
LIVER X RECEPTOR (LXR) MODULATORS 

This application claims the benefit of priority of U.S. Provisional Appl. No. 

61/873,746, filed September 4, 2013, which is incorporated herein by reference in its 

entirety. 

BACKGROUND OF THE INVENTION 

Liver X receptor (LXR) activation is associated with inflammation, hyperproliferative 

and/or disordered skin barrier differentiation. LXR activation also modulates multiple 

pathways underlying the etiology and pathology of skin aging. 

SUMMARY 0F-THE4NVENT10N 

10 Described herein are compounds of Formula I, IA, IB, II, IIA, IIB, III, IIIA, IIIB, IV, 

IVA, and IVB, pharmaceutical compositions that include such compounds, and methods of 

use thereof, for modulating LXR. Disclosedln ons aspeet is the topical administration of at 

least one liver X receptor (LXR) modulator described herein to the skin of a mammal in the 

treatment of dermal diseases, disorders or conditions. 

15 Provided herein are methods and compositions comprising topical administration of a 

liver X reccptor (LXR) modulator for treatment of dermal diseases, disorders or conditions. 

Dermal diseases, disorders or conditions include, but are not limited to, skin aging, scarring, 

psoriasis, dermatitis, eczema, urticaria, rosacea, burns, acne, or any other condition described 

herein. Dermal diseases or disorders also refer to pigmentary disorders including but not 

20 limited to vitiligo. Dermal diseases also refer to skin malignancies and cancer, including 

melanoma and metastatic forms of these diseases. 

In another embodiment is the use of a compound of Formula I, IA, IB, II, IIA, IIB, 

III, IIIA, IIIB, IV, IVA, and IVB, or a pharmaceutically acceptable salt, in the manufacture of 

a medicament for the treatment of a disease, disorder, or condition that would benefit from 

25 LXR modulation (such as any of the methods described herein). In another embodiment is 

the a compound of Formula I, IA, IB, II, IIA, IIB, III, IIIA, IIIB, IV, IVA, and IVB, or a 

pharmaceutically acceptable salt, for use in treatment of the treatment of a disease, disorder, 
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or condition that would benefit from LXR modulation (such as any of the methods described 

herein). 

Accordingly, provided herein are methods and compositions for maintenance of the 

dermal barrier and/or normalization of the dermal barrier and/or reducing injury to the 

5 dermal barrier and/or regeneration of the dermal barrier. 

Disclo^dfe-eRe^f^et^Fwided-hefeiB is a method for treating the epidermis of a 

mammalian subject suffering from a perturbed epidermal barrier function, said method 

comprising topically administering to said epidermis a topical composition comprising an 

active ingredient that is an activator of the liver X receptor (LXR), said active ingredient 

10 being present in a concentration that is effective in enhancing barrier development. 

Disclosedin another aspect, provided herein is a method for treating the epidermis or 

mucous membrane of a terrestrial mammalian subject suffering from a condition of disturbed 

differentiation or excess proliferation, said method comprising topically administering to said 

epidermis or mucous membrane a topical composition comprising an active ingredient that is 

15 an activator of the liver X receptor (LXR), said active ingredient being present in a 

concentration that is effective in enhancing barrier development. 

In some embodiments of the methods or compositions described above, the activator 

of LXR is a compound of Formula I, IA, IB, II, IIA, IIB, III, IIIA, IIIB, IV, IVA, and IVB as 

described herein. In some embodiments of the methods or compositions described above, the 

20 concentration of said active ingredient in the topical composition is from about 0.1 JIM to 

100 iiM. 

Disclosed-b>eHe^speet is the use of a LXR modulator in the manufacture of a topical 

formulation for use in the treatment of a dermal disease, disorder or condition in a mammal. 

Disclosedfaheae aspect is the use of a LXR modulator and a second therapeutic agent in the 

25 manufacture of a topical formulation for use in the treatment of a dermal disease, disorder or 

condition in a mammal. 

Disclosedis a compound of Formula (I): 

2 



S-. In another embodiment of the aforementioned embodiments is a compound of Formula I 

wherein X is -CH==CH-. 

Disclos^ifHH-iei^HBi^e-et is a compound of Formula (II): 

en) 
wherein: 

X is -0-, -S-, or -C(R6)-C(R6)-; 

Li is a bond, Cj-C^alkyl, or Cj-C^heteroalkyl; wherein Ci-Cgalkyl and Cj-

Cgheteroalkyl are optionally substituted with at least one R7; 

Lo is a Ci-Cealkyl, or Cj-Cgheteroalkyl; 

Ri is -C(=0)0R8; 

R2 is hydrogen, -OR9, -N(R9)2, -C(0)R9, -C(-0)N(R9)2, -C(=N-OH)R9, -

C(=S)N(R9)2, CrQalkyl, C3-Cscycloalkyl, Ci-Cehaloalkyl, Ci-Cgheteroalkyl, or optionally 

substituted heterocycloalkyl; 

R3 is hydrogen, halogen, Ci-C6alkyl, or Cj-Cehaloalkyl; 

R4 is aryl or heteroaryl; wherein aryl and heteroaryl are substituted with at least one 

R11; 

each R5 is independently halogen, Ci-Cgalkyl, or Ci-C6haloalkyl; 

each R«5 is independently hydrogen, halogen, Cj-Cgalkyl, or Cj-Cghaloalkyl; 

each R7 is independently CpCealkyl, Cs-Cgcycloalkyl, Ci-C6haloalkyl, Cj-

C6heteroalkyl, -Cj-Cgalkyl-aryl, optionally substituted aryl, or optionally substituted 

heteroaryl; 

each Rg, each R9, and each Rio are each independently hydrogen, Ci-QalkyI, Ci-

Ceheteroalkyl, -Ci-Cealkyl-aryl, aryl, or heteroaryl; 

each Rij is independently halogen, nitro, -ORJO, -N(RIO)2, -CN, -C(=0)RJO, -

C(=O)OR10, -C(-O)N(R10)2S ~NR10C(O)R10, -NR10SO2RI0, -SOR10, -S02RIO, -SO2N(R10)2, -

C(=0)0CH2SCH3, optionally substituted Ci-Cealkyl, optionally substituted C3-Cgcycloalkyl, 



optionally substituted Ci-Cehaloalkyl, optionally substituted Ci-Cgheteroalkyl, optionally 

substituted -Ci-Cealkyl-aryl, optionally substituted aryl, or optionally substituted heteroaryl; 

and 

n is 0-2; 

5 or a pharmaceutically acceptable salt, pharmaceutically acceptable solvate, or 

pharmaceutically acceptable prodrug thereof. 

In another embodiment is a compound of Formula II wherein L| is a bond. In another 

embodiment is a compound of Formula II wherein Lj is Cj-C^alkyl optionally substituted 

with at least one R7. In another embodiment is a compound of Formula II wherein Lj is -

10 CH2-. In a further embodiment is a compound of Formula II wherein Ri is -C(=0)0Rs, and 

Rg is C]-C6alkyl or Ci-Ceheteroalkyl. In a further embodiment is a compound of Formula II 

wherein Lj is Ci-Cealkyl. In a further embodiment is a compound of Formula II wherein R2 

is hydrogen. In another embodiment of the aforementioned embodiments is a compound of 

Formula II wherein R4 is phenyl substituted with one Rn. In another embodiment of the 

15 aforementioned embodiments is a compound of Formula II wherein R4 is phenyl substituted 

with one Rn, Rn is -SO2R10, and Rio is C]-C()alkyl. In another embodiment of the 

aforementioned embodiments is a compound of Formula II wherein R4 is phenyl substituted 

with at least two Rj 3. In another embodiment of the aforementioned embodiments is a 

compound of Formula II wherein R4 is phenyl substituted with at least two Ri 1 and each Ri 1 

20 is independently halogen, optionally substituted Ci-C6alkyl, -SO2R10, -NR10SO2R10, or -

S02N(RIO)2. In another embodiment of the aforementioned embodiments is a compound of 

Formula II wherein n is 0. In another embodiment of the aforementioned embodiments is a 

compound of Formula II wherein R3 is hydrogen. In another embodiment of the 

aforementioned embodiments is a compound of Formula II wherein R3 is halogen. In 

25 another embodiment of the aforementioned embodiments is a compound of Formula II 

wherein X is -0-. In another embodiment of the aforementioned embodiments is a 

compound of Formula II wherein X is -S-. In another embodiment of the aforementioned 

embodiments is a compound of Formula II wherein X is -CH=CH-. 

In one aspect, there is provided compound of Formula (III): 
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or a pharmaceutically acceptable salt thereof, wherein: 

L| is a bond; 

hi is a CVC^alkyh or Cj-CAeteroaikvl; 

R; is -C(=Q)ORK: 

R? is hydrogen. -ORQ. -NfRoV). -C(=Q)RQ. Ci-C^alkvl C-t-Cgcycloalkvl, Ci-

CrAaloalkvl. or optionally substituted heterocvcloalkvl; 

R ^ is hydrogen, halogen, Cj_-Q.alkvl, or CVGhaloalkvi; 

R/± is aryl or heteroaryl: wherein arvl and heteroaryl are substituted with at least one 

B=LU 
each Rj is independently halogen. Cj-C^alkyl. or C\-CAaloalkvl; 

each RT is independently Cx-C^alkyl. C^-Cscvcloalkvh CrCJialoalkyl, Cr 

CJieteroalkvL -C^-Cgalkyl-arvl. optionally substituted arvl. or optionally substituted 

heteroaryl: 

Rg is hydrogen. Ci-Qalkvl. C\-C,,heteroalkvl. -Ci-C^alkvl-arvL aryl. or heteroaryl: 

RQ Is hydrogen. Ci-0,alkvl. Q-Cjieteroalkyl. -Ci-Qaikvl-arvL arvl. or heteroaryl: 

each Rin are each independently hydrogen. G-Csalkyl. Ci-CAeteroalkyl. -Cj_-

0,alkyl-arvi. arvl. or heteroaryl; 

each R_n is independently halogen, nitro. -ORsn. -NfRutK -CN. -C(=0')RHU -

C(=0)0Rifu -C(=Q)N(RmY>. -"NRH)C(—Q)R,fu -NRl(lSQ2Rin. -SORIA. -SQ?Rm- -SO.NfRmK -

C(= O)QCII2SCHoptionally substituted Ci-C^alkyl. optionally substituted CVCgcycloalkyl. 

optionally substituted Ci-G,haloalkvl. optionally substituted CrGjieteroalkyl. optionally 

substituted -G-C^alkvl-arvl. optionally substituted arvl. or optionally substituted heteroaryl; 

Also provided is a compound of Formula (III): 
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n is 0-4; 

or a pharmaceutically acceptable salt, pharmaceutically acceptable solvate, or 

pharmaceutically acceptable prodrug thereof. 

In another aspect, there is provided a compound of Formula (IV): 

wherein: 

10 Ri is Ci.Cfi alkyl or CVCs alkenvl. wherein said Ci-O, alkyl is optionally substituted by 

1, 2. 3, or 4 substituents independently selected from hydoxy, C1-C4 alkoxy. and C1-C4 

haloalkoxv: 

U is a Ct-Cf,alkyl; 

R? is C(=0)ORQ: 

15 R^ is hydrogen or Ci-Chalky!; 

R4 is phenyl substituted with at least one Rn: 

each RQ is independently hydrogen or CrCUalkyl; 

each Rin is independently hydrogen or Cj_-C^alkyl; and 

each is independently halogen, nitro, -ORKK -N('RmV>, -CN. -C(=0)Rin. -

20 QO)OR,n. -Cf^OlNfRio)?. -NR1 nC( —0)R 1 n. -NRinSO?Rin. -SORin. -SO9R1 n. -SaNfRinK -

C(=Q )OCH2SCH2. Q-Qalkvl. or O-Q haloalkvl. wherein said CuCV alkyl is opt ion ally-

substituted by 1. 2, 3. or 4 substituents independently selected from cvano. hydoxv. C1-C4 

alkoxy. C1-C4 haloalkoxv. amino. C5-C4 alkvlamino. and difCVCU alkvPamino; 

provided that at least one Rn is -NRioCfKJiRio. -NRmSO?Rm, -SORm, -SO>Rm. or -

25 SQ?N( R1 oigz. 

DisclosedTH--tHtethe^sr?eet is a compound of Formula (IV): 
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(IV) 

wherein: 

Ri is Cj.Cft alkyl or C2-C6 alkenyl, wherein said C\.Ct alkyl is optionally substituted by 

5 1, 2, 3, or 4 substituents independently selected from hydoxy, C1-C4 alkoxy, and C1-C4 

haloalkoxy; 

L2 is a Ci.Ce alkyl; 

R2 is C(=G)OR9; 

R3 is hydrogen or Ci-C^alkyl; 

10 R4 is phenyl substituted with at least one R] 1; 

each R9 is independently hydrogen or Ci-Cealkyl; 

each R^ is independently hydrogen or Ci-C6alkyl; and 

each Rn is independently halogen, nitro, -ORJO, -N(RIO)2, -CN, -C(=0)Rio, -

C(=O)OR]0, -C(O)N(R10)2, -NR10C(=O)R10, -NR,0SO2R)0, -SOR10, -SO2R10, -SO2N(R10)2, -

15 C(^0)0CH2SCH3, C)-C6alkyl, or CrC6 haloalkyl, wherein said C^C6 alkyl is optionally 

substituted by 1, 2, 3, or 4 substituents independently selected from cyano, hydoxy, C1-C4 

alkoxy, C1-C4 haloalkoxy, amino, C1-C4 alkylamino, and di(C]-C4 alkyl)amino; 

provided that at least one Rn is -NRioC(=0)Rio, -NRIOS02RIO, -SOR10, ~S02Rio, or -

S02N(RIO)2; 

20 or a pharmaceutically acceptable salt, pharmaceutically acceptable solvate, or 

pharmaceutically acceptable prodrug thereof. 
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QA) 

wherein: 
Li and L? are each independently a bond, Ci-Chalky!, or Cj-Cfth.eteroalkvl: wherein Ci~ 

Cf,alkyl and Ci-Cfiheteroalkvl are optionally substituted with at least one R?; 
~~ R.) is halogen, -CF,. -ORfi. -N(R«K -C(-Q)R,. -C(=Q)ORs, -C(=Q)N(R«K -C(-N~ 

OH)Rg. -C(=S)N(Rg)2, Ci -Chalky!. Ci-C^heteroalkyl, or optionally substituted C?-
C-?heterocvcloalkvl; 

R2 is -C(-Q)ORc): 
RT is hydrogen, halogen. Cj-Q,alkyl. or Ci-O,haloalkvl: 

each R? is independently Ci-Csalkvh C^-CacycloalkvL C:-C^hal.oalkvh Ci-
Cfjieteroalkyl. -Ci-Qalkyl-aryl optionally substituted arvl or optionally substituted 
heteroaryl; 

each Rx- each Ro. and each Rm are each independently hydrogen. Cj-C^alkvl. Ct-
CAheteroalkvL -Ci-Qalkyl-arvL arvl. or heteroaryl; 

m is 0 or 1: 
Riia is -NRinSOzRio. -SQRm. -SQRm- or -SO?N(RuiV>; 

each Ri i is independently halogen, nitro. -OR.m, -N(Rm)?, -CN. -C(=Q)Rin. -
C(=0)0Rm. -C(=0)N(Rinb. -NRmCf—Q)Rin. -NRmSQ2Rm. -SQRm, -SQ2Rjfi. -SO?N(Rm)2. -
C(=0)OCHoS CH optionally substituted C^-C^alkvl. optionally substituted Cg-CgcvcloalkvL 
optionally substituted Ci-CVfraloalkyl, optionally substituted CVQheteroalkvl. optional Iv 
substituted -Ci-G,alkvl-aryl. optionally substituted aryl. or optionally substituted heteroaryl; 
or a pharmaceutically acceptable salt thereof. 

In another aspect, there is provided a compound of Formula (II): 
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or a pharmaceutically acceptable salt thereof, wherein: 

Xis~C(R(>C(R6)-; 

L\_ is a bond, €i-C'^alkyl. or Q-G,heteroalkvl: wherein Ci-Cisalkvl and Ci-CJieteroalkyl 

are optionally substituted with at least one R?; 

I/? is a Ci-Of,alkyl, or Ci-Cvheteroalk.yl 

Ri is -Cf=Q)ORx; 

Csheteroalkvl. -C\-C^alkvl-arvl. optionally substituted aryl, or optionally substituted 

Ci^OiOCH-^SCFh. optionally substituted G-Q.alkvl., optionally substituted C^-CgcycloalkyL 

compound of any one of the Formulae described herein, or a pharm aceutically acceptable salt 

thereof and a pharmaceutically acceptable carrier. 
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PiscIosedfi-HAiiothcr aspeet is a pharmaceutical composition comprising a compound 
of Formula I, IA, IB, II, IIA, IIB, III, IIIA, IIIB, IV, IVA, and IVB, or a pharmaceutically 
acceptable salt thereof, and a pharmaceutically acceptable carrier. 

in another aspect, there is provided use of a compound according to any one of the 
5 Formulae described herein, or a pharmaceutically acceptable salt thereof, in the manufacture 

of a medicament for treating a dermal disease, disorder or condition selected from skin aging, 
scarring, psoriasis, dermatitis, eczema, urticaria, rosacea, burns, and acne in a mammal. 

Disclosed-ki-afte&eF-aflPect is a method of treating a disease, disorder or condition in a 
mammal that would benefit from LXR modulation comprising administering to the mammal 

10 a compound of Formula I, IA, IB, II, IIA, IIB, III, IIIA, IIIB, IV, IVA, and IVB, or a 
pharmaceutically acceptable salt, pharmaceutically acceptable solvate, or pharmaceutically 
acceptable prodrug thereof. 

In a further embodiment is a method of treating a disease, disorder or condition in a 
mammal that would benefit from LXR modulation comprising administering to the mammal 

15 a compound of Formula I, IA, IB, II, IIA, IIB, III, IIIA, IIIB, IV, IVA, and IVB,or a 
pharmaceutically acceptable salt, pharmaceutically acceptable solvate, or pharmaceutically 
acceptable prodrug thereof; wherein the disease, disorder or condition in a mammal is a 
dermal disease, disorder or condition selected from skin aging, scarring, psoriasis, dermatitis, 
eczema, urticaria, rosacea, burns, and acne. 

20 In another aspect, there is provided a method of modulating LXR activity comprising 
contacting LXR. or portion thereof, with a compound according to any one of the Formulae 
described herein, or a pharmaceutically acceptable salt thereof. 

Disclosed In another aspeet is a method of modulating LXR activity comprising 
contacting LXR, or portion thereof, with a compound of Formula I, IA, IB, II, IIA, IIB, III, 

25 IIIA, IIIB, IV, IVA, and IVB, or a pharmaceutically acceptable salt, pharmaceutically 
acceptable solvate, or pharmaceutically acceptable prodrug thereof. 

INCORPORATION BY REFERENCE 
All publications, patents, and patent applications mentioned in this specification are 

30 herein incorporated by reference to the same extent as if each individual publication, patent, 
or patent application was specifically and individually indicated to be incorporated by 
reference. 

DETAILED DESCRIPTION OF THE INVENTION 
35 LXR was first described by Willy, P. J., et al., "LXR, a nuclear receptor that defines a 

distinct retinoid response pathway," Genes & Development 9:1033-1045 (Cold Spring 
Harbor Laboratory Press). 
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WHAT IS CLAIMED IS: 

1. A compound of Formula (III): 

R1-L1 

or a pharmaceutically acceptable salt thereof, wherein: 

Li is a bond, Ci-Cealkyl, or Ci-Ceheteroalkyl; wherein pi-C6alkyl and Ci-

Cgheteroalkyl are optionally substituted with at least one Ri/ 

L2 is a Ci-Cealkyl, or Ci-C6heteroalkyl; 
Ri is -C(=0)0Rg; 

R2 is hydrogen, -OR9, -N(RS)2, -C(=0)R/-C(=0)N(RP)2, -C(=N-OH)R9, -

C(=S)N(R9)2, Ci-Cealkyl, O-Cscycloalky!., Gf-Cshaloalkyl, Ci-Csheteroalkyl, or optionally 

substituted heterocycloalkyl; 

R3 is hydrogen, halogen, C1-C6alkyl, or Ci-Qhaloalkyl; 

R4 is aryl or heteroaryl; v^herein aryl and heteroaryl are substituted with at least one 

Rs 1; 

each Rs is independently halogen, Ci-Cealkyl, or Ci-Gshaloalkyl; 

each R? is independently Ci-Cealkyl, C3-Cscycloalkyl, Ci-Cehaloalkyl, Ci-
/ 

C6heteroalkyl, -C^-Cealkyl-aryl, optionally substituted aryl, or optionally substituted 

heteroaryl; // 

Rs is^iydrogen, Ci-Cealkyl, Ci-Ceheteroalkyl, -Ci-C6alkyl-aryl, aiyl, or heteroaryl; 

Rg is hydrogen, Ci-Csalkyl, Ci-Ceheteroalkyl, -Ci-Cealkyl-aryL, aryl, or heteroaryl; 

/ each Rio are each independently hydrogen, Ci-C6alkyl, Ci-C6heteroalkyl, -Ci-

^yE^alkyl-aryl, aryl, or heteroaryl; 

each R11 is independently halogen, nitro, -OR10, -N(RIO)2, -CN, -C(=0)Rio, -

C(=O)ORi0s -C(=0)N(RIO)2, -MRIOC(=0)RIO, -NR10SO2R10, -SORio, -SO2R10, -S02N(Rio)2, -

C(=:0)0CH2SCH3, optionally substituted Ci-C6alkyl, optionally substituted C3-C8cycloalkyl, 

i"4i~ 
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optionally substituted Ci-C6haIoalkyl, optionally substituted Ci-Cfiheteroalkyl, optionally 

substituted -Ci-Cealkyl-aryl, optionally substituted aryl, or optionally substituted heteroaryl'; 

and 

n is 0-4. 

2. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein L2 

is a Ci-C<>alkyl and R2 is hydrogen. 

3. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein -L2-

R2 is isobutyl. 

4. The compound of any one of claims 1-3, or a pharmaceutically acceptable salt 

thereof, wherein Li is a bond. 

5. The compound of any one of claims lA, or a pharmaceutically acceptable salt 

thereof, wherein Ri is -C(=0)0Rs, and Rr'is hydrogen or Ci-C6alkyl. 

6. The compound of any one pf claims 1 -4, or a pharmaceutically acceptable salt 

thereof, wherein Ri is -C(=0)C^8, and Rs is ethyl. 

7. The compound c)/claim 1, or a pharmaceutically acceptable salt thereof, wherein Ri 

is C(:O)0Rs, Rs is Gi-Cfialkyl, Li is a bond, L2 is a Ci-Cealkyl, and R2 is hydrogen. 

8. The compound of any one of claims 1-7, or a pharmaceutically acceptable salt 

thereof, wherein n is 0. 

9. / The compound of any one of claims 1 -8, or a pharmaceutically acceptable salt 

^hereof, wherein R« is phenyl substituted with at least one Rn. 
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10. The compound of any one of claims 1 -9, or a pharmaceutically acceptable salt 

thereof, wherein at least one Rn is -NR10SO2R10, -SORio, -SO2R10, or -SC>2N(RIO)2. 

11. The compound of any one of claims 1 -9, or a pharmaceutically acceptable salt 

thereof, wherein at least one Rn is -SO2R10. 

12. The compound of claim 10 or 11, or a pharmaceutically acceptable silt thereof, 

wherein each Rio is independently C1-C6 alkyl. 

13. The compound of any one of claims 1-8, or a pharmaceuj-fcally acceptable salt 

thereof, wherein R4 is phenyl substituted with one Rn, wherein Rn is -SO2R10 and Rio is Ci-

Cealkyl; or R4 is phenyl substituted with two Rn, and onp4tu is -SO2R10 and one R11 is 

optionally substituted Ci-Cealkyl. 

14. The compound of any one of claims 1-^13, or a pharmaceutically acceptable salt 

thereof, wherein "optionally substituted'^rp.eans substituted by 1, 2, 3, or 4 substituents 

independently selected from halo, cyano, C1-C4 alkyl, C2-C4 alkenyl hydoxy, C1-C4 alkoxy, 

CI-CA haloalkyl, C1-C4 haloalkoxy^rnino, C1-C4 alkylamino, and di(Ci-C4 alkyl)amino. 

15. The compound of art/one of claims 1-8, wherein the compound is a compound of 

Formula (IIIA): 

Ri—R; 

(IIIA) 

wherein: 

m is 0 or 1; and 

Riia is -NR10SO2R10, -SORio, -SO2R10, or -S02N(Rio)2; 

_____ __m 
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or a pharmaceutically acceptable salt thereof. 

16. The compound of any one of claims 1-8, wherein the compound is a compound^ 

Formula (IIIB): 
O 

Ri—L' R 

(IIIB) 

wherein m is 0 or 1; 

or a pharmaceutically acceptable salt thereof. 

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

Li is a bond; 

Ri is -C(=0)0Rs; 

Rs is hydrogen or Ci-C6alkyl>, 

Lz is a Ci-Csalkyl; 

R2 is hydrogen; 

R4 is phenyl substituted with at least one Rn; 

each Rn is independently CI-CG alkyl, -NR10SO2R10, -SOR10, -SO2R10, or -

S02N(R].O)2; whereu/said C1-C6 alkyl is optionally substituted by 1 hydroxy; 

provided/fnat at least one Rn is -NR10SO2R10, -SQR10, -SO2R10, or -S02N(RIO)2; 

each Rio is independently Ci-Ce alkyl; 

n is 0; and 

/'R? is hydrogen. 

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

Li is a bond; 

Ri is -C(=0)0Rs; 
-— — - —• H4— 



Rs is hydrogen or Ci-Cealkyl. 

L2 is a Ci-Gsalkyl; 

R2 is hydrogen; 

R.4 is phenyl substituted with at least one R11; 

eachRn is independently CI-CG alkyl, -NR10SO2R10, -SOR10, -SO2RA or -

S02N(Rio)2; wherein said Ci-Ce alkyl is optionally substituted by 1 hydroxy; 

provided that at least one R11 is -S02N(Rio)2; / 

each Rio is independently Ci-Ce alkyl; 

n is 0; and 

R3 is hydrogen. 

19. The compound of claim 1, selected from: 

SO2CH3 

O / ,and 0 

or a pharmaceutically acceptable salt thereof. 

20. A compound of Formula (IV): 

*2^ 

(IV) 

^herein: 
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Ri is CuC6 alkyl or C2-C6 alkenyl, wherein said C1-C6 alkyl is optionally substituted 

1, 2, 3, or 4 substituents independently selected from hydoxy, C1-C4 alkoxy, and C1-C1 

haloalkoxy; 

L2 is a Ci-Ce alkyl; 

R2 is C(=0)0R9; 

R3 is hydrogen or Ci-C6alkyl; 

R4 is phenyl substituted with at least one R11; 

each R9 is independently hydrogen or Ci-Ccalkyl; 

each Rio is independently hydrogen or Ci-Csalkyl; and 

each Rn is independently halogen, nitro, -OR10, -N(RI^2, -CN, -C(=0)Rio, -

C(0)C)Rio, -C(0)M(RIO)2, -NRIOC(=0)RIO, -NRIOS02R.^SORIO, -SO2R30, -S02N(Rio)2, -

C(=0)0CH2SCH3, Ci-Cealkyl, or Ci-Ce haioalkyi, wherein said C1-C6 alkyl is optionally 

substituted by 1,2, 3, or 4 substituents independent!^selected from cyano, hydoxy, Ci-C4 

alkoxy, C1-C4 haloalkoxy, amino, C1-C4 alkylamiiio, and di(Ci-C4 alkyl)amino; 

provided that at least one R11 is -NRi9,d(^0)Rio, -NRIOS02RIO, -SOR10, -SO2R10, or -

SChN(Rio)2. / 
/ / 

/ 
21. The compound of claim 20,/6r a pharmaceutically acceptable salt thereof, wherein Ri 

is C2-C4 alkenyl or C1-C3 alkyl, wherein said C1-C3 alkyl is optionally substituted by 1 

hydroxy. 

/ 
22. The compound" of claim 20, or a pharmaceutically acceptable salt thereof, wherein Ri 

is -C(=CH2)CH3, is6propyl, or-QCH^OH. 

23. The^dompound of any one of claims 20-22, or a pharmaceutically acceptable salt 

thereof, .Wherein L% is -CH2-. 

2,4'! The compound of any one of claims 20-22, or a pharmaceutically acceptable salt 
/ 

/ thereof, wherein -L2-R2 is -CH2C(=0)0RP, wherein R9 is hydrogen or C1-C6 alkyl. 
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25. The compound of any one of claims 20-22, or a pharmaceutically acceptable salt 

thereof, wherein -L2-R2 is -CH2C(=0)0R.9, wherein R9 is hydrogen, methyl, or ethyl. 
f / 

26. The compound of any one of claims 20-25, or a pharmaceutically acceptable salt 
/ 

thereof, wherein. R3 is hydrogen. y7 

/ 
/ 

27. The compound of any one of claims 20-26, or a pharmaceuticall/acceptable salt 

thereof, wherein R4 is phenyl substituted with at least one R11. 

/ / 
28. The compound of any one of claims 20-27, or a pharmaceutically acceptable salt 

thereof, wherein at least one Rn is -NRioSChRio, -SGRio/^SthRio, or -SChN(Rio)2. 

/ 
29. The compound of any one of claims 20-27./br a pharmaceutically acceptable salt 

thereof, wherein at least one Rn is -SO2R10. 

30. The compound of claim 28 or 2^<or a pharmaceutically acceptable salt thereof, 

wherein each Rio is independently Qj/Ce alkyl. 

31. The compound of claijtfi 28 or 29, or a pharmaceutically acceptable salt thereof, 

wherein, each Rio is methyl. 

32. The compound of any one of claims 20-26, or a pharmaceutically acceptable salt 

thereof, wherem/K4 is phenyl substituted with one R11, wherein Rn is -SO2R10 and Rio is Ci-

C6alkyl; or RA is phenyl substituted with two Rn, and one Rn is -SO2R10 and one Rn is 

optional)^ substituted Ci-Cealkyl. 

33^ The compound of any one of claims 20-26 , wherein the compound is a compound of 

Formula (IVA): 
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/ 

/ 

(IVA) 

wherein: 

m is 0 or 1; and 

Riu is -NR10SO2R10, -SORio, -SO2R10, or -S02N(RIO)2; 

or a pharmaceutically acceptable salt thereof. 

34. The compound of any one of claims 20-26, wherein the compound is a compound of 

Formula (IVB): / 
/ 

JO 

wherein m is 0 or 1; 
/ 

or a pharmaceutically acceptable salt thereof. 

35. The compoundbf claim 20, or a pharmaceutically acceptable salt thereof, wherein: 

Ri is C2-Q/alkenyl or C1-C3 alkyl, wherein said C1-C3 alkyl is optionally substituted 

by 1 hydroxy; / 

-L2-R21S -CH2C(=0)0R9; 

Rois hydrogen or Ci-Ce alkyl; 
/ 

^ R4 is phenyl substituted with at least one Rn; 

/ each Rn is independently Ci-Cs alkyl, -NR10SO2R10, -SOR10, -SO2R10, or -

S02N(RIO)2; wherein said C1-C6 alkyl is optionally substituted by 1 hydroxy; 
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provided that at least one Rn is -NR10SO2R10, -SORIO, -SCteRjo, or -S02N(RIO)2^ 

each Rio is independently Ci-Ce alkyl; and 

R3 is hydrogen. 

36. The compound of claim 20, or a pharmaceutically acccptable salt thereof, wherein: 

Ri is C2-C4 alkenyl or C1-C3 alkyl, wherein said C1-C5 alkyl is optionally substituted 

by 1 hydroxy; 

-L2-R2 is -CH2C(=OPRS; 

R9 is hydrogen or Ci-Ce alkyl; 

R4 is phenyl substituted with at least one R11; 

each Rn is independently Ci-Ce alkyl, -NRioSChRi^ -SOR10, -SO2R10, or -

S02lSl(R]o)2; wherein said Ci-Cs alkyl is optionally substituted by 3 hydroxy; 

provided that at least one R11 is -S02N(RIO)2:/' 

each Rio is independently C1-C6 alkyl; ancr 

R? is hydrogen. 

The compound of claim 20, seated from: 

9"\ o 
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or a pharmaceuetically acceptable salt thereof. 

38. A compound of Formula (I): 

wherein: 

X is -0-, -S-, or ~C(R6>=C(R<s)-r 
/ 

Li and L2 arc cach independently a bond, Ci-Ccalkyl, or Ci-Ceheteroalkyl; wherein. Ci-

C6alkyl and Ci-Cfiheteroalkyl are optionally substituted with at least one R7; 

Ri is halogen, -CF3, .dRs, -N(Rs)2, -C(=0)Rs, -C(=0)0R&, -C(=0)N(Rs)2f -C(=N-

OH)Rg. -C(=S)N(Rs)2,j2i-C6alkyl, Ci-C6heteroalkyl, or optionally substituted C2-

C7heterocycloalkyl;// 

R2 is -C(=0)ORs; 

R3 is hydrogen, halogen, Ci-Cealkyl, or Ci-CshaloaLkyl; 

R4 is/aryl or heteroaryl; wherein aryl and heteroaryl are substituted with at least one 

Rn; / 

/each Rs is independently halogen, Ci-Csalkyl, or Ci-Cehaloalkyl; 

each Re is independently hydrogen, halogen, Ci-Ccalkyl, or Ci-Cehaloalkyl; 
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each R7 is independently Ci-C6alkyl, Cs-Cscycloalkyl, Ci-Cehaloalkyl, Ci-

Ceheteroalkyl, -Ci-Ccalkyl-aryl, optionally substituted aryl, or optionally substituted 

heteroaryl; 

each Rs, each R9, and each Rio are each independently hydrogen, Ci-C6alkyl/Ci-

Ceheteroalkyl, -Ci-Csalkyl-aryl, aryl, or heteroaryl; 

each Rn is independently halogen, nitro, -OR10, -N(RIO)2, -CN, -C(=0)Rio, -

C(=O)ORi0, -C(=0)N(RIO)2, -NRIOC(0)RIO, -NR10SO2R10, -SOR10, -S^Rio, -S02N(RIO)2, -

C(=0)0CH2SCH3, optionally substituted Ci-Csalkyl, optionally substituted C3-Cscycloalkyl, 

optionally substituted Ci-Cehaloalkyl, optionally substituted Ci-Cfiheteroalkyl, optionally 

substituted -Ci-C<>alkyl-aryl. optionally substituted aryl, or optionally substituted heteroaryl; 

and /// 

n is 0-2; / 
/ 

or a pharmaceutically acceptable salt thereof. / 

39. The compound of claim 38, or a pharmaceutically acceptable salt thereof, wherein X 

is -S-. 

/ 
40. The compound of clain^,38, or a pharmaceutically acceptable salt thereof, wherein X 

is -CH-CH-. / 
/ 

/ 
41. The compound of claim 40, or a pharmaceutically acceptable salt thereof, wherein L2 

is -CH2-. 

42. Tire compound of any one of claims 40-41, or a pharmaceutically acceptable salt 

thereofwherein R2 is -C(=0)0R9; and R9 is hydrogen or Ci-Cealkyl. 
/ / 

43. The compound of claim 42, or a pharmaceutically acceptable salt thereof, wherein R9 

is hydrogen, methyl or ethyl. 
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44. The compound of any one of cl aims 40-43, or a pharmaceuticaliy acceptable salt 

thereof, wherein Li is a bond. 

45. The compound of claim 44, or a pharmaceutically acceptable salt thereof, whereinXi 

is Ci-Gs alkyl or-CF3. 

46. The compound of any one of claims 40-43, or a pharmaceutically acceptable salt 

thereof, wherein Lt is Ci-Ce alkyl; and Ri is -ORs. 

47. The compound of any one of claims 40-43, or a pharmaceutically acceptable salt 

thereof, wherein -Li-Ri is isopropyi, -CF3, and -C(CH3)20H. / 
/ 

48. The compound of any one of claims 40-47, or a pharmaceutically acccptable salt 

thereof, wherein n is 0. / 
/ / y 

49. The compound of any one of claims^-0-48, or a pharmaceutically acceptable salt 

thereof, wherein R3 is hydrogen. / 

/ 
50. The compound of any one-Of claims 40-49, or a pharmaceutically acceptable salt 

/ 
thereof, wherein R4 is phenyl^ubstituted with at least one Rn. 

/ 
/* 

/ 
51. The compound/6f any one of claims 40-50, or a pharmaceutically acceptable salt 

thereof, wherein at-i'east one R11 is -NRioSChRio, -SORio, -SO2R10, or -S02N(RIO)2. 

52. The compound of any one of claims 40-50, or a pharmaceuticaliy acceptable salt 

thereof, wherein at least one Rn is -SO2R10. 

53. The compound of claim 51 or 52, or a pharmaceutically acceptable salt thereof, 

wherein each Rio is independently Ci-Ce alkyl. 
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54. The compound of any one of claims 40-49, or a pharmaceutically acceptable salt 

thereof, wherein R.4 is phenyl substituted with one Rn, wherein Rn is -SO2R10 and RKI is j£\-

Qalkyl; or R4 is phenyl substituted with two Rn, and one Rn is -SO2R10 and one Ru 

optionally substituted Ci-Cealkyl. 

55. The compound of any one of claims 40-54, or a pharmaceutically acceptable salt 

thereof, wherein "optionally substituted" means optionally substituted by 1, 2, 3, or 4 

substituents independently selected from halo, cyano, C1-C4 alkyl, C/-C4 alkenyl, hydoxy, 

Ci-C4 alkoxy, Ci-C4 haloalkyl, C1-C4 haloalkoxy, amino, Ci-C4 ^1'lcylamino, and di.(Cj-C4 

aikyl)amino. 

56. The compound of any one of claims 40-49, wherein the compound is a compound of 

Formula (IA): 

Rl1a 
R2V., 

wherein: 

m is 0 or 1; and, 

Riia is -NRip£sChRios -SOR10, -S02Rio, or -S02N(RIQ)2; 

or a pharmaceutically acceptable salt thereof. 

57. Tfre compound of any one of claims 

Formula (IB): 

)-49, wherein the compound is a compound of 

4-53-
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(IB) 

wherein misOor 1; 

or a pharmaceutically acceptable salt thereof. 

58. The compound of claim 40, or a pharmaceutically acceptable salt thereof, wherein: 

X is -CH=CH-; 

L2 is Ci-C6alkyl; 

R2 is -C(=0)0R9; 

R9 is hydrogen or Ci-Csalkyl; 

Li is a bond; and Ri is Ci-Cc alkyl or^CFj; or 

Li is C1-C6 alkyl; and Rs is -ORs; / 

R4 is phenyl substituted with a^/least one Rn; 

each Ra is independently Cr-Co alkyl, -NRioSthRio, -SOR10, -SO2R10, or -

S02N(RIO)2; wherein said Ci-C/alkyl is optionally substituted by 1 hydroxy; 

provided that at leas^ne R11 is -NR10SO2R10, -SOR10, -SO2R10, or -S02N(RIO)2; 

each R30 is independently Ci-Ct> alkyl; 
/ 

n is 0; and / 
/ 

R3 is hydrogen. 

59. The'compound of claim 40, or a pharmaceutically acceptable salt thereof, wherein: 

yk. is -CHCH-: 

/ L2 is Ci-Cealkyl; 

/ R2is-C(-0)0R9; 

R5 is hydrogen or Ci-Cealkyl; 

Li is a bond; and Ri is CI-CG alkyl or -CF3; or 
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Li is C]-C6 alkyl; and Ri is -ORs; 

RA is phenyl substituted with at least one Rn; 

each Rn is independently C1-C6 alkyl or -SO2R10; wherein said C1-C6 alkyl is 

optionally substituted by 1 hydroxy; 

provided that at least one R11 is -SChRio; 

each Rio is independently C1-C6 alkyl; 

n is 0; and 

R3 is hydrogen. 
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or a pharmaceutically acceptable salt thereof. 

61. A compound of Formula (II): 

R2\ L2 (Rs)n 

N 

Ri Li R3 

(II) 

or a pharmaceutically acceptable salt thereof, wherein: 

X is -0-, -S-, or -C(R6)=C(R6)-; 

LI is a bond, Ci-C6alkyl, or Ci-C6heteroalkyl; wherein Ci-Cealkyl and Ci-C6heteroaikyl 

are optionally substituted with at least one R7; 

L2 is a Ci-Cealkyl, or Ci-Ceheteroalkyl; 

Ri is -C(=0)0R§; 

R2 is hydrogen, -ORs, -N(Rs)2, -C(=0)Rs/C(=0)N(R<>)2, -C(=N-OH)Rs, -C(=S)N(R9)2, 

Ci~G>alkyl, Cj-Cscycloalkyl, Cj-Cehaloalkyl/Ci-Cfiheteroalkyl, or optionally substituted 
/ 

heterocycloalkyl; ^ 

R3 is hydrogen, halogen, Ci-Qalkyl, or Ci-Cehaloalkyl; 

R4 is aryl or heteroaryl; wherein aryl and heteroaryl are substituted with at least one 

R11; / 

each R5 is independently halogen, Ci-Cealkyl, or Ci-Cehaloalkyl; 

each Re is independently hydrogen, halogen, Ci-C6alkyl, or Ci-C6haloalkyl; 

each R? is independently Ci-Coalkyl, Cs-Cscycloalkyl, Ci-Cehaloalkyl, Ci-

Cfiheteroalkyl, -Qi-Ceallcyl-aryl, optionally substituted aryl, or optionally substituted 

heteroaryl; y 

each/Rs, each Ra, and cach Rio arc cach independently hydrogen, Ci-Cealkyl, Ci-
/ 

Cehet^rbalkyl, -Ci-Cealkyl-aryl, aryl, or heteroaryl; 

/" each R11 is independently halogen, nitro, -GRio., -N(Rio)2, -CN, -C(=;0)Rio( -
/ 

/C(=O)ORi0, -C(=0)N(RIO)2, -NRIOC(=0)RJO, -NR10SO2R10, -SOR10, -SO2R10, -S02N(RIO)2, -

C(=0)0CH2SCH3, optionally substituted Ci-Cealkyl, optionally substituted C3-Cscycloalkyl, 



optionally substituted Ci-Cehaloalkyl, optionally substituted Ci-C6heteroalkyI, optionally 

substituted -Ci-Ccalkyl-aryl, optionally substituted aryl, or optionally substituted heteroaryl;, 

and 

n is 0-2. 

62. The compound of claim 61, or a pharmaceutically acceptable salt thereof, wherein X 

is -S-. 

63. The compound of claim 61, or a pharmaceutically accepta£i£ salt thereof, wherein X 

is -CH=CH-. 

64. The compound of claim 63, or a pharmaceutical^ acceptable salt thereof, wherein Li 

is a bond. 

65. The compound of claim 64, or a pharmaceutically acceptable salt thereof, wherein Ri 

is a -C(=zO)ORs; and Rg is hydrogen or pi-Csalkyl. 

/ / 
66. The compound of claim p5, or a pharmaceutically acceptable salt thereof, wherein Rs 

/ 
is hydrogen, methyl, or ethyl/7 

67. The compound of any one of claims 63-66, or a pharmaceutically acceptable salt 

thereof, wherein Ld'is Ci-Csalkyl. 

68. T^compound of claim 67, or a pharmaceutically acceptable salt thereof, wherein R2 

is hydrogen. 
/ / / 

4*9. The compound of any one of claims 63-66, or a pharmaceutically acceptable salt 

thereof, wherein -L2-R2 is isobutyl. 
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70. The compound of any one of claims 63-69, or a pharmaceutically acceptable salt 

thereof, wherein n is 0. 

71. The compound of any one of claims 63-70, or a pharmaceutically acceptable salt 

thereof, wherein Rs is hydrogen. 
/ / 

72. The compound of any one of claims 63-7.1, or a pharmaceutically acceptable salt 

thereof, wherein R4 is phenyl substituted with at least one Rn. / 
j' 

/ 

73. The compound of any one of claims 63-72, or a pharmaceutical^ acceptable salt 
/ 

thereof, wherein at least one Rn is -NR10SO2R10, -SOR10, -SO2R10, or -S02N(RIO)2. 
/ 

/ 
74. The compound of any one of claims 63-72, ofk pharmaceutically acceptable salt 

/ 
thereof, wherein at least one Rn is -SO2R10. 

/ 

75. The compound of claim 73 or 74,0/1 pharmaceutically acceptable salt thereof, 

wherein each Rio is independently Ci-Ge alkyl. 

76. The compound of any one of claims 63-71, or a pharmaceutically acceptable salt 

thereof, wherein R4 is phenyl substituted with one R11, wherein Rn is -SO2R10 and Rio is Ci-

C6alkyl; or R4 is phenyl substituted with two R11, and one R11 is -SO2R10 and one Rn is 

optionally substituted C1 -Csalkyl. 

77. The compound of any one of claims 63-76, or a pharmaceutically acceptable salt 

thereof, wherein "optionally substituted" means optionally substituted by 1, 2, 3, or 4 

substituents independently selected from halo, cyano, C1-C4 alkyl, C2-C4 alkenyl, hydoxy, 

C1-C4 alkoxy, C1-C4 haloalkyl, C1-C4 haloalkoxy, amino, C1-C4 alkylamino, and di(Ci-C4 

alkyl) amino. 
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78. The compound of any one of claims 63-71, wherein the compound is a compound of 

Formula (IIA): 

Rl1a 

wherein: 

m is 0 or 1; and 

Riia is -NR30SO2R10, -SORio, -SO2R10, or -S02N(Ri#2; 

or a pharmaceuticaliy acceptable salt thereof. 

79. The compound of any one of claims 63-7J/wherein the compound is a compound of 

Formula (IIB): 
O 

wherein m is/0 or 1; 

or a pharmaceutically acceptable salt thereof. 

80. Th6 compound of claim 63, or a pharmaceutically acceptable salt thereof, wherein: 

/X is -CH==CH-; 

/ Ri is a -C(=0)0Rs; and Rs is hydrogen or Ci-Ccialkyl; 

L2 is Ci-C6alkyl; 

R2 is hydrogen; 

R4 is phenyl substituted with at least one R11; 
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each Rn is independently Ci-Ce alkyl, -NR10SO2R10, -SOR10, -SO2R10, or -

S02N(RIO)2; wherein said Ci-Ce alkyl is optionally substituted by 1 hydroxy; 

provided that at least one Rn is -NR10SO2R10, -SOR10, -SO2R10, or -S02N(RIG)2; 

each Rio is independently Ci-C-6 alkyi; 

n is 0; and 

R3 is hydrogen. 

81. The compound of claim 63, or a pharmaceuticaliy acceptable salt tj) reof, wherein: 

X is -CH=CH-; 

Ri is a -C(=0)0R8; and Rs is hydrogen or Ci-Cealkyl; 

L2 is Ci-Cealkyl; 

R2 is hydrogen; 

R4 is phenyl substituted with at least one R11; 

each Rn is independently Ci-C6 alkyl or-SCtelJ/o; wherein said Ci-C6 alkyi is 

optionally substituted by 1 hydroxy; 

provided that at least one R11 is -SChRipf 

each Rio is independently Ci-Ce alkyl; 

n is 0; and 

R3 is hydrogen. / 

82. The compound of clajm 63, selected from: 

S02CH3 S02CH3 

S02CH3 

, and O 
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CH2OH H3C GOOEt X 

CH2OH 

'Cryzr Cryr M •• 
and H° 

/ 
or a pharmaceutically acceptable thereof. 

84. A pharmaceutical composition comprising a compound of any one of claims 1-83, or 

a pharmaceutically acceptable salt thereof, and. a pharmaceutically acceptable carrier. 

85. ^method of treating a disease, disorder or condition in a mammal that would benefit 

from LXR modulation comprising administering to the mammal a compound according to 

any one of claims 1-83, or a pharmaceutically acceptable salt thereof. 
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WHAT IS CLAIMED IS: 

1. A compound of Formula (III): 

(III) 

or a pharmaceutically acceptable salt thereof, wherein: 

Li is a bond; 

L2 is a Ci-Qalkyl, or Ci-Csheteroalkyl; 

Ri is -C(=0)0Rs; 

R2 is hydrogen, -OR9, -N(R9)2, -C(=0)R9, Ci-Cgalkyl, C3-C§cycloalkyl, C]-

C6haloalkyl, or optionally substituted heterocycloalkyl; 

R3 is hydrogen, halogen, Ci-C6alkyl, or Ci-C6haloalkyl; 

R4 is aryl or heteroaryl; wherein aryl and heteroaryl are substituted with at least one 

Rn; 

each R5 is independently halogen, Ci-C6alkyl, or Q-Qhaloalkyl; 

each R7 is independently Cj-Caalkyl, C3-C8cycloalkyl, Cj-Cehaloalkyl, Cj-

Cgheteroalkyl, -Ci-Cealkyl-aryl, optionally substituted aryl, or optionally substituted 

heteroaryl; 

Rg is hydrogen, C]-C6alkyl, Ci-C6heteroalkyl, -Cj-Qalkyl-aryl, aryl, or heteroaryl; 

R9 is hydrogen, Q^alkyl, Ci-Cgheteroalkyl, -Ci-C6alkyl-aryl, aryl, or heteroaryl; 

each Rio are each independently hydrogen, Ci-Cgalkyl, Ci-C6heteroalkyl, -Ci-

Ggalkyl-aryl, aryl, or heteroaryl; 

each Rn is independently halogen, nitro, -OR10, -N(Rio)2, -CN, -C(=0)Rio, -

C("O)OR10, -C(=O)N(RI0)2, -NR10C(=O)RI0J -NR1(>SO2R10, -SOR10S -S02RIO, -SO2N(R10)2, -

C(-0)0CH2SCH3, optionally substituted Ci-C6alkyl, optionally substituted C3-Cgcycloalkyl, 

optionally substituted Ci-Cghaloalkyl, optionally substituted Ci-Cgheteroalkyl, optionally 
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substituted -Ci-C6alkyl-aryl, optionally substituted aryl, or optionally substituted heteroaryl; 

and 

n is 0-4. 

(IIIA) 

wherein: 

m is 0 or 1; and 

Riia is -NR10SO2R10, -SOR10, -SC^Rio, or -SC>2N(RIO)2; 

or a pharmaceutically acceptable salt thereof. 

3. The compound of claim 1, wherein the compound is a compound of Formula (IIIB): 

O 
04 

wherein m is 0 or 1; 

or a pharmaceutically acceptable salt thereof. 

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

Li is a bond; 

Ri is -C(0)ORg; 

Rg is hydrogen or Cj-Csalkyl. 
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L2 is a Ci-C6alkyl; 

R2 is hydrogen; 

R4 is phenyl substituted with at least one Rn; 

each RJI is independently Cj-Cg alkyl, -NRioS02Rio, -SOR20, ~S02RIO, or -

S02N(RIO)2; wherein said C1-C6 alkyl is optionally substituted by 1 hydroxy; 

provided that at least one Ru is -NRioS02R]o, -SORJO, -S02RK>, or -S02N(Rio)2; 

each Rio is independently C1-C6 alkyl; 

n is 0; and 

R3 is hydrogen. 

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

Li is a bond; 

Rj is -C(-0)0R8; 

Rg is hydrogen or Ci-Cgalkyl. 

L2 is a Ci-Cealkyl; 

R2 is hydrogen; 

R4 is phenyl substituted with at least one Ru; 

each Ru is independently C1-C6 alkyl, ~NRioS02Rio, -SORio, -SO2R10, or -

S02N(RJO)2; wherein said C1-C6 alkyl is optionally substituted by 1 hydroxy; 

provided that at least one Rn is -S02N(RIO)2; 

each Rio is independently C1-C6 alkyl; 

n is 0; and 

R3 is hydrogen. 

6. The compound of claim 1, selected from: 
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SO2CH3 

\_js XQH HO. 

0 ,and O 

or a pharmaceutically acceptable salt thereof. 

7. A compound of Formula (IV): 

(IV) 

wherein: 

Ri is C,_C6 alkyl or C2-C6 alkenyl, wherein said C\.C(, alkyl is optionally substituted by 

1, 2, 3, or 4 substituents independently selected from hydoxy, Cj-C4 alkoxy, and C1-C4 

haloalkoxy; 

L2 is a C1-C6 alkyl; 

R2 is C(-0)0R9; 

R3 is hydrogen or Ci-C6alkyl; 

R4 is phenyl substituted with at least one Ru; 

each R9 is independently hydrogen or Ci-C6alkyl; 

each RJO is independently hydrogen or Ci-C6alkyl; and 

each Rn is independently halogen, nitro, -OR10, -N(Rio)2, -CN, -C(=0)R]o, -

C(=O)OR10, -C(=0)N(RJO)2, -NR,0C(=O)R10, -NRj0SO2R]0, -SOR10; -SO2R,0, -SO2N(RI0)2, -

C(-0)0CH2SCH3, CrCealkyl, or Ci-Ce haloalkyl, wherein said Cj.Cs alkyl is optionally 

substituted by 1, 2, 3, or 4 substituents independently selected from cyano, hydoxy, C1-C4 

alkoxy, C1-C4 haloalkoxy, amino, C1-C4 alkylamino, and di(Ci-C4 alkyl)amino; 

provided that at least one Rn is -NRioC(=0)Rio, -NR10SO2R10, -SOR10, -S02Rio, or -

so2N(R10)2. 
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8. The compound of claim 7 , wherein the compound is a compound of Formula (IVA): 

(IVA) 

wherein: 

m is 0 or 1; and 

Rna is -NRI0SO2R]0, -SORit, -SO2RI0S or -SO2N(R10)2; 

or a pharmaceutically acceptable salt thereof. 

9. The compound of claim 7, wherein the compound is a compound of Formula (IVB): 

O 
04-

(IVB) 

wherein m is 0 or 1; 

or a pharmaceutically acceptable salt thereof. 

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

Ri is C2-C4 alkeny] or C1-C3 alkyl, wherein said C1-C3 alkyl is optionally substituted 

by 1 hydroxy; 

-L2~R2 is -CH2C(=0)OR9; 

R9is hydrogen or C1-C6 alkyl; 

R4 is phenyl substituted with at least one Ru; 
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each Rn is independently Ci-C6 alkyl, -NR10SO2R10, -SOR10, -SO2R10, 

S02N(RIO)2; wherein said C\-C(, alkyl is optionally substituted by 1 hydroxy; 

provided that at least one Rn is -S02N(Rio)2; 

each Rio is independently Ci-C6 alkyl; and 

R3 is hydrogen. 

11. The compound of claim 7, selected from: 

, and 

or a pharmaceuetically acceptable salt thereof. 
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12. A compound of Formula (IA): 

(IA) 

wherein: 

Li and L2 are each independently a bond, C]-C6alkyl, or Cj-Csheteroalkyl; wherein Cj-

C6alkyl and Cj^heteroalkyl are optionally substituted with at least one R?; 

Ri is halogen, -CF3, -ORs, -N(R8)2, -C(0)R8, -C(-0)0RS, -C(=0)N(R8)2, -C(=N-

OH)Rg? -C(=S)N(R$)2, CJ -C^alkyl, C j -Qhetero alkyl, or optionally substituted C2-

Cyheterocycloalkyl; 

R2 is -C(=0)0R9; 

R3 is hydrogen, halogen, Ci-C6alkyl, or Ci-Cghaloalkyl; 

each R7 is independently Ci~C6alkyl, C3-Cgcycloalkyl, Ci-Cghaloalkyl, Cj-

Cgheteroalkyl, -Ci-C6alkyl-aryI, optionally substituted aryl, or optionally substituted 

heteroaryl; 

each R§, each R9, and each Rio are each independently hydrogen, Ci-C6alkyl, Cj-

C6heteroalkyl, -Ci-Cealkyl-aryl, aryl, or heteroaryl; 

m is 0 or 1; 

RUa is -NRioS02Rio, -SORIO, -SO2R!0, or -SO2N(R10)2; 

each Rj 1 is independently halogen, nitro, -OR10, -N(Rio)2, -CN, -C(=0)Rio, -

C(=0)OR,0, -C(=O)N(R]0)2, -NRioC(=0)Rio, -NR!0SO2Ri0, -SORIO, -SO2RI0, -SO2N(R]0)2, -

C(=0)0CH2SCH3, optionally substituted C;-C6alkyl, optionally substituted C3-Cgcycloalkyl, 

optionally substituted Ci-C6haloalkyl, optionally substituted Ci-C6heteroalkyl, optionally 

substituted -Ci-C6alkyl-aryl, optionally substituted aryl, or optionally substituted heteroaryl; 

or a pharmaceutically acceptable salt thereof. 
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13. The compound of claim 12, wherein the compound is a compound of Formula (IB): 

or a pharmaceutically acceptable salt thereof. 

14. The compound of claim 13, or a pharmaceutically acceptable salt thereof, wherein: 

L2 is Ci-C6alkyl; 

R2 is -C(O)0R9; 

RQ is hydrogen or Ci-C6alkyl; 

Li is a bond; and Ri is Cj-Cg alkyl or -CF3; or 

Li is C1-C6 alkyl; and Rj is -ORg; 

R4 is phenyl substituted with at least one Rn; 

each Rn is independently C1-C6 alkyl or -SO2R10; wherein said Cj-Cg alkyl is 

optionally substituted by 3 hydroxy; 

provided that at least one Rn is -SO2R10; 

each Rio is independently Ci-Cg alkyl; 

n is 0; and 

R3 is hydrogen. 

15. The compound of claim 12, selected from: 

(IB) 

wherein m is 0 or 1; 
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SO2CH3 

o 
0-\ H0-\ 

J so2CH3 ) so2CH3 

~^<xp" JO-OCk OH 
, and 

or a pharmaceutically acceptable salt thereof. 

16. A compound of Formula (II): 

R 2\ 
*-2 

(R5)n 

NN X R4 

R-Li R3 

(II) 

or a pharmaceutically acceptable salt thereof, wherein: 

X is -C(R6)=C(R6)-; 
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L] is a bond, Q-Cgalkyl, or Ci-Ceheteroalkyl; wherein Ci-Cealkyl and CrC6heteroalkyl 

are optionally substituted with at least one R7; 

L2 is a Cj-Cgalkyl, or Ci-Ceheteroalkyl; 

Ri is C(=0)0R8; 

R2 is hydrogen, -OR9, -N(R9)2, -C(0)R9, -C(=0)N(R9)2, -C(=N-OH)R9, -C(=S)N(R9)2, 

Ci-C6alkyl, C3-Cgcycloalkyl, Ci-Cehaloalkyl, Ci-Cgheteroalkyl, or optionally substituted 

heterocyclo alkyl; 

R3 is hydrogen, halogen, Ci-C^alkyl, or Ci-Cehaloalkyl; 

R4 is aryl or heteroaryl; wherein aryl and heteroaryl are substituted with at least one 

Rn; 

each R5 is independently halogen, Cj-Cgalkyl, or Ci-Cghaloalkyl; 

each R6 is independently hydrogen, halogen, Ci-Cgalkyl, or Ci-Cehaloalkyl; 

each R? is independently Cj-Cgalkyl, C3-Cgcycloalkyl, Ci-Cehaloalkyl, Ci-

Ceheteroalkyl, -Ci-C6alkyl-aryl, optionally substituted aryl, or optionally substituted 

heteroaryl; 

each Rg, each R9, and each Rio are each independently hydrogen, Ci-Cgalkyl, Q-

Ceheteroalkyl, -Ct-C6alkyl-aryl, aryl, or heteroaryl; 

each R] j is independently halogen, nitro, -OR10, -N(RIO)2, -CN, -C(~O)Ri0, -

C(=O)ORi0, -C(=0)N(RIO)2, -NRi0C(=O)Ri0, -NRI0SO2R10, -SORio, -SO2RI0, -SO2N(Rl0)2, -

C(=0)0CH2SCH3, optionally substituted Ci-Cgalkyl, optionally substituted C3-Cgcycloalkyl, 

optionally substituted CrQhaloalkyl, optionally substituted Ci-Ceheteroalkyl, optionally 

substituted -Cj-Cgalkyl-aryl, optionally substituted aryl, or optionally substituted heteroaryl; 

and 

n is 0-2. 

17. The compound of claim 16, wherein the compound is a compound of Formula (IIB): 
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o 

R-I-L-, rs3 

m 

(IIB) 

wherein m is 0 or 1; 

or a pharmaceutically acceptable salt thereof. 

18. The compound of claim 17, or a pharmaceutically acceptable salt thereof, wherein: 

X is -CH~CH~; 

Ri is a -C(=0)0R8; and Rg is hydrogen or Ci-Cgalkyl; 

L2 is Ci-Qalkyl; 

R2 is hydrogen; 

R4 is phenyl substituted with at least one Rn; 

each Rn is independently C1-C6 alkyl or-SC^Rio; wherein said C\-C^ alkyl is 

optionally substituted by 1 hydroxy; 

provided that at least one Rn is -SO2R10; 

each Rio is independently C1-C6 alkyl; 

n is 0; and 

R3 is hydrogen. 

19. The compound of claim 16, selected from: 

S02CH3 

O O 
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O , and 0 

or a pharmaceutically acceptable salt thereof. 
5 

20. A pharmaceutical composition comprising a compound of any one of claims 1-19, or 

a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier. 

21. Use of a compound according to any one of claims 1 -19, or a pharmaceutically 

acceptable salt thereof, in the manufacture of a medicament for treating a dermal disease, 

disorder or condition selected from skin aging, scarring, psoriasis, dermatitis, eczema, 

urticaria, rosacea, burns, and acne in a mammal. 

22. A method of modulating LXR activity comprising contacting LXR, or portion 

thereof, with a compound according to any one of claims 1-19, or a pharmaceutically 

acceptable salt thereof. 
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