31.  

35 

The method of claim 29, wherein estrogen receptor dependent or estrogen receptor 

mediate disease or condition is selected from bone cancer, breast cancer, lung cancer, 

colore tal cancer, endometrial cancer, prostate cancer, ovarian cancer, uterine cancer, 
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alcoholism, migraine, aortic aneurysm, susceptibility to myocardial infatetion, aortic 

valve sclerosis, cardiovascular disease, coronary artery disease, hype fension, deep vein 

thrombosis, Graves' Disease, arthritis, mulitple sclerosis, cirrhosis, 	epatitis B, chronic 

liver disease, bone density, cholestasis, hypospadias, obesity, ostioarthritis, osteopenia, 

osteoporosis, Alzheimer's disease, Parkinson's disease, migrain , vertigo, anorexia 

nervosa, attention deficity hyperactivity disorder {AD] D), 	mentia, major depressive 

disorder, psychosis, age of menarche, endometriosis, and i fertility. 

32. A method of treating cancer in a mammal comprising a 	inistering to the mammal a 

therapeutically effective amount of a compound of an one of claims 1-25. 

10 	33. The method of claim 32, wherein the cancer is brea 	cancer, lung cancer, ovarian 

cancer, endometrial cancer, prostate cancer, or u 	ine cancer. 

34.  The method of claim 32, wherein the cancer is 	ormone dependent cancer or a. cancer 

is resistant to anti-hormonal treatment. 

35.  The method of any one of claims 32-34, funner comprising administering to the 

15 mammal at least one additional anti-cancer agent. 
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WHAT IS CLAIMED IS: 

1. A compound of Formula (VI), or a pharmaceutically acceptable salt thereof: 

Formula (VI) 

(R.5), 	 ±-(10),„ 

R90 

, 
/ 	. 

CR6)), 

wherein, 

R1  is H, F, C1 -C4alkyl, or C1-C4fluoroalkyl; 

R3  is H, halogen, C1 -C4alkyl, C3-C6cycloalkyl, or C1 -C4fluoroalkyl; 

each R4  is independently selected from H, halogen, -CN, -OH, -OR9, -SR9, -S(=0)R10, - 

S(=0)2R1°, -C(=0)R10, C(=O)OH, -C(=0)0R1°, -C(=0)NHR1°, -C(=0)N(R1°)2, 
substituted or unsubstituted C1-C6alkyl, substituted or unsubstituted C1 -C6fluoroalkyl, substituted 

or unsubstituted C1-C6-fluoroalkoxy, substituted or unsubstituted CrC6alkoxy, and substituted or 

unsubstituted C1 -C6heteroalkyl; 

each R$  is independently selected from H, halogen, -CN, -OH, 	OR9, -SR9, -S( 0)R1°, - 

S(=0)2R /°, substituted or unsubstituted C1 -C6alkyl, substituted or unsubstituted C1-C6fluoroalkyl, 

substituted or unsubstituted C1-C6-fluoroalkoxy, substituted or unsubstituted C1-C6alkoxy, and 

substituted or unsubstituted CrC6heteroalkyl; 

each R6  is independently selected from H, halogen, -CN, - 	OH, -OR9, -SR9, -S(=0)R1°, - 

S(=0)2R1°, substituted or unsubstituted C1 -C6alkyl, substituted or unsubstituted C1-C6fluoroalkyl, 

substituted or unsubstituted C1-C6-fluoroalkoxy, substituted or unsubstituted C1-C6alkoxy, and 

substituted or unsubstituted C1-C6heteroalkyl; 

	 1--- 

is azetidinyl or pyrrolidinyl; 

R7  is H or CI-C4alkyl; 

each R8  is independently selected from F, CI, 	CN, 	OH, 	OR9, -SR9, -S(= 0)R1°, - 

S(=0)2R1°, substituted or unsubstituted C1 -C6alkyl, substituted or unsubstituted C1-C6fluoroalkyl, 

- 182 - 



substituted or unsubstituted C1-C6fluoroalkoxy, substituted or unsubstituted C1-C6alkoxy, and 

substituted or unsubstituted C1-C6heteroalkyl; 

or I R8  is taken together with R' along with the intervening atoms joining R8  to R1  to form a 5-, 6-, 

or 7-membered ring; 

each R9  is independently selected from H, 	C(=0)RI°, -C(=0)0R1°, -C(=0)NHR1°, 

substituted or unsubstituted Cl-C6alkyl, substituted or unsubstituted C1 -C6heteroalkyl, substituted 

or unsubstituted C1-C6fluoroalkyl, substituted or unsubstituted C3-C3ocycloalkyl, substituted or 

unsubstituted C2-C1oheterocycloalkyl, substituted or unsubstituted aryl, substituted or 

unsubstituted heteroaryl, 	C1 -C2alkylene-(substituted or unsubstituted C3-Clocycloalkyl), 	C 1- 

C2 alkylene-(substituted or unsubstituted C2-C3oheterocycloalkyl), -CI-C 2 alkylene-(substituted or 

unsubstituted aryl), and -C3-C2alkylene-(substituted or unsubstituted heteroaryl); or 

each R'°  is independently selected from substituted or unsubstituted C1 -C6alkyl, substituted or 

unsubstituted C1 -C6heteroalkyl, substituted or unsubstituted C1-C6fluoroalkyl, substituted or 

unsubstituted C3-C3ocycloalkyl, substituted or unsubstituted C2-C3oheterocycloalkyl, substituted 

or unsubstituted aryl, substituted or unsubstituted heteroaryl, -C3 -C2alkylene-(substituted or 

unsubstituted C3-C3ocycloalkyl), -CI-C2alkylene-(substituted or unsubstituted C2- 

C loheterocycloalkyl), -C1 -C2alkylene-(substituted or unsubstituted aryl), and 	C1-C2alkylene-

(substituted or unsubstituted heteroaryl); 

Y is 	0-,-S-,   or NR11 	; Ru  is H, 	C(=0)121°, substituted or unsubstituted C3-C6alkyl, 

substituted or unsubstituted C3 -C6fluoroalkyl, or substituted or unsubstituted C3 -C6heteroalkyl; 

X is -0-, -S---, 	C112-, -NH-- or -N(Ci-C6alkyl)-; 

m is 0, 1, 2, 3 or 4; 

n is 0, 1, 2, or 3; 

p is 0, 1, 2, 3 or 4; 

t is 1, 2, 3 or 4. 

2. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein: 

R3  is H or C1 -C4alkyl; 

R3  is C1 -C4alkyl or C1-C4fluoroalkyl; 

each R4  is independently selected from H, halogen, -CN, 	OH, -0R9, -SR9, -S(=0)R1°, - 

S(=--0)2R1°, CI-C4alkyl, C3-C4fluoroalkyl, C3-C4-fluoroalkoxy, C I -C4alkoxy, and CI- 

C4heteroalkyl; 

each R5  is independently selected from H, halogen, -OH, C1 -C4alkyl, C1 -C4fluoroalkyl, Ci- 

C4fluoroalkoxy, C3 -C4alkoxy, and CI-C4heteroalkyl; 
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each R6  is independently selected from H, halogen, 	OH, C1 -C4alkyl, C1-C4fluoroalkyl, C1- 

C4fluoroalkoxy, and C1-C4alkoxy; 

R7  is H or --CH3; 

Y is —0— or —S--; 

X is —0—, —S--, —CH2----, —NH— or —N(CH3)—; 

p is 0, 1, or 2. 

3. The compound of claim 2, or a pharmaceutically acceptable salt thereof, wherein: 

each R5  is independently selected from H, F, Cl, —OH, --CH3, —CF3, —0CF3  and —OCH3; 

each R6  is independently selected from H, F, Cl, —OH, —CH3, 	CF3, —0CF3  and —OCH3; 

R7  is H; 

S 	7----) K
___ 

is azetidinyl, or pyrrolidinyl; 

each R8  is independently selected from F, Cl, —OH, C1 -C4alkyl, C1 -C4fluoroalk, C1 - 

C4fluoroalkoxy, C1 -C4alkoxy, and C1-C4heteroalkyl. 

4. The compound of claim 3, or a pharmaceutically acceptable salt thereof, wherein: 

	

 	

*---\ 

•„ 111th, 1 10, 	
‘7.z 	

' 	) 
T
i 

0 	‘ 	0 

-?' 8  

8  
« 	8 ...0 R 

VN 	 , 	It8 	— 

`Z.., 	it8 	its, 	 , 

R8  

8, 	or 	 -,,,IR8, 
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5. The compound of claim 1, wherein the compound of Formula (VI) has the structure of Formula 

(VIII): 

Formula (VIII) 

IV 
(R5)„ 	 L 	(k% R90,........)\  „.,..,,,. 	,.....,_ 

,`"---..,,,A----- y  .---"•,,„lo  
(Raj, 

X 

Ri 

or is a pharmaceutically acceptable salt thereof. 

6. The compound of claim 1, wherein the compound of Formula (VI) has the structure of Formula 

(X): 

Formula (X) 

R3  
1 	4, (R5L 	 -I 	: 

R90 	\ 

i 

0  

1 1 

or is a phaunaceutically acceptable salt thereof. 

7. The compound of claim 6, or a pharmaceutically acceptable salt thereof, wherein: 

RI  is H or 	CH3; 

R3  is —CH3  or —CF3; 
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------\ 	(0), 
Is 	c_, 

-zz.. 

..„.05, 	r\ 
N 	 N 

12 	 -Rs 

Rs 

ps 
R8  

1,! 	N 

R8  

Ra, or 	- HO; 

each R8  is independently selected from F, CI, 	OH, ---CH3, 	CH2CH3, 	CH(CH.3)2, —CF3, - 

CH2CF3, —OCF3, —OCH2CF3, —OCH3, —OCH2CH3, 	CH2OCH3, 	CH2OCH2CH3, and — 

CH2OH; 

R9  is H; 

X is —O—. 

8. A compound that is: 

3-(3-Hydroxypheny1)-4-methy1-2-(4-0)-2-((R)-3-methylpyrrolidin-1-y1)propoxy)pheny1)-2H-

chromen-6-ol; 

(S)-3 -(3-H ydrox ypheny1)-4-methyl -2-(4- ((S)-24(R)-3-methylpyrroli din-l-yI)propoxph eny1)- 

2H.-chromen-6-ol 

(R)-3-(3-Hydrox yph en y1)-4-methyl -2-(4-((S)-2-((R)-3-methylpyrroli din-l-yl)propoxy)pheny1)- 

2H-chromen-6-ol; 

3-(3-Hydroxypheny1)-4-metlay1-2-(4-(24(R)-3-methylpyrrolidin-1.-ypetboxy)pheny1)-2H-

chromen-6-ol; 

3-(3-H ydroxyphen y1)-4-methy1-2-(4-((R)-2-((R) -3 -methylp yrr oli din-l-yl)prop oxy)pheny1)-2H-

chromen-6-ol; 

3-(3-Hydroxypheny1)-4-methy1-2-(4-(2-0)-3-methylpyrrolidin-l-ypethoxy)pheny1)-2H-

chromen-6-ol; 

343 -hydrox yph eny1)-4-meth yl -2-(44(8)-2-((S)-3-rnethylpyrrolidin-l-yppropoxy)phenyl)-2H-

chromen-6-ol; 
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3-(3-hydroxypheny1)-4-methy1-2-(44(R)-24(8)-3-methylpyrrolidin-1-yl)propoxy)pheny1)-2H-

chromen-6-ol; 

2-(44(8)-2-(3,3-Dimethylpyrrolidin-1-yl)propoxy)pheny1)-3-(3-hydroxypheny1)-4-methyl-2H-

chromen-6-o1; 

2-(4-(2-(3,3-Dimethylpyrrolidin-1-ypethox y)ph.eny1)-3 -(3 -hydrox ypheny1)-4-m ethyl -2H-

chromen-6-ol; 

343 -Hydroxypheny1)-4-methyl-2 -(4-(24(R)-2-methylpyrroliclin-1-ypethoxy)pheny1)-211-

chromen-6-ol; 

3-(3-Hydroxyphen.y1)-4-rnethy1-2-(4-0)-2-a)-2-methylpyn-olidin-1-yppropoxy)pheny1)-2H-

chromen-6-ol; 

3 -(3-Hydroxypheny1)-4-methyl-2-(4-((S)-2-((S)-2-methylpyrrolidin-1-yppropoxy)pheny1)-2H-

chromen-6-ol; 

3-(3-Hydroxypheny1)-4-methy1-2-(44(8)-24(R)-3-methylpyrrolidin-l-yl)propoxy)pheny1)-2H-

chromen-7-ol; 

3-(4-Hydroxypheny1)-4-methy1-2-(44(S)-24(R)-3-methylpyrrolidin-l-yl)propoxy)pheny1)-2H-

chromen-7-ol; 

4-Methyl-2-(44(S)-2-((R)-3-methylpyrrolidin-I-Apropoxy)pheny1)-3-pheny1-2H-chromen-6-ol; 

3-(4-Fluoropheny1)-4-methy1-2-(44(S)-24(R)-3-methylpyrrolidin-1-yl)propoxy)pheny1)-211-

chromen-6-ol; 

(S)-3-(4-Fluoropheny1)-4-methy1-2-(44(S)-24(R)-3-methylpyrrolidin-1-y1)propoxy)pheny1)-2H-

chromen-6-ol, 

(R)-3-(4-Fluoropheny1)-4-methyl-2-(44(S)-24(R)-3-methylpyrrolidin-l-yl)propoxy)pheny1)-211-

chromen-6-ol; 

3-(4-Hydroxypheny1)-4-methyl-2 -(4 -0)-24(R)-3-methylpyrroli din.-1-yl)propoxy)pheny1)-2H-

chromen-6-ol; 

3-(3-F1uoropheny1)-4-methy1-2-(44(8)-24(R)-3-methylpyrrolidin-1.-yppropoxy)pheny1)-2H-

chromen-6-o1; 

3-(3-Fluoro-4-hydroxypheny1)-4-methy1-2-(44(S)-24(R)-3-methylpyrrolidin-1.- 

Apropoxy)pheny1)-2H-chromen-6-ol; 

2-(2-Fluoro-44(8)-2-((R)-3-methylpyrrolidin-1-yl)propoxy)pheny1)-3-(3-hydroxyphenyi)-4-

methyl-2H-chromen-6-ol, 

3-(3-Hydrox y-4-m.ethylpheny1)-4-methy1-2-(4-((S)-2-((R)-3-methylpyrroli din-1-

yl)propoxy)pheny1)-2H-chromen-6-ol; 
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3-(3-Hydroxy-2-methylpheny1)-4-methy1-2-(4-0S)-2-((R)-3-methylpyrrolidin-l-

y1)propoxy)pheny1)-2H-chromen-6-ol ; 

3-(4-Hydroxy-2-methylpheny1)-4-methy1-2-(4-0)-24(R)-3-methylpyrroli din-1-

yl)propoxy)pheny1)-2H-chrornen-6-o1; 

3-(4-Hydroxy-3-methy1pheny1)-4-methyl-2-(44(S)-2-((R)-3-methylpyrrolidin-1-

yppropoxy)pheny1)-2H-chromen-6-ol; 

3-(3-Fluoro-5-hydroxypheny1)-4-methyl -2-(44(S)-24(R)-3-methylpyrrolidin-1-

yl)propoxy)pheny1)-2H-chromen-6-ol; 

3-(4-Chloropheny1)-4-methyl-2-(44(S)-24(R)-3-methylpyrrolidin-1-y1)propoxy)pheny1)-2FI-

chromen-6-ol; 

3 -(2-Fluoro-4-hydroxypheny1)-4-methy1-2-(44( S)-2-((R)-3-methylpyrrolidin-1-

yl)propoxy)phen yl) -2H-chromen-6-ol; 

3-(3,4-Difluoropheny1)-4-methy1-2-(4-((S)-2-((R)-3-methy1pyrrolidin-1-y1)propoxy)phenyl)-2H-

chromen-6-ol, 

3-(3,5-Difluoro-4-hydroxyphenyl) -4-methyl -2-(4-0)-24(R)-3-methylpyrrolidin-1-

yl)propoxy)pbeny1)-2H-chromen-6-ol; 

3-(2,4-Difluoro-3-hydroxypheny1)-4-methy1-2-(44(S)-24(R)-3 -methylpyrrol i din-1-

yl)propox y)pheny1)-2H-chromen-6-ol ; 

3-(3,4-Difluoro-5-hydroxypheny1)-4-methyl-2-(4-0)-24R)-3-methylpyrrolidin-1-

yppropoxy)pheny1)-2H-chromen-6-o1; 

3-(2-Chloro-4-fluoropheny1)-4-methyl -2-(4-0)-24(R)-3-methylpyrrolidin-1-

yl)propoxy)pheny1)-2H-chromen-6-ol; 

342 A-D ifluoropheny1)-4-methy1-2-(4-(( S)-24(R)-3-methylpyrrolidin-1-yl)propoxy)pheny1)-211-

chromen-6-01; 

3-(4-Bromopheny1)-4-methy1-2-(44(S)-24(R)-3-methylpyn-olidin-1-yl)propoxy)pheny1)-2H-

chromen-6-ol; 

4-Methyl-2-(4-0)-24(R)-3-methylpyrrolidin-l-y1)propoxy)pheny1)-3 -(o-toly1)-2H-chromen-6- 

01; 

3-(4-Fluoro-3-hydroxypheny1)-4-methy1-2-(44(S)-2-((R..)-3-methylpyrrolidin-1-

yl)propoxy)pheny1)-2H-chromen-6-ol; 

3-(4-Ethynylpheny1)-4-methy1-2-(44(S)-24(R)-3-methylpyrrolidin-1-yl)propoxy)pheny1)-2H-

chromen-6-01; 

4-Methy1-2-(4-0)-24(R)-3-methylpyrrolidin-1 -yl)propoxy)pheny1)-3 -(4-

(methyl sulfonyl)pheny1)-2H-chromen-6-ol; 
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3-(2-Fluoro-3-hydroxypheny1)-4-methy1-2-(44(S)-24(R)-3-methylpyn-olidin-l-

yl)propoxy)pheny1)-2H-chromen-6-ol; 

5-Fluoro-3-(3-hydroxypheny1)-4-methy1-2-(4-0)-24(R)-3-methylpyrrolidin-l-

yl)propoxy)pbenyl)-2H-chromen-6-ol; 

3-(2-Fluoro-5-hydroxypheny1)-4-methy1-2-(44(S)-24(R)-3-methylpyrrolidin-l-

yppropoxy)phenyl)-2H-chromen-6-ol; 

3-(4-Fluoropheny1)-4-methy1-2-(4-0)-24(R)-2-m.ethylpyrrolidin-l-yl)propoxy)pheny1)-211-

chromen-6-ol; 

2-(4-0)-24(R)-3-Fluoropyrrolidin-l-y1)propoxy)pheny1)-3-(3-hydroxypheny1)-4-methyl-2H-

chromen.-6-ol.; 

3-(4-Hydroxypheny1)-2-(44(S)-2-((R)-3-methylpyrrolidin-l-yl)propox.y)pheny1)-4-

(trifluoromethyl)-2H-chrom.en-6-ol; 

3-(3-Hydroxypheny1)-2-(44(S)-24(R)-3-methylpyrroliolin-l-y1)propox.y)phenyl)-4-

(trilluoromethyl)-2H-chromen-6-ol, 

3-(3-Hydroxy-4-(trifluoromethyl)pheny1)-4-methyl-2-(4-0)-24R)-3-methylpyrrolidin-1-

yppropoxy)phenyl)-211-chromen-6-ol; or 

3-(4-Hydroxy-3-(trifluoromethyl)pheny1)-4-methyl-2-(44(S)-24(R)-3-methylpyrrolidin-l- 

yl)propoxy)pheny1)-21-1-chromen-6-ol, 

or a pharmaceutically acceptable salt thereof. 

9. A pharmaceutical composition comprising a compound of claim 1, or a pharmaceutically 

acceptable salt thereof. 

10. The pharmaceutical composition of claim 9, wherein the pharmaceutical composition is 

formulated for intravenous injection, subcutaneous injection, oral administration, or topical 

administration. 

11. The pharmaceutical composition of claim 9, wherein the pharmaceutical composition is a 

tablet, a pill, a capsule, a liquid, a suspension, a gel, a dispersion, a solution, an emulsion, an 

ointment, or a lotion. 
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12. The compound of claim 1, wherein the compound of Formula (VI) has the structure of. 

Formula (IX): 

Foam)It+ (IX) 

,-------, 
il 

(R5)„ 

il 

11 	(R4),n 

R90'"- Y"--'''"1-"''...1  

1 
.----- "--... x 

('--- 	
(R% 

or is a pharmaceutically acceptable salt thereof. 

R)  

13. The compound of claim 12, wherein: 

Ri  is fi or 	CH3; 

R3 is 	CH3; 

R4  is 	OH; 

7---\\  

\-..._ 

r------\ 

fq 

R8  is 	CH3; 

R9  is H; 

X is 	0—; 

IT is —0—; 

n is 0; 

m is 1. 

14. The compound of claim 5, wherein: 

R' isH or 	CH3; 

R3 is 	CI-13, 

R4  is —OH; 

7--- , 
NI 	J 	OR% 	is 

\,/ T  

R8  iS 	CH3; 

R9  is H; 

X is —0—; 
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Y is 	0 -; 

n is 0; 

mist. 

15. The compound of claim 1, wherein the compound of 

structure: 

Formula (VI) has the following 

.--('- i  

HO 	 i 	I 
',..,...„ 	',,,,. 	'. 	OH 

'''.---/-.;/C'0 	--. 

or is a pharmaceutically acceptable salt thereof. 

16. The compound of claim 5, wherein the compound of 

structure: 

Formula (VIII) has the following 

i 

1  
1 

or is a pharmaceutically acceptable salt thereof. 

-"--0 
 

17. The compound of claim 1, wherein the compound of 

structure: 

Formula (VI) has the following 

/- 	, i 
i 

or is a pharmaceutically acceptable salt thereof. 
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18. The compound of claim 1, wherein 

structure: 

the compound of Formula (VI) has the following 

HO 
()I I 

i 
 

or is a pharmaceutically acceptable salt thereof. 

19. The compound of claim 1, wherein 

structure: 

the compound of Formula (VI) has the following 

..-C----4"-"-(  

H  HO 	',... OH 

10 0 

or is a pharmaceutically acceptable salt thereof. 

20. The compound of claim 1, wherein 

structure: 

the compound of Formula (Vi) has the following 

; 

1110 

'''''`..- -''N'OH 

HO".• 

or is a pharmaceutically acceptable salt thereof. 
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21. The compound of claim 1, wherein the compound of Formula (VI) has the following 

structure: 
OT 1 

--'' 

or is a 

HO 

pharmaceutically acceptable 

0 

salt 

\ „I/7 \. 

thereof. 

cs,  
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