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(54) Title: SUBSTITUTED HETEROCY CLIC COMPOUNDS FOR DISEASE TREATMENT

(57) Abstract: The present invention relates generally to compositions and methods for treating neurodegenerative diseases and dis-
orders, particularly ophthalmic diseases and disorders. Provided herein are substituted heterocyclic amine derivative compound and
pharmaceutical compositions comprising these compounds. The subject compositions are useful for treating and preventing ophthal -
mic diseases and disorders, including age-related macular degeneration (AMD) and Stargardt's Disease.
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SUBSTITUTED HETEROCYCLIC COMPOUNDS FOR DISEASE
TREATMENT

CROSS REFERENCE
[0001] This application claims the benefit of U.S. Provisional Application No.
61/589,108, filed January 20, 2012, which is incorporated herein by reference in its

entirety.

BACKGROUND
[0002] Neurodegenerative diseases, such as glaucoma, macular degeneration, and
Alzheimer's disease, affect millions of patients throughout the world. Because the loss of
quality of life associated with these diseases is considerable, drug research and
development in this area is of great importance. Age-related macular degeneration
(AMD) affects between ten and fifteen million patients in the United States, and it is the
leading cause of blindness in aging populations worldwide. AMD affects central vision
and causes the loss of photoreceptor cells in the central part of retina called the macula.
Due to the great unmet medical need of patients suffering from AMD, new treatments

are in great demand.

BRIEF SUMMARY OF THE INVENTION
[0003] A need exists in the art for an effective treatment of ophthalmic diseases or
disorders resulting in ophthalmic dysfunction including those described above. In
particular, there exists a pressing need for compositions and methods for treating
Stargardt's disease and age-related macular degeneration (AMD) without causing further
unwanted side effects such as progressive retinal degeneration, LCA-like conditions,
night blindness, or systemic vitamin A deficiency. A need also exists in the art for
effective treatments for other ophthalmic diseases and disorders that adversely affect the
retina.
[0004] One embodiment provides a compound of Formula (A) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof:
R3 R4 |IQ7
N«
G R®
R!' RR® R®

Formula (A)
1
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wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’-;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[0005] One embodiment provides a compound, or tautomer, stereoisomer, geometric
isomer, or pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, selected

from the group consisting of:
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[0006] One embodiment provides a pharmaceutical composition comprising a
pharmaceutically acceptable carrier and a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer, or pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof:

R3 R4 R’
G N gs
R' RR®R®
Formula (A)
wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’-;
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Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"" or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R°
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[0007] One embodiment provides a method for treating an ophthalmic disease or
disorder in a subject, comprising administering to the subject a pharmaceutical
composition comprising a compound of Formula (A) or tautomer, stereoisomer,

geometric isomer, or pharmaceutically acceptable solvate, hydrate, salt, or N-oxide

thereof:
R3 R4 R’
N«
G R®
R! RR®R®
Formula (A)
wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;
4
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Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’-;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R'” and R is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[0008] One embodiment provides a method for treating an ophthalmic disease or
disorder in a subject, wherein the ophthalmic disease or disorder is age-related macular
degeneration or Stargardt’s macular dystrophy.

[0009] One embodiment provides a method for treating an ophthalmic disease or
disorder in a subject, wherein the ophthalmic disease or disorder is selected from retinal
detachment, hemorrhagic retinopathy, retinitis pigmentosa, cone-rod dystrophy, Sorsby’s

fundus dystrophy, optic neuropathy, inflammatory retinal disease, diabetic retinopathy,
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diabetic maculopathy, retinal blood vessel occlusion, retinopathy of prematurity, or
ischemia reperfusion related retinal injury, proliferative vitreoretinopathy, retinal
dystrophy, hereditary optic neuropathy, uveitis, a retinal injury, a retinal disorder
associated with Alzheimer’s disease, a retinal disorder associated with multiple sclerosis,
a retinal disorder associated with Parkinson’s disease, a retinal disorder associated with
viral infection, a retinal disorder related to light overexposure, myopia, and a retinal
disorder associated with AIDS.

[0010] One embodiment provides a method of modulating chromophore flux in a
retinoid cycle comprising administering to the subject a pharmaceutical composition
comprising a compound of Formula (A) or tautomer, stereoisomer, geometric isomer, or

pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof:

R3 R4 |IQ7
N-.
G R®
R!' RR® R®
Formula (A)

wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, —C(R),-0-, and —C(R”),-NR’-;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,

fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
6
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together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R° together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(ZO)RB, SO,R", CO,R"” or SONR'R!; or R” and R, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[0011] One embodiment provides a method of inhibiting dark adaptation of a rod
photoreceptor cell of the retina comprising contacting the retina with a compound of
Formula (A) or tautomer, stereoisomer, geometric isomer, or pharmaceutically

acceptable solvate, hydrate, salt, or N-oxide thereof:

R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’-;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a

triple bond;
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R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(ZO)RB, SO,R", CO,R"” or SONR'R!"; or R” and R, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[0012] One embodiment provides a method of inhibiting regeneration of rhodopsin in a
rod photoreceptor cell of the retina comprising contacting the retina with a compound of
Formula (A) or tautomer, stereoisomer, geometric isomer, or pharmaceutically

acceptable solvate, hydrate, salt, or N-oxide thereof:

R3 R4 R’
G N gs
R' RR®R®
Formula (A)
wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R’),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, —C(R),-0-, and —C(R”),-NR’-;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;
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R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'’R"'; or R” and R?, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[0013] One embodiment provides a method of reducing ischemia in an eye of a subject
comprising administering to the subject a pharmaceutical composition comprising a
compound of Formula (A) or tautomer, stereoisomer, geometric isomer, or

pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof:

R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,
Ring A is selected from a 1,3-disubstituted heterocycle;
Gis -X-Y;
X is selected from —O-C(R’),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
9
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C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’-;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[0014] One embodiment provides a method of inhibiting neovascularization in the
retina of an eye of a subject comprising administering to the subject a pharmaceutical
composition comprising a compound of Formula (A) or tautomer, stereoisomer,
geometric isomer, or pharmaceutically acceptable solvate, hydrate, salt, or N-oxide

thereof:

R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

10
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wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’-;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[0015] One embodiment provides a method of inhibiting degeneration of a retinal cell
in a retina comprising contacting the retina with a compound of Formula (A) or
tautomer, stereoisomer, geometric isomer, or pharmaceutically acceptable solvate,

hydrate, salt, or N-oxide thereof:
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R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’-;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.
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INCORPORATION BY REFERENCE
[0016] All publications, patents, and patent applications mentioned in this specification
are 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

[0017] Asused herein and in the appended claims, the singular forms "a," "and," and
"the" include plural referents unless the context clearly dictates otherwise. Thus, for
example, reference to "an agent" includes a plurality of such agents, and reference to "the
cell" includes reference to one or more cells (or to a plurality of cells) and equivalents
thereof known to those skilled in the art, and so forth. When ranges are used herein for
physical properties, such as molecular weight, or chemical properties, such as chemical
formulae, all combinations and subcombinations of ranges and specific embodiments
therein are intended to be included. The term "about" when referring to a number or a
numerical range means that the number or numerical range referred to is an
approximation within experimental variability (or within statistical experimental error),
and thus the number or numerical range may vary between 1% and 15% of the stated
number or numerical range. The term "comprising” (and related terms such as
"comprise" or "comprises" or "having" or "including") is not intended to exclude that in
other certain embodiments, for example, an embodiment of any composition of matter,
composition, method, or process, or the like, described herein, may "consist of" or
"consist essentially of" the described features.

Definitions

[0018] Asused in the specification and appended claims, unless specified to the
contrary, the following terms have the meaning indicated below.

[0019] As used herein and in the appended claims, the singular forms "a," "and," and
"the" include plural referents unless the context clearly dictates otherwise. Thus, for
example, reference to "a compound" includes a plurality of such compounds, and
reference to "the cell”" includes reference to one or more cells (or to a plurality of cells)
and equivalents thereof known to those skilled in the art, and so forth. When ranges are
used herein for physical properties, such as molecular weight, or chemical properties,
such as chemical formulae, all combinations and subcombinations of ranges and specific
embodiments therein are intended to be included. The term "about" when referring to a

number or a numerical range means that the number or numerical range referred to is an
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approximation within experimental variability (or within statistical experimental error),
and thus the number or numerical range may vary between 1% and 15% of the stated
number or numerical range. The term "comprising” (and related terms such as
"comprise" or "comprises" or "having" or "including") is not intended to exclude that in
other certain embodiments, for example, an embodiment of any composition of matter,
composition, method, or process, or the like, described herein, may "consist of" or
"consist essentially of" the described features.

[0020] "Amino" refers to the -NH; radical.

[0021] "Cyano" refers to the -CN radical.

[0022] "Nitro" refers to the -NO, radical.

[0023] "Oxa" refers to the -O- radical.

[0024] "Oxo" refers to the =0 radical.

[0025] "Thioxo" refers to the =S radical.

[0026] "Imino" refers to the =N-H radical.

[0027] "Hydrazino" refers to the =N-NH, radical.

[0028] "Alkyl" refers to a straight or branched hydrocarbon chain radical consisting
solely of carbon and hydrogen atoms, containing no unsaturation, having from one to
fifteen carbon atoms (e.g., C;-C;s alkyl). In certain embodiments, an alkyl comprises
one to thirteen carbon atoms (e.g., C;-C3 alkyl). In certain embodiments, an alkyl
comprises one to eight carbon atoms (e.g., C;-Cs alkyl). In other embodiments, an alkyl
comprises one to five carbon atoms (e.g., C;-Cs alkyl). In other embodiments, an alkyl
comprises one to four carbon atoms (e.g., C;-Cy alkyl). In other embodiments, an alkyl
comprises one to three carbon atoms (e.g., C;-Cs alkyl). In other embodiments, an alkyl
comprises one to two carbon atoms (e.g., C;-C; alkyl). In other embodiments, an alkyl
comprises one carbon atom (e.g., C, alkyl). In other embodiments, an alkyl comprises
five to fifteen carbon atoms (e.g., Cs-C;s alkyl). In other embodiments, an alkyl
comprises five to eight carbon atoms (e.g., Cs-Cg alkyl). In other embodiments, an alkyl
comprises two to five carbon atoms (e.g., C,-Cs alkyl). In other embodiments, an alkyl
comprises three to five carbon atoms (e.g., C3-Cs alkyl). In other embodiments, the alkyl
group is selected from methyl (Me), ethyl (Et), 1-propyl (n-propyl), 1-methylethyl
(iso-propyl), 1-butyl (rn-butyl), 1-methylpropyl (s-butyl), 2-methylpropyl (i-butyl),
1,1-dimethylethyl (#-butyl), or n-pentyl. The alkyl is attached to the rest of the molecule
by a single bond. Unless stated otherwise specifically in the specification, an alkyl group

is optionally substituted by one or more of the following substituents: halo, cyano, nitro,
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0xo0, thioxo, trimethylsilanyl, -OR", -SR*, -OC(0)-R?, -N(R"),, -C(O)R?, -C(O)OR®,
-C(O)N(R™),, -N(RHC(O)OR?, -N(RH)C(O)R?, -N(RH)S(O)R" (where t is 1 or 2),
-S(O)OR" (where t is 1 or 2) and -S(O)N(R"), (where t is 1 or 2) where each R" is
independently hydrogen, alkyl, fluoroalkyl, carbocyclyl, carbocyclylalkyl, aryl, aralkyl,
heterocyclyl, heterocyclylalkyl, heteroaryl or heteroarylalkyl.

[0029] "Alkenyl" refers to a straight or branched hydrocarbon chain radical group
consisting solely of carbon and hydrogen atoms, containing at least one double bond, and
having from two to twelve carbon atoms. In certain embodiments, an alkenyl comprises
two to eight carbon atoms. In other embodiments, an alkenyl comprises two to four
carbon atoms. The alkenyl is attached to the rest of the molecule by a single bond, for
example, ethenyl (i.e., vinyl), prop-1-enyl (i.e., allyl), but-1-enyl, pent-1-enyl,
penta-1,4-dienyl, and the like. Unless stated otherwise specifically in the specification,
an alkenyl group is optionally substituted by one or more of the following substituents:
halo, cyano, nitro, oxo, thioxo, trimethylsilanyl, -OR?, -SR?, -OC(0)-R?, -N(R"),,
-C(O)R?, -C(O)OR?, -C(O)N(R"),, -N(R")C(O)OR?, -N(R*)C(O)R?, -N(R)S(O)R"
(where t is 1 or 2), -S(0);OR" (where t is 1 or 2) and -S(O)N(R"), (where t is 1 or 2)
where cach R* is independently hydrogen, alkyl, fluoroalkyl, carbocyclyl,
carbocyclylalkyl, aryl, aralkyl, heterocyclyl, heterocyclylalkyl, heteroaryl or
heteroarylalkyl.

[0030] "Alkynyl" refers to a straight or branched hydrocarbon chain radical group
consisting solely of carbon and hydrogen atoms, containing at least one triple bond,
having from two to twelve carbon atoms. In certain embodiments, an alkynyl comprises
two to eight carbon atoms. In other embodiments, an alkynyl has two to four carbon
atoms. The alkynyl is attached to the rest of the molecule by a single bond, for example,
ethynyl, propynyl, butynyl, pentynyl, hexynyl, and the like. Unless stated otherwise
specifically in the specification, an alkynyl group is optionally substituted by one or
more of the following substituents: halo, cyano, nitro, oxo, thioxo, trimethylsilanyl,
-OR’, -SR?, -OC(0)-R?, -N(R"),, -C(O)R", -C(O)OR?, -C(O)N(R"),, -N(R*)C(O)OR",
-N(RH)C(O)R?, -N(RHS(O)R® (where t is 1 or 2), -S(O){OR" (where t is 1 or 2) and
-S(O)YN(R™), (where t is 1 or 2) where each R* is independently hydrogen, alkyl,
fluoroalkyl, carbocyclyl, carbocyclylalkyl, aryl, aralkyl, heterocyclyl, heterocyclylalkyl,
heteroaryl or heteroarylalkyl.

[0031] "Alkylene" or "alkylene chain" refers to a straight or branched divalent

hydrocarbon chain linking the rest of the molecule to a radical group, consisting solely of
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carbon and hydrogen, containing no unsaturation and having from one to twelve carbon
atoms, for example, methylene, ethylene, propylene, n-butylene, and the like. The
alkylene chain is attached to the rest of the molecule through a single bond and to the
radical group through a single bond. In some embodiments the point of attachment of
the alkylene chain to the rest of the molecule and to the radical group is through one
carbon in the alkylene chain. In other embodiments the point of attachment of the
alkylene chain to the rest of the molecule and to the radical group is through any two
carbons within the alkylene chain. Unless stated otherwise specifically in the
specification, an alkylene chain is optionally substituted by one or more of the following
substituents: halo, cyano, nitro, aryl, cycloalkyl, heterocyclyl, heteroaryl, oxo, thioxo,
trimethylsilanyl, -OR?, -SR?, -OC(0)-R?, -N(R",, -C(O)R", -C(O)OR?, -C(O)N(R"),,
-N(R*)C(O)OR?, -N(R*)C(O)R?, -N(R)S(O)R" (where t is 1 or 2), -S(0);OR" (where t is
1 or 2) and -S(O)N(R"), (where t is 1 or 2) where each R is independently hydrogen,
alkyl, fluoroalkyl, carbocyclyl, carbocyclylalkyl, aryl, aralkyl, heterocyclyl,
heterocyclylalkyl, heteroaryl or heteroarylalkyl.

[0032] "Alkenylene" or "alkenylene chain" refers to a straight or branched divalent
hydrocarbon chain linking the rest of the molecule to a radical group, consisting solely of
carbon and hydrogen, containing at least one double bond and having from two to twelve
carbon atoms, for example, ethenylene, propenylene, n-butenylene, and the like. The
alkenylene chain is attached to the rest of the molecule through a double bond or a single
bond and to the radical group through a double bond or a single bond. In some
embodiments, the point of attachment of the alkenylene chain to the rest of the molecule
and to the radical group is through one carbon. In other embodiments, the point of
attachment of the alkenylene chain to the rest of the molecule and to the radical group is
through any two carbons within the chain. Unless stated otherwise specifically in the
specification, an alkenylene chain is optionally substituted by one or more of the
following substituents: halo, cyano, nitro, aryl, cycloalkyl, heterocyclyl, heteroaryl, oxo,
thioxo, trimethylsilanyl, -OR®, -SR?, -OC(0)-R", -N(R"),, -C(O)R?, -C(O)OR®,
-C(O)N(R™),, -N(RHC(O)OR?, -N(RH)C(O)R?, -N(RH)S(O)R" (where t is 1 or 2),
-S(O)OR" (where t is 1 or 2) and -S(O)N(R"), (where t is 1 or 2) where each R" is
independently hydrogen, alkyl, fluoroalkyl, cycloalkyl, cycloalkylalkyl, aryl (optionally
substituted with one or more halo groups), aralkyl, heterocyclyl, heterocyclylalkyl,
heteroaryl or heteroarylalkyl, and where each of the above substituents is unsubstituted

unless otherwise indicated.
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[0033] "Aryl" refers to a radical derived from an aromatic monocyclic or multicyclic
hydrocarbon ring system by removing a hydrogen atom from a ring carbon atom. The
aromatic monocyclic or multicyclic hydrocarbon ring system contains only hydrogen and
carbon from six to eighteen carbon atoms, where at least one of the rings in the ring
system is fully unsaturated, i.e., it contains a cyclic, delocalized (4n+2) n—electron
system in accordance with the Hiickel theory. Aryl groups include, but are not limited
to, groups such as phenyl, fluorenyl, and naphthyl. Unless stated otherwise specifically
in the specification, the term "aryl" or the prefix "ar-" (such as in "aralkyl") is meant to
include aryl radicals optionally substituted by one or more substituents independently
selected from alkyl, alkenyl, alkynyl, halo, fluoroalkyl, cyano, nitro, optionally
substituted aryl, optionally substituted aralkyl, optionally substituted aralkenyl,
optionally substituted aralkynyl, optionally substituted carbocyclyl, optionally
substituted carbocyclylalkyl, optionally substituted heterocyclyl, optionally substituted
heterocyclylalkyl, optionally substituted heteroaryl, optionally substituted
heteroarylalkyl, -R"-OR?, -R"-OC(0)-R?, -R"-N(R"),, -R"-C(O)R?, -R"-C(O)OR?,
-R"-C(O)N(R™),, -R°-O-R*-C(O)N(RY),, -R*-N(R*)C(0)OR?, -R"-N(R*)C(O)R?,
-RP-N(R")S(O)R* (where t is 1 or 2), -R"-S(0)OR® (where t is 1 or 2) and
-R"-S(0)N(R™), (where t is 1 or 2), where each R* is independently hydrogen, alkyl,
fluoroalkyl, cycloalkyl, cycloalkylalkyl, aryl (optionally substituted with one or more
halo groups), aralkyl, heterocyclyl, heterocyclylalkyl, heteroaryl or heteroarylalkyl, each
R" is independently a direct bond or a straight or branched alkylene or alkenylene chain,
and R® is a straight or branched alkylene or alkenylene chain, and where each of the
above substituents is unsubstituted unless otherwise indicated.

[0034] "Aralkyl" refers to a radical of the formula -R®-aryl where R® is an alkylene
chain as defined above, for example, benzyl, diphenylmethyl and the like. The alkylene
chain part of the aralkyl radical is optionally substituted as described above for an
alkylene chain. The aryl part of the aralkyl radical is optionally substituted as described
above for an aryl group.

[0035] "Aralkenyl" refers to a radical of the formula —Rd-aryl where RY is an
alkenylene chain as defined above. The aryl part of the aralkenyl radical is optionally
substituted as described above for an aryl group. The alkenylene chain part of the
aralkenyl radical is optionally substituted as defined above for an alkenylene group.
[0036] "Aralkynyl" refers to a radical of the formula -R°-aryl, where R® is an
alkynylene chain as defined above. The aryl part of the aralkynyl radical is optionally
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substituted as described above for an aryl group. The alkynylene chain part of the
aralkynyl radical is optionally substituted as defined above for an alkynylene chain.
[0037] "Carbocyclyl" refers to a stable non-aromatic monocyclic or polycyclic
hydrocarbon radical consisting solely of carbon and hydrogen atoms, which includes
fused or bridged ring systems, having from three to fifteen carbon atoms. In certain
embodiments, a carbocyclyl comprises three to ten carbon atoms. In other embodiments,
a carbocyclyl comprises five to seven carbon atoms. The carbocyclyl is attached to the
rest of the molecule by a single bond. Carbocyclyl are saturated, (i.e., containing single
C-C bonds only) or unsaturated (i.e., containing one or more double bonds or triple
bonds). A fully saturated carbocyclyl radical is also referred to as "cycloalkyl.”
Examples of monocyclic cycloalkyls include, e.g., cyclopropyl, cyclobutyl, cyclopentyl,
cyclohexyl, cycloheptyl, and cyclooctyl. An unsaturated carbocyclyl is also referred to
as "cycloalkenyl." Examples of monocyclic cycloalkenyls include, e.g., cyclopentenyl,
cyclohexenyl, cycloheptenyl, and cyclooctenyl. Polycyclic carbocyclyl radicals include,
for example, adamantyl, norbornyl (i.e., bicyclo[2.2.1]heptanyl), norbornenyl, decalinyl,
7,7-dimethyl-bicyclo[2.2.1]heptanyl, and the like. Unless otherwise stated specifically in
the specification, the term "carbocyclyl" is meant to include carbocyclyl radicals that are
optionally substituted by one or more substituents independently selected from alkyl,
alkenyl, alkynyl, halo, fluoroalkyl, oxo, thioxo, cyano, nitro, optionally substituted aryl,
optionally substituted aralkyl, optionally substituted aralkenyl, optionally substituted
aralkynyl, optionally substituted carbocyclyl, optionally substituted carbocyclylalkyl,
optionally substituted heterocyclyl, optionally substituted heterocyclylalkyl, optionally
substituted heteroaryl, optionally substituted heteroarylalkyl, -R"-OR?, -R"-SR?,
-R"-0C(0)-R?, -R*-N(R™),, -R"-C(O)R?, -R"-C(O)OR?, -R"-C(O)N(R"),,
-R"-0-R-C(O)N(RY),, -R*-N(R*)C(0)OR?, -R*-N(R*)C(O)R?, -R"-N(R*)S(O)R* (where t
is 1 or 2), -R"-S(0O)OR* (where t is 1 or 2) and -R°-S(O)N(R"), (where t is 1 or 2), where
cach R* is independently hydrogen, alkyl, fluoroalkyl, cycloalkyl, cycloalkylalkyl, aryl,
aralkyl, heterocyclyl, heterocyclylalkyl, heteroaryl or heteroarylalkyl, each R” is
independently a direct bond or a straight or branched alkylene or alkenylene chain, and
R® is a straight or branched alkylene or alkenylene chain, and where each of the above
substituents is unsubstituted unless otherwise indicated.

[0038] "Carbocyclylalkyl" refers to a radical of the formula —R®-carbocyclyl where R°
is an alkylene chain as defined above. The alkylene chain and the carbocyclyl radical is

optionally substituted as defined above.
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[0039] "Halo" or "halogen" refers to bromo, chloro, fluoro or iodo substituents.

[0040] "Fluoroalkyl" refers to an alkyl radical, as defined above, that is substituted by
one or more fluoro radicals, as defined above, for example, trifluoromethyl,
difluoromethyl, 2,2,2-trifluoroethyl, 1-fluoromethyl-2-fluoroethyl, and the like. The
alkyl part of the fluoroalkyl radical is optionally substituted as defined above for an alkyl
group.

[0041] "Heterocyclyl" refers to a stable 3- to 18-membered non-aromatic ring radical
that comprises two to twelve carbon atoms and from one to six heteroatoms selected
from nitrogen, oxygen and sulfur. Unless stated otherwise specifically in the
specification, the heterocyclyl radical is a monocyclic, bicyclic, tricyclic or tetracyclic
ring system, including fused or bridged ring systems. The heteroatoms in the
heterocyclyl radical are optionally oxidized. One or more nitrogen atoms, if present, are
optionally quaternized. The heterocyclyl radical is partially or fully saturated. The
heterocyclyl is attached to the rest of the molecule through any atom of the ring(s).
Examples of such heterocyclyl radicals include, but are not limited to, dioxolanyl,
thienyl[ 1,3]dithianyl, decahydroisoquinolyl, imidazolinyl, imidazolidinyl,
isothiazolidinyl, isoxazolidinyl, morpholinyl, octahydroindolyl, octahydroisoindolyl,
2-oxopiperazinyl, 2-oxopiperidinyl, 2-oxopyrrolidinyl, oxazolidinyl, piperidinyl,
piperazinyl, 4-piperidonyl, pyrrolidinyl, pyrazolidinyl, quinuclidinyl, thiazolidinyl,
tetrahydrofuryl, trithianyl, tetrahydropyranyl, thiomorpholinyl, thiamorpholinyl,
1-oxo-thiomorpholinyl, and 1,1-dioxo-thiomorpholinyl. Unless stated otherwise
specifically in the specification, the term "heterocyclyl” is meant to include heterocyclyl
radicals as defined above that are optionally substituted by one or more substituents
selected from alkyl, alkenyl, alkynyl, halo, fluoroalkyl, oxo, thioxo, cyano, nitro,
optionally substituted aryl, optionally substituted aralkyl, optionally substituted
aralkenyl, optionally substituted aralkynyl, optionally substituted carbocyclyl, optionally
substituted carbocyclylalkyl, optionally substituted heterocyclyl, optionally substituted
heterocyclylalkyl, optionally substituted heteroaryl, optionally substituted
heteroarylalkyl, -R"-OR?, -R"-SR?, -R"-OC(0)-R?, -R*-N(R"),, -R"-C(O)R?,
-R"-C(0)OR?, -R"-C(O)N(RY),, -R"-0-R°-C(O)N(R™),, -R*-N(R*)C(O)OR?,
-RP-N(R*)C(O)R?, -R"-N(R*)S(O)R"* (where t is 1 or 2), -R*-S(O)OR* (where t is 1 or 2)
and -R"-S(O)N(R"), (where t is 1 or 2), where each R is independently hydrogen, alkyl,
fluoroalkyl, cycloalkyl, cycloalkylalkyl, aryl, aralkyl, heterocyclyl, heterocyclylalkyl,
heteroaryl or heteroarylalkyl, each R” is independently a direct bond or a straight or
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branched alkylene or alkenylene chain, and R® is a straight or branched alkylene or
alkenylene chain, and where each of the above substituents is unsubstituted unless
otherwise indicated.

[0042] "N-heterocyclyl" or “N-attached heterocyclyl” refers to a heterocyclyl radical as
defined above containing at least one nitrogen and where the point of attachment of the
heterocyclyl radical to the rest of the molecule is through a nitrogen atom in the
heterocyclyl radical. An N-heterocyclyl radical is optionally substituted as described
above for heterocyclyl radicals. Examples of such N-heterocyclyl radicals include, but
are not limited to, 1-morpholinyl, 1-piperidinyl, 1-piperazinyl, 1-pyrrolidinyl,
pyrazolidinyl, imidazolinyl, and imidazolidinyl.

[0043] "C-heterocyclyl" or “C-attached heterocyclyl” refers to a heterocyclyl radical as
defined above containing at least one heteroatom and where the point of attachment of
the heterocyclyl radical to the rest of the molecule is through a carbon atom in the
heterocyclyl radical. A C-heterocyclyl radical is optionally substituted as described
above for heterocyclyl radicals. Examples of such C-heterocyclyl radicals include, but
are not limited to, 2-morpholinyl, 2- or 3- or 4-piperidinyl, 2-piperazinyl, 2- or 3-
pyrrolidinyl, and the like.

[0044] "Heterocyclylalkyl" refers to a radical of the formula —R*-heterocyclyl where R®
is an alkylene chain as defined above. If the heterocyclyl is a nitrogen-containing
heterocyclyl, the heterocyclyl is optionally attached to the alkyl radical at the nitrogen
atom. The alkylene chain of the heterocyclylalkyl radical is optionally substituted as
defined above for an alkylene chain. The heterocyclyl part of the heterocyclylalkyl
radical is optionally substituted as defined above for a heterocyclyl group.

[0045] '"Heteroaryl" refers to a radical derived from a 3- to 18-membered aromatic ring
radical that comprises two to seventeen carbon atoms and from one to six heteroatoms
selected from nitrogen, oxygen and sulfur. As used herein, the heteroaryl radical is a
monocyclic, bicyclic, tricyclic or tetracyclic ring system, wherein at least one of the rings
in the ring system is fully unsaturated, i.e., it contains a cyclic, delocalized (4n+2) n—
electron system in accordance with the Hiickel theory. Heteroaryl includes fused or
bridged ring systems. The heteroatom(s) in the heteroaryl radical is optionally oxidized.
One or more nitrogen atoms, if present, are optionally quaternized. The heteroaryl is
attached to the rest of the molecule through any atom of the ring(s). Examples of
heteroaryls include, but are not limited to, azepinyl, acridinyl, benzimidazolyl,

benzindolyl, 1,3-benzodioxolyl, benzofuranyl, benzooxazolyl, benzo[d]thiazolyl,
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benzothiadiazolyl, benzo[b][1,4]dioxepinyl, benzo[b][1,4]oxazinyl, 1,4-benzodioxanyl,
benzonaphthofuranyl, benzoxazolyl, benzodioxolyl, benzodioxinyl, benzopyranyl,
benzopyranonyl, benzofuranyl, benzofuranonyl, benzothienyl (benzothiophenyl),
benzothieno[3,2-d]pyrimidinyl, benzotriazolyl, benzo[4,6]imidazo[1,2-a]pyridinyl,
carbazolyl, cinnolinyl, cyclopenta[d]pyrimidinyl,
6,7-dihydro-5H-cyclopenta[4,5]thieno[2,3-d]pyrimidinyl,
5,6-dihydrobenzo[h]quinazolinyl, 5,6-dihydrobenzo[h]cinnolinyl, 6,7-dihydro-5H-
benzo[6,7]cyclohepta[1,2-c]pyridazinyl, dibenzofuranyl, dibenzothiophenyl, furanyl,
furanonyl, furo[3,2-c]pyridinyl, 5,6,7,8,9,10-hexahydrocycloocta[d]pyrimidinyl,
5,6,7,8,9,10-hexahydrocycloocta[d]pyridazinyl,
5,6,7,8,9,10-hexahydrocycloocta[d]pyridinyl,isothiazolyl, imidazolyl, indazolyl, indolyl,
indazolyl, isoindolyl, indolinyl, isoindolinyl, isoquinolyl, indolizinyl, isoxazolyl,
5,8-methano-5,6,7,8-tetrahydroquinazolinyl, naphthyridinyl, 1,6-naphthyridinonyl,
oxadiazolyl, 2-oxoazepinyl, oxazolyl, oxiranyl,
5,6,6a,7,8,9,10,10a-octahydrobenzo[h]quinazolinyl, 1-phenyl-1H-pyrrolyl, phenazinyl,
phenothiazinyl, phenoxazinyl, phthalazinyl, pteridinyl, purinyl, pyrrolyl, pyrazolyl,
pyrazolo[3,4-d]pyrimidinyl, pyridinyl, pyrido[3,2-d]pyrimidinyl,
pyrido[3,4-d]pyrimidinyl, pyrazinyl, pyrimidinyl, pyridazinyl, pyrrolyl, quinazolinyl,
quinoxalinyl, quinolinyl, isoquinolinyl, tetrahydroquinolinyl,
5,6,7,8-tetrahydroquinazolinyl, 5,6,7,8-tetrahydrobenzo[4,5]thieno[2,3-d]pyrimidinyl,
6,7,8,9-tetrahydro-5H-cyclohepta[4,5]thieno[2,3-d]pyrimidinyl,
5,6,7,8-tetrahydropyrido[4,5-c]pyridazinyl, thiazolyl, thiadiazolyl, triazolyl, tetrazolyl,
triazinyl, thieno[2,3-d]pyrimidinyl, thieno[3,2-d]pyrimidinyl, thieno[2,3-c]pridinyl, and
thiophenyl (i.e. thienyl). Unless stated otherwise specifically in the specification, the
term "heteroaryl” is meant to include heteroaryl radicals as defined above which are
optionally substituted by one or more substituents selected from alkyl, alkenyl, alkynyl,
halo, fluoroalkyl, haloalkenyl, haloalkynyl, oxo, thioxo, cyano, nitro, optionally
substituted aryl, optionally substituted aralkyl, optionally substituted aralkenyl,
optionally substituted aralkynyl, optionally substituted carbocyclyl, optionally
substituted carbocyclylalkyl, optionally substituted heterocyclyl, optionally substituted
heterocyclylalkyl, optionally substituted heteroaryl, optionally substituted
heteroarylalkyl, -R"-OR?, -R"-SR?, -R"-OC(0)-R?, -R*-N(R"),, -R"-C(O)R?,
-R"-C(0)OR?, -R"-C(O)N(RY),, -R"-0-R°-C(O)N(R™),, -R*-N(R*)C(O)OR?,
-R°-N(R*)C(O)R?, -R"-N(R*)S(O)R* (where t is 1 or 2), -R"-S(0)OR* (where t is 1 or 2)
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and -R"-S(O)N(R"), (where t is 1 or 2), where each R is independently hydrogen, alkyl,
fluoroalkyl, cycloalkyl, cycloalkylalkyl, aryl, aralkyl, heterocyclyl, heterocyclylalkyl,
heteroaryl or heteroarylalkyl, each R” is independently a direct bond or a straight or
branched alkylene or alkenylene chain, and R® is a straight or branched alkylene or
alkenylene chain, and where each of the above substituents is unsubstituted unless
otherwise indicated.

[0046] "N-heteroaryl" refers to a heteroaryl radical as defined above containing at least
one nitrogen and where the point of attachment of the heteroaryl radical to the rest of the
molecule is through a nitrogen atom in the heteroaryl radical. An N-heteroaryl radical is
optionally substituted as described above for heteroaryl radicals.

[0047] "C-heteroaryl" refers to a heteroaryl radical as defined above and where the
point of attachment of the heteroaryl radical to the rest of the molecule is through a
carbon atom in the heteroaryl radical. A C-heteroaryl radical is optionally substituted as
described above for heteroaryl radicals.

[0048] "Heteroarylalkyl" refers to a radical of the formula —R®-heteroaryl, where R is
an alkylene chain as defined above. If the heteroaryl is a nitrogen-containing heteroaryl,
the heteroaryl is optionally attached to the alkyl radical at the nitrogen atom. The
alkylene chain of the heteroarylalkyl radical is optionally substituted as defined above
for an alkylene chain. The heteroaryl part of the heteroarylalkyl radical is optionally
substituted as defined above for a heteroaryl group.

[0049] The compounds, or their pharmaceutically acceptable salts, in some
embodiments, contain one or more asymmetric centers and thus give rise to enantiomers,
diastercomers, and other stercoisomeric forms that are defined, in terms of absolute
stereochemistry, as (R)- or (S)- or, as (D)- or (L)- for amino acids. When the compounds
described herein contain olefinic double bonds or other centers of geometric asymmetry,
and unless specified otherwise, it is intended that the compounds include both £ and Z
geometric isomers (e.g., cis or trans.) Likewise, all possible isomers, as well as their
racemic and optically pure forms, and all tautomeric forms are also intended to be
included.

[0050] A "stereoisomer" refers to a compound made up of the same atoms bonded by
the same bonds but having different three-dimensional structures, which are not
interchangeable. It is therefore contemplated that various stercoisomers and mixtures
thereof and includes "enantiomers," which refers to two stereoisomers whose molecules

are nonsuperimposeable mirror images of one another.
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[0051] The compounds presented herein, in some embodiments, exist as tautomers. A
"tautomer" refers to a proton shift from one atom of a molecule to another atom of the
same molecule, accompanied by an isomerization of an adjacent double bond. In
bonding arrangements where tautomerization is possible, a chemical equilibrium of the
tautomers will exist. All tautomeric forms of the compounds disclosed herein are
contemplated. The exact ratio of the tautomers depends on several factors, including

temperature, solvent, and pH. Some examples of tautomeric interconversions include:
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[0052] "Optional" or "optionally" means that a subsequently described event or
circumstance may or may not occur and that the description includes instances when the
event or circumstance occurs and instances in which it does not. For example,
"optionally substituted aryl" means that the aryl radical may or may not be substituted
and that the description includes both substituted aryl radicals and aryl radicals having no
substitution.

[0053] "Pharmaceutically acceptable salt" includes both acid and base addition salts. A
pharmaceutically acceptable salt of any one of the substituted heterocyclic amine derivative
compounds described herein is intended to encompass any and all pharmaceutically
suitable salt forms. Preferred pharmaceutically acceptable salts of the compounds
described herein are pharmaceutically acceptable acid addition salts and pharmaceutically
acceptable base addition salts.

[0054] "Pharmaceutically acceptable acid addition salt” refers to those salts which retain
the biological effectiveness and properties of the free bases, which are not biologically or

otherwise undesirable, and which are formed with inorganic acids such as hydrochloric
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acid, hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid, hydroiodic acid,
hydrofluoric acid, phosphorous acid, and the like. Also included are salts that are formed
with organic acids such as aliphatic mono- and dicarboxylic acids, phenyl-substituted
alkanoic acids, hydroxy alkanoic acids, alkanedioic acids, aromatic acids, aliphatic and.
aromatic sulfonic acids, etc. and include, for example, acetic acid, trifluoroacetic acid,
propionic acid, glycolic acid, pyruvic acid, oxalic acid, maleic acid, malonic acid, succinic
acid, fumaric acid, tartaric acid, citric acid, benzoic acid, cinnamic acid, mandelic acid,
methanesulfonic acid, ethanesulfonic acid, p-toluenesulfonic acid, salicylic acid, and the
like. Exemplary salts thus include sulfates, pyrosulfates, bisulfates, sulfites, bisulfites,
nitrates, phosphates, monohydrogenphosphates, dihydrogenphosphates, metaphosphates,
pyrophosphates, chlorides, bromides, iodides, acetates, trifluoroacetates, propionates,
caprylates, isobutyrates, oxalates, malonates, succinate suberates, sebacates, fumarates,
maleates, mandelates, benzoates, chlorobenzoates, methylbenzoates, dinitrobenzoates,
phthalates, benzenesulfonates, toluenesulfonates, phenylacetates, citrates, lactates, malates,
tartrates, methanesulfonates, and the like. Also contemplated are salts of amino acids, such as
arginates, gluconates, and galacturonates (see, for example, Berge S.M. et al., "Pharmaceutical
Salts," Journal of Pharmaceutical Science, 66:1-19 (1997), which is hereby incorporated
by reference in its entirety). Acid addition salts of basic compounds are prepared by
contacting the free base forms with a sufficient amount of the desired acid to produce the salt
according to methods and techniques with which a skilled artisan is familiar.

[0055] "Pharmaceutically acceptable base addition salt" refers to those salts that retain the
biological effectiveness and properties of the free acids, which are not biologically or
otherwise undesirable. These salts are prepared from addition of an inorganic base or an
organic base to the free acid. Pharmaceutically acceptable base addition salts are formed
with metals or amines, such as alkali and alkaline earth metals or organic amines. Salts
derived from inorganic bases include, but are not limited to, sodium, potassium, lithium,
ammonium, calcium, magnesium, iron, zinc, copper, manganese, aluminum salts and the
like. Salts derived from organic bases include, but are not limited to, salts of primary,
secondary, and tertiary amines, substituted amines including naturally occurring substituted
amines, cyclic amines and basic ion exchange resins, for example, isopropylamine,
trimethylamine, diethylamine, tricthylamine, tripropylamine, ethanolamine, diethanolamine,
2-dimethylaminoethanol, 2-diethylaminoethanol, dicyclohexylamine, lysine, arginine,
histidine, caffeine, procaine, N, N-dibenzylethylenediamine, chloroprocaine, hydrabamine,

choline, betaine, ethylenediamine, ethylenedianiline, N-methylglucamine, glucosamine,
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methylglucamine, theobromine, purines, piperazine, piperidine, N-ethylpiperidine,
polyamine resins and the like. See Berge et al., supra.

[0056] "Non-retinoid compound" refers to any compound that is not a retinoid. A
retinoid is a compound that has a diterpene skeleton possessing a trimethylcyclohexenyl
ring and a polyene chain that terminates in a polar end group. Examples of retinoids
include retinaldehyde and derived imine/hydrazide/oxime, retinol and any derived ester,
retinyl amine and any derived amide, retinoic acid and any derived ester or amide. In
some embodiments, a non-retinoid compound optionally comprises an internal cyclic
group (e.g., aromatic group).

[0057] Asused herein, “treatment” or “treating,” or “palliating” or “ameliorating” are
used interchangeably herein. These terms refers to an approach for obtaining beneficial
or desired results including but not limited to therapeutic benefit and/or a prophylactic
benefit. By “therapeutic benefit” is meant eradication or amelioration of the underlying
disorder being treated. Also, a therapeutic benefit is achieved with the eradication or
amelioration of one or more of the physiological symptoms associated with the
underlying disorder such that an improvement is observed in the patient, notwithstanding
that the patient may still be afflicted with the underlying disorder. For prophylactic
benefit, the compositions may be administered to a patient at risk of developing a
particular disease, or to a patient reporting one or more of the physiological symptoms of
a disecase, even though a diagnosis of this disease may not have been made.

[0058] "Prodrug" is meant to indicate a compound that may be converted under
physiological conditions or by solvolysis to a biologically active compound described
herein. Thus, the term "prodrug” refers to a precursor of a biologically active compound
that is pharmaceutically acceptable. A prodrug may be inactive when administered to a
subject, but is converted in vivo to an active compound, for example, by hydrolysis. The
prodrug compound often offers advantages of solubility, tissue compatibility or delayed
release in a mammalian organism (see, e.g., Bundgard, H., Design of Prodrugs (1985),
pp. 7-9, 21-24 (Elsevier, Amsterdam).

[0059] A discussion of prodrugs is provided in Higuchi, T., et al., "Pro-drugs as Novel
Delivery Systems," A.C.S. Symposium Series, Vol. 14, and in Bioreversible Carriers in
Drug Design, ed. Edward B. Roche, American Pharmaceutical Association and
Pergamon Press, 1987, both of which are incorporated in full by reference herein.

[0060] The term "prodrug" is also meant to include any covalently bonded carriers,

which release the active compound in vivo when such prodrug is administered to a
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mammalian subject. Prodrugs of an active compound, as described herein, may be
prepared by modifying functional groups present in the active compound in such a way
that the modifications are cleaved, either in routine manipulation or in vivo, to the parent
active compound. Prodrugs include compounds wherein a hydroxy, amino or mercapto
group is bonded to any group that, when the prodrug of the active compound is
administered to a mammalian subject, cleaves to form a free hydroxy, free amino or free
mercapto group, respectively. Examples of prodrugs include, but are not limited to,
acetate, formate and benzoate derivatives of alcohol or amine functional groups in the
active compounds and the like.

[0061] Age-related macular degeneration (AMD) affects between ten and fifteen
million patients in the United States, and it is the leading cause of blindness in aging
populations worldwide. AMD affects central vision and causes the loss of photoreceptor
cells in the central part of retina called the macula. Macular degeneration can be
classified into two types: dry-form and wet-form. The dry-form is more common than
the wet; about 90% of age-related macular degeneration patients are diagnosed with the
dry-form. The wet-form of the disease and geographic atrophy, which is the end-stage
phenotype of dry-form AMD, causes the most serious vision loss. All patients who
develop wet-form AMD are believed to previously have developed dry-form AMD for a
prolonged period of time. The exact causes of AMD are still unknown. The dry-form of
AMD may result from the senescence and thinning of macular tissues associated with the
deposition of pigment in the macular retinal pigment epithelium. In wet-form AMD,
new blood vessels grow beneath the retina, form scar tissue, bleed, and leak fluid. The
overlying retina can be severely damaged, creating "blind" areas in the central vision.
[0062] For the vast majority of patients who have the dry-form of AMD, no effective
treatment is yet available. Because the dry-form of AMD precedes development of the
wet-form of AMD, therapeutic intervention to prevent or delay disease progression in the
dry-form AMD would benefit patients with dry-form of AMD and might reduce the
incidence of the wet-form of AMD.

[0063] Decline of vision noticed by the patient or characteristic features detected by an
ophthalmologist during a routine eye exam may be the first indicator of AMD. The
formation of "drusen," or membranous debris beneath the retinal pigment epithelium of
the macula is often the first physical sign that AMD is developing. Late symptoms

include the perceived distortion of straight lines and, in advanced cases, a dark, blurry
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arca or arca with absent vision appears in the center of vision; and/or there may be color
perception changes.

[0064] Different forms of genetically-linked macular degenerations may also occur in
younger patients. In other maculopathies, factors in the disease are heredity, nutritional,
traumatic, infection, or other ecologic factors.

[0065] Glaucoma is a broad term used to describe a group of diseases that causes a
slowly progressive visual field loss, usually asymptomatically. The lack of symptoms
may lead to a delayed diagnosis of glaucoma until the terminal stages of the disecase. The
prevalence of glaucoma is estimated to be 2.2 million in the United States, with about
120,000 cases of blindness attributable to the condition. The disease is particularly
prevalent in Japan, which has four million reported cases. In many parts of the world,
treatment is less accessible than in the United States and Japan, thus glaucoma ranks as a
leading cause of blindness worldwide. Even if subjects afflicted with glaucoma do not
become blind, their vision is often severely impaired.

[0066] The progressive loss of peripheral visual field in glaucoma is caused by the
death of ganglion cells in the retina. Ganglion cells are a specific type of projection
neuron that connects the eye to the brain. Glaucoma is usually accompanied by an
increase in intraocular pressure. Current treatment includes use of drugs that lower the
intraocular pressure; however, contemporary methods to lower the intraocular pressure
are often insufficient to completely stop disease progression. Ganglion cells are believed
to be susceptible to pressure and may suffer permanent degeneration prior to the
lowering of intraocular pressure. An increasing number of cases of normal-tension
glaucoma are observed in which ganglion cells degenerate without an observed increase
in the intraocular pressure. Current glaucoma drugs only treat intraocular pressure and
are ineffective in preventing or reversing the degeneration of ganglion cells.

[0067] Recent reports suggest that glaucoma is a neurodegenerative disease, similar to
Alzheimer's disease and Parkinson's disease in the brain, except that it specifically
affects retinal neurons. The retinal neurons of the eye originate from diencephalon
neurons of the brain. Though retinal neurons are often mistakenly thought not to be part
of the brain, retinal cells are key components of the central nervous system, interpreting
the signals from the light-sensing cells.

[0068] Alzheimer's disease (AD) is the most common form of dementia among the
elderly. Dementia is a brain disorder that seriously affects a person's ability to carry out

daily activities. Alzheimer's is a disease that affects four million people in the United
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States alone. It is characterized by a loss of nerve cells in areas of the brain that are vital
to memory and other mental functions. Currently available drugs can ameliorate AD
symptoms for a relatively finite period of time, but no drugs are available that treat the
disease or completely stop the progressive decline in mental function. Recent research
suggests that glial cells that support the neurons or nerve cells may have defects in AD
sufferers, but the cause of AD remains unknown. Individuals with AD seem to have a
higher incidence of glaucoma and age-related macular degeneration, indicating that
similar pathogenesis may underlie these neurodegenerative diseases of the eye and brain.
(See Giasson et al., Free Radic. Biol. Med. 32:1264-75 (2002); Johnson et al., Proc. Natl.
Acad. Sci. USA 99:11830-35 (2002); Dentchev et al., Mol. Vis. 9:184-90 (2003)).

[0069] Neuronal cell death underlies the pathology of these diseases. Unfortunately,
very few compositions and methods that enhance retinal neuronal cell survival,
particularly photoreceptor cell survival, have been discovered. A need therefore exists to
identify and develop compositions that can be used for treatment and prophylaxis of a
number of retinal diseases and disorders that have neuronal cell death as a primary, or
associated, element in their pathogenesis.

[0070] In vertebrate photoreceptor cells, the irradiance of a photon causes
isomerization of 11-cis-retinylidene chromophore to all-trans-retinylidene and
uncoupling from the visual opsin receptors. This photoisomerization triggers
conformational changes of opsins, which, in turn, initiate the biochemical chain of
reactions termed phototransduction (Filipek et al., Annu. Rev. Physiol. 65:851-79
(2003)). Regeneration of the visual pigments requires that the chromophore be
converted back to the 11-cis-configuration in the processes collectively called the
retinoid (visual) cycle (see, e.g., McBee et al., Prog. Retin. Eye Res. 20:469-52 (2001)).
First, the chromophore is released from the opsin and reduced in the photoreceptor by
retinol dehydrogenases. The product, all-frans-retinol, is trapped in the adjacent retinal
pigment epithelium (RPE) in the form of insoluble fatty acid esters in subcellular
structures known as retinosomes (Imanishi et al., J. Cell Biol. 164:373-87 (2004)).
[0071] In Stargardt's disecase (Allikmets et al., Nat. Genet. 15:236-46 (1997)), a disease
associated with mutations in the ABCR transporter that acts as a flippase, the
accumulation of all-trans-retinal may be responsible for the formation of a lipofuscin
pigment, A2E, which is toxic towards retinal pigment epithelial cells and causes
progressive retinal degeneration and, consequently, loss of vision (Mata et al., Proc.

Natl. Acad. Sci. USA 97:7154-59 (2000); Weng et al., Cell 98:13-23 (1999)). Treating
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patients with an inhibitor of retinol dehydrogenases, 13-cis-RA (Isotretinoin, Accutane®,
Roche), has been considered as a therapy that might prevent or slow the formation of
A2E and might have protective properties to maintain normal vision (Radu et al., Proc.
Natl. Acad. Sci. USA 100:4742-47 (2003)). 13-cis-RA has been used to slow the
synthesis of 11-cis-retinal by inhibiting 11-cis-RDH (Law et al., Biochem. Biophys. Res.
Commun. 161:825-9 (1989)), but its use can also be associated with significant night
blindness. Others have proposed that 13-cis-RA works to prevent chromophore
regeneration by binding RPE65, a protein essential for the isomerization process in the
eye (Gollapalli et al., Proc. Natl. Acad. Sci. USA 101:10030-35 (2004)). Gollapalli et al.
reported that 13-cis-RA blocked the formation of A2E and suggested that this treatment
may inhibit lipofuscin accumulation and, thus, delay either the onset of visual loss in
Stargardt's disease or age-related macular degeneration, which are both associated with
retinal pigment-associated lipofuscin accumulation. However, blocking the retinoid
cycle and forming unliganded opsin may result in more severe consequences and
worsening of the patient's prognosis (see, e.g., Van Hooser et al., J. Biol. Chem.
277:19173-82 (2002); Woodruff et al., Nat. Genet. 35:158-164 (2003)). Failure of the
chromophore to form may lead to progressive retinal degeneration and may produce a
phenotype similar to Leber Congenital Amaurosis (LCA), which is a very rare genetic
condition affecting children shortly after birth.

Substituted Heterocyclic Amine Derivative Compounds

[0072] Substituted heterocyclic amine derivative compounds are described herein that
inhibit an isomerization step of the retinoid cycle. These compounds, and compositions
comprising these compounds, are useful for inhibiting degeneration of retinal cells or for
enhancing retinal cell survival. The compounds described herein are, therefore, useful
for treating ophthalmic diseases and disorders, including retinal diseases or disorders,
such as age related macular degeneration and Stargardt's disease.

[0073] One embodiment provides a compound of Formula (A) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof:
R3 R4 R’
N-.
G R®
R! R?RS R®
Formula (A)
wherein,
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Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’-;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[0074] For any and all of the embodiments, substituents are selected from among from
a subset of the listed alternatives. For example, in some embodiments is provided a
compound of Formula (A) or tautomer, stereoisomer, geometric isomer or a
pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein Ring A is

selected from:
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[0075] Another embodiment provides a compound of Formula (A) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:
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R14 and R14

and each R'* is independently selected from hydrogen, halogen, OR’, alkyl, or

fluoroalkyl.
[0076]

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:

o N©\§

, ii"\]\N/)\;

N= -
NP NP

N=N

—N =
, Q&L/Q/\N\; , '1?1 N\’\N\; ,
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[0077] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:

R14 R14 R14 R14

— !\]__ »::N R14 R14
wN N %N\%; }:S\

R14 , R14 , R14 , ‘T{N\N/ ; ,

R14
R14 =N R4 !\I:N

!\li N\ N =N N4

‘?7{N\N/ ; , R14 , Ls-:N\N/)\g , R14

and each R'* is independently selected from hydrogen, halogen, OR’, alkyl, or
fluoroalkyl.

[0078] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:

= - /N =z 2
| 1| | \ L
SOVENG VNG VNG WIS § V)
A 7N N NN 2
| | |
L ,Qg*f S VENG VNG ¢
Né\lN
and E)\\NJ\J" -
[0079] Another embodiment provides a compound of Formula (A) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:
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R14
R14 R14 O\ R14 R14 R14 R14 Z |N’O
s" B f 5
R14
fi R14 R14 R14 R14 /]\/E
|
F ey N s‘ TRy

R1

R14 R14 R14j\)\ R
gy a&lf ‘a&%f N f

and each R' is independently selected from hydrogen, halogen, OR’, alkyl, or
fluoroalkyl.

[0080] Another embodiment provides a compound of Formula (A) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:

L‘&ﬂf ‘7{@\5 and E/OG\;

Se
[0081] Another embodiment provides a compound of Formula (A) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:

R14 R14 R14 R14
R14 R4 S { I S R4 R14 @) \ i 0]
m ANHF N (L N A
; , R14 , R14 , % 0 ; , R14 , R14

% s

R4 R4 Rs\a R4 R ,Rg
\ N )

DS VN SURN
Ing , R14 and R14

[0082] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:

34



WO 2013/109991 PCT/US2013/022304

/Rg
R4 NN R4 R° R4 N-Q
SNy aIS o H‘&N , ajf*f , aIN(/D*f , %ﬁ;

R14

%A{; vt Exi I RS E/Li; 2%5

14

R4 R4 R?
NS DL s D & N
wNF $ N E/A $ % )\5 N $
Ejlui\; : /KR@‘\ , E/A\N\ ; , 29 , 29 and /KR@‘\

[0083] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:

'?Es;,‘é‘z.o;,iﬁ.\Ngs,'ZLLN/;,HL‘:.\N;,‘Z‘LN/éSS

R9 N—N R®
N-N 511/4 >\§ N—N
leLL/E\N >\§ , 29 and '11‘_/& N/)\gS

[0084] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof,wherein Ring A is selected from:

R14

j\)\/[ R14 R14 R14 R14 p l\l
N f‘ ‘a\ FNNOY

R14

[0085] Another embodiment prov1des a cornpound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:

L A D

[0086] For any and all of the embodiments, substituents are selected from among from

a subset of the listed alternatives. For example, in some embodiments is provided a
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compound of Formula (A) or tautomer, stereoisomer, geometric isomer or a

pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein Ring A is:
Iyt
NS
[0087] Another embodiment provides a compound of Formula (A) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:
S
\
%\}5
[0088] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Ring A is:

S

[0089] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Ring A is:

O

[0090] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:
3
NS
[0091] Another embodiment provides a compound of Formula (A) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:
O
\
A
[0092] Another embodiment provides a compound of Formula (A) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:
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TIWY
[0093] Another embodiment provides a compound of Formula (A) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:

[0094] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:

[0095] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:

[0096] For any and all of the embodiments, substituents are selected from among from
a subset of the listed alternatives. For example, in some embodiments is provided a
compound of Formula (A) or tautomer, stereoisomer, geometric isomer or a
pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein Y is

alkyl, carbocyclyl or heterocyclyl.

[0097] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Y is alkyl, carbocyclyl or heterocyclyl.

[0098] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Y is —C(R')R')(R'®);

R'® and R'” are cach independently selected from hydrogen, C;-C5 alkyl, halo or
fluoroalkyl; or R'® and R', together with the carbon to which they are attached form a
carbocyclyl or heterocyclyl; and

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or fluoroalkyl.
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[0099] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R'® and R'7, together with the carbon to which they are
attached, form a carbocyclyl or heterocyclyl.

[00100] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R'® and R'7, together with the carbon to which they are
attached, form a cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, or cyclooctyl, and R'®
is hydrogen or hydroxy.

[00101] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R'® and R'7, together with the carbon to which they are
attached, form a cyclopentyl, cyclohexyl, or cycloheptyl, and R'® is hydrogen or
hydroxy.

[00102] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R'® and R'” is independently selected from C;-C3 alkyl; and
R'® is hydrogen, hydroxy or alkoxy.

[00103] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein X is selected from —O-C(R”),, —S(0),-C(R”),-, ~SO,(NR”)-, —
NR’-C(R);-, -NR’-C(=0)-, and -NR’-S(0),-.

[00104] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein X is selected from ~C(R”),-C(R”),—, -C(R*)=C(R")-, -C = C-, —
C(=0)-N(R”)-, —C(R*),-O-, and —C(R”),-NR’-.

[00105] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein X is selected from —O-C(R”),-,0r —C(R),-C(R”),—.

[00106] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein X is —C(R),-C(R”),—.
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[00107] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein X is —O-C(R),-.

[00108] For any and all of the embodiments, substituents are selected from among from
a subset of the listed alternatives. For example, in some embodiments is provided a
compound of Formula (A) or tautomer, stereoisomer, geometric isomer or a
pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein R* and R*
are both hydrogen.

[00109] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R* and R® are both hydrogen.

[00110] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R?, R?, R® and R® are hydrogen.

[00111] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R' and R are both hydrogen.

[00112] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R' is hydrogen and R? is -OH.

[00113] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R' and R* together form an oxo.

[00114] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R” and R® are both hydrogen.

[00115] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R’ is hydrogen and R® is -C(=O)R"* or CO,R"’.

[00116] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein R" is an alkyl.
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[00117] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
RO R O

N-oxide thereof, wherein R® is CO,R"> and R is % 0~ R,
[00118] Any combination of the groups described above for the various variables is
contemplated herein. Throughout the specification, groups and substituents thereof are
chosen by one skilled in the field to provide stable moieties and compounds.
[00119] For any and all of the embodiments, substituents are selected from among from
a subset of the listed alternatives. For example, in some embodiments is provided a
compound of Formula (A) or tautomer, stereoisomer, geometric isomer or a
pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein

Y is —-CR)R)R");

R'® and R"” are cach independently selected from hydrogen, C;-C;3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

‘z;@i

[00120] Another embodiment provides a compound of Formula (A) or tautomer,

ring A is:

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Y is —C(R')R')(R'®);

R'® and R'" are each independently selected from hydrogen, C,-Cy3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

zﬂs\}f

ring A is:
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[00121] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Y is —C(R')R')(R'®);

R'® and R'" are each independently selected from hydrogen, C,-Cy3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

S

ring A is:

[00122] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Y is —C(R')R')(R'®);

R'® and R'" are each independently selected from hydrogen, C,-Cy3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

O

ring A is:

[00123] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Y is —C(R')R')(R'®);

R'® and R'" are each independently selected from hydrogen, C,-Cy3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

ring A is:
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-

NI
[00124] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Y is —C(R')R')(R'®);

R'® and R"” are cach independently selected from hydrogen, C;-C;3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

3@5

[00125] Another embodiment provides a compound of Formula (A) or tautomer,

ring A is:

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Y is —C(R')R')(R'®);

R'® and R'" are each independently selected from hydrogen, C,-Cy3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

ring A is:

TNV
[00126] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Y is —C(R')R')(R'®);
R'® and R'" are each independently selected from hydrogen, C,-Cy3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are

attached form a carbocyclyl or heterocyclyl;
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R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or
fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and
ring A is:
]
BN

[00127] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Y is —C(R')R'")(R'®);

R'® and R'" are each independently selected from hydrogen, C,-Ci3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

ring A is:

[00128] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Y is —C(R')R'")(R'®);

R'® and R'" are each independently selected from hydrogen, C,-Ci3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

ring A is:

[00129] For any and all of the embodiments, substituents are selected from among from
a subset of the listed alternatives. For example, in some embodiments is provided a
compound of Formula (A) or tautomer, stereoisomer, geometric isomer or a
pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein
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R'is hydrogen, R?is —OH, R*,R?, R’ and R® are hydrogen;
Y is —-CR)R)R");

R'® and R"” are cach independently selected from hydrogen, C;-C;3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or
fluoroalkyl;

X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

3@5

[00130] Another embodiment provides a compound of Formula (A) or tautomer,

ring A is:

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein,

R'is hydrogen, R?is —OH, R*,R?, R’ and R® are hydrogen;

Y is —-CR)R)R");

R'® and R'" are each independently selected from hydrogen, C,-Cy3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

zﬂs\}f

[00131] Another embodiment provides a compound of Formula (A) or tautomer,

ring A is:

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein,
R'is hydrogen, R?is —OH, R*,R?, R’ and R® are hydrogen;
Y is —-CR)R)R");
R'® and R'" are each independently selected from hydrogen, C,-Cy3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are

attached form a carbocyclyl or heterocyclyl;
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R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or
fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

S

ring A is:

[00132] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein,

R'is hydrogen, R?is —OH, R*,R?, R’ and R® are hydrogen;

Y is —-CR)R)R");

R'® and R'" are each independently selected from hydrogen, C,-Ci3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

O

ring A is:

[00133] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein,

R'is hydrogen, R?is —OH, R*,R?, R’ and R® are hydrogen;

Y is —-CR)R)R");

R'® and R'" are each independently selected from hydrogen, C,-Ci3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

a@?
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[00134] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein,

R'is hydrogen, R?is —OH, R*,R?, R’ and R® are hydrogen;

Y is —-CR)R)R");

R'® and R"” are cach independently selected from hydrogen, C;-C;3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

3@5

[00135] Another embodiment provides a compound of Formula (A) or tautomer,

ring A is:

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein,

R'is hydrogen, R?is —OH, R*,R?, R’ and R® are hydrogen;

Y is —-CR)R)R");

R'® and R'" are each independently selected from hydrogen, C,-Cy3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and

ring A is:

TNV
[00136] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein,
R'is hydrogen, R?is —OH, R*,R?, R’ and R® are hydrogen;
Y is —-C(R')R')R");
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R'® and R'" are each independently selected from hydrogen, C,-Cy3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and
ring A is:
]
BN

[00137] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein,

R'is hydrogen, R?is —OH, R*,R?, R’ and R® are hydrogen;

Y is —-CR)R)R");

R'® and R'" are each independently selected from hydrogen, C,-Cy3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and
ring A is:

[00138] Another embodiment provides a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein,

R'is hydrogen, R?is —OH, R*,R?, R’ and R® are hydrogen;

Y is —-CR)R)R");

R'® and R'" are each independently selected from hydrogen, C,-Cy3 alkyl,
halo or fluoroalkyl; or R'® and R'7, together with the carbon to which they are
attached form a carbocyclyl or heterocyclyl;

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or

fluoroalkyl;
X is selected from —O-C(R”),-,0r —C(R”),-C(R”),—; and
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ring A is:

[00139] One embodiment provides a compound, or tautomer, stereoisomer, geometric
isomer, or pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, selected
from the group consisting of:

S, ® ®
O’Q/\/NHZ 0" N7 NH» x NG NH»
OH

OH OH

2 2 2

P NH, /N NH> z NH,
Ao O s
OH OH OH

9 > B

NH > NH NH
N /S\ 2 O/\O/Q\(\/ 2 O/\O /O\ 2

OH , OH , OH ,
| N \ > S NH
2
N NF NH, 07N NH, O/\O/@\(\/
OH OH OH
N | A
8 NH © N e
2
NH z
OH OH
~
f \ NH» | _ NH, / S NH,
Ok L S~
OH H OH N
NH /3

/ NN"0H 7\ = NH,
=N S OH S
OH , and OH .

[00140] In some embodiments the compounds of Formula (A) disclosed herein have the

structure provided in Table 1A.

TABLE 1A

Synthesis
Structure Name
Example
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3-Amino-1-(5-
1 O’\O/Q\(\/ NH, (cyclohexylmethoxy)-
oH thiophen-2-yl)propan-1-ol
| N 3-Amino-1-(6-
2 Oﬂo N NH; (cyclohexylmethoxy)-
of pyridin-2-yl)propan-1-ol
| N (E)-3-Amino-1-(6-(2-
3 NN NHz cyclohexylvinyl)pyridin-
of 2-yl)propan-1-ol
N 3-Amino-1-(6-(2-
4 | N NH; cyclohexylethyl)pyridin-
of 2-yl)propan-1-ol
(R)-3-Amino-1-(5-
5 O—\O /s \ NH; (cyclohexylmethoxy)thiop
o hen-2-yl)propan-1-ol
| N (R)-3-Amino-1-(6-
6 Oﬂo N? NH; (cyclohexylmethoxy)pyrid
on in-2-yl)propan-1-ol
N 3-Amino-1-(2-
7 O/\o o NH; (cyclohexylmethoxy)pyrid
of in-4-yl)propan-1-ol
(E)-3-(2-
‘ OD\/\/ NH, (Cyclohexylmethoxy)pyri
O/\ din-4-yl)prop-2-en-1-
amine
oH_ Js 1-((5-(3-Amino-1-
9 - NHz hydroxypropyl)thiophen-
on 3-yDethynyl)cyclohexanol
Ny (E)-3-Amino-1-(5-(2-
10 SN | F NH> cyclohexylvinyl)pyridin-
o 3-yDpropan-1-ol
Ny 3-Amino-1-(5-(2-
11 | Z NH; cyclohexylethyl)pyridin-
o 3-yDpropan-1-ol
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12

NH
0" NF 2
OH

3-Amino-1-(4-
(cyclohexylmethoxy)pyrid
in-2-yl)propan-1-ol

13

=
=
»

= NH»
OH

(E)-3-Amino-1-(4-(2-
cyclohexylvinyl)thiophen-
2-yl)propan-1-ol

14

NH;

(E)-3-Amino-1-(5-(2-
cyclohexylvinyl)furan-2-
yl)propan-1-ol

15

NH>

3-Amino-1-(5-(2-
cyclohexylethyl)tetrahydr
ofuran-2-yl)propan-1-ol

16

NH>
OH
OH

1-(2-(5-(3-Amino-1-
hydroxypropyl)thiophen-
3-ylethyl)cyclohexanol

17

NH>

OH

3-Amino-1-(4-(2-
cyclohexylethyl)thiophen-
2-yl)propan-1-ol

18

NH»

9
:

3-Amino-1-(4-
(cyclohexylmethoxy)thiop
hen-2-yl)propan-1-ol

19

NH,

OH

o
b4
N\

(R)-3-Amino-1-(6-((2-

propylpentyl)oxy)pyridin-
2-yl)propan-1-ol

20

=

Hz

OH

(E)-3-Amino-1-(5-(2-
cyclohexylvinyl)thiophen-
3-yDpropan-1-ol

21

=

Hz

OH

3-Amino-1-(5-(2-
cyclohexylethyl)thiophen-
3-yDpropan-1-ol

22

NH,

OH

(E)-3-Amino-1-(4-(2-
cyclohexylvinyl)furan-2-
yl)propan-1-ol
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23

|

NH,
OH

3-Amino-1-(5-
(cyclohexylethynyl)furan-
2-yl)propan-1-ol

24

NH,

OH

3-Amino-1-(5-
(cyclohexylmethoxy)furan
-2-yl)propan-1-ol

25

(R)-3-Amino-1-(6-
((cyclohexylmethyl)thio)p
yridin-2-yl)propan-1-ol

26

OH

(R)-3-Amino-1-(6-
(cyclohexyloxy)pyridin-2-
yl)propan-1-ol

27

OH

(R)-3-Amino-1-(6-
((cyclohexylmethyl)sulfon
yl)pyridin-2-yl)propan-1-

ol

28

< NH»
OH

(R,E)-5-(2-(6-(3-Amino-
1-hydroxypropyl)pyridin-
2-yl)vinyl)nonan-5-ol

29

OH

= NH»
OH

(R)-5-(2-(6~(3-Amino-1-
hydroxypropyl)pyridin-2-
yl)ethyl)nonan-5-ol

30

3-Amino-1-(6-(2-
ethylbutoxy)pyridin-2-
yl)propan-1-ol

31

(R)-3-Amino-1-(6-
(cycloheptylmethoxy)pyri
din-2-yl)propan-1-ol

32

(R)-3-Amino-1-(5-((2-
propylpentyl)oxy)furan-2-
yl)propan-1-ol

33

(R)-3-Amino-1-(6-
(cyclopentylmethoxy)pyri
din-2-yl)propan-1-ol
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34

OH

(R)-3-Amino-1-(6-
(cycloheptyloxy)pyridin-
2-yl)propan-1-ol

35

(R)-Ethyl 4-(((6-(3-amino-
1-hydroxypropyl)pyridin-
2-
yl)oxy)methyl)piperidine-

1-carboxylate

36

(R)-Benzyl 4-(((6-(3-
amino-1-
hydroxypropyl)pyridin-2-
yl)oxy)methyl)piperidine-

1-carboxylate

37

3-Amino-1-(6-((2-

propylpentyl)oxy)pyridin-
2-yl)propan-1-one

38

3-Amino-1-(6-
((tetrahydro-2H-pyran-4-
yDmethoxy)pyridin-2-
yl)propan-1-ol

39

(8)-3-Amino-1-(6-((2-

propylpentyl)oxy)pyridin-
2-yl)propan-1-ol

40

(R)-3-Amino-1-(6-
(piperidin-4-
ylmethoxy)pyridin-2-
yl)propan-1-ol

41

OH

(R)-3-Amino-1-(6-
phenethoxypyridin-2-
yl)propan-1-ol

42

3-(6-
(Cyclohexylmethoxy)pyri
din-2-yl)prop-2-yn-1-

amine

52




WO 2013/109991 PCT/US2013/022304
/@Y\/H 3-(Methylamino)-1-(6-((2-
43 \/Pﬁo N g > propylpentyl)oxy)pyridin-
2-yl)propan-1-ol
= | .y N-(3-Hydroxy-3-(6-((2-
44 \Q/\o SN N N propylpentyl)oxy)pyridin-
on © 2-yl)propyl)acetamide
N 3-Amino-1-(2-
45 O/\o)l\ N NH; (cyclohexylmethoxy)pyri
OH midin-4-yl)propan-1-ol
St (R)-3-amino-1-(4-
46 Oﬂo/q/)\‘/\/ NH; (cyclohexylmethoxy)pyri
on midin-2-yl)propan-1-ol

[00141] In another embodiment is a compound selected from the group consisting of:

3-Amino-1-(5-(cyclohexylmethoxy)thiophen-2-yl)propan-1-ol;

3-Amino-1-(6-(cyclohexylmethoxy)pyridin-2-yl)propan-1-ol;

(E)-3-Amino-1-(6-(2-cyclohexylvinyl)pyridin-2-yl)propan-1-ol;

3-Amino-1-(6-(2-cyclohexylethyl)pyridin-2-yl)propan-1-ol;

(R)-3-Amino-1-(5-(cyclohexylmethoxy)thiophen-2-yl)propan-1-ol;

(R)-3-Amino-1-(6-(cyclohexylmethoxy)pyridin-2-yl)propan-1-ol;

3-Amino-1-(2-(cyclohexylmethoxy)pyridin-4-yl)propan-1-ol;

(E)-3-(2-(Cyclohexylmethoxy)pyridin-4-yl)prop-2-en-1-amine;

1-((5-(3-Amino-1-hydroxypropyl)thiophen-3-yl)ethynyl)cyclohexanol;

(E)-3-Amino-1-(5-(2-cyclohexylvinyl)pyridin-3-yl)propan-1-ol;

3-Amino-1-(5-(2-cyclohexylethyl)pyridin-3-yl)propan-1-ol;

3-Amino-1-(4-(cyclohexylmethoxy)pyridin-2-yl)propan-1-ol;

(E)-3-Amino-1-(4-(2-cyclohexylvinyl)thiophen-2-yl)propan-1-ol;

(E)-3-Amino-1-(5-(2-cyclohexylvinyl)furan-2-yl)propan-1-ol;

3-Amino-1-(5-(2-cyclohexylethyl)tetrahydrofuran-2-yl)propan-1-ol;

1-(2-(5-(3-Amino-1-hydroxypropyl)thiophen-3-yl)ethyl)cyclohexanol;

3-Amino-1-(4-(2-cyclohexylethyl)thiophen-2-yl)propan-1-ol;

3-Amino-1-(4-(cyclohexylmethoxy)thiophen-2-yl)propan-1-ol;

(R)-3-Amino-1-(6-((2-propylpentyl)oxy)pyridin-2-yl)propan-1-ol;

(E)-3-Amino-1-(5-(2-cyclohexylvinyl)thiophen-3-yl)propan-1-ol;
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3-Amino-1-(5-(2-cyclohexylethyl)thiophen-3-yl)propan-1-ol;
(E)-3-Amino-1-(4-(2-cyclohexylvinyl)furan-2-yl)propan-1-ol;
3-Amino-1-(5-(cyclohexylethynyl)furan-2-yl)propan-1-ol;
3-Amino-1-(5-(cyclohexylmethoxy)furan-2-yl)propan-1-ol;
(R)-3-Amino-1-(6-((cyclohexylmethyl)thio)pyridin-2-yl)propan-1-ol;
(R)-3-Amino-1-(6-(cyclohexyloxy)pyridin-2-yl)propan-1-ol;
(R)-3-Amino-1-(6-((cyclohexylmethyl)sulfonyl)pyridin-2-yl)propan-1-ol;
(R,E)-5-(2-(6-(3-Amino-1-hydroxypropyl)pyridin-2-yl)vinyl)nonan-5-ol;
(R)-5-(2-(6-(3-Amino-1-hydroxypropyl)pyridin-2-yl)ethyl)nonan-5-ol;
3-Amino-1-(6-(2-ethylbutoxy)pyridin-2-yl)propan-1-ol;
(R)-3-Amino-1-(6-(cycloheptylmethoxy)pyridin-2-yl)propan-1-ol;
(R)-3-Amino-1-(5-((2-propylpentyl)oxy)furan-2-yl)propan-1-ol;
(R)-3-Amino-1-(6-(cyclopentylmethoxy)pyridin-2-yl)propan-1-ol;
(R)-3-Amino-1-(6-(cycloheptyloxy)pyridin-2-yl)propan-1-ol;

(R)-Ethyl 4-(((6-(3-amino-1-hydroxypropyl)pyridin-2-
yl)oxy)methyl)piperidine-1-carboxylate;

(R)-Benzyl 4-(((6-(3-amino-1-hydroxypropyl)pyridin-2-
yl)oxy)methyl)piperidine-1-carboxylate;
3-Amino-1-(6-((2-propylpentyl)oxy)pyridin-2-yl)propan-1-one;
3-Amino-1-(6-((tetrahydro-2 H-pyran-4-yl)methoxy)pyridin-2-yl)propan-1-ol;
(8)-3-Amino-1-(6-((2-propylpentyl)oxy)pyridin-2-yl)propan-1-ol;
(R)-3-Amino-1-(6-(piperidin-4-ylmethoxy)pyridin-2-yl)propan-1-ol;
(R)-3-Amino-1-(6-phenethoxypyridin-2-yl)propan-1-ol;
3-(6-(Cyclohexylmethoxy)pyridin-2-yl)prop-2-yn-1-amine;
3-(Methylamino)-1-(6-((2-propylpentyl)oxy)pyridin-2-yl)propan-1-ol;
N-(3-Hydroxy-3-(6-((2-propylpentyl)oxy)pyridin-2-yl)propyl)acetamide;
3-Amino-1-(2-(cyclohexylmethoxy)pyrimidin-4-yl)propan-1-ol; and
(R)-3-amino-1-(4-(cyclohexylmethoxy)pyrimidin-2-yl)propan-1-ol.

[00142] In additional embodiments, the compound of Formula (A) is selected from the

group consisting of:

54



WO 2013/109991 PCT/US2013/022304

B N &
N NH, Y NH, = NH,
OH , OH , OH ,
B N s
<~ = s
0 N NHo o NHo o NH»
OH , OH ,

/

OH ,

B B ®
I~ P4 P
H N NH, N NH, N NH,
OH ) H OH ) H OH )
NT NI A N| AN
H
OH , OH and OH .

[00143] In additional embodiments, the compound of Formula (A) is selected from the

group consisting of:
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/S\ NH, O/\/@\(\/NHZ O/\/Q\(\,NHZ

OH : OH : OH
O/\ ﬂ\(\/NHZ O/\O/@\(\/NHZ O/\O@\(\,NHz
© s o OH OH
L re oy
OB OrpB Oy
OH ; 3 OH ; H OH :
([} N O/\/@\(\/NHZ O/\/Q\(\/NHZ
OH , OH , OH ,
O/\ ﬂ\(\/NHZ O/\O/@\(\/NHZ O/\O/Q\(\,Nm
o
° , OH , OH ,

/\ NH, /I NH;, 27 NH;,
o Oy Oa's
H H
oA , OH and .
[00144] One embodiment provides a compound of Formula (B) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof:

NH,
R' R?
Formula (B)
wherein,
Ring A is selected from a 1,3-disubstituted heterocycle;
Gis -X-Y;
X is selected from —O-, -S-, -NH-, or -CH»-;

Y is selected from carbocyclyl, or heterocyclyl; and

56



WO 2013/109991 PCT/US2013/022304

R' and R” are each independently selected from hydrogen, or -OH; or R' and R*
form an oxo.
[00145] For any and all of the embodiments, substituents are selected from among from
a subset of the listed alternatives. For example, in some embodiments is provided a
compound of Formula (B) or tautomer, stereoisomer, geometric isomer or a
pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein Ring A is

selected from:

aﬂf ,g@f ,3@5 ,‘%Qf ,a@? | a@i

S
ﬂg‘ HN NH N N NN
AR G A SR § S I N IR

S S—N S—N N
A A A Ay L A

o)

O-N

S N—S N—§ 0 ~N
I T s IS SR S S

N
/4’\>\; HN NH 0 N-O N~
" oo %(4\}5 | r@/)\é | a/q)\ﬁ A A Niﬁ |

N—N N
HN—N AL >\§ N—NH N-NH /[%5 HN—N
A TN Ay A0y T Ay

[00146] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:
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R14 R14 R14 R4
HN NH R14 14 N—NH
EMg A A N "N A
g A A
R14 R14 ‘ZS_ S 51?_ S ) R
R14 SN R14 R4 R4 o-

S P N IN 0 P
\ k3 \ /N \ Ky
*{L\;g\éé /KRC\ E/(}éé L% o)\g : L‘&/L\;S\‘é , 14
R14 N—S R14 R14 R14 N—Q

S (¢ HN NH Q (¢
/ ks \ / J %
EIN/* , &? %{&? , aIN/*f , EIN/*f , &? ,
RY R™ 14 14 O
R14 R# O\Q R i
N N HN-N 7\ Ss S
\ / N \ b\f /
*«(Q?\; L&‘I{}" )\5 %J\(\é % ()/’S\E) N N
, , R14 R14 and R14

and each R'* is independently selected from hydrogen, halogen, alkyl, or fluoroalkyl.

[00147] Another embodiment provides a compound of Formula (B) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:

= = —N —
NP NPt NP

!\I:N /:=N N:N
| i{N\N/)\f | %N\N/)\g | i{N\/\f |

__N\ N:\ —
| K/Q/N\g N\ N\; | HL/QI\;\N?? |
N=N N=\ N=N
| E/A\N,N{ | E/A\N,N{andii&N\; |
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[00148] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:

R14 R14 R14 R14
— !\]__ »::N R14 R14
wN N %N\%; }:S\
R14 , R14 , R14 , ‘T{N\N/ ; ,

R14 R%_/N\ ; R4 N:N
N= o N= =N ~N . A
PO Sy FIL

and each R'* is independently selected from hydrogen, halogen, alkyl, or fluoroalkyl.
[00149] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:

= ~ /N 4 =
| L] | | L]
aJ:N\/L; , aQ; Sy an , %)\\?Lf‘ ,
A 7N N NZN 22N
| | | |
L ,%J;*f‘ S VENG VNG ¢
Né\lN
and E)\\NJ\J" -
[00150] Another embodiment provides a compound of Formula (B) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:
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R14
R14 R14 O\ R14 R14 R14 R14 Z |N’O
5 N f i
R14
fi R14 R14 R14 R14 /]\/E
|
F ey N s‘ TRy

R1

R14 R14 R14j\)\ R
gy a&lf ‘a&%f N f

and each R' is independently selected from hydrogen, halogen, alkyl, or ﬂuoroalkyl.
[00151] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:
R14 R14 R14 14

R14 R4 S \ I S R4 R14 O \ R 0]
TS, vyt ooy g, vy gI%?
'7?7_ S ; , R14 , R14 ,'??7_ ®) ; , R14 , R14
R4 R14
byt
SN a 5 5

H

[00152] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:
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14 R4 N-—NH R14 R14 N-Q
‘L{Zﬁf , EISN\%? , %Kﬁg , EINT;? , EIN% , Ekﬁ;
R4 R4 R R™ o-N
E/Aig J\R(\; | i(ki; I el *{8\;\&5 ,3‘ \RM 5
R14
EIS%; wﬁ/}; o g 3{415 I > E_H&N(N};
N ; R14 , R14

[00153] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:

N-N N-N S—N N-S 0-N N-Q
ii/&s%; | k/(())\f | E/A\N%; | K/QN/)\g | gL/A\N»\g’ | %/QN/)\f

/o
HN—N Efk )\f ~NH
\ N
L‘LL/A\N )\; : H and L‘LL/A )\?;
[00154] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof,wherein Ring A is selected from:

R14

j\)\/[ R14 R14 R14 R14 p l\l
N f‘ N f NV

R14

[00155] Another embodiment prov1des a cornpound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is selected from:

L O D

[00156] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:
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0
NS
[00157] Another embodiment provides a compound of Formula (B) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:
S
\
%\}5
[00158] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Ring A is:

S

[00159] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Ring A is:

O

[00160] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:
3
NS
[00161] Another embodiment provides a compound of Formula (B) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:
O
\
A
[00162] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:

=

|
TNV
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[00163] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Ring A is:
]
BN
[00164] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:

[00165] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Ring A is:

[00166] For any and all of the embodiments, substituents are selected from among from
a subset of the listed alternatives. For example, in some embodiments is provided a
compound of Formula (B) or tautomer, stereoisomer, geometric isomer or a
pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein Y is
carbocyclyl. Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Y is a 4-, 5-, 6-, or 7-membered carbocyclyl. Another
embodiment provides a compound of Formula (B) or tautomer, stereoisomer, geometric
isomer or a pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof,
wherein Y is cyclobutyl, cyclopentyl, cyclohexyl, or cycloheptyl.

[00167] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein X is selected from —O-.

[00168] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein X is selected from —S-.

[00169] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein X is selected from -NH-.
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[00170] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein X is -CH»-.

[00171] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein X is selected from —O-, and Y is carbocyclyl. Another
embodiment provides a compound of Formula (B) or tautomer, stercoisomer, geometric
isomer or a pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof,
wherein X is selected from —O-, and Y is a 4-, 5-, 6-, or 7-membered carbocyclyl.
Another embodiment provides a compound of Formula (B) or tautomer, stereoisomer,
geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or N-oxide
thereof, wherein X is selected from —O-, and Y is cyclobutyl, cyclopentyl, cyclohexyl, or
cycloheptyl.

[00172] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R' and R” are both hydrogen. Another embodiment provides a
compound of Formula (B) or tautomer, stereoisomer, geometric isomer or a
pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein R' and R?
are both hydrogen, X is selected from —O-, and Y is carbocyclyl. Another embodiment
provides a compound of Formula (B) or tautomer, stereoisomer, geometric isomer or a
pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein R' and R?
are both hydrogen, X is selected from —O-, and Y is a 4-, 5-, 6-, or 7-membered
carbocyclyl. Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R' and R” are both hydrogen, X is selected from —O-, and Y is
cyclobutyl, cyclopentyl, cyclohexyl, or cycloheptyl.

[00173] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R' is hydrogen and R? is -OH. Another embodiment provides a
compound of Formula (B) or tautomer, stereoisomer, geometric isomer or a
pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein R is
hydrogen and R” is —OH, X is selected from —O-, and Y is carbocyclyl. Another
embodiment provides a compound of Formula (B) or tautomer, stereoisomer, geometric

isomer or a pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof,
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wherein R' is hydrogen and R? is ~OH, X is selected from —O-, and Y is a 4-, 5-, 6-, or 7-
membered carbocyclyl. Another embodiment provides a compound of Formula (B) or
tautomer, stereoisomer, geometric isomer or a pharmaceutically acceptable solvate,
hydrate, salt, or N-oxide thercof, wherein R'is hydrogen and R? is —OH, X is selected
from —O-, and Y is cyclobutyl, cyclopentyl, cyclohexyl, or cycloheptyl.

[00174] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R' and R” together form an oxo. Another embodiment provides
a compound of Formula (B) or tautomer, stercoisomer, geometric isomer or a
pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein R' and R?
together form an oxo, X is selected from —O-, and Y is carbocyclyl. Another embodiment
provides a compound of Formula (B) or tautomer, stereoisomer, geometric isomer or a
pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein R' and R?
together form an oxo, X is selected from —O-, and Y is a 4-, 5-, 6-, or 7-membered
carbocyclyl. Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R' and R? together form an oxo, X is selected from —O-, and Y
is a 4-, 5-, 6-, or 7-membered carbocyclyl.

[00175] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein X is selected from —O-, and ring A is:

TNV
[00176] Another embodiment provides a compound of Formula (B) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Y is carbocyclyl, and ring A is:

TNV
[00177] Another embodiment provides a compound of Formula (B) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein Y is a 4-, 5-, 6-, or 7-membered carbocyclyl, and ring A is:

WY
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[00178] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein Y is cyclobutyl, cyclopentyl, cyclohexyl, or cycloheptyl, and

ring A is:
TNV

[00179] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof, wherein X is selected from —O-, Y is carbocyclyl, and ring A is:

BN
[00180] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein X is selected from —O-, Y is a 4-, 5-, 6-, or 7-membered

carbocyclyl, and ring A is:

BN
[00181] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein X is selected from —O-, Y is cyclobutyl, cyclopentyl,
cyclohexyl, or cycloheptyl, and ring A is:

TNV

[00182] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R' is hydrogen, R? is ~OH, X is selected from —O-, Y is
carbocyclyl, and ring A is:

TNV
[00183] Another embodiment provides a compound of Formula (B) or tautomer,

stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
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N-oxide thereof, wherein R' is hydrogen, R?is —OH, X is selected from —O-, Y is a 4-, 5-

, 6-, or 7-membered carbocyclyl, and ring A is:

TNV
[00184] Another embodiment provides a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof, wherein R' is hydrogen, R* is ~OH, X is selected from —O-, Y is
cyclobutyl, cyclopentyl, cyclohexyl, or cycloheptyl, and ring A is:

TNV
[00185] Any combination of the groups described above for the various variables is

contemplated herein. Throughout the specification, groups and substituents thereof are

chosen by one skilled in the field to provide stable moieties and compounds.

[00186] In some embodiments the compounds of Formula (B) disclosed herein have the

structure provided in Table 1B.

TABLE 1B

Synthesis
Structure Name
Example

(R)-3-Amino-1-(6-

x
26 O\OJ\/NJ\‘/\/NHz (cyclohexyloxy)pyridin-2-
OH

yl)propan-1-ol

Q\ | N (R)-3-Amino-1-(6-
34 o/(,\,j\‘/\/ NH; (cycloheptyloxy)pyridin-
OH

2-yl)propan-1-ol

Preparation of the Substituted Heterocyclic Amine Derivative Compounds
[00187] The compounds used in the reactions described herein are made according to
organic synthesis techniques known to those skilled in this art, starting from
commercially available chemicals and/or from compounds described in the chemical
literature. "Commercially available chemicals" are obtained from standard commercial

sources including Acros Organics (Pittsburgh PA), Aldrich Chemical (Milwaukee WI,
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including Sigma Chemical and Fluka), Apin Chemicals Ltd. (Milton Park UK), Avocado
Research (Lancashire U.K.), BDH Inc. (Toronto, Canada), Bionet (Cornwall,
U.K.),Chemservice Inc. (West Chester PA), Crescent Chemical Co. (Hauppauge NY),
Eastman Organic Chemicals, Eastman Kodak Company (Rochester NY), Fisher Scientific
Co. (Pittsburgh PA), Fisons Chemicals (Leicestershire UK), Frontier Scientific (Logan
UT), ICN Biomedicals, Inc. (Costa Mesa CA), Key Organics (Cornwall U.K.), Lancaster
Synthesis (Windham NH), Maybridge Chemical Co. Ltd. (Cornwall U.K.), Parish
Chemical Co. (Orem UT), Pfaltz & Bauer, Inc. (Waterbury CN), Polyorganix (Houston
TX), Pierce Chemical Co. (Rockford IL), Riedel de Haen AG (Hanover, Germany),
Spectrum Quality Product, Inc. (New Brunswick, NJ), TCI America (Portland OR), Trans
World Chemicals, Inc. (Rockville MD), and Wako Chemicals USA, Inc. (Richmond VA).
[00188] Methods known to one of ordinary skill in the art are identified through various
reference books and databases. Suitable reference books and treatise that detail the
synthesis of reactants useful in the preparation of compounds described herein, or provide
references to articles that describe the preparation, include for example, "Synthetic Organic
Chemistry"”, John Wiley & Sons, Inc., New York; S. R. Sandler et al., "Organic Functional
Group Preparations,” 2nd Ed., Academic Press, New York, 1983; H. O. House, "Modern
Synthetic Reactions”, 2nd Ed., W. A. Benjamin, Inc. Menlo Park, Calif. 1972; T. L.
Gilchrist, "Heterocyclic Chemistry"”, 2nd Ed., John Wiley & Sons, New York, 1992; J.
March, "Advanced Organic Chemistry: Reactions, Mechanisms and Structure", 4th Ed.,
Wiley-Interscience, New York, 1992. Additional suitable reference books and treatise that
detail the synthesis of reactants useful in the preparation of compounds described herein,
or provide references to articles that describe the preparation, include for example,
Fuhrhop, J. and Penzlin G. "Organic Synthesis: Concepts, Methods, Starting Materials",
Second, Revised and Enlarged Edition (1994) John Wiley & Sons ISBN: 3-527-29074-5;
Hoffman, R.V. "Organic Chemistry, An Intermediate Text" (1996) Oxford University
Press, ISBN 0-19-509618-5; Larock, R. C. "Comprehensive Organic Transformations:
A Guide to Functional Group Preparations” 2nd Edition (1999) Wiley-VCH, ISBN: 0-
471-19031-4; March, J. "Advanced Organic Chemistry: Reactions, Mechanisms, and
Structure" 4th Edition (1992) John Wiley & Sons, ISBN: 0-471-60180-2; Otera, J.
(editor) "Modern Carbonyl Chemistry" (2000) Wiley-VCH, ISBN: 3-527-29871-1; Patai,
S. "Patai's 1992 Guide to the Chemistry of Functional Groups" (1992) Interscience
ISBN: 0-471-93022-9; Quin, L.D. et al. "A Guide to Organophosphorus Chemistry"
(2000) Wiley-Interscience, ISBN: 0-471-31824-8; Solomons, T. W. G. "Organic
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Chemistry” 7th Edition (2000) John Wiley & Sons, ISBN: 0-471-19095-0; Stowell, J.C.,
"Intermediate Organic Chemistry" 2nd Edition (1993) Wiley-Interscience, ISBN: 0-471-
57456-2; "Industrial Organic Chemicals: Starting Materials and Intermediates: An
Ullmann's Encyclopedia” (1999) John Wiley & Sons, ISBN: 3-527-29645-X, in §
volumes; "Organic Reactions" (1942-2000) John Wiley & Sons, in over 55 volumes; and
"Chemistry of Functional Groups" John Wiley & Sons, in 73 volumes.

[00189] Specific and analogous reactants may also be identified through the indices of
known chemicals prepared by the Chemical Abstract Service of the American Chemical
Society, which are available in most public and university libraries, as well as through
on-line databases (the American Chemical Society, Washington, D.C., may be contacted for
more details). Chemicals that are known but not commercially available in catalogs may be
prepared by custom chemical synthesis houses, where many of the standard chemical
supply houses (e.g., those listed above) provide custom synthesis services. A reference for
the preparation and selection of pharmaceutical salts of the substituted heterocyclic amine
derivative compounds described herein is P. H. Stahl & C. G. Wermuth "Handbook of
Pharmaceutical Salts", Verlag Helvetica Chimica Acta, Zurich, 2002.

Treatment of Ophthalmic Diseases and Disorders

[00190] One embodiment provides a method for treating an ophthalmic disease or
disorder in a subject, comprising administering to the subject a pharmaceutical
composition comprising a compound of Formula (A) or tautomer, stereoisomer,

geometric isomer, or pharmaceutically acceptable solvate, hydrate, salt, or N-oxide

thereof:
R3 R4 R’
N«
G R®
R! RR®R®
Formula (A)
wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —S(0)-C(R”),-, —S(O)s-
C(R%),-, ~SO,(NR)-, -NR’-C(R"),-, -NR’-C(=0)-, -NR’-§(0),-, —C(R*),-C(R%),-, —
C(=0)-C(R");-, — C(R?),-C(=0)-, -C(R*)=C(R’)-, -C = C-, -C(=0)-N(R")-, -C(=0)-O-
, —C(R),-0-, and —C(R”),-NR’;

69



WO 2013/109991 PCT/US2013/022304

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"" or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R°
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'’R"'; or R” and R?, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R'” and R is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[00191] One embodiment provides a method for treating an ophthalmic disease or
disorder in a subject, wherein the ophthalmic disease or disorder is age-related macular
degeneration or Stargardt’s macular dystrophy.

[00192] One embodiment provides a method for treating an ophthalmic disease or
disorder in a subject, wherein the ophthalmic disease or disorder is selected from retinal
detachment, hemorrhagic retinopathy, retinitis pigmentosa, cone-rod dystrophy, Sorsby’s
fundus dystrophy, optic neuropathy, inflammatory retinal disease, diabetic retinopathy,
diabetic maculopathy, retinal blood vessel occlusion, retinopathy of prematurity, or
ischemia reperfusion related retinal injury, proliferative vitreoretinopathy, retinal
dystrophy, hereditary optic neuropathy, uveitis, a retinal injury, a retinal disorder
associated with Alzheimer’s disease, a retinal disorder associated with multiple sclerosis,

a retinal disorder associated with Parkinson’s disease, a retinal disorder associated with
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viral infection, a retinal disorder related to light overexposure, myopia, and a retinal
disorder associated with AIDS.

[00193] Another embodiment provides a method for treating an ophthalmic disease or
disorder in a subject resulting in a reduction of lipofuscin pigment accumulated in an
eye of the subject.

[00194] Another embodiment provides a method for treating an ophthalmic disease or
disorder in a subject resulting in a reduction of lipofuscin pigment accumulated in an
eye of the subject wherein the lipofuscin pigment is N-retinylidene-N-retinyl-
cthanolamine (A2E).

[00195] One embodiment provides a method for treating an ophthalmic disease or
disorder in a subject, comprising administering to the subject a pharmaceutical
composition comprising a compound of Formula (B) or tautomer, stercoisomer,
geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or N-oxide

thereof:

NH,
R R?
Formula (B)
wherein,
Ring A is selected from a 1,3-disubstituted heterocycle;
Gis -X-Y;
X is selected from —O-, -S-, -NH-, or -CH»-;
Y is selected from carbocyclyl, or heterocyclyl; and
R' and R” are each independently selected from hydrogen, or -OH; or R' and R*
form an oxo. Another embodiment provides a method for treating an ophthalmic
disease or disorder in a subject, comprising administering to the subject a
pharmaceutical composition comprising a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt,
or N-oxide thereof, wherein the ophthalmic disease or disorder is age-related macular
degeneration or Stargardt’s macular dystrophy.
[00196] One embodiment provides a method of modulating chromophore flux in a
retinoid cycle comprising administering to the subject a pharmaceutical composition
comprising a compound of Formula (A) or tautomer, stereoisomer, geometric isomer, or

pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof:
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R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —~0-C(R”)-,~0-C(=0)-, =S-C(R),-, -S(0)-C(R”);-, —S(0)>-
C(R")z-, ~SO3(NR")-, -NR’-C(R’),-, -NR’-C(=0)-, -NR’-S(0)3-, ~C(R”)2-C(R’)o-, -
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, —C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'’R"'; or R” and R?, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,

carbocyclyl, heteroaryl or heterocyclyl.
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[00197] One embodiment provides a method of inhibiting dark adaptation of a rod
photoreceptor cell of the retina comprising contacting the retina with a compound of
Formula (A) or tautomer, stereoisomer, geometric isomer, or pharmaceutically

acceptable solvate, hydrate, salt, or N-oxide thereof:

R3 R4 R’
G N gs
R' RR°R®
Formula (A)
wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, —C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;
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cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and
cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.
[00198] One embodiment provides a method of inhibiting regeneration of rhodopsin in a
rod photoreceptor cell of the retina comprising contacting the retina with a compound of
Formula (A) or tautomer, stereoisomer, geometric isomer, or pharmaceutically

acceptable solvate, hydrate, salt, or N-oxide thereof:

R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R’),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or

heterocyclyl; or R and R® together form an imino;
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R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(ZO)RB, SO,R", CO,R"” or SONR'R!"; or R” and R, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[00199] One embodiment provides a method of reducing ischemia in an eye of a subject
comprising administering to the subject a pharmaceutical composition comprising a
compound of Formula (A) or tautomer, stereoisomer, geometric isomer, or

pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof:

R3 R4 R’
G N gs
R' RR® R®
Formula (A)
wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R’),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,

fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;
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R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'’R"'; or R” and R?, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[00200] Another embodiment provides a method of reducing ischemia in an eye of a
subject comprising administering to the subject a pharmaceutical composition
comprising a compound of Formula (A) or tautomer, stereoisomer, geometric isomer, or
pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof, wherein the
pharmaceutical composition is administered under conditions and at a time sufficient to
inhibit dark adaptation of a rod photoreceptor cell, thereby reducing ischemia in the eye.
[00201] One embodiment provides a method of modulating chromophore flux in a
retinoid cycle comprising administering to the subject a pharmaceutical composition
comprising a compound of Formula (B) or tautomer, stereoisomer, geometric isomer or a

pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof:

NH,
R' R?
Formula (B)
wherein,
Ring A is selected from a 1,3-disubstituted heterocycle;
Gis -X-Y;
X 1s selected from —O-, -S-, -NH-, or -CH>-;
Y is selected from carbocyclyl, or heterocyclyl; and
R' and R” are each independently selected from hydrogen, or -OH; or R' and R* form an

0XO0.
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[00202] One embodiment provides a method of inhibiting dark adaptation of a rod
photoreceptor cell of the retina comprising contacting the retina with a compound of
Formula (B) or tautomer, sterecoisomer, geometric isomer or a pharmaceutically

acceptable solvate, hydrate, salt, or N-oxide thereof:

NH,
R R?
Formula (B)
wherein,
Ring A is selected from a 1,3-disubstituted heterocycle;
Gis -X-Y;
X 1s selected from —O-, -S-, -NH-, or -CH>-;
Y is selected from carbocyclyl, or heterocyclyl; and
R' and R” are each independently selected from hydrogen, or -OH; or R' and R* form an
0XO0.
[00203] One embodiment provides a method of inhibiting regeneration of rhodopsin in a
rod photoreceptor cell of the retina comprising contacting the retina with a compound of
Formula (B) or tautomer, sterecoisomer, geometric isomer or a pharmaceutically

acceptable solvate, hydrate, salt, or N-oxide thereof:

NH,
R' R?
Formula (B)
wherein,
Ring A is selected from a 1,3-disubstituted heterocycle;
Gis -X-Y;
X 1s selected from —O-, -S-, -NH-, or -CH>-;
Y is selected from carbocyclyl, or heterocyclyl; and
R' and R” are each independently selected from hydrogen, or -OH; or R' and R* form an
0XO.
[00204] One embodiment provides a method of reducing ischemia in an eye of a subject

comprising administering to the subject a pharmaceutical composition comprising a
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compound of Formula (B) or tautomer, stereoisomer, geometric isomer or a

pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof:

NH,
R' R?
Formula (B)
wherein,
Ring A is selected from a 1,3-disubstituted heterocycle;
Gis -X-Y;
X 1s selected from —O-, -S-, -NH-, or -CH>-;
Y is selected from carbocyclyl, or heterocyclyl; and
R' and R” are each independently selected from hydrogen, or -OH; or R' and R* form an
0XO.
[00205] One embodiment provides a method of inhibiting neovascularization in the
retina of an eye of a subject comprising administering to the subject a pharmaceutical
composition comprising a compound of Formula (A) or tautomer, stereoisomer,

geometric isomer, or pharmaceutically acceptable solvate, hydrate, salt, or N-oxide

thereof:
R3 R4 R’
N«
G R®
R! RR®R®
Formula (A)
wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, —C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

78



WO 2013/109991 PCT/US2013/022304

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'’R"'; or R” and R?, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[00206] One embodiment provides a method of inhibiting neovascularization in the
retina of an eye of a subject comprising administering to the subject a pharmaceutical
composition comprising a compound of Formula (A) or tautomer, stereoisomer,
geometric isomer, or pharmaceutically acceptable solvate, hydrate, salt, or N-oxide
thereof wherein the pharmaceutical composition is administered under conditions and at
a time sufficient to inhibit dark adaptation of a rod photoreceptor cell, thereby inhibiting
neovascularization in the retina.

[00207] One embodiment provides a method of inhibiting neovascularization in the
retina of an eye of a subject comprising administering to the subject a pharmaceutical
composition comprising a compound of Formula (B) or tautomer, stercoisomer,
geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or N-oxide

thereof:
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NH,
R' R?
Formula (B)
wherein,
Ring A is selected from a 1,3-disubstituted heterocycle;
Gis -X-Y;
X is selected from —O-, -S-, -NH-, or -CH»-;
Y is selected from carbocyclyl, or heterocyclyl; and
R' and R” are each independently selected from hydrogen, or -OH; or R' and R*
form an oxo.
[00208] One embodiment provides a method of inhibiting degeneration of a retinal cell
in a retina comprising contacting the retina with a compound of Formula (A) or
tautomer, stereoisomer, geometric isomer, or pharmaceutically acceptable solvate,

hydrate, salt, or N-oxide thereof:

R3 R4 R’
G N gs
R' RR® R®
Formula (A)
wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, —C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
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R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R° together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

[00209] One embodiment provides a method of inhibiting degeneration of a retinal cell
in a retina comprising contacting the retina with a compound of Formula (A) or
tautomer, stereoisomer, geometric isomer, or pharmaceutically acceptable solvate,
hydrate, salt, or N-oxide thereof wherein the retinal cell is a retinal neuronal cell. One
embodiment provides a method of inhibiting degeneration of a retinal cell in a retina
comprising contacting the retina with a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer, or pharmaceutically acceptable solvate, hydrate, salt, or
N-oxide thereof wherein the retinal neuronal cell is a photoreceptor cell.

[00210] One embodiment provides a method of inhibiting degeneration of a retinal cell
in a retina comprising contacting the retina with a compound of Formula (B) or
tautomer, stereoisomer, geometric isomer or a pharmaceutically acceptable solvate,

hydrate, salt, or N-oxide thereof:

NH,
R' R?
Formula (B)

wherein,
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Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-, -S-, -NH-, or -CH»-;

Y is selected from carbocyclyl, or heterocyclyl; and
R' and R” are each independently selected from hydrogen, or -OH; or R' and R* form an
0XO.
[00211] Substituted heterocyclic amine derivative compounds as described in detail
herein, including a compound having the structure as set forth in Formula (A) or Formula
(B) and substructures thereof, and the specific substituted heterocyclic amine compounds
described herein that are useful for treating an ophthalmic disease or disorder, inhibit one
or more steps in the visual cycle, for example, by inhibiting or blocking a functional
activity of a visual cycle trans-cis isomerase (also including a visual cycle trans-cis
isomerohydrolase). The compounds described herein, inhibit, block, or in some manner
interfere with the isomerization step in the visual cycle. In a particular embodiment, the
compound inhibits isomerization of an all-frans-retinyl ester; in certain embodiments, the
all-trans-retinyl ester is a fatty acid ester of all-trans-retinol, and the compound inhibits
isomerization of all-frans-retinol to 11-cis-retinol. The compound binds to, or in some
manner interact with, and inhibit the isomerase activity of at least one visual cycle
isomerase, which is also referred to herein and in the art as a retinal isomerase or an
isomerohydrolase. The compound blocks or inhibits binding of an all-frans-retinyl ester
substrate to an isomerase. Alternatively, or in addition, the compound binds to the
catalytic site or region of the isomerase, thereby inhibiting the capability of the enzyme
to catalyze isomerization of an all-trans-retinyl ester substrate. On the basis of scientific
data to date, at least one isomerase that catalyzes the isomerization of all-trans-retinyl
esters is believed to be located in the cytoplasm of RPE cells. As discussed herein, each
step, enzyme, substrate, intermediate, and product of the visual cycle is not yet
clucidated (see, e.g., Moiseyev et al., Proc. Natl. Acad. Sci. USA 102:12413-18 (2004);
Chen et al., Invest. Ophthalmol. Vis. Sci. 47:1177-84 (2006); Lamb et al. supra).
[00212] A method for determining the effect of a compound on isomerase activity is
performed in vitro as described herein and in the art (Stecher et al., J Biol Chem
274:8577-85 (1999); see also Golczak et al., Proc. Natl. Acad. Sci. USA 102:8162-67
(2005)). Retinal pigment epithelium (RPE) microsome membranes isolated from an
animal (such as bovine, porcine, human, for example) may serve as the source of the

isomerase. The capability of the substituted heterocyclic amine derivative compounds to

82



WO 2013/109991 PCT/US2013/022304

inhibit isomerase is also determined by an in vivo murine isomerase assay. Brief
exposure of the eye to intense light (“photobleaching” of the visual pigment or simply
“bleaching”) is known to photo-isomerize almost all 11-cis-retinal in the retina. The
recovery of 11-cis-retinal after bleaching can be used to estimate the activity of
isomerase in vivo (see, e.g., Maeda et al., J. Neurochem 85:944-956 (2003); Van Hooser
et al., J Biol Chem 277:19173-82, 2002). Electroretinographic (ERG) recording may be
performed as previously described (Haeseleer et al., Nat. Neurosci. 7:1079-87 (2004);
Sugitomo et al., J. Toxicol. Sci. 22 Suppl 2:315-25 (1997); Keating et al., Documenta
Ophthalmologica 100:77-92 (2000)). See also Deigner et al., Science, 244: 968-971
(1989); Gollapalli et al., Biochim Biophys Acta. 1651: 93-101 (2003); Parish, et al., Proc.
Natl. Acad. Sci. USA 95:14609-13 (1998); Radu, et al., Proc Natl Acad Sci USA 101:
5928-33 (2004)). In certain embodiments, compounds that are useful for treating a
subject who has or who is at risk of developing any one of the ophthalmic and retinal
diseases or disorders described herein have 1Cs levels (compound concentration at
which 50% of isomerase activity is inhibited) as measured in the isomerase assays
described herein or known in the art that is less than about 1 uM; in other embodiments,
the determined 1Csq level is less than about 10 nM; in other embodiments, the determined
ICsp level is less than about 50 nM; in certain other embodiments, the determined 1Csg
level is less than about 100 nM; in other certain embodiments, the determined ICsg level
is less than about 10 uM; in other embodiments, the determined 1Csq level is less than
about 50 uM; in other certain embodiments, the determined ICsg level is less than about
100 uM or about 500 uM ; in other embodiments, the determined ICs, level is between
about 1 uM and 10 uM ; in other embodiments, the determined ICsq level is between
about 1 nM and 10 nM. When adminstered into a subject, one or more compounds of the
present invention exhibits an EDsg value of about 5 mg/kg, 5 mg/kg or less as ascertained
by inhibition of an isomerase reaction that results in production of 11-cis retinol. In
some embodiments, the compounds of the present invention have EDsg values of about 1
mg/kg when administered into a subject. In other embodiments, the compounds of the
present invention have EDs values of about 0.1 mg/kg when administered into a subject.
The EDsg values can be measured after about 2 hours, 4 hours, 6 hours, 8 hours or longer
upon administering a subject compound or a pharmaceutical composition thereof.
[00213] The compounds described herein are useful for treating a subject who has an
ophthalmic disease or disorder, particularly a retinal disease or disorder such as age-

related macular degeneration or Stargardt's macular dystrophy. In one embodiment, the
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compounds described herein inhibit (i.e., prevent, reduce, slow, abrogate, or minimize)
accumulation of lipofuscin pigments and lipofuscin-related and/or associated molecules
in the eye. In another embodiment, the compounds inhibit (i.e., prevent, reduce, slow,
abrogate, or minimize) N-retinylidene-N-retinylethanolamine (A2E) accumulation in the
eye. The ophthalmic disease results, at least in part, from lipofuscin pigments
accumulation and/or from accumulation of A2E in the eye. Accordingly, in certain
embodiments, methods are provided for inhibiting or preventing accumulation of
lipofuscin pigments and/or A2E in the eye of a subject. These methods comprise
administering to the subject a composition comprising a pharmaceutically acceptable or
suitable excipient (i.e., pharmaceutically acceptable or suitable carrier) and a substituted
heterocyclic amine derivative compound as described in detail herein, including a
compound having the structure as set forth in Formula (A) or Formula (B), and
substructures thereof, and the specific substituted heterocyclic amine derivative
compounds described herein.

[00214] Accumulation of lipofuscin pigments in retinal pigment epithelium (RPE) cells
has been linked to progression of retinal diseases that result in blindness, including age-
related macular degeneration (De Laey et al., Retina 15:399-406 (1995)). Lipofuscin
granules are autofluorescent lysosomal residual bodies (also called age pigments). The
major fluorescent species of lipofuscin is A2E (an orange-emitting fluorophore), which
is a positively charged Schiff-base condensation-product formed by all-trans
retinaldehyde with phosphatidylethanolamine (2:1 ratio) (see, e.g., Eldred et al., Nature
361:724-6 (1993); see also, Sparrow, Proc. Natl. Acad. Sci. USA 100:4353-54 (2003)).
Much of the indigestible lipofuscin pigment is believed to originate in photoreceptor
cells; deposition in the RPE occurs because the RPE internalize membranous debris that
is discarded daily by the photoreceptor cells. Formation of this compound is not
believed to occur by catalysis by any enzyme, but rather A2E forms by a spontancous
cyclization reaction. In addition, A2E has a pyridinium bisretinoid structure that once
formed is resistant to enzymatic degradation. Lipofuscin, and thus A2E, accumulate
with aging of the human eye and also accumulate in a juvenile form of macular
degeneration called Stargardt's disease, and in several other congenital retinal
dystrophies.

[00215] A2E may induce damage to the retina via several different mechanisms. At low
concentrations, A2E inhibits normal proteolysis in lysosomes (Holz et al., /nvest.

Ophthalmol. Vis. Sci. 40:737-43 (1999)). At higher, sufficient concentrations, A2E may
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act as a positively charged lysosomotropic detergent, dissolving cellular membranes, and
may alter lysosomal function, release proapoptotic proteins from mitochondria, and
ultimately kill the RPE cell (see, e.g., Eldred et al., supra; Sparrow et al., Invest.
Ophthalmol. Vis. Sci. 40:2988-95 (1999); Holz et al., supra; Finneman et al., Proc. Natl.
Acad. Sci. USA 99:3842-347 (2002); Suter et al., J. Biol. Chem. 275:39625-30 (2000)).
AZ2E is phototoxic and initiates blue light-induced apoptosis in RPE cells (see, e.g.,
Sparrow et al., Invest. Ophthalmol. Vis. Sci. 43:1222-27 (2002)). Upon exposure to blue
light, photooxidative products of A2E are formed (e.g., epoxides) that damage cellular
macromolecules, including DNA (Sparrow et al., J. Biol. Chem. 278(20):18207-13
(2003)). A2E self-generates singlet oxygen that reacts with A2E to generate epoxides at
carbon-carbon double bonds (Sparrow et al., supra). Generation of oxygen reactive
species upon photoexcitation of A2E causes oxidative damage to the cell, often resulting
in cell death. An indirect method of blocking formation of A2E by inhibiting
biosynthesis of the direct precursor of A2E, all-trans-retinal, has been described (see
U.S. Patent Application Publication No. 2003/0032078). However, the usefulness of the
method described therein is limited because generation of all-trans retinal is an
important component of the visual cycle. Other therapies described include neutralizing
damage caused by oxidative radical species by using superoxide-dismutase mimetics
(see, e.g., U.S. Patent Application Publication No. 2004/0116403) and inhibiting A2E-
induced cytochrome C oxidase in retinal cells with negatively charged phospholipids
(see, e.g., U.S. Patent Application Publication No. 2003/0050283).

[00216] The substituted heterocyclic amine derivative compounds described herein is
useful for preventing, reducing, inhibiting, or decreasing accumulation (i.e., deposition)
of A2E and A2E-related and/or derived molecules in the RPE. Without wishing to be
bound by theory, because the RPE is critical for the maintenance of the integrity of
photoreceptor cells, preventing, reducing, or inhibiting damage to the RPE may inhibit
degeneration (i.e., enhance the survival or increase or prolong cell viability) of retinal
neuronal cells, particularly, photoreceptor cells. Compounds that bind specifically to or
interact with A2E, A2E-related and/or derived molecules, or that affect A2E formation
or accumulation may also reduce, inhibit, prevent, or decrease one or more toxic effects
of A2E or of A2E-related and/or derived molecules that result in retinal neuronal cell
(including a photoreceptor cell) damage, loss, or neurodegeneration, or in some manner
decrease retinal neuronal cell viability. Such toxic effects include induction of apoptosis,

self-generation of singlet oxygen and generation of oxygen reactive species; self-

85



WO 2013/109991 PCT/US2013/022304

generation of singlet oxygen to form A2E-epoxides that induce DNA lesions, thus
damaging cellular DNA and inducing cellular damage; dissolving cellular membranes;
altering lysosomal function; and effecting release of proapoptotic proteins from
mitochondria.

[00217] In other embodiments, the compounds described herein are useful for treating
other ophthalmic diseases or disorders, for example, glaucoma, cone-rod dystrophy,
retinal detachment, hemorrhagic or hypertensive retinopathy, retinitis pigmentosa, optic
neuropathy, inflammatory retinal disease, proliferative vitreoretinopathy, genetic retinal
dystrophies, traumatic injury to the optic nerve (such as by physical injury, excessive
light exposure, or laser light), hereditary optic neuropathy, neuropathy due to a toxic
agent or caused by adverse drug reactions or vitamin deficiency, Sorsby's fundus
dystrophy, uveitis, a retinal disorder associated with Alzheimer's discase, a retinal
disorder associated with multiple sclerosis; a retinal disorder associated with viral
infection (cytomegalovirus or herpes simplex virus), a retinal disorder associated with
Parkinson's discase, a retinal disorder associated with AIDS, or other forms of
progressive retinal atrophy or degeneration. In another specific embodiment, the disease
or disorder results from mechanical injury, chemical or drug-induced injury, thermal
injury, radiation injury, light injury, laser injury. The subject compounds are useful for
treating both hereditary and non-hereditary retinal dystrophy. These methods are also
useful for preventing ophthalmic injury from environmental factors such as light-induced
oxidative retinal damage, laser-induced retinal damage, "flash bomb injury," or "light
dazzle", refractive errors including but not limited to myopia (see, ¢.g., Quinn GE et al.
Nature 1999;399:113-114; Zadnik K ¢t al. Nature 2000;404:143-144; Gwiazda J ct al.
Nature 2000;404: 144), etc.

[00218] In other embodiments, methods are provided herein for inhibiting
neovascularization (including but not limited to neovascular glycoma) in the retina using
any one or more of the substituted heterocyclic amine derivative compound as described
in detail herein, including a compound having the structure as set forth in Formula (A) or
Formula (B), and substructures thereof, and the specific substituted heterocyclic amine
derivative compounds described herein. In certain other embodiments, methods are
provided for reducing hypoxia in the retina using the compounds described herein.
These methods comprise administering to a subject, in need thereof, a composition
comprising a pharmaceutically acceptable or suitable excipient (i.e., pharmaceutically

acceptable or suitable carrier) and a substituted heterocyclic amine derivative compound
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as described in detail herein, including a compound having the structure as set forth in
Formulae (A), and substructures thereof, and the specific substituted heterocyclic amine
derivative compounds described herein.

[00219] Merely by way of explanation and without being bound by any theory, and as
discussed in further detail herein, dark-adapted rod photoreceptors engender a very high
metabolic demand (i.e., expenditure of energy (ATP consumption) and consumption of
oxygen). The resultant hypoxia may cause and/or exacerbate retinal degeneration, which
is likely exaggerated under conditions in which the retinal vasculature is already
compromised, including, but not limited to, such conditions as diabetic retinopathy,
macular edema, diabetic maculopathy, retinal blood vessel occlusion (which includes
retinal venous occlusion and retinal arterial occlusion), retinopathy of prematurity,
ischemia reperfusion related retinal injury, as well as in the wet form of age-related
macular degeneration (AMD). Furthermore, retinal degeneration and hypoxia may lead
to neovascularization, which in turn may worsen the extent of retinal degeneration. In
some embodiments, the substituted heterocyclic amine derivative compounds described
herein that modulate the visual cycle are administered to prevent, inhibit, and/or delay
dark adaptation of rod photoreceptor cells, and therefore reduce metabolic demand,
thereby reducing hypoxia and inhibiting neovascularization.

[00220] By way of background, oxygen is a critical metabolite for preservation of
retinal function in mammals, and retinal hypoxia may be a factor in many retinal diseases
and disorders that have ischemia as a component. In most mammals (including humans)
with dual vascular supply to the retina, oxygenation of the inner retina is achieved
through the intraretinal microvasculature, which is sparse compared to the
choriocapillaris that supplies oxygen to the RPE and photoreceptors. The different
vascular supply networks create an uneven oxygen tension across the thickness of the
retina (Cringle et al., Invest. Ophthalmol. Vis. Sci. 43:1922-27 (2002)). Oxygen
fluctuation across the retinal layers is related to both the differing capillary densities and
disparity in oxygen consumption by various retinal neurons and glia.

[00221] Local oxygen tension can significantly affect the retina and its microvasculature
by regulation of an array of vasoactive agents, including, for example, vascular
endothelial growth factor (VEGF). (See, e.g., Werdich et al., Exp. Eye Res. 79:623
(2004); Arden et al., Br. J. Ophthalmol. 89:764 (2005)). Rod photoreceptors are
believed to have the highest metabolic rate of any cell in the body (see, e.g., Arden et al.,

supra). During dark adaptation, the rod photoreceptors recover their high cytoplasmic
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calcium levels via cGMP-gated calcium channels with concomitant extrusion of sodium
ions and water. The efflux of sodium from the cell is an ATP-dependent process, such
that the retinal neurons consume up to an estimated five times more oxygen under
scotopic (i.e., dark adapted), compared with photopic (i.e., light adapted) conditions.
Thus, during characteristic dark adaptation of photoreceptors, the high metabolic demand
leads to significant local reduction of oxygen levels in the dark-adapted retina (Ahmed et
al, Invest. Ophthalmol. Vis. Sci. 34:516 (1993)).

[00222] Without being bound by any one theory, retinal hypoxia may be further
increased in the retina of subjects who have diseases or conditions such as, for example,
central retinal vein occlusion in which the retinal vasculature is already compromised.
Increasing hypoxia may increase susceptibility to sight-threatening, retinal
neovascularization. Neovascularization is the formation of new, functional
microvascular networks with red blood cell perfusion, and is a characteristic of retinal
degenerative disorders, including, but not limited to, diabetic retinopathy, retinopathy of
prematurity, wet AMD and central retinal vein occlusions. Preventing or inhibiting dark
adaptation of rod photoreceptor cells, thereby decreasing expenditure of energy and
consumption of oxygen (i.e., reducing metabolic demand), may inhibit or slow retinal
degeneration, and/or may promote regeneration of retinal cells, including rod
photoreceptor cells and retinal pigment epithelial (RPE) cells, and may reduce hypoxia
and may inhibit neovascularization.

[00223] Methods are described herein for inhibiting (i.e., reducing, preventing, slowing
or retarding, in a biologically or statistically significant manner) degeneration of retinal
cells (including retinal neuronal cells as described herein and RPE cells) and/or for
reducing (i.e., preventing or slowing, inhibiting, abrogating in a biologically or
statistically significant manner) retinal ischemia. Methods are also provided for
inhibiting (i.e., reducing, preventing, slowing or retarding, in a biologically or
statistically significant manner) neovascularization in the eye, particularly in the retina.
Such methods comprise contacting the retina, and thus, contacting retinal cells (including
retinal neuronal cells such as rod photoreceptor cells, and RPE cells) with at least one of
the substituted heterocyclic amine derivative compounds described herein that inhibits at
least one visual cycle trans-cis isomerase (which may include inhibition of isomerization
of an all-frans-retinyl ester), under conditions and at a time that may prevent, inhibit, or
delay dark adaptation of a rod photoreceptor cell in the retina. As described in further

detail herein, in particular embodiments, the compound that contacts the retina interacts
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with an isomerase enzyme or enzymatic complex in a RPE cell in the retina and inhibits,
blocks, or in some manner interferes with the catalytic activity of the isomerase. Thus,
isomerization of an all-trans-retinyl ester is inhibited or reduced. The at least one
substituted heterocyclic amine derivative compound (or composition comprising at least
one compound) is administered to a subject who has developed and manifested an
ophthalmic disease or disorder or who is at risk of developing an ophthalmic discase or
disorder, or to a subject who presents or who is at risk of presenting a condition such as
retinal neovascularization or retinal ischemia.

[00224] By way of background, the visual cycle (also called retinoid cycle) refers to the
series of enzyme and light-mediated conversions between the 11-cis and all-trans forms
of retinol/retinal that occur in the photoreceptor and retinal pigment epithelial (RPE)
cells of the eye. In vertebrate photoreceptor cells, a photon causes isomerization of the
11-cis-retinylidene chromophore to all-trans-retinylidene coupled to the visual opsin
receptors. This photoisomerization triggers conformational changes of opsins, which, in
turn, initiate the biochemical chain of reactions termed phototransduction (Filipek et al.,
Annu. Rev. Physiol. 65 851-79 (2003)). After absorption of light and photoisomerization
of 11-cis-retinal to all-trans retinal, regeneration of the visual chromophore is a critical
step in restoring photoreceptors to their dark-adapted state. Regeneration of the visual
pigment requires that the chromophore be converted back to the 11-cis-configuration
(reviewed in McBee et al., Prog. Retin. Eye Res. 20:469-52 (2001)). The chromophore
is released from the opsin and reduced in the photoreceptor by retinol dehydrogenases.
The product, all-frans-retinol, is trapped in the adjacent retinal pigment epithelium (RPE)
in the form of insoluble fatty acid esters in subcellular structures known as retinosomes
(Imanishi et al., J. Cell Biol. 164:373-78 (2004)).

[00225] During the visual cycle in rod receptor cells, the 11-cis retinal chromophore
within the visual pigment molecule, which is called rhodopsin, absorbs a photon of light
and is isomerized to the all-trans configuration, thereby activating the phototransduction
cascade. Rhodopsin is a G-protein coupled receptor (GPCR) that consists of seven
membrane-spanning helices that are interconnected by extracellular and cytoplasmic
loops. When the all-trans form of the retinoid is still covalently bound to the pigment
molecule, the pigment is referred to as metarhodopsin, which exists in different forms
(e.g., metarhodopsin I and metarhodopsin II). The all-trans retinoid is then hydrolyzed
and the visual pigment is in the form of the apoprotein, opsin, which is also called apo-

rhodopsin in the art and herein. This all-frans retinoid is transported or chaperoned out
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of the photoreceptor cell and across the extracellular space to the RPE cells, where the
retinoid is converted to the 11-cis isomer. The movement of the retinoids between the
RPE and photoreceptors cells is believed to be accomplished by different chaperone
polypeptides in each of the cell types. See Lamb et al., Progress in Retinal and Eye
Research 23:307-80 (2004).

[00226] Under light conditions, rhodopsin continually transitions through the three
forms, rhodopsin, metarhodopsin, and apo-rhodopsin. When most of the visual pigment
is in the rhodopsin form (i.e., bound with 11-cis retinal), the rod photoreceptor cell is in a
“dark-adapted” state. When the visual pigment is predominantly in the metarhodopsin
form (i.e., bound with all-trans-retinal), the state of the photoreceptor cell is referred to
as a “light-adapted,” and when the visual pigment is apo-rhodopsin (or opsin) and no
longer has bound chromophore, the state of the photoreceptor cell is referred to as
“rhodopsin-depleted.” Each of the three states of the photoreceptor cell has different
energy requirements, and differing levels of ATP and oxygen are consumed. In the dark-
adapted state, rhodopsin has no regulatory effect on cation channels, which are open,
resulting in an influx of cations (Na“/ K and Ca®"). To maintain the proper level of
these cations in the cell during the dark state, the photoreceptor cells actively transport
the cations out of the cell via ATP-dependent pumps. Thus maintenance of this “dark
current” requires a large amount of energy, resulting in high metabolic demand. In the
light-adapted state, metarhodopsin triggers an enzymatic cascade process that results in
hydrolysis of GMP, which in turn, closes cation-specific channels in the photoreceptor
cell membrane. In the rhodopsin-depleted state, the chromophore is hydrolyzed from
metarhodopsin to form the apoprotein, opsin (apo-rhodopsin), which partially regulates
the cation channels such that the rod photoreceptor cells exhibit an attenuated current
compared with the photoreceptor in the dark-adapted state, resulting in a moderate
metabolic demand.

[00227] Under normal light conditions, the incidence of rod photoreceptors in the dark
adapted state is small, in general, 2% or less, and the cells are primarily in the light-
adapted or rhodopsin-depleted states, which overall results in a relatively low metabolic
demand compared with cells in the dark-adapted state. At night, however, the relative
incidence of the dark-adapted photoreceptor state increases profoundly, due to the
absence of light adaptation and to the continued operation of the “dark” visual cycle in
RPE cells, which replenishes the rod photoreceptor cells with 11-cis-retinal. This shift to

dark adaptation of the rod photoreceptor causes an increase in metabolic demand (that is,
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increased ATP and oxygen consumption), leading ultimately to retinal hypoxia and
subsequent initiation of angiogenesis. Most ischaemic insults to the retina therefore
occur in the dark, for example, at night during sleep.

[00228] Without being bound by any theory, therapeutic intervention during the “dark”
visual cycle may prevent retinal hypoxia and neovascularization that are caused by high
metabolic activity in the dark-adapted rod photoreceptor cell. Merely by way of one
example, altering the “dark” visual cycle by administering any one of the compounds
described herein, which is an isomerase inhibitor, thodopsin (i.e., 11-cis retinal bound)
may be reduced or depleted, preventing or inhibiting dark adaptation of rod
photoreceptors. This in turn may reduce retinal metabolic demand, attenuating the
nighttime risk of retinal ischemia and neovascularization, and thereby inhibiting or
slowing retinal degeneration.

[00229] In one embodiment, at least one of the compounds described herein (i.e., a
substituted heterocyclic amine derivative compound as described in detail herein,
including a compound having the structure as set forth in Formula (A) or Formula (B)
and substructures thereof, and the specific substituted heterocyclic amine derivative
compounds described herein) that, for example, blocks, reduces, inhibits, or in some
manner attenuates the catalytic activity of a visual cycle isomerase in a statistically or
biologically significant manner, prevents, inhibits, or delays dark adaptation of a rod
photoreceptor cell, thereby inhibiting (i.e., reducing, abrogating, preventing, slowing the
progression of, or decreasing in a statistically or biologically significant manner)
degeneration of retinal cells (or enhancing survival of retinal cells) of the retina of an
eye. In another embodiment, the substituted heterocyclic amine derivative compounds
prevents or inhibits dark adaptation of a rod photoreceptor cell, thereby reducing
ischemia (i.e., decreasing, preventing, inhibiting, slowing the progression of ischemia in
a statistically or biologically significant manner). In yet another embodiment, the
substituted heterocyclic amine derivative compounds described herein prevent dark
adaptation of a rod photoreceptor cell, thereby inhibiting neovascularization in the retina
of an eye. Accordingly, methods are provided herein for inhibiting retinal cell
degeneration, for inhibiting neovascularization in the retina of an eye of a subject, and
for reducing ischemia in an eye of a subject wherein the methods comprise administering
at least one substituted heterocyclic amine derivative compound described herein, under
conditions and at a time sufficient to prevent, inhibit, or delay dark adaptation of a rod

photoreceptor cell. These methods and compositions are therefore useful for treating an
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ophthalmic disease or disorder including, but not limited to, diabetic retinopathy,
diabetic maculopathy, retinal blood vessel occlusion, retinopathy of prematurity, or
ischemia reperfusion related retinal injury.

[00230] The substituted heterocyclic amine derivative compounds described herein (i.e.,
a substituted heterocyclic amine derivative compound as described in detail herein,
including a compound having the structure as set forth in Formula (A) or Formula (B),
and substructures thereof, and the specific substituted heterocyclic amine derivative
compounds described herein) prevent (i.e., delay, slow, inhibit, or decrease) recovery of
the visual pigment chromophore, which prevents or inhibits or retards the formation of
retinals and increases the level of retinyl esters, which perturbs the visual cycle,
inhibiting regeneration of rhodopsin, and which prevents, slows, delays or inhibits dark
adaptation of a rod photoreceptor cell. In certain embodiments, when dark adaptation of
rod photoreceptor cells is prevented in the presence of the compound, dark adaptation is
substantially prevented, and the number or percent of rod photoreceptor cells that are
rhodopsin-depleted or light adapted is increased compared with the number or percent of
cells that are rhodopsin-depleted or light-adapted in the absence of the agent. Thus, in
certain embodiments when dark adaptation of rod photoreceptor cells is prevented (i.e.,
substantially prevented), only at least 2% of rod photoreceptor cells are dark-adapted,
similar to the percent or number of cells that are in a dark-adapted state during normal,
light conditions. In other certain embodiments, at least 5-10%, 10-20%, 20-30%, 30-
40%, 40-50%, 50-60%, or 60-70% of rod photoreceptor cells are dark-adapted after
administration of an agent. In other embodiments, the compound acts to delay dark
adaptation, and in the presence of the compound dark adaptation of rod photoreceptor
cells is delayed 30 minutes, one hour, two hours, three hours, or four hours compared to
dark adaptation of rod photoreceptors in the absence of the compound. By contrast,
when a substituted heterocyclic amine derivative compound is administered such that the
compound effectively inhibits isomerization of substrate during light-adapted conditions,
the compound is administered in such a manner to minimize the percent of rod
photoreceptor cells that are dark-adapted, for example, only 2%, 5%, 10%, 20%, or 25%
of rod photoreceptors are dark-adapted (see e.g., U.S. Patent Application Publication No.
2006/0069078; Patent Application No. PCT/US2007/002330).

[00231] In the retina in the presence of at least one substituted heterocyclic amine
derivative compound, regeneration of rhodopsin in a rod photoreceptor cell is inhibited

or the rate of regeneration is reduced (i.e., inhibited, reduced, or decreased in a
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statistically or biologically significant manner), at least in part, by preventing the
formation of retinals, reducing the level of retinals, and/or increasing the level of retinyl
esters. To determine the level of regeneration of rhodopsin in a rod photoreceptor cell,
the level of regeneration of thodopsin (which may be called a first level) is determined
prior to permitting contact between the compound and the retina (i.e., prior to
administration of the agent). After a time sufficient for the compound and the retina and
cells of the retina to interact, (i.e., after administration of the compound), the level of
regeneration of rhodopsin (which may be called a second level) is determined. A
decrease in the second level compared with the first level indicates that the compound
inhibits regeneration of rhodopsin. The level of rhodopsin generation may be determined
after each dose, or after any number of doses, and ongoing throughout the therapeutic
regimen to characterize the effect of the agent on regeneration of rhodopsin.

[00232] In certain embodiments, the subject in need of the treatments described herein,
has a disease or disorder that results in or causes impairment of the capability of rod
photoreceptors to regenerate rhodopsin in the retina. By way of example, inhibition of
rhodopsin regeneration (or reduction of the rate of rhodopsin regeneration) may be
symptomatic in patients with diabetes. In addition to determining the level of
regeneration of rhodopsin in the subject who has diabetes before and after administration
of a substituted heterocyclic amine derivative compound described herein, the effect of
the compound is also characterized by comparing inhibition of rhodopsin regeneration in
a first subject (or a first group or plurality of subjects) to whom the compound is
administered, to a second subject (or second group or plurality of subjects) who has
diabetes but who does not receive the agent.

[00233] In another embodiment, a method is provided for preventing or inhibiting dark
adaptation of a rod photoreceptor cell (or a plurality of rod photoreceptor cells) in a
retina comprising contacting the retina and at least one of the substituted heterocyclic
amine derivative compounds described herein (i.e., a compound as described in detail
herein, including a compound having the structure as set forth in Formula (A) or Formula
(B), and substructures thereof, and the specific substituted heterocyclic amine derivative
compounds described herein), under conditions and at a time sufficient to permit
interaction between the agent and an isomerase present in a retinal cell (such as an RPE
cell). A first level of 11-cis-retinal in a rod photoreceptor cell in the presence of the
compound is determined and compared to a second level of 11-cis-retinal in a rod

photoreceptor cell in the absence of the compound. Prevention or inhibition of dark
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adaptation of the rod photoreceptor cell is indicated when the first level of 11-cis-retinal
18 less than the second level of 11-cis-retinal.

[00234] Inhibiting regeneration of rhodopsin also includes increasing the level of 11-cis-
retinyl esters present in the RPE cell in the presence of the compound compared with the
level of 11-cis-retinyl esters present in the RPE cell in the absence of the compound (i.e.,
prior to administration of the agent). A two-photon imaging technique is used to view
and analyze retinosome structures in the RPE, which structures are believed to store
retinyl esters (see, e.g., Imanishi et al., J. Cell Biol. 164:373-83 (2004), Epub 2004
January 26.). A first level of retinyl esters may be determined prior to administration of
the compound, and a second level of retinyl esters may be determined after
administration of a first dose or any subsequent dose, wherein an increase in the second
level compared to the first level indicates that the compound inhibits regeneration of
rhodopsin.

[00235] Retinyl esters are analyzed by gradient HPLC according to methods practiced in
the art (see, for example, Mata et al., Neuron 36:69-80 (2002); Trevino et al. J. Exp. Biol.
208:4151-57 (2005)). To measure 11-cis and all-trans retinals, retinoids are extracted by
a formaldehyde method (see, e.g., Suzuki et al., Vis. Res. 28:1061-70 (1988); Okajima
and Pepperberg, Exp. Eye Res. 65:331-40 (1997)) or by a hydroxylamine method (see,
e.g., Groenendijk et al., Biochim. Biophys. Acta. 617:430-38 (1980)) before being
analyzed on isocratic HPLC (see, e.g., Trevino et al., supra). The retinoids are
monitored spectrophotometrically (see, e.g., Maeda et al., J. Neurochem. 85:944-956
(2003); Van Hooser ¢t al., J. Biol. Chem. 277:19173-82 (2002)).

[00236] In another embodiment of the methods described herein for treating an
ophthalmic disease or disorder, for inhibiting retinal cell degeneration (or enhancing
retinal cell survival), for inhibiting neovascularization, and for reducing ischemia in the
retina, preventing or inhibiting dark adaptation of a rod photoreceptor cell in the retina
comprises increasing the level of apo-rhodopsin (also called opsin) in the photoreceptor
cell. The total level of the visual pigment approximates the sum of rhodopsin and apo-
rhodopsin and the total level remains constant. Therefore, preventing, delaying, or
inhibiting dark adaptation of the rod photoreceptor cell may alter the ratio of apo-
rhodopsin to rthodopsin. In particular embodiments, preventing, delaying, or inhibiting
dark adaptation by administering a substituted heterocyclic amine derivative compound
described herein may increase the ratio of the level of apo-rhodopsin to the level of

rhodopsin compared to the ratio in the absence of the agent (for example, prior to
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administration of the agent). An increase in the ratio (i.e., a statistically or biologically
significant increase) of apo-rhodopsin to rhodopsin indicates that the percent or number
of rod photoreceptor cells that are rhodopsin-depleted is increased and that the percent or
number of rod photoreceptor cells that are dark-adapted is decreased. The ratio of apo-
rhodopsin to rthodopsin may be determined throughout the course of therapy to monitor
the effect of the agent.

[00237] Determining or characterizing the capability of compound to prevent, delay, or
inhibit dark adaptation of a rod photoreceptor cell may be determined in animal model
studies. The level of rhodopsin and the ratio of apo-rhodopsin to rhodopsin may be
determined prior to administration (which may be called a first level or first ratio,
respectively) of the agent and then after administration of a first or any subsequent dose
of the agent (which may be called a second level or second ratio, respectively) to
determine and to demonstrate that the level of apo-rhodopsin is greater than the level of
apo-rhodopsin in the retina of animals that did not receive the agent. The level of
rhodopsin in rod photoreceptor cells may be performed according to methods practiced
in the art and provided herein (see, e.g., Yan et al. J. Biol. Chem. 279:48189-96 (2004)).
[00238] A subject in need of such treatment is a human or is a non-human primate or
other animal (i.e., veterinary use) who has developed symptoms of an ophthalmic disease
or disorder or who is at risk for developing an ophthalmic disease or disorder. Examples
of non-human primates and other animals include but are not limited to farm animals,
pets, and zoo animals (e.g., horses, cows, buffalo, llamas, goats, rabbits, cats, dogs,
chimpanzees, orangutans, gorillas, monkeys, elephants, bears, large cats, etc.).

[00239] Also provided herein are methods for inhibiting (reducing, slowing, preventing)
degeneration and enhancing retinal neuronal cell survival (or prolonging cell viability)
comprising administering to a subject a composition comprising a pharmaceutically
acceptable carrier and a substituted heterocyclic amine derivative compound described in
detail herein, including a compound having any one of the structures set forth in Formula
(A) or Formula (B), substructures thereof, and specific substituted heterocyclic amine
derivative compounds recited herein. Retinal neuronal cells include photoreceptor cells,
bipolar cells, horizontal cells, ganglion cells, and amacrine cells. In another
embodiment, methods are provided for enhancing survival or inhibiting degeneration of
a mature retinal cell such as a RPE cell or a Miiller glial cell. In other embodiments, a
method for preventing or inhibiting photoreceptor degeneration in an eye of a subject are

provided. A method that prevents or inhibits photoreceptor degeneration may include a
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method for restoring photoreceptor function in an eye of a subject. Such methods
comprise administering to the subject a composition comprising a substituted
heterocyclic amine derivative compound as described herein and a pharmaceutically or
acceptable carrier (i.e., excipient or vehicle). More specifically, these methods comprise
administering to a subject a pharmaceutically acceptable excipient and a substituted
heterocyclic amine derivative compound described herein, including a compound having
the structures set forth in Formula (A) or Formula (B) or substructures thereof described
herein. Without wishing to be bound by theory, the compounds described herein may
inhibit an isomerization step of the retinoid cycle (i.e., visual cycle) and/or may slow
chromophore flux in a retinoid cycle in the eye.

[00240] The ophthalmic disease may result, at least in part, from lipofuscin pigment(s)
accumulation and/or from accumulation of N-retinylidene-N-retinylethanolamine (A2E)
in the eye. Accordingly, in certain embodiments, methods are provided for inhibiting or
preventing accumulation of lipofuscin pigment(s) and/or A2E in the eye of a subject.
These methods comprise administering to the subject a composition comprising a
pharmaceutically acceptable carrier and a substituted heterocyclic amine derivative
compound as described in detail herein, including a compound having the structure as set
forth in Formulae (A) or substructures thereof.

[00241] In some embodiments, a substituted heterocyclic amine derivative compound is
administered to a subject who has an excess of a retinoid in an eye (e.g., an excess of 11-
cis-retinol or 11-cis-retinal), an excess of retinoid waste products or intermediates in the
recycling of all-trans-retinal, or the like. Methods described herein and practiced in the
art may be used to determine whether the level of one or more endogenous retinoids in a
subject are altered (increased or decreased in a statistically significant or biologically
significant manner) during or after administration of any one of the compounds
described herein. Rhodopsin, which is composed of the protein opsin and retinal (a
vitamin A form), is located in the membrane of the photoreceptor cell in the retina of the
eye and catalyzes the only light-sensitive step in vision. The 11-cis-retinal chromophore
lies in a pocket of the protein and is isomerized to all-trans retinal when light is absorbed.
The isomerization of retinal leads to a change of the shape of rhodopsin, which triggers a
cascade of reactions that lead to a nerve impulse that is transmitted to the brain by the
optic nerve.

[00242] Methods of determining endogenous retinoid levels in a vertebrate eye, and an

excess or deficiency of such retinoids, are disclosed in, for example, U.S. Patent
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Application Publication No: 2005/0159662 (the disclosure of which is incorporated by
reference herein in its entirety). Other methods of determining endogenous retinoid
levels in a subject, which is useful for determining whether levels of such retinoids are
above the normal range, and include for example, analysis by high pressure liquid
chromatography (HPLC) of retinoids in a biological sample from a subject. For
example, retinoid levels can be determined in a biological sample that is a blood sample
(which includes serum or plasma) from a subject. A biological sample may also include
vitreous fluid, aqueous humor, intraocular fluid, subretinal fluid, or tears.

[00243] For example, a blood sample can be obtained from a subject, and different
retinoid compounds and levels of one or more of the retinoid compounds in the sample
can be separated and analyzed by normal phase high pressure liquid chromatography
(HPLC) (e.g., with a HP1100 HPLC and a Beckman, Ultrasphere-Si, 4.6 mm x 250 mm
column using 10% ethyl acetate/90% hexane at a flow rate of 1.4 ml/minute). The
retinoids can be detected by, for example, detection at 325 nm using a diode-array
detector and HP Chemstation A.03.03 software. An excess in retinoids can be
determined, for example, by comparison of the profile of retinoids (i.e., qualitative, e.g.,
identity of specific compounds, and quantitative, e.g., the level of each specific
compound) in the sample with a sample from a normal subject. Persons skilled in the art
who are familiar with such assays and techniques and will readily understand that
appropriate controls are included.

[00244] As used herein, increased or excessive levels of endogenous retinoid, such as
11-cis-retinol or 11-cis-retinal, refer to levels of endogenous retinoid higher than those
found in a healthy eye of a young vertebrate of the same species. Administration of a
substituted heterocyclic amine derivative compound can reduce or eliminate the
requirement for endogenous retinoid. In certain embodiments, the level of endogenous
retinoid may be compared before and after any one or more doses of a substituted
heterocyclic amine derivative compound is administered to a subject to determine the
effect of the compound on the level of endogenous retinoids in the subject.

[00245] In another embodiment, the methods described herein for treating an
ophthalmic disease or disorder, for inhibiting neovascularization, and for reducing
ischemia in the retina comprise administering at least one of the substituted heterocyclic
amine derivative compounds described herein, thereby effecting a decrease in metabolic
demand, which includes effecting a reduction in ATP consumption and in oxygen

consumption in rod photoreceptor cells. As described herein, consumption of ATP and
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oxygen in a dark-adapted rod photoreceptor cell is greater than in rod photoreceptor cells
that are light-adapted or rhodopsin-depleted; thus, use of the compounds in the methods
described herein reduces the consumption of ATP in the rod photoreceptor cells that are
prevented, inhibited, or delayed from dark adaptation compared with rod photoreceptor
cells that are dark-adapted (such as the cells prior to administration or contact with the
compound or cells that are never exposed to the compound).

[00246] The methods described herein prevent or inhibit dark adaptation of a rod
photoreceptor cell therefore reduce hypoxia (i.e., reduce in a statistically or biologically
significant manner) in the retina. For example, the level of hypoxia (a first level) may be
determined prior to initiation of the treatment regimen, that is, prior to the first dosing of
the compound (or a composition, as described herein, comprising the compound). The
level of hypoxia (for example, a second level) may be determined after the first dosing,
and/or after any second or subsequent dosing to monitor and characterize hypoxia
throughout the treatment regimen. A decrease (reduction) in the second (or any
subsequent) level of hypoxia compared to the level of hypoxia prior to initial
administration indicates that the compound and the treatment regiment prevent dark
adaptation of the rod photoreceptor cells and may be used for treating ophthalmic
diseases and disorders. Consumption of oxygen, oxygenation of the retina, and/or
hypoxia in the retina may be determined using methods practiced in the art. For
example, oxygenation of the retina may be determined by measuring the fluorescence of
flavoproteins in the retina (see, e.g., U.S. Patent No. 4,569,354). Another exemplary
method is retinal oximetry that measures blood oxygen saturation in the large vessels of
the retina near the optic disc. Such methods may be used to identify and determine the
extent of retinal hypoxia before changes in retinal vessel architecture can be detected.
[00247] A biological sample is a blood sample (from which serum or plasma may be
prepared), biopsy specimen, body fluids (e.g., vitreous fluid, aqueous humor, intraocular
fluid, subretinal fluid, or tears), tissue explant, organ culture, or any other tissue or cell
preparation from a subject or a biological source. A sample may further refer to a tissue
or cell preparation in which the morphological integrity or physical state has been
disrupted, for example, by dissection, dissociation, solubilization, fractionation,
homogenization, biochemical or chemical extraction, pulverization, lyophilization,
sonication, or any other means for processing a sample derived from a subject or
biological source. The subject or biological source may be a human or non-human

animal, a primary cell culture (e.g., a retinal cell culture), or culture adapted cell line,
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including but not limited to, genetically engineered cell lines that may contain
chromosomally integrated or episomal recombinant nucleic acid sequences,
immortalized or immortalizable cell lines, somatic cell hybrid cell lines, differentiated or
differentiatable cell lines, transformed cell lines, and the like. Mature retinal cells,
including retinal neuronal cells, RPE cells, and Miiller glial cells, may be present in or
isolated from a biological sample as described herein. For example, the mature retinal
cell may be obtained from a primary or long-term cell culture or may be present in or
isolated from a biological sample obtained from a subject (human or non-human animal).
Retinal Cells

[00248] The retina is a thin layer of nervous tissue located between the vitreous body
and choroid in the eye. Major landmarks in the retina are the fovea, the macula, and the
optic disc. The retina is thickest near the posterior sections and becomes thinner near the
periphery. The macula is located in the posterior retina and contains the fovea and
foveola. The foveola contains the area of maximal cone density and, thus, imparts the
highest visual acuity in the retina. The foveola is contained within the fovea, which is
contained within the macula.

[00249] The peripheral portion of the retina increases the field of vision. The peripheral
retina extends anterior to the ciliary body and is divided into four regions: the near
periphery (most posterior), the mid-periphery, the far periphery, and the ora serrata (most
anterior). The ora serrata denotes the termination of the retina.

[00250] The term neuron (or nerve cell) as understood in the art and used herein denotes
a cell that arises from neuroepithelial cell precursors. Mature neurons (i.e., fully
differentiated cells) display several specific antigenic markers. Neurons may be
classified functionally into four groups: (1) afferent neurons (or sensory neurons) that
transmit information into the brain for conscious perception and motor coordination; (2)
motor neurons that transmit commands to muscles and glands; (3) interneurons that are
responsible for local circuitry; and (4) projection interneurons that relay information
from one region of the brain to anther region and therefore have long axons.

Interneurons process information within specific subregions of the brain and have
relatively shorter axons. A neuron typically has four defined regions: the cell body (or
soma); an axon; dendrites; and presynaptic terminals. The dendrites serve as the primary
input of information from other neural cells. The axon carries the electrical signals that

are initiated in the cell body to other neurons or to effector organs. At the presynaptic
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terminals, the neuron transmits information to another cell (the postsynaptic cell), which
may be another neuron, a muscle cell, or a secretory cell.

[00251] The retina is composed of several types of neuronal cells. As described herein,
the types of retinal neuronal cells that may be cultured in vitro by this method include
photoreceptor cells, ganglion cells, and interneurons such as bipolar cells, horizontal
cells, and amacrine cells. Photoreceptors are specialized light-reactive neural cells and
comprise two major classes, rods and cones. Rods are involved in scotopic or dim light
vision, whereas photopic or bright light vision originates in the cones. Many
neurodegenerative diseases, such as AMD, that result in blindness affect photoreceptors.
[00252] Extending from their cell bodies, the photoreceptors have two morphologically
distinct regions, the inner and outer segments. The outer segment lies furthermost from
the photoreceptor cell body and contains disks that convert incoming light energy into
electrical impulses (phototransduction). The outer segment is attached to the inner
segment with a very small and fragile cilium. The size and shape of the outer segments
vary between rods and cones and are dependent upon position within the retina. See
Hogan, “Retina” in Histology of the Human Eye: an Atlas and Text Book (Hogan et al.
(eds). WB Saunders; Philadelphia, PA (1971)); Eye and Orbit, 8" Ed., Bron et al.,
(Chapman and Hall, 1997).

[00253] Ganglion cells are output neurons that convey information from the retinal
interneurons (including horizontal cells, bipolar cells, amacrine cells) to the brain.
Bipolar cells are named according to their morphology, and receive input from the
photoreceptors, connect with amacrine cells, and send output radially to the ganglion
cells. Amacrine cells have processes parallel to the plane of the retina and have typically
inhibitory output to ganglion cells. Amacrine cells are often subclassified by
neurotransmitter or neuromodulator or peptide (such as calretinin or calbindin) and
interact with each other, with bipolar cells, and with photoreceptors. Bipolar cells are
retinal interneurons that are named according to their morphology; bipolar cells receive
input from the photoreceptors and sent the input to the ganglion cells. Horizontal cells
modulate and transform visual information from large numbers of photoreceptors and
have horizontal integration (whereas bipolar cells relay information radially through the
retina).

[00254] Other retinal cells that may be present in the retinal cell cultures described
herein include glial cells, such as Miiller glial cells, and retinal pigment epithelial cells

(RPE). Glial cells surround nerve cell bodies and axons. The glial cells do not carry

100



WO 2013/109991 PCT/US2013/022304

electrical impulses but contribute to maintenance of normal brain function. Miiller glia,
the predominant type of glial cell within the retina, provide structural support of the
retina and are involved in the metabolism of the retina (e.g., contribute to regulation of
ionic concentrations, degradation of neurotransmitters, and remove certain metabolites
(see, e.g., Kljavin et al., J. Neurosci. 11:2985 (1991))). Miiller’s fibers (also known as
sustentacular fibers of retina) are sustentacular neuroglial cells of the retina that run
through the thickness of the retina from the internal limiting membrane to the bases of
the rods and cones where they form a row of junctional complexes.

[00255] Retinal pigment epithelial (RPE) cells form the outermost layer of the retina,
separated from the blood vessel-enriched choroids by Bruch’s membrane. RPE cells are
a type of phagocytic epithelial cell, with some functions that are macrophage-like, which
lies immediately below the retinal photoreceptors. The dorsal surface of the RPE cell is
closely apposed to the ends of the rods, and as discs are shed from the rod outer segment
they are internalized and digested by RPE cells. Similar process occurs with the disc of
the cones. RPE cells also produce, store, and transport a variety of factors that contribute
to the normal function and survival of photoreceptors. Another function of RPE cells is
to recycle vitamine A as it moves between photoreceptors and the RPE during light and
dark adaptation in the process known as the visual cycle.

[00256] Described herein is an exemplary long-term in vitro cell culture system that
permits and promotes the survival in culture of mature retinal cells, including retinal
neurons, for at least 2-4 weeks, over 2 months, or for as long as 6 months. The cell
culture system may be used for identifying and characterizing the substituted
heterocyclic amine derivative compounds that are useful in the methods described herein
for treating and/or preventing an ophthalmic disease or disorder or for preventing or
inhibiting accumulation in the eye of lipofuscin(s) and/or A2E. Retinal cells are isolated
from non-embryonic, non-tumorigenic tissue and have not been immortalized by any
method such as, for example, transformation or infection with an oncogenic virus. The
cell culture system comprises all the major retinal neuronal cell types (photoreceptors,
bipolar cells, horizontal cells, amacrine cells, and ganglion cells), and also may include
other mature retinal cells such as retinal pigment epithelial cells and Miiller glial cells.
[00257] For example, a blood sample can be obtained from a subject, and different
retinoid compounds and levels of one or more of the retinoid compounds in the sample
can be separated and analyzed by normal phase high pressure liquid chromatography
(HPLC) (e.g., with a HP1100 HPLC and a Beckman, Ultrasphere-Si, 4.6 mm x 250 mm
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column using 10% ethyl acetate/90% hexane at a flow rate of 1.4 ml/minute). The
retinoids can be detected by, for example, detection at 325 nm using a diode-array
detector and HP Chemstation A.03.03 software. An excess in retinoids can be
determined, for example, by comparison of the profile of retinoids (i.e., qualitative, e.g.,
identity of specific compounds, and quantitative, e.g., the level of each specific
compound) in the sample with a sample from a normal subject. Persons skilled in the art
who are familiar with such assays and techniques and will readily understand that
appropriate controls are included.

[00258] As used herein, increased or excessive levels of endogenous retinoid, such as
11-cis-retinol or 11-cis-retinal, refer to levels of endogenous retinoid higher than those
found in a healthy eye of a young vertebrate of the same species. In some embodiments,
administration of a substituted heterocyclic amine derivative compound will reduce or
eliminate the requirement for endogenous retinoid.

In Vivo and In Vitro Methods for Determining Therapeutic Effectiveness of Compounds
[00259] In one embodiment, methods are provided for using the compounds described
herein for enhancing or prolonging retinal cell survival, including retinal neuronal cell
survival and RPE cell survival. Also provided herein are methods for inhibiting or
preventing degeneration of a retinal cell, including a retinal neuronal cell (e.g., a
photoreceptor cell, an amacrine cell, a horizontal cell, a bipolar cell, and a ganglion cell)
and other mature retinal cells such as retinal pigment epithelial cells and Miiller glial
cells using the compounds described herein. Such methods comprise, in certain
embodiments, administration of a substituted heterocyclic amine derivative compound as
described herein. Such a compound is useful for enhancing retinal cell survival,
including photoreceptor cell survival and retinal pigment epithelia survival, inhibiting or
slowing degeneration of a retinal cell, and thus increasing retinal cell viability, which can
result in slowing or halting the progression of an ophthalmic disease or disorder or
retinal injury, which are described herein.

[00260] The effect of a substituted heterocyclic amine derivative compound on retinal
cell survival (and/or retinal cell degeneration) may be determined by using cell culture
models, animal models, and other methods that are described herein and practiced by
persons skilled in the art. By way of example, and not limitation, such methods and
assays include those described in Oglivie et al., Exp. Neurol. 161:675-856 (2000); U.S.
Patent No. 6,406,840; WO 01/81551; WO 98/12303; U.S. Patent Application No.
2002/0009713; WO 00/40699; U.S. Patent No. 6,117,675; U.S. Patent No. 5,736,516;

102



WO 2013/109991 PCT/US2013/022304

WO 99/29279; WO 01/83714; WO 01/42784; U.S. Patent No. 6,183,735; U.S. Patent
No. 6,090,624; WO 01/09327; U.S. Patent No. 5,641,750; U.S. Patent Application
Publication No. 2004/0147019; and U.S. Patent Application Publication No.
2005/0059148.

[00261] Compounds described herein that are useful for treating an ophthalmic disease
or disorder (including a retinal disease or disorder) inhibit, block, impair, or in some
manner interfere with one or more steps in the visual cycle (also called the retinoid cycle
herein and in the art). Without wishing to be bound by a particular theory, a substituted
heterocyclic amine derivative compound inhibis or blocks an isomerization step in the
visual cycle, for example, by inhibiting or blocking a functional activity of a visual cycle
trans-cis isomerase. The compounds described herein inhibit, directly or indirectly,
isomerization of all-frans-retinol to 11-cis-retinol. The compounds bind to, or in some
manner interact with, and inhibit the isomerase activity of at least one isomerase in a
retinal cell. The compounds described herein also directly or indirectly inhibit or reduce
the activity of an isomerase that is involved in the visual cycle. The compound blocks or
inhibits the capability of the isomerase to bind to one or more substrates, including but
not limited to, an all-frans-retinyl ester substrate or all-trans-retinol. Alternatively, or in
addition, the compound may bind to the catalytic site or region of the isomerase, thereby
inhibiting the capability of the enzyme to catalyze isomerization of at least one substrate.
On the basis of scientific data to date, and at least one isomerase that catalyzes the
isomerization of a substrate during the visual cycle is believed to be located in the
cytoplasm of RPE cells. As discussed herein, each step, enzyme, substrate, intermediate,
and product of the visual cycle is not yet elucidated. While a polypeptide called RPE65,
which has been found in the cytoplasm and membrane bound in RPE cells, is
hypothesized to have isomerase activity (and has also been referred to in the art as
having isomerohydrolase activity) (see, e.g., Moiseyev et al., Proc. Natl. Acad. Sci. USA
102:12413-18 (2004); Chen et al., Invest. Ophthalmol. Vis. Sci. 47:1177-84 (2006)),
other persons skilled in the art believe that the RPE65 acts primarily as a chaperone for
all-trans-retinyl esters (see, e.g., Lamb et al. supra).

[00262] Exemplary methods are described herein and practiced by persons skilled in the
art for determining the level of enzymatic activity of a visual cycle isomerase in the
presence of any one of the compounds described herein. A compound that decreases
isomerase activity is useful for treating an ophthalmic disease or disorder. Thus,

methods are provided herein for detecting inhibition of isomerase activity comprising
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contacting (i.e., mixing, combining, or in some manner permitting the compound and
isomerase to interact) a biological sample comprising the isomerase and a substituted
heterocyclic amine derivative compound described herein and then determining the level
of enzymatic activity of the isomerase. A person having skill in the art will appreciate
that as a control, the level of activity of the isomerase in the absence of a compound or in
the presence of a compound known not to alter the enzymatic activity of the isomerase
can be determined and compared to the level of activity in the presence of the compound.
A decrease in the level of isomerase activity in the presence of the compound compared
to the level of isomerase activity in the absence of the compound indicates that the
compound is useful for treating an ophthalmic disease or disorder, such as age-related
macular degeneration or Stargardt’s disease. A decrease in the level of isomerase
activity in the presence of the compound compared to the level of isomerase activity in
the absence of the compound indicates that the compound is also useful in the methods
described herein for inhibiting or preventing dark adaptation, inhibiting
neovascularization and reducing hypoxia and thus useful for treating an ophthalmic
disease or disorder, for example, diabetic retinopathy, diabetic maculopathy, retinal
blood vessel occlusion, retinopathy of prematurity, or ischemia reperfusion related
retinal injury.

[00263] The capability of a substituted heterocyclic amine derivative compound
described herein to inhibit or to prevent dark adaptation of a rod photoreceptor cell by
inhibiting regeneration of rhodopsin is determined by in vitro assays and/or in vivo
animal models. By way of example, inhibition of regeneration is determined in a mouse
model in which a diabetes-like condition is induced chemically or in a diabetic mouse
model (see, e.g., Phipps et al., Invest. Ophthalmol. Vis. Sci. 47:3187-94 (2006); Ramsey
et al., Invest. Ophthalmol. Vis. Sci. 47:5116-24 (2006)). The level of rhodopsin (a first
level) may be determined (for example, spectrophotometrically) in the retina of animals
prior to administration of the agent and compared with the level (a second level) of
rhodopsin measured in the retina of animals after administration of the agent. A decrease
in the second level of rhodopsin compared with the first level of rhodopsin indicates that
the agent inhibits regeneration of rhodopsin. The appropriate controls and study design
to determine whether regeneration of rhodopsin is inhibited in a statistically significant
or biologically significant manner can be readily determined and implemented by

persons skilled in the art.
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[00264] Methods and techniques for determining or characterizing the effect of any one
of the compounds described herein on dark adaptation and rhodopsin regeneration in rod
photoreceptor cells in a mammal, including a human, may be performed according to
procedures described herein and practiced in the art. For example, detection of a visual
stimulus after exposure to light (i.e., photobleaching) versus time in darkness may be
determined before administration of the first dose of the compound and at a time after the
first dose and/or any subsequent dose. A second method for determining prevention or
inhibition of dark adaptation by the rod photoreceptor cells includes measurement of the
amplitude of at least one, at least two, at least three, or more electroretinogram
components, which include, for example, the a-wave and the b-wave. See, for example,
Lamb et al., supra; Asi et al., Documenta Ophthalmologica 79:125-39 (1992).

[00265] Inhibiting regeneration of rhodopsin by a substituted heterocyclic amine
derivative compound described herein comprises reducing the level of the chromophore,
11-cis-retinal, that is produced and present in the RPE cell, and consequently reducing
the level of 11-cis-retinal that is present in the photoreceptor cell. Thus, the compound,
when permitted to contact the retina under suitable conditions and at a time sufficient to
prevent dark adaptation of a rod photoreceptor cell and to inhibit regeneration of
rhodopsin in the rod photoreceptor cell, effects a reduction in the level of 11-cis-retinal
in a rod photoreceptor cell (i.e., a statistically significant or biologically significant
reduction). That is, the level of 11-cis retinal in a rod photoreceptor cell is greater prior
to administration of the compound when compared with the level of 11-cis-retinal in the
photoreceptor cell after the first and/or any subsequent administration of the compound.
A first level of 11-cis-retinal may be determined prior to administration of the
compound, and a second level of 11-cis-retinal may be determined after administration
of a first dose or any subsequent dose to monitor the effect of the compound. A decrease
in the second level compared to the first level indicates that the compound inhibits
regeneration of rhodopsin and thus inhibits or prevents dark adaptation of the rod
photoreceptor cells.

[00266] An exemplary method for determining or characterizing the capability of a
substituted heterocyclic amine derivative compound to reduce retinal hypoxia includes
measuring the level of retinal oxygenation, for example, by Magnetic Resonance
Imaging (MRI) to measure changes in oxygen pressure (see, e.g., Luan et al., Invest.
Ophthalmol. Vis. Sci. 47:320-28 (2006)). Methods are also available and routinely

practiced in the art to determine or characterize the capability of compounds described
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herein to inhibit degeneration of a retinal cell (see, e.g., Wenzel et al., Prog. Retin. Eye
Res. 24:275-306 (2005)).

[00267] Animal models may be used to characterize and identify compounds that may
be used to treat retinal diseases and disorders. A recently developed animal model may
be useful for evaluating treatments for macular degeneration has been described by
Ambati et al. (Nat. Med. 9:1390-97 (2003); Epub 2003 Oct 19). This animal model is
one of only a few exemplary animal models presently available for evaluating a
compound or any molecule for use in treating (including preventing) progression or
development of a retinal disease or disorder. Animal models in which the ABCR gene,
which encodes an ATP-binding cassette transporter located in the rims of photoreceptor
outer segment discs, may be used to evaluate the effect of a compound. Mutations in the
ABCR gene are associated with Stargardt’s disease, and heterozygous mutations in
ABCR have been associated with AMD. Accordingly, animals have been generated with
partial or total loss of ABCR function and may used to characterize the substituted
heterocyclic amine derivative compound described herein. (See, e.g., Mata et al., Invest.
Ophthalmol. Sci. 42:1685-90 (2001); Weng et al., Cell 98:13-23 (1999); Mata ct al.,
Proc. Natl. Acad. Sci. US4 97:7154-49 (2000); US 2003/0032078; U.S. Patent No.
6,713,300). Other animal models include the use of mutant ELOVLA4 transgenic mice to
determine lipofuscin accumulation, electrophysiology, and photoreceptor degeneration,
or prevention or inhibition thereof (see, e.g., Karan et al., Proc. Natl. Acad. Sci. USA
102:4164-69 (2005)).

[00268] The effect of any one of the compounds described herein may be determined in
a diabetic retinopathy animal model, such as described in Luan et al. or may be
determined in a normal animal model, in which the animals have been light or dark
adapted in the presence and absence of any one of the compounds described herein.
Another exemplary method for determining the capability of the agent to reduce retinal
hypoxia measures retinal hypoxia by deposition of a hydroxyprobe (see, e.g., de Gooyer
et al. (Invest. Ophthalmol. Vis. Sci. 47:5553-60 (2006)). Such a technique may be
performed in an animal model using Rho/Rho™ knockout mice (see de Gooyer et al.,
supra) in which at least one compound described herein is administered to group(s) of
animals in the presence and absence of the at least one compound, or may be performed
in normal, wildtype animals in which at least one compound described herein is
administered to group(s) of animals in the presence and absence of the at least one

compound. Other animal models include models for determining photoreceptor
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function, such as rat models that measure elctroretinographic (ERG) oscillatory
potentials (see, e.g., Liu et al., Invest. Ophthalmol. Vis. Sci. 47:5447-52 (2006); Akula et
al., Invest. Ophthalmol. Vis. Sci. 48:4351-59 (2007); Liu et al., Invest. Ophthalmol. Vis.
Sci. 47:2639-47 (2006); Dembinska et al., Invest. Ophthalmol. Vis. Sci. 43:2481-90
(2002); Penn et al., Invest. Ophthalmol. Vis. Sci. 35:3429-35 (1994); Hancock et al.,
Invest. Ophthalmol. Vis. Sci. 45:1002-1008 (2004)).

[00269] A method for determining the effect of a compound on isomerase activity is
performed in vitro as described herein and in the art (Stecher et al., J. Biol. Chem.
274:8577-85 (1999); see also Golczak et al., Proc. Natl. Acad. Sci. USA 102:8162-67
(2005)). Retinal pigment epithelium (RPE) microsome membranes isolated from an
animal (such as bovine, porcine, human, for example) serves as the source of the
isomerase. The capability of the substituted heterocyclic amine derivative compounds to
inhibit isomerase is also determined by an in vivo murine isomerase assay. Brief
exposure of the eye to intense light (“photobleaching” of the visual pigment or simply
“bleaching”) is known to photo-isomerize almost all 11-cis-retinal in the retina. The
recovery of 11-cis-retinal after bleaching can be used to estimate the activity of
isomerase in vivo (see, e.g., Maeda et al., J. Neurochem. 85:944-956 (2003); Van Hooser
et al., J. Biol. Chem. 277:19173-82, 2002). Electroretinographic (ERG) recording is
performed as previously described (Haeseleer et al., Nat. Neurosci. 7:1079-87 (2004);
Sugitomo et al., J. Toxicol. Sci. 22 Suppl 2:315-25 (1997); Keating et al., Documenta
Ophthalmologica 100:77-92 (2000)). See also Deigner et al., Science, 244: 968-971
(1989); Gollapalli et al., Biochim. Biophys. Acta 1651: 93-101 (2003); Parish, et al,,
Proc. Natl. Acad. Sci. USA 95:14609-13 (1998); Radu et al., Proc Natl Acad Sci USA
101: 5928-33 (2004).

[00270] Cell culture methods, such as the method described herein, are also useful for
determining the effect of a compound described herein on retinal neuronal cell survival.
Exemplary cell culture models are described herein and described in detail in U.S. Patent
Application Publication No. US 2005-0059148 and U.S. Patent Application Publication
No. US2004-0147019 (which are incorporated by reference in their entirety), which are
useful for determining the capability of a substituted heterocyclic amine derivative
compound as described herein to enhance or prolong survival of neuronal cells,
particularly retinal neuronal cells, and of retinal pigment epithelial cells, and inhibit,

prevent, slow, or retard degeneration of an eye, or the retina or retinal cells thereof, or
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the RPE, and which compounds are useful for treating ophthalmic diseases and
disorders.

[00271] The cell culture model comprises a long-term or extended culture of mature
retinal cells, including retinal neuronal cells (e.g., photoreceptor cells, amacrine cells,
ganglion cells, horizontal cells, and bipolar cells). The cell culture system and methods
for producing the cell culture system provide extended culture of photoreceptor cells.
The cell culture system may also comprise retinal pigment epithelial (RPE) cells and
Miiller glial cells.

[00272] The retinal cell culture system may also comprise a cell stressor. The
application or the presence of the stressor affects the mature retinal cells, including the
retinal neuronal cells, in vitro, in a manner that is useful for studying disease pathology
that is observed in a retinal disease or disorder. The cell culture model provides an in
vitro neuronal cell culture system that will be useful in the identification and biological
testing of a substituted heterocyclic amine derivative compound that is suitable for
treatment of neurological diseases or disorders in general, and for treatment of
degenerative diseases of the eye and brain in particular. The ability to maintain primary,
in vitro-cultured cells from mature retinal tissue, including retinal neurons over an
extended period of time in the presence of a stressor enables examination of cell-to-cell
interactions, selection and analysis of neuroactive compounds and materials, use of a
controlled cell culture system for in vitro CNS and ophthalmic tests, and analysis of the
effects on single cells from a consistent retinal cell population.

[00273] The cell culture system and the retinal cell stress model comprise cultured
mature retinal cells, retinal neurons, and a retinal cell stressor, which may be used for
screening and characterizing a substituted heterocyclic amine derivative compound that
are capable of inducing or stimulating the regeneration of CNS tissue that has been
damaged by disease. The cell culture system provides a mature retinal cell culture that is
a mixture of mature retinal neuronal cells and non-neuronal retinal cells. The cell culture
system comprises all the major retinal neuronal cell types (photoreceptors, bipolar cells,
horizontal cells, amacrine cells, and ganglion cells), and may also include other mature
retinal cells such as RPE and Miiller glial cells. By incorporating these different types of
cells into the in vitro culture system, the system essentially resembles an “artificial
organ” that is more akin to the natural in vivo state of the retina.

[00274] Viability of one or more of the mature retinal cell types that are isolated

(harvested) from retinal tissue and plated for tissue culture may be maintained for an
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extended period of time, for example, from two weeks up to six months. Viability of the
retinal cells may be determined according to methods described herein and known in the
art. Retinal neuronal cells, similar to neuronal cells in general, are not actively dividing
cells in vivo and thus cell division of retinal neuronal cells would not necessarily be
indicative of viability. An advantage of the cell culture system is the ability to culture
amacrine cells, photoreceptors, and associated ganglion projection neurons and other
mature retinal cells for extended periods of time, thereby providing an opportunity to
determine the effectiveness of a substituted heterocyclic amine derivative compound
described herein for treatment of retinal disease.

[00275] The biological source of the retinal cells or retinal tissue may be mammalian
(e.g., human, non-human primate, ungulate, rodent, canine, porcine, bovine, or other
mammalian source), avian, or from other genera. Retinal cells including retinal neurons
from post-natal non-human primates, post-natal pigs, or post-natal chickens may be used,
but any adult or post-natal retinal tissue may be suitable for use in this retinal cell culture
System.

[00276] In certain instances, the cell culture system may provide for robust long-term
survival of retinal cells without inclusion of cells derived from or isolated or purified
from non-retinal tissue. Such a cell culture system comprises cells isolated solely from
the retina of the eye and thus is substantially free of types of cells from other parts or
regions of the eye that are separate from the retina, such as the ciliary body, iris, choroid,
and vitreous. Other cell culture methods include the addition of non-retinal cells, such as
ciliary body cell and/or stem cells (which may or may not be retinal stem cells) and/or
additional purified glial cells.

[00277] The in vitro retinal cell culture systems described herein may serve as
physiological retinal models that can be used to characterize aspects of the physiology of
the retina. This physiological retinal model may also be used as a broader general
neurobiology model. A cell stressor may be included in the model cell culture system.

A cell stressor, which as described herein is a retinal cell stressor, adversely affects the
viability or reduces the viability of one or more of the different retinal cell types,
including types of retinal neuronal cells, in the cell culture system. A person skilled in
the art would readily appreciate and understand that as described herein a retinal cell that
exhibits reduced viability means that the length of time that a retinal cell survives in the
cell culture system is reduced or decreased (decreased lifespan) and/or that the retinal

cell exhibits a decrease, inhibition, or adverse effect of a biological or biochemical
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function (e.g., decreased or abnormal metabolism; initiation of apoptosis; etc.) compared
with a retinal cell cultured in an appropriate control cell system (e.g., the cell culture
system described herein in the absence of the cell stressor). Reduced viability of a
retinal cell may be indicated by cell death; an alteration or change in cell structure or
morphology; induction and/or progression of apoptosis; initiation, enhancement, and/or
acceleration of retinal neuronal cell neurodegeneration (or neuronal cell injury).

[00278] Methods and techniques for determining cell viability are described in detail
herein and are those with which skilled artisans are familiar. These methods and
techniques for determining cell viability may be used for monitoring the health and status
of retinal cells in the cell culture system and for determining the capability of the
substituted heterocyclic amine derivative compounds described herein to alter
(preferably increase, prolong, enhance, improve) retinal cell or retinal pigment epithelial
cell viability or retinal cell survival.

[00279] The addition of a cell stressor to the cell culture system is useful for
determining the capability of a substituted heterocyclic amine derivative compound to
abrogate, inhibit, eliminate, or lessen the effect of the stressor. The retinal cell culture
system may include a cell stressor that is chemical (e.g., A2E, cigarette smoke
concentrate); biological (for example, toxin exposure; beta-amyloid;
lipopolysaccharides); or non-chemical, such as a physical stressor, environmental
stressor, or a mechanical force (e.g., increased pressure or light exposure) (see, e.g., US
2005-0059148).

[00280] The retinal cell stressor model system may also include a cell stressor such as,
but not limited to, a stressor that may be a risk factor in a disease or disorder or that may
contribute to the development or progression of a disease or disorder, including but not
limited to, light of varying wavelengths and intensities; A2E; cigarette smoke condensate
exposure; oxidative stress (e.g., stress related to the presence of or exposure to hydrogen
peroxide, nitroprusside, Zn++, or Fe++); increased pressure (e.g., atmospheric pressure
or hydrostatic pressure), glutamate or glutamate agonist (e.g., N-methyl-D-aspartate
(NMDA); alpha-amino-3-hydroxy-5-methylisoxazole-4-proprionate (AMPA); kainic
acid; quisqualic acid; ibotenic acid; quinolinic acid; aspartate; trans-1-aminocyclopentyl-
1,3-dicarboxylate (ACPD)); amino acids (e.g., aspartate, L-cysteine; beta-N-
methylamine-L-alanine); heavy metals (such as lead); various toxins (for example,
mitochondrial toxins (e.g., malonate, 3-nitroproprionic acid; rotenone, cyanide); MPTP

(1-methyl-4-phenyl-1,2,3,6,-tetrahydropyridine), which metabolizes to its active, toxic
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metabolite MPP+ (1-methyl-4-phenylpryidine)); 6-hydroxydopamine; alpha-synuclein;
protein kinase C activators (e.g., phorbol myristate acetate); biogenic amino stimulants
(for example, methamphetamine, MDMA (3-4 methylenedioxymethamphetamine)); or a
combination of one or more stressors. Useful retinal cell stressors include those that
mimic a neurodegenerative disease that affects any one or more of the mature retinal
cells described herein. A chronic disease model is of particular importance because most
neurodegenerative diseases are chronic. Through use of this in vitro cell culture system,
the earliest events in long-term disease development processes may be identified because
an extended period of time is available for cellular analysis.

[00281] A retinal cell stressor may alter (i.e., increase or decrease in a statistically
significant manner) viability of retinal cells such as by altering survival of retinal cells,
including retinal neuronal cells and RPE cells, or by altering neurodegeneration of retinal
neuronal cells and/or RPE cells. Preferably, a retinal cell stressor adversely affects a
retinal neuronal cell or RPE cell such that survival of a retinal neuronal cell or RPE cell
is decreased or adversely affected (i.e., the length of time during which the cells are
viable is decreased in the presence of the stressor) or neurodegeneration (or neuron cell
injury) of the cell is increased or enhanced. The stressor may affect only a single retinal
cell type in the retinal cell culture or the stressor may affect two, three, four, or more of
the different cell types. For example, a stressor may alter viability and survival of
photoreceptor cells but not affect all the other major cell types (e.g., ganglion cells,
amacrine cells, horizontal cells, bipolar cells, RPE, and Miiller glia). Stressors may
shorten the survival time of a retinal cell (in vivo or in vitro), increase the rapidity or
extent of neurodegeneration of a retinal cell, or in some other manner adversely affect
the viability, morphology, maturity, or lifespan of the retinal cell.

[00282] The effect of a cell stressor (in the presence and absence of a substituted
heterocyclic amine derivative compound) on the viability of retinal cells in the cell
culture system may be determined for one or more of the different retinal cell types.
Determination of cell viability may include evaluating structure and/or a function of a
retinal cell continually at intervals over a length of time or at a particular time point after
the retinal cell culture is prepared. Viability or long term survival of one or more
different retinal cell types or one or more different retinal neuronal cell types may be
examined according to one or more biochemical or biological parameters that are
indicative of reduced viability, such as apoptosis or a decrease in a metabolic function,

prior to observation of a morphological or structural alteration.
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[00283] A chemical, biological, or physical cell stressor may reduce viability of one or
more of the retinal cell types present in the cell culture system when the stressor is added
to the cell culture under conditions described herein for maintaining the long-term cell
culture. Alternatively, one or more culture conditions may be adjusted so that the effect
of the stressor on the retinal cells can be more readily observed. For example, the
concentration or percent of fetal bovine serum may be reduced or eliminated from the
cell culture when cells are exposed to a particular cell stressor (see, e.g., US 2005-
0059148). Alternatively, retinal cells cultured in media containing serum at a particular
concentration for maintenance of the cells may be abruptly exposed to media that does
not contain any level of serum.

[00284] The retinal cell culture may be exposed to a cell stressor for a period of time
that is determined to reduce the viability of one or more retinal cell types in the retinal
cell culture system. The cells may be exposed to a cell stressor immediately upon
plating of the retinal cells after isolation from retinal tissue. Alternatively, the retinal cell
culture may be exposed to a stressor after the culture is established, or any time
thereafter. When two or more cell stressors are included in the retinal cell culture
system, each stressor may be added to the cell culture system concurrently and for the
same length of time or may be added separately at different time points for the same
length of time or for differing lengths of time during the culturing of the retinal cell
system. A substituted heterocyclic amine derivative compound may be added before the
retinal cell culture is exposed to a cell stressor, may be added concurrently with the cell
stressor, or may be added after exposure of the retinal cell culture to the stressor.

[00285] Photoreceptors may be identified using antibodies that specifically bind to
photoreceptor-specific proteins such as opsins, peripherins, and the like. Photoreceptors
in cell culture may also be identified as a morphologic subset of immunocytochemically
labeled cells by using a pan-neuronal marker or may be identified morphologically in
enhanced contrast images of live cultures. Outer segments can be detected
morphologically as attachments to photoreceptors.

[00286] Retinal cells including photoreceptors can also be detected by functional
analysis. For example, electrophysiology methods and techniques may be used for
measuring the response of photoreceptors to light. Photoreceptors exhibit specific
kinetics in a graded response to light. Calcium-sensitive dyes may also be used to detect
graded responses to light within cultures containing active photoreceptors. For analyzing

stress-inducing compounds or potential neurotherapeutics, retinal cell cultures can be
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processed for immunocytochemistry, and photoreceptors and/or other retinal cells can be
counted manually or by computer software using photomicroscopy and imaging
techniques. Other immunoassays known in the art (e.g., ELISA, immunoblotting, flow
cytometry) may also be useful for identifying and characterizing the retinal cells and
retinal neuronal cells of the cell culture model system described herein.

[00287] The retinal cell culture stress models may also be useful for identification of
both direct and indirect pharmacologic agent effects by the bioactive agent of interest,
such as a substituted heterocyclic amine derivative compound as described herein. For
example, a bioactive agent added to the cell culture system in the presence of one or
more retinal cell stressors may stimulate one cell type in a manner that enhances or
decreases the survival of other cell types. Cell/cell interactions and cell/extracellular
component interactions may be important in understanding mechanisms of disease and
drug function. For example, one neuronal cell type may secrete trophic factors that
affect growth or survival of another neuronal cell type (see, e.g., WO 99/29279).
[00288] In another embodiment, a substituted heterocyclic amine derivative compound
is incorporated into screening assays comprising the retinal cell culture stress model
system described herein to determine whether and/or to what level or degree the
compound increases or prolongs viability (i.e., increases in a statistically significant or
biologically significant manner) of a plurality of retinal cells. A person skilled in the art
would readily appreciate and understand that as described herein a retinal cell that
exhibits increased viability means that the length of time that a retinal cell survives in the
cell culture system is increased (increased lifespan) and/or that the retinal cell maintains
a biological or biochemical function (normal metabolism and organelle function; lack of
apoptosis; etc.) compared with a retinal cell cultured in an appropriate control cell
system (e.g., the cell culture system described herein in the absence of the compound).
Increased viability of a retinal cell may be indicated by delayed cell death or a reduced
number of dead or dying cells; maintenance of structure and/or morphology; lack of or
delayed initiation of apoptosis; delay, inhibition, slowed progression, and/or abrogation
of retinal neuronal cell neurodegeneration or delaying or abrogating or preventing the
effects of neuronal cell injury. Methods and techniques for determining viability of a
retinal cell and thus whether a retinal cell exhibits increased viability are described in
greater detail herein and are known to persons skilled in the art.

[00289] In certain embodiments, a method is provided for determining whether a

substituted heterocyclic amine derivative compound, enhances survival of photoreceptor

113



WO 2013/109991 PCT/US2013/022304

cells. One method comprises contacting a retinal cell culture system as described herein
with an substituted heterocyclic amine derivative compound under conditions and for a
time sufficient to permit interaction between the retinal neuronal cells and the compound.
Enhanced survival (prolonged survival) may be measured according to methods
described herein and known in the art, including detecting expression of rhodopsin.
[00290] The capability of a substituted heterocyclic amine derivative compound to
increase retinal cell viability and/or to enhance, promote, or prolong cell survival (that is,
to extend the time period in which retinal cells, including retinal neuronal cells, are
viable), and/or impair, inhibit, or impede degeneration as a direct or indirect result of the
herein described stress may be determined by any one of several methods known to those
skilled in the art. For example, changes in cell morphology in the absence and presence
of the compound may be determined by visual inspection such as by light microscopy,
confocal microscopy, or other microscopy methods known in the art. Survival of cells
can also be determined by counting viable and/or nonviable cells, for instance.
Immunochemical or immunohistological techniques (such as fixed cell staining or flow
cytometry) may be used to identify and evaluate cytoskeletal structure (e.g., by using
antibodies specific for cytoskeletal proteins such as glial fibrillary acidic protein,
fibronectin, actin, vimentin, tubulin, or the like) or to evaluate expression of cell markers
as described herein. The effect of a substituted heterocyclic amine derivative compound
on cell integrity, morphology, and/or survival may also be determined by measuring the
phosphorylation state of neuronal cell polypeptides, for example, cytoskeletal
polypeptides (see, e.g., Sharma et al., J. Biol. Chem. 274:9600-06 (1999); Li et al., J.
Neurosci. 20:6055-62 (2000)). Cell survival or, alternatively cell death, may also be
determined according to methods described herein and known in the art for measuring
apoptosis (for example, annexin V binding, DNA fragmentation assays, caspase
activation, marker analysis, e.g., poly(ADP-ribose) polymerase (PARP), etc.).

[00291] In the vertebrate eye, for example, a mammalian eye, the formation of A2E is a
light-dependent process and its accumulation leads to a number of negative effects in the
eye. These include destabilization of retinal pigment epithelium (RPE) membranes,
sensitization of cells to blue-light damage, and impaired degradation of phospholipids.
Products of the oxidation of A2E (and A2E related molecules) by molecular oxygen
(oxiranes) were shown to induce DNA damage in cultured RPE cells. All these factors
lead to a gradual decrease in visual acuity and eventually to vision loss. If reducing the

formation of retinals during vision processes were possible, this reduction would lead to
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decreased amounts of A2E in the eye. Without wishing to be bound by theory, decreased
accumulation of A2E may reduce or delay degenerative processes in the RPE and retina
and thus may slow down or prevent vision loss in dry AMD and Stargardt’s Disease.
[00292] In another embodiment, methods are provided for treating and/or preventing
degenerative diseases and disorders, including neurodegenerative retinal diseases and
ophthalmic diseases, and retinal diseases and disorders as described herein. A subject in
need of such treatment is a human or non-human primate or other animal who has
developed symptoms of a degenerative retinal disease or who is at risk for developing a
degenerative retinal disease. As described herein a method is provided for treating
(which includes preventing or prophylaxis) an ophthalmic disease or disorder by
administrating to a subject a composition comprising a pharmaceutically acceptable
carrier and a substituted heterocyclic amine derivative compound (e.g., a compound
having the structure of Formula (A) or Formula (B), and substructures thereof.) As
described herein, a method is provided for enhancing survival of neuronal cells such as
retinal neuronal cells, including photoreceptor cells, and/or inhibiting degeneration of
retinal neuronal cells by administering the pharmaceutical compositions described herein
comprising a substituted heterocyclic amine derivative compound.

[00293] Enhanced survival (or prolonged or extended survival) of one or more retinal
cell types in the presence of a substituted heterocyclic amine derivative compound
indicates that the compound is an effective agent for treatment of a degenerative disease,
particularly a retinal disease or disorder, and including a neurodegenerative retinal
disease or disorder. Cell survival and enhanced cell survival may be determined
according to methods described herein and known to a skilled artisan including viability
assays and assays for detecting expression of retinal cell marker proteins. For
determining enhanced survival of photoreceptor cells, opsins may be detected, for
instance, including the protein rhodopsin that is expressed by rods.

[00294] In another embodiment, the subject is being treated for Stargardt’s disease or
Stargardt’s macular degeneration. In Stargardt’s disease, which is associated with
mutations in the ABCA4 (also called ABCR) transporter, the accumulation of all-trans-
retinal has been proposed to be responsible for the formation of a lipofuscin pigment,
A2E, which is toxic towards retinal cells and causes retinal degeneration and
consequently loss of vision.

[00295] In yet another embodiment, the subject is being treated for age-related macular

degeneration (AMD). In various embodiments, AMD can be wet- or dry-form. In
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AMD, vision loss primarily occurs when complications late in the disease either cause
new blood vessels to grow under the macula or the macula atrophies. Without intending
to be bound by any particular theory, the accumulation of all-trans-retinal has been
proposed to be responsible for the formation of a lipofuscin pigment, N-retinylidene-/N-
retinylethanolamine (A2E) and A2E related molecules, which are toxic towards RPE and
retinal cells and cause retinal degeneration and consequently loss of vision.

[00296] A neurodegenerative retinal disease or disorder for which the compounds and
methods described herein may be used for treating, curing, preventing, ameliorating the
symptoms of, or slowing, inhibiting, or stopping the progression of, is a discase or
disorder that leads to or is characterized by retinal neuronal cell loss, which is the cause
of visual impairment. Such a disease or disorder includes but is not limited to age-
related macular degeneration (including dry-form and wet-form of macular degeneration)
and Stargardt’s macular dystrophy.

[00297] Age-related macular degeneration as described herein is a disorder that affects
the macula (central region of the retina) and results in the decline and loss of central
vision. Age-related macular degeneration occurs typically in individuals over the age of
55 years. The etiology of age-related macular degeneration may include both
environmental influences and genetic components (see, e.g., Lyengar et al., Am. J. Hum.
Genet. 74:20-39 (2004) (Epub 2003 December 19); Kenealy et al., Mol. Vis. 10:57-61
(2004); Gorin et al., Mol. Vis. 5:29 (1999)). More rarely, macular degeneration occurs in
younger individuals, including children and infants, and generally, these disorders results
from a genetic mutation. Types of juvenile macular degeneration include Stargardt’s
disease (see, e.g., Glazer et al., Ophthalmol. Clin. North Am. 15:93-100, viii (2002);
Weng et al., Cell 98:13-23 (1999)); Doyne’s honeycomb retinal dystrophy (see, e.g.,
Kermani et al., Hum. Genet. 104:77-82 (1999)); Sorsby’s fundus dystrophy, Malattia
Levintinese, fundus flavimaculatus, and autosomal dominant hemorrhagic macular
dystrophy (see also Seddon et al., Ophthalmology 108:2060-67 (2001); Yates et al., J.
Med. Genet. 37:83-7 (2000); Jaakson et al., Hum. Mutat. 22:395-403 (2003)).
Geographic atrophy of the RPE is an advanced form of non-neovascular dry-type age-
related macular degeneration, and is associated with atrophy of the choriocapillaris, RPE,
and retina.

[00298] Stargardt’s macular degeneration, a recessive inherited disease, is an inherited
blinding disease of children. The primary pathologic defect in Stargardt’s disease is also

an accumulation of toxic lipofuscin pigments such as A2E in cells of the retinal pigment
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epithelium (RPE). This accumulation appears to be responsible for the photoreceptor
death and severe visual loss found in Stargardt’s patients. The compounds described
herein slow the synthesis of 11-cis-retinaldehyde (11cRAL or retinal) and regeneration
of thodopsin by inhibiting isomerase in the visual cycle. Light activation of rhodopsin
results in its release of all-frans-retinal, which constitutes the first reactant in A2E
biosynthesis. Treatment with substituted heterocyclic amine derivative compounds
inhibits lipofuscin accumulation and thus delays the onset of visual loss in Stargardt’s
and AMD patients without toxic effects that would preclude treatment with a substituted
heterocyclic amine derivative compound. The compounds described herein are used for
effective treatment of other forms of retinal or macular degeneration associated with
lipofuscin accumulation.

[00299] Administration of a substituted heterocyclic amine derivative compound to a
subject can prevent formation of the lipofuscin pigment, A2E (and A2E related
molecules), that is toxic towards retinal cells and causes retinal degeneration. In certain
embodiments, administration of a substituted heterocyclic amine derivative compound
reduces the production of waste products, e.g., lipofuscin pigment, A2E (and A2E related
molecules), ameliorate the development of AMD (e.g., dry-form) and Stargardt’s
disease, and reduce or slow vision loss (e.g., choroidal neovascularization and/or
chorioretinal atrophy). In previous studies, with 13-cis-retinoic acid (Accutane® or
Isotretinoin), a drug commonly used for the treatment of acne and an inhibitor of 11-cis-
retinol dehydrogenase, has been administered to patients to prevent A2E accumulation in
the RPE. However, a major drawback in this proposed treatment is that 13-cis-retinoic
acid can easily isomerize to all-trans-retinoic acid. All-trans-retinoic acid is a very
potent teratogenic compound that adversely affects cell proliferation and development.
Retinoic acid also accumulates in the liver and may be a contributing factor in liver
diseases.

[00300] In yet other embodiments, a substituted heterocyclic amine derivative
compound is administered to a subject such as a human with a mutation in the ABCA4
transporter in the eye. In some embodiments, the substituted heterocyclic amine
derivative compound is administered to an aging subject. As used herein, an aging
human subject is typically at least 45, or at least 50, or at least 60, or at least 65 years
old. In Stargardt’s disease, which is associated with mutations in the ABCA4
transporter, the accumulation of all-trans-retinal has been proposed to be responsible for

the formation of a lipofuscin pigment, A2E (and A2E related molecules), that is toxic
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towards retinal cells and causes retinal degeneration and consequently loss of vision.
Without wishing to be bound by theory, a substituted heterocyclic amine derivative
compound described herein is a strong inhibitor of an isomerase involved in the visual
cycle. Treating patients with a substituted heterocyclic amine derivative compound as
described herein prevents or slows the formation of A2E (and A2E related molecules)
and can has protective properties for normal vision.

[00301] In other certain embodiments, one or more of the compounds described herein
are used for treating other ophthalmic diseases or disorders, for example, glaucoma,
retinal detachment, hemorrhagic retinopathy, retinitis pigmentosa, an inflammatory
retinal disease, proliferative vitreoretinopathy, retinal dystrophy, hereditary optic
neuropathy, Sorsby's fundus dystrophy, uveitis, a retinal injury, optical neuropathy, and
retinal disorders associated with other neurodegenerative diseases such as Alzheimer’s
disease, multiple sclerosis, Parkinson’s disease or other neurodegenerative diseases that
affect brain cells, a retinal disorder associated with viral infection, or other conditions
such as AIDS. A retinal disorder also includes light damage to the retina that is related
to increased light exposure (i.e., overexposure to light), for example, accidental strong or
intense light exposure during surgery; strong, intense, or prolonged sunlight exposure,
such as at a desert or snow covered terrain; during combat, for example, when observing
a flare or explosion or from a laser device, and the like. Retinal diseases can be of
degenerative or non-degenerative nature. Non-limiting examples of degenerative retinal
diseases include age-related macular degeneration, and Stargardt’s macular dystrophy.
Examples of non-degenerative retinal diseases include but are not limited hemorrhagic
retinopathy, retinitis pigmentosa, optic neuropathy, inflammatory retinal disease, diabetic
retinopathy, diabetic maculopathy, retinal blood vessel occlusion, retinopathy of
prematurity, or ischemia reperfusion related retinal injury, proliferative
vitreoretinopathy, retinal dystrophy, hereditary optic neuropathy, Sorsby's fundus
dystrophy, uveitis, a retinal injury, a retinal disorder associated with Alzheimer’s disease,
a retinal disorder associated with multiple sclerosis, a retinal disorder associated with
Parkinson’s discase, a retinal disorder associated with viral infection, a retinal disorder
related to light overexposure, and a retinal disorder associated with AIDS.

[00302] In other certain embodiments, at least one of the compounds described herein is
used for treating, curing, preventing, ameliorating the symptoms of, or slowing,
inhibiting, or stopping the progression of, certain ophthalmic diseases and disorders

including but not limited to diabetic retinopathy, diabetic maculopathy, diabetic macular
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edema, retinal ischemia, ischemia-reperfusion related retinal injury, and retinal blood
vessel occlusion (including venous occlusion and arterial occlusion).

[00303] Diabetic retinopathy is a leading cause of blindness in humans and is a
complication of diabetes. Diabetic retinopathy occurs when diabetes damages blood
vessels inside the retina. Non-proliferative retinopathy is a common, usually mild form
that generally does not interfere with vision. Abnormalities are limited to the retina, and
vision is impaired only if the macula is involved. If left untreated retinopathy can
progress to proliferative retinopathy, the more serious form of diabetic retinopathy.
Proliferative retinopathy occurs when new blood vessels proliferate in and around the
retina. Consequently, bleeding into the vitreous, swelling of the retina, and/or retinal
detachment may occur, leading to blindness.

[00304] Other ophthalmic diseases and disorders that may be treated using the methods
and compositions described herein include diseases, disorders, and conditions that are
associated with, exacerbated by, or caused by ischemia in the retina. Retinal ischemia
includes ischemia of the inner retina and the outer retina. Retinal ischemia can occur
from either choroidal or retinal vascular diseases, such as central or branch retinal vision
occlusion, collagen vascular diseases and thrombocytopenic purpura. Retinal vasculitis
and occlusion is seen with Eales disease and systemic lupus erythematosus.

[00305] Retinal ischemia may be associated with retinal blood vessel occlusion. In the
United States, both branch and central retinal vein occlusions are the second most
common retinal vascular diseases after diabetic retinopathy. About 7% - 10% of patients
who have retinal venous occlusive disease in one eye eventually have bilateral disease.
Visual field loss commonly occurs from macular edema, ischemia, or vitreous
hemorrhage secondary to disc or retinal neovascularization induced by the release of
vascular endothelial growth factor.

[00306] Arteriolosclerosis at sites of retinal arteriovenous crossings (areas in which
arteries and veins share a common adventitial sheath) causes constriction of the wall of a
retinal vein by a crossing artery. The constriction results in thrombus formation and
subsequent occlusion of the vein. The blocked vein may lead to macular edema and
hemorrhage secondary to breakdown in the blood-retina barrier in the area drained by the
vein, disruption of circulation with turbulence in venous flow, endothelial damage, and
ischemia. Clinically, arecas of ischemic retina appear as feathery white patches called

cotton-wool spots.
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[00307] Branch retinal vein occlusions with abundant ischemia cause acute central and
paracentral visual field loss corresponding to the location of the involved retinal
quadrants. Retinal neovascularization due to ischemia may lead to vitreous hemorrhage
and subacute or acute vision loss.

[00308] Two types of central retinal vein occlusion, ischemic and nonischemic, may
occur depending on whether widespread retinal ischemia is present. Even in the
nonischemic type, the macula may still be ischemic. Approximately 25% central retinal
vein occlusion is ischemic. Diagnosis of central retinal vein occlusion can usually be
made on the basis of characteristic ophthalmoscopic findings, including retinal
hemorrhage in all quadrants, dilated and tortuous veins, and cotton-wool spots. Macular
edema and foveal ischemia can lead to vision loss. Extracellular fluid increases
interstitial pressure, which may result in areas of retinal capillary closure (i.e., patchy
ischemic retinal whitening) or occlusion of a cilioretinal artery.

[00309] Patients with ischemic central retinal vein occlusion are more likely to present
with a sudden onset of vision loss and have visual acuity of less than 20/200, a relative
afferent pupillary defect, abundant intraretinal hemorrhages, and extensive nonperfusion
on fluorescein angiography. The natural history of ischemic central retinal vein
occlusion is associated with poor outcomes: eventually, approximately two-thirds of
patients who have ischemic central retinal vein occlusion will have ocular
neovascularization and one-third will have neovascular glaucoma. The latter condition is
a severe type of glaucoma that may lead to rapid visual field and vision loss, epithelial
edema of the cornea with secondary epithelial erosion and predisposition to bacterial
keratitis, severe pain, nausea and vomiting, and, eventually, phthisis bulbi (atrophy of the
globe with no light perception).

[00310] As used herein, a patient (or subject) is any mammal, including a human, that is
afflicted with a neurodegenerative disease or condition, including an ophthalmic disease
or disorder, or that may be free of detectable disease. Accordingly, the treatment may be
administered to a subject who has an existing disease, or the treatment may be
prophylactic, administered to a subject who is at risk for developing the disease or
condition. Treating or treatment refers to any indicia of success in the treatment or
amelioration of an injury, pathology or condition, including any objective or subjective
parameter such as abatement; remission; diminishing of symptoms or making the injury,

pathology, or condition more tolerable to the patient; slowing in the rate of degeneration
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or decline; making the final point of degeneration less debilitating; or improving a
subject’s physical or mental well-being.

[00311] The treatment or amelioration of symptoms can be based on objective or
subjective parameters; including the results of a physical examination. Accordingly, the
term “treating” includes the administration of the compounds or agents described herein
to treat pain, hyperalgesia, allodynia, or nociceptive events and to prevent or delay, to
alleviate, or to arrest or inhibit development of the symptoms or conditions associated
with pain, hyperalgesia, allodynia, nociceptive events, or other disorders. The term
“therapeutic effect” refers to the reduction, elimination, or prevention of the discase,
symptoms of the disease, or sequelae of the disease in the subject. Treatment also
includes restoring or improving retinal neuronal cell functions (including photoreceptor
function) in a vertebrate visual system, for example, such as visual acuity and visual field
testing etc., as measured over time (e.g., as measured in weeks or months). Treatment
also includes stabilizing disease progression (i.e., slowing, minimizing, or halting the
progression of an ophthalmic disease and associated symptoms) and minimizing
additional degeneration of a vertebrate visual system. Treatment also includes
prophylaxis and refers to the administration of a substituted heterocyclic amine
derivative compound to a subject to prevent degeneration or further degeneration or
deterioration or further deterioration of the vertebrate visual system of the subject and to
prevent or inhibit development of the disease and/or related symptoms and sequelae.
[00312] Various methods and techniques practiced by a person skilled in the medical
and ophthalmological arts to determine and evaluate a disease state and/or to monitor and
assess a therapeutic regimen include, for example, fluorescein angiogram, fundus
photography, indocyanine green dye tracking of the choroidal circulatory system,
opthalmoscopy, optical coherence tomography (OCT), and visual acuity testing.

[00313] A fluorescein angiogram involves injecting a fluorescein dye intravenously and
then observing any leakage of the dye as it circulates through the eye. Intravenous
injection of indocyanine green dye may also be used to determine if vessels in the eye
are compromised, particularly in the choroidal circulatory system that is just behind the
retina. Fundus photography may be used for examining the optic nerve, macula, blood
vessels, retina, and the vitreous. Microaneurysms are visible lesions in diabetic
retinopathy that may be detected in digital fundus images early in the disease (see, e.g.,
U.S. Patent Application Publication No. 2007/0002275). An ophthalmoscope may be

used to examine the retina and vitreous. Opthalmoscopy is usually performed with
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dilated pupils, to allow the best view inside the eye. Two types of ophthalmoscopes may
be used: direct and indirect. The direct ophthalmoscope is generally used to view the
optic nerve and the central retina. The periphery, or entire retina, may be viewed by
using an indirect ophthalmoscope. Optical coherence tomography (OCT) produces high
resolution, high speed, non-invasive, cross-sectional images of body tissue. OCT is
noninvasive and provides detection of microscopic early signs of disruption in tissues.
[00314] A subject or patient refers to any vertebrate or mammalian patient or subject to
whom the compositions described herein is administered. The term “vertebrate” or
“mammal” includes humans and non-human primates, as well as experimental animals
such as rabbits, rats, and mice, and other animals, such as domestic pets (such as cats,
dogs, horses), farm animals, and zoo animals. Subjects in need of treatment using the
methods described herein may be identified according to accepted screening methods in
the medical art that are employed to determine risk factors or symptoms associated with
an ophthalmic disease or condition described herein or to determine the status of an
existing ophthalmic disease or condition in a subject. These and other routine methods
allow the clinician to select patients in need of therapy using the methods and
formulations described herein.

Pharmaceutical Compositions

[00315] In certain embodiments, a substituted heterocyclic amine derivative compound
is administered as a pure chemical. In other embodiments, the substituted heterocyclic
amine derivative compound is combined with a pharmaceutically suitable or acceptable
carrier (also referred to herein as a pharmaceutically suitable (or acceptable) excipient,
physiologically suitable (or acceptable) excipient, or physiologically suitable (or
acceptable) carrier) selected on the basis of a chosen route of administration and standard
pharmaceutical practice as described, for example, in Remington: The Science and
Practice of Pharmacy (Gennaro, 21% Ed. Mack Pub. Co., Easton, PA (2005)), the
disclosure of which is hereby incorporated herein by reference, in its entirety.

[00316] Accordingly, provided herein is a pharmaceutical composition comprising one
or more a substituted heterocyclic amine derivative compounds, or a stereoisomer,
prodrug, pharmaceutically acceptable salt, hydrate, solvate, acid salt hydrate, N-oxide or
isomorphic crystalline form thereof, of a compound described herein, together with one
or more pharmaceutically acceptable carriers and, optionally, other therapeutic and/or
prophylactic ingredients. The carrier(s) (or excipient(s)) is acceptable or suitable if the

carrier is compatible with the other ingredients of the composition and not deleterious to
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the recipient (i.e., the subject) of the composition. A pharmaceutically acceptable or
suitable composition includes an ophthalmologically suitable or acceptable composition.
[00317] One embodiment provides a pharmaceutical composition comprising a
pharmaceutically acceptable carrier and a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer, or pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof:

R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, —C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R° together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen

atom to which they are attached, form an N-heterocyclyl;
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cach R’ independently hydrogen or alkyl;
cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and
cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.
[00318] One embodiment provides a pharmaceutical composition comprising a
pharmaceutically acceptable carrier and a compound of Formula (B) or tautomer,
stereoisomer, geometric isomer or a pharmaceutically acceptable solvate, hydrate, salt, or

N-oxide thereof:

NH,
R R?
Formula (B)

wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-, -S-, -NH-, or -CH»-;

Y is selected from carbocyclyl, or heterocyclyl; and

R' and R” are each independently selected from hydrogen, or -OH; or R' and R*

form an oxo.

[00319] A pharmaceutical composition (e.g., for oral administration or delivery by
injection, or combined devices, or for application as an eye drop) may be in the form of a
liquid or solid. A liquid pharmaceutical composition may include, for example, one or
more of the following: sterile diluents such as water for injection, saline solution,
preferably physiological saline, Ringer's solution, isotonic sodium chloride, fixed oils
that may serve as the solvent or suspending medium, polyethylene glycols, glycerin,
propylene glycol or other solvents; antibacterial agents; antioxidants; chelating agents;
buffers and agents for the adjustment of tonicity such as sodium chloride or dextrose. A
parenteral preparation can be enclosed in ampoules, disposable syringes or multiple dose
vials made of glass or plastic. Physiological saline is commonly used as an excipient,
and an injectable pharmaceutical composition or a composition that is delivered ocularly

is preferably sterile.
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[00320] In certain embodiments, the compound is substantially pure, in that it contains
less than about 5% or less than about 1%, or less than about 0.1%, of other organic small
molecules, such as contaminating intermediates or by-products that are created, for
example, in one or more of the steps of a synthesis method. In other embodiments, a
combination of one or more substituted heterocyclic amine derivative compounds is
administered.

[00321] In some embodiments, a substituted heterocyclic amine derivative compound is
delivered to a subject by any suitable means, including, for example, orally, parenterally,
intraocularly, intravenously, intraperitoneally, intranasally (or other delivery methods to
the mucous membranes, for example, of the nose, throat, and bronchial tubes), or by
local administration to the eye, or by an intraocular or periocular device. Modes of local
administration include, for example, eye drops, intraocular injection or periocular
injection. Periocular injection typically involves injection of the synthetic isomerization
inhibitor, i.e., substituted heterocyclic amine derivative compound under the conjunctiva
or into the Tennon's space (beneath the fibrous tissue overlying the eye). Intraocular
injection typically involves injection of the substituted heterocyclic amine derivative
compound into the vitreous. In certain embodiments, the administration is non-invasive,
such as by eye drops or oral dosage form, or as a combined device.

[00322] In some embodiments, a substituted heterocyclic amine derivative compound is
formulated for administration using pharmaceutically acceptable (suitable) carriers or
vehicles as well as techniques routinely used in the art. A pharmaceutically acceptable
or suitable carrier includes an ophthalmologically suitable or acceptable carrier. A
carrier 18 selected according to the solubility of the substituted heterocyclic amine
derivative compound. Suitable ophthalmological compositions include those that are
administrable locally to the eye, such as by eye drops, injection or the like. In the case of
eye drops, the formulation also optionally includes, for example, ophthalmologically
compatible agents such as isotonizing agents such as sodium chloride, concentrated
glycerin, and the like; buffering agents such as sodium phosphate, sodium acetate, and
the like; surfactants such as polyoxyethylene sorbitan mono-oleate (also referred to as
Polysorbate 80), polyoxyl stearate 40, polyoxyethylene hydrogenated castor oil, and the
like; stabilization agents such as sodium citrate, sodium edentate, and the like;
preservatives such as benzalkonium chloride, parabens, and the like; and other

ingredients. Preservatives can be employed, for example, at a level of from about 0.001
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to about 1.0% weight/volume. The pH of the formulation is usually within the range
acceptable to ophthalmologic formulations, such as within the range of about pH 4 to 8.
[00323] For injection, the substituted heterocyclic amine derivative compound is
provided in an injection grade saline solution, in the form of an injectable liposome
solution, slow-release polymer system or the like. Intraocular and periocular injections
are known to those skilled in the art and are described in numerous publications
including, for example, Spaeth, Ed., Ophthalmic Surgery: Principles of Practice, W. B.
Sanders Co., Philadelphia, Pa., 85-87, 1990.

[00324] For delivery of a composition comprising at least one of the compounds
described herein via a mucosal route, which includes delivery to the nasal passages,
throat, and airways, the composition may be delivered in the form of an aerosol. The
compound may be in a liquid or powder form for intramucosal delivery. For example,
the composition may be delivered via a pressurized aerosol container with a suitable
propellant, such as a hydrocarbon propellant (e.g., propane, butane, isobutene). The
composition may be delivered via a non-pressurized delivery system such as a nebulizer
or atomizer.

[00325] Suitable oral dosage forms include, for example, tablets, pills, sachets, or
capsules of hard or soft gelatin, methylcellulose or of another suitable material easily
dissolved in the digestive tract. Suitable nontoxic solid carriers can be used which
include, for example, pharmaceutical grades of mannitol, lactose, starch, magnesium
stearate, sodium saccharin, talcum, cellulose, glucose, sucrose, magnesium carbonate,
and the like. (See, e.g., Remington: The Science and Practice of Pharmacy (Gennaro,
21% Ed. Mack Pub. Co., Easton, PA (2005)).

[00326] The substituted heterocyclic amine derivative compounds described herein, in
some embodiments, are formulated for sustained or slow-release. Such compositions
may generally be prepared using well known technology and administered by, for
example, oral, periocular, intraocular, rectal or subcutancous implantation, or by
implantation at the desired target site. Sustained-release formulations may contain an
agent dispersed in a carrier matrix and/or contained within a reservoir surrounded by a
rate controlling membrane. Excipients for use within such formulations are
biocompatible, and may also be biodegradable; preferably the formulation provides a
relatively constant level of active component release. The amount of active compound

contained within a sustained-release formulation depends upon the site of implantation,
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the rate and expected duration of release, and the nature of the condition to be treated or
prevented.

[00327] Systemic drug absorption of a drug or composition administered via an ocular
route is known to those skilled in the art (see, e.g., Lee et al., Int. J. Pharm. 233:1-18
(2002)). In one embodiment, a substituted heterocyclic amine derivative compound is
delivered by a topical ocular delivery method (see, e.g., Curr. Drug Metab. 4:213-22
(2003)). The composition, in some embodiments, is in the form of an eye drop, salve, or
ointment or the like, such as, aqueous eye drops, aqueous ophthalmic suspensions, non-
aqueous eye drops, and non-aqueous ophthalmic suspensions, gels, ophthalmic
ointments, etc. For preparing a gel, for example, carboxyvinyl polymer, methyl
cellulose, sodium alginate, hydroxypropyl cellulose, ethylene maleic anhydride polymer
and the like can be used.

[00328] The dose of the composition comprising at least one of the substituted
heterocyclic amine derivative compounds described herein differs, depending upon the
patient's (e.g., human) condition, that is, stage of the disease, general health status, age,
and other factors that a person skilled in the medical art will use to determine dose.
When the composition is used as eye drops, for example, one to several drops per unit
dose, preferably 1 or 2 drops (about 50 ul per 1 drop), may be applied about 1 to about 6
times daily.

[00329] Pharmaceutical compositions may be administered in a manner appropriate to
the disease to be treated (or prevented) as determined by persons skilled in the medical
arts. An appropriate dose and a suitable duration and frequency of administration will be
determined by such factors as the condition of the patient, the type and severity of the
patient's disease, the particular form of the active ingredient, and the method of
administration. In general, an appropriate dose and treatment regimen provides the
composition(s) in an amount sufficient to provide therapeutic and/or prophylactic benefit
(e.g., an improved clinical outcome, such as more frequent complete or partial
remissions, or longer disease-free and/or overall survival, or a lessening of symptom
severity). For prophylactic use, a dose should be sufficient to prevent, delay the onset of,
or diminish the severity of a discase associated with neurodegeneration of retinal
neuronal cells and/or degeneration of other mature retinal cells such as RPE cells.
Optimal doses may generally be determined using experimental models and/or clinical
trials. The optimal dose may depend upon the body mass, weight, or blood volume of

the patient.
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[00330] The doses of the substituted heterocyclic amine derivative compound is suitably
selected depending on the clinical status, condition and age of the subject, dosage form
and the like. In the case of eye drops, a substituted heterocyclic amine derivative
compound is administered, for example, from about 0.01 mg, about 0.1 mg, or about 1
mg, to about 25 mg, to about 50 mg, to about 90 mg per single dose. Eye drops are
administered one or more times per day, as needed. In the case of injections, suitable
doses are, for example, about 0.0001 mg, about 0.001 mg, about 0.01 mg, or about 0.1
mg to about 10 mg, to about 25 mg, to about 50 mg, or to about 90 mg of the substituted
heterocyclic amine derivative compound, one to seven times per week. In other
embodiments, about 1.0 to about 30 mg of the substituted heterocyclic amine derivative
compound is administered one to seven times per week.

[00331] Oral doses typically range from 1.0 to 1000 mg, one to four times, or more, per
day. An exemplary dosing range for oral administration is from 10 to 250 mg one to
three times per day. If the composition is a liquid formulation, the composition
comprises at least 0.1% active compound at particular mass or weight (e.g., from 1.0 to
1000 mg) per unit volume of carrier, for example, from about 2% - about 60%.

[00332] In certain embodiments, at least one substituted heterocyclic amine derivative
compound described herein is administered under conditions and at a time that inhibits or
prevents dark adaptation of rod photoreceptor cells. In certain embodiments, the
compound is administered to a subject at least 30 minutes (half hour), 60 minutes (one
hour), 90 minutes (1.5 hour), or 120 minutes (2 hours) prior to sleeping. In certain
embodiments, the compound is administered at night before the subject sleeps. In other
embodiments, a light stimulus may be blocked or removed during the day or under
normal light conditions by placing the subject in an environment in which light is
removed, such as placing the subject in a darkened room or by applying an eye mask
over the eyes of the subject. When the light stimulus is removed in such a manner or by
other means contemplated in the art, the agent may be administered prior to sleeping.
[00333] The doses of the compounds that are administered to prevent or inhibit dark
adaptation of a rod photoreceptor cell can be suitably selected depending on the clinical
status, condition and age of the subject, dosage form and the like. In the case of eye
drops, the compound (or the composition comprising the compound) can be
administered, for example, from about 0.01 mg, about 0.1 mg, or about 1 mg, to about 25
mg, to about 50 mg, to about 90 mg per single dose. In the case of injections, suitable

doses are, for example, about 0.0001 mg, about 0.001 mg, about 0.01 mg, or about 0.1
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mg to about 10 mg, to about 25 mg, to about 50 mg, or to about 90 mg of the compound,
administered any number of days between one to seven days per week prior to sleeping
or prior to removing the subject from all light sources. In certain other embodiments, for
administration of the compound by eye drops or injection, the dose is between 1-10 mg
(compound)/kg (body weight of subject) (i.e., for example, 80-800 mg total per dose for
a subject weighing 80 kg). In other embodiments, about 1.0 to about 30 mg of
compound is administered one to seven times per week. Oral doses typically range from
about 1.0 to about 1000 mg, administered any number of days between one to seven days
per week. An exemplary dosing range for oral administration is from about 10 to about
800 mg once per day prior to sleeping. In other embodiments, the composition is
delivered by intravitreal administration.

[00334] Also provided are methods of manufacturing the compounds and
pharmaceutical compositions described herein. A composition comprising a
pharmaceutically acceptable excipient or carrier and at least one of the substituted
heterocyclic amine derivative compounds described herein is prepared by synthesizing
the compound according to any one of the methods described herein or practiced in the
art and then formulating the compound with a pharmaceutically acceptable carrier.
Formulation of the composition will be appropriate and dependent on several factors,
including but not limited to, the delivery route, dose, and stability of the compound.
[00335] Other embodiments and uses will be apparent to one skilled in the art in light of
the present disclosures. The following examples are provided merely as illustrative of

various embodiments and shall not be construed to limit the invention in any way.

EXAMPLES
I. Chemical Synthesis
[00336] Unless otherwise noted, reagents and solvents were used as received from
commercial suppliers. Anhydrous solvents and oven-dried glassware were used for
synthetic transformations sensitive to moisture and/or oxygen. Yields were not
optimized. Reaction times are approximate and were not optimized. Flash column
chromatography and thin layer chromatography (TLC) were performed on silica gel
unless otherwise noted. Proton and carbon nuclear magnetic resonance spectra were
obtained with a Varian VnmrlJ 400 at 400 MHz for proton. Spectra are given in ppm ()
and coupling constants J are reported in Hertz. For proton spectra the solvent peak was
used as the reference peak. HPLC/LC-MS was performed using the following method:

Agilent HP 1100 system with diode array detection at 220 nm on Phenomenex Gemini
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4.6x150 mm 5u column, mobile phase CH3;CN - H,O with 0.05% TFA (10% - 70% for
15 mins, 70% - 95% for 2 mins, 95% for 3 min, then 10% for 4 min) with mass-spectral

detection using electrospray ionization (ESI+) mode.

EXAMPLE 1 - Preparation of 3-amino-1-(5-(cyclohexylmethoxy)thiophen-2-yl)propan-

1-ol
4
O’\O%NHZ
OH

[00337] 3-Amino-1-(5-(cyclohexylmethoxy)thiophen-2-yl)propan-1-ol was prepared
following the method shown in Scheme 1.

Scheme 1

j \ ch:o3 \Q CyCH,OH, NaH
C' g~ ~COOH (jA DME
O’\ Q( \Q CH5CN, t-BuOK* O"\ % _LiAHe

THF
Ot
O‘Q\(\/NH
OH

[00338] Step 1: A mixture of 5-chlorothiophene-2-carboxylic acid (3.01 g, 19.0 mmol),

cyclohexylmethyl bromide (3.51 g, 19.8 mmol) and potassium carbonate (2.81 g, 20.33
mmol) was stirred under Ar at +85 °C for 3 days and colled to room temperature.
Reaction mixture was diluted with water and extracted with hexanes three times.
Combined organic layers were dried over anhydrous MgSO,4 and concentrated under
reduced pressure. Purification by flash chromatography (2% - 15 % EtOAc — hexanes
gradient) gave cyclohexylmethyl 5-chlorothiophene-2-carboxylate as a colorless oil.
Yield (4.76 g, 97%); "H NMR (400 MHz, CDCl) §7.56-7.60 (m, 1H), 6.90-6.94 (m,
1H), 4.08 (d, J = 6.10 Hz, 2H), 1.64-1.82 (m, 6H), 1.10-1.34 (m, 3H), 0.97-1.10 (m, 2H).
[00339] Step 2: Cyclohexylmethanol (1.0 mL, 8.13 mmol) was added under Ar at room
temperature to a stirred suspension of NaH (0.19 g, 7.92 mmol) in anhydrous DMF (3
mL). The mixture was stirred for 5 hrs and then chloride (2) (1.20 g, 4.64 mmol) was
added. The reaction mixture was stirred at +65 °C for 1h, quenched with aqueous 25%
NH4Cl and extracted with MBTE twice. Combined organic layers were washed with

brine and concentrated under reduced pressure. Purification by flash chromatography
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(1% - 5% EtOAc — hexanes gradient) gave ether (3) as a light yellow solid. Yield (0.90
g, 58%); 'H NMR (400 MHz, DMSO-ds) 8 7.49-7.53 (m, 1H), 6.38-6.43 (m, 1H), 3.98
(d, J=6.07 Hz, 2H), 3.94 (d, J= 5.87 Hz, 2H), 1.56-1.80 (m, 12H), 1.17-1.28 (m, 6H),
0.90-1.16 (m, 4H).

[00340] Step 3: Anhydrous CH3CN (0.07 mL, 1.34 mmol) was added under Ar to a cold
(-50 °C) solution of ~-BuOK" (1IM/THF, 1.5 mL, 1.5 mmol), the mixture was stirred for
10 min after which a solution of ester (3) (0.303 g, 0.90 mmol) in anhydrous THF (2 mL)
was added. The reaction mixture was stirred under Ar while gradually warming to 0 °C
over 3 hrs and then stirred on ice bath for 1h. 5% Aqueous NaHSO,4 was added to the
reaction mixture and the resulting mixture was extracted twice with EtOAc. Combined
organic layers were washed with brine. Purification by flash chromatography (5% - 30%
EtOAc — hexanes gradient) gave ketonitrile (4) as a white solid. Yield (0.12 g, 51%); 'H
NMR (400 MHz, DMSO-ds) 6 7.75-7.79 (m, 1H), 6.51-6.55 (m, 1H), 4.52 (s, 2H), 4.00
(d, J=6.10 Hz, 2H), 1.58-1.80 (m, 6 H), 1.10-1.27 (m, 3H), 0.96-1.08 (m, 2H).

[00341] Step 4: A solution of LiAIH4 (1M/THF, 0.7 mL, 0.7 mmol) was added under Ar
to a solution of ketonitrile (4) (0.12 g, 0.456 mmol) in anhydrous THF (8 mL) at 0 °C
under Ar. The reaction mixture was stirred for 30 min at 0 °C and quenched by slow
addition of saturated aqueous Na,SQj. Filtration throught Celite, followed by
concentration under reduced pressure and flash chromatography purification (2% - 20%
7N NH3/MeOH — CH,Cl, gradient) gave Example 1 as a light yellow solid. Yield (0.015
g, 12%); '"H NMR (400 MHz, CD;0D) & 6.54-6.59 (m, 1H), 6.00-6.40 (m, 1H), 4.77 (t, J
=7.24 Hz, 1H), 3.80 (d, J = 5.87 Hz, 2H), 2.86-2.77 (m, 2H), 1.65-1.96 (m, § H), 1.18-
1.36 (m, 3H), 1.00-1.12 (m, 2H); RP-HPLC tg = 10.12 min; ESI-MS m/z 252.2 [M-
H,0+H]".

EXAMPLE 2 - Preparation of 3-amino-1-(6-(cyclohexylmethoxy)pyridin-2-yl)propan-1-

ol

P NH
07N 2
OH

[00342] 3-Amino-1-(6-(cyclohexylmethoxy)pyridin-2-yl)propan-1-ol was prepared
following the method shown in Scheme 2.

SCHEME 2
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X
OH D NaH \/O CH4CN, t-BuOK*
Br” "N ~
5 O ThE
| ~
~ BHs-Me,S | =
0" N CN R - NH;
o THF o N
7 OH

[00343] Step 1: NaH (0.15 g, 6.90 mmol) was added to a solution of
cyclohexylmethanol (0.79 g, 6.90 mmol) in anhydrous THF (20 mL) at room
temperature. The reaction mixture was stirred at 60 °C for 1 hour and then methyl 6-
bromopicolinate (5) (1.0 g, 4.60 mmol) was added. The reaction mixture was stirred at
60 °C for 18 hours, cooled to room temperature, filtered through Celite and concentrated
under reduced pressure. Purification by flash chromatography (30% - 50% EtOAc —
hexanes gradient) gave ether (6) as a colorless oil. Yield (0.60 g, 41%); '"H NMR (400
MHz, DMSO-ds) 6 7.83 (t, /= 8.0 Hz, 1H), 7.63 (d, /= 8.0 Hz, 1H), 7.03 (d, J = 8.4Hz,
1H), 4.08 (d, J = 6.0 Hz, 2H), 3.79 (d, J = 6.0 Hz, 2H), 1.84-1.58 (m, 12H), 0.88-1.26
(m, 10H).

[00344] Step 2: CH3CN (0.22 g, 5.46 mmol) was added to a solution of potassium fert-
butoxide (1 M/THF, 6.4 mL, 6.40 mmol) in THF (20 mL) at -35 °C. The reaction
mixture was stirred at this temperature for 15 min and then ester (6) (0.6 g, 1.84 mmol)
in THF (15 ml) was added dropwise. The reaction mixture was stirred at 0 °C for 1 hour,
quenched by acetic acid (0.42 ml, 6.4 mmol), diluted with with sat. NH4Cl (30 ml). The
mixture was extracted with ethyl acetate (50 ml), dried over amhydrous Na,SO4 and
concentrated under reduced pressure. Purification by flash chromatography (30% - 50%
EtOAc — hexanes gradient) gave ketonitrile (7) as a yellow oil. Yield (0.20 g, 42%); 'H
NMR (400 MHz, CDClL) 6 7.12 (t,J = 8.0 Hz, 1H), 7.67 (d, /= 7.2 Hz, 1H), 6.99 (d, J =
8.0 Hz, 1H), 4.26 (s, 2H), 1.88-1.64 (m, 6H), 1.08-1.02 (m, 5H).

[00345] Step 3: BHyMe,S (0.22 g, 2.96 mmol) was added to a stirred solution of
ketonitrile (7) (0.2 g, 0.74 mmol) in anhydrous THF (20 mL). The reaction mixture was
stirred at 60 °C for 2 hours and at room temperature for 60 hours, quenched 3N HCI (pH
= 0). The resulting mixture was stirred at room temperature for 12 hours, diluted with
water (20 ml) and MTBE (40 ml) and pH was adjusted to 14 with concentrated NaOH.
Organic layer was separated, dried over Na,SO4 and concentrated under reduced
pressure. Purification by flash chromatography (5% - 20% 7N NH3-Me¢OH — CH,Cl,
gradient) gave Example 2 as a yellow oil. Yield (0.05 g, 4%): 'H NMR (400 MHz,
CD;0D) ¢ 7.64 (t, J= 8.0 Hz, 1H), 7.03 (d, /= 7.6 Hz, 1H), 6.63 (d, /= 8.0 Hz, 1H),
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4.72-4.66 (m, 1H), 4.06 (d, /=6.4 Hz, 2H), 2.86 (t, J=6.1 Hz, 2H), 1.92-1.68 (m, 8H),
1.38-1.02 (m, 5H); RP-HPLC tg = 9.02 min; ESI-MS m/z 265.2 [M+H]".

EXAMPLE 3 - Preparation of (£)-3-amino-1-(6-(2-cyclohexylvinyl)pyridin-2-yl)propan-
I-ol

OH
[00346] (E)-3-Amino-1-(6-(2-cyclohexylvinyl)pyridin-2-yl)propan-1-ol was prepared

following the method shown in Scheme 3.

SCHEME 3
~
B(OH), Q Pd(OAc),, PPh, |
~
OM CHO  2MKoCOj, i-PrOH N~ CHO
CH5CN, t-BuOK* LiAlH,

OH

[00347] Step 1: To an argon saturated mixture of (£)-(2-cyclohexylvinyl)boronic acid
(8) (2.74 g, 16.0 mmol), 6-bromopicolinaldehyde (9) (3.0 g, 16 mmol), Pd(OAc); (0.04
g, 0.18 mmol), K,CO; (2M in i-PrOH, 30 mmol) was added PPh; (0.20 g, 0.76 mmol).
The reaction mixture was stirred at 70 °C for 20 hours under N,, concentrated under
reduced pressure and partitioned between H,O (80 ml) and ethyl acetate (80 ml). Organic
layer was dried over anhydrous Na,SO4 and concentrated under reduced pressure.
Purification by flash chromatography (30% - 50% EtOAc — hexanes gradient) gave
alkene (10) as a pale yellow oil. Yield (3.1 g, 90%); '"H NMR (400 MHz, DMSO-ds) J
9.34 (s, 1H), 7.93 (t,J= 7.6 Hz, 1H), 7.71 (d, /= 8.4 Hz, 1H), 7.69 (d, /= 8.4 Hz, 1H),
7.86 (dd, /= 6.8, 16.0 Hz, 1H), 6.54 (d, J = 16 Hz, 1H), 2.26-2.16 (m, 1H), 1.84-1.58
(m, 5H), 1.36-1.10 (m, 5H).

[00348] Step 2: CH3CN (0.56 g, 15.8 mmol) was added to a solution of potassium fert-
butoxide (1 M in THF, 15 mL, 15.0 mmol) in THF (20 mL) at -35 °C. The reaction
mixture was stirred at this temperature for 15 min and then aldehyde (10) (1.0 g, 4.6
mmol) in anhydrous THF (15 ml) was added dropwise. The reaction mixture was stirred
at -35 °C for 30 min and quenched by aqueous NH4CI (30 ml), extracted with ethyl
acetate (50 ml), dried over anhydrous Na;SO4 and concentrated under reduced pressure.
Purification by flash chromatography (30% - 50% EtOAc — hexanes gradient) gave

hydroxynitrile (11) as a yellow oil. Yield (0.55 g, 46%); '"H NMR (400 MHz, CDCls) ¢
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7.37 (t,J=7.6 Hz, 1H), 7.34 (d, /= 7.6 Hz, 1H), 7.28 (d, /= 7.6 Hz, 1H), 6.73 (dd, J =
6.8, 16.0 Hz, 1H), 6.40 (d, J = 16 Hz, 1H), 6.16-6.06 (m, 1H), 4.90-4.80 (m, 1H), 3.04-
2.87 (m, 2H), 2.21-2.08 (m, 1H), 1.82-1.58 (m, 5H), 1.36-1.10 (m, 5H).

[00349] Step 3: LiAlH4 (1M in THF, 2.6 mL, 2.6 mmol) was added to a solution of
hydroxynitrile (11) (0.55 g, 2.15 mmol) in diethyl ether (20 mL) at 0 °C under argon
flow. The reaction mixture was stirred at 0 °C for 20 min, quenched by slow addition of
saturated Na,;SO4 and stirred at room temperature for 2 hours. Organic layer was
separated, dried over Na,SO4 and concentrated under reduced pressure. Purification by
flash chromatography (5% - 20% 7N NH3-MeOH — CH,Cl, gradient) gave Example 3 as
a pale yellow oil. Yield (0.3 g, 54%); '"H NMR (400 MHz, CD,0D) 6 7.71 (t, J = 7.6Hz,
1H), 7.34-7.30 (m, 2H), 6.66 (dd, /= 16 and 6.8Hz, 1H), 6.45 (d, /= 16Hz, 1H), 6.16-
6.06 (m, 1H), 4.78-4.76 (m, 1H), 2.24-2.16 (m, 2H), 2.21-2.08 (m, 1H), 2.04-1.66 (m,
5H), 1.44-1.16 (m, 5H); RP-HPLC tg = 6.54 min; ESI-MS m/z 261.2 [M+H] .

EXAMPLE 4 - Preparation of 3-amino-1-(6-(2-cyclohexylethyl)pyridin-2-yl)propan-1-ol
S

| N/ NH»

OH
[00350] 3-Amino-1-(6-(2-cyclohexylethyl)pyridin-2-yl)propan-1-ol was prepared
following the method described below.
[00351] Step 1: Pd/C (10% wt, 0.015 g) was added to a solution of Example 3 (0.28 g,
1.22 mmol) in MeOH (20 mL) saturated with argon. The resulting mixture was stirred
under H; (1 atm) for 20 hours. The reaction mixture was filtered and the filtrate was
concentrated under reduced pressure. Purification by flash chromatography (5% - 20%
7N NH3/MeOH — CH,Cl, gradient) gave Example 4 as a pale yellow oil. Yield (0.20 g,
71%); "H NMR (400 MHz, CD;0D) ¢ 7.71 (t, J = 7.6 Hz, 1H), 7.35 (d, J= 7.6 Hz, 1H),
7.13 (d, J=8.0 Hz, 1H), 4.78-4.76 (m, 1H), 2.83-2.76 (m, 4H), 1.84-1.56 (m, 9H), 1.36-
0.95 (m, 6H); RP-HPLC tg = 6.46 min; ESI-MS m/z 263.2 [M+H]".

EXAMPLE 5 - Preparation of (R)-3-amino-1-(5-(cyclohexylmethoxy)thiophen-2-
yl)propan-1-ol

.
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[00352] (R)-3-Amino-1-(5-(cyclohexylmethoxy)thiophen-2-yl)propan-1-ol was
prepared following the method described in Example 1 and below.

[00353] Step 1: (/R,2R)-RuCIl(TsDPEN)(p-cymene) (6.3 mg, 0.01 mmol) was added to
a degassed solution of 3-(5-(cyclohexylmethoxy)thiophen-2-yl)-3-oxopropanenitrile (4)
(0.27 g, 1.03 mmol) in HCOOH:Et;N (1:1, 4.0 M in EtOH) and the reaction mixture was
stirred at room temperature for 24 hrs. Aqueous NH4Cl (25%) was added and the mixture
was extracted twice with MTBE. Combined organic layers were washed with brine and
concentrated under reduced pressure. Purification by flash chromatography gave (R)-3-
(5-(cyclohexylmethoxy)thiophen-2-yl)-3-hydroxypropanenitrile as an off-white solid
which was used directly in the next step. Yield (0.21 g, 77%); "H NMR (400 MHz,
CDs0D) 9 6.64-6.78 (m, 1H), 6.02-6.10 (m, 1H), 4.99-5.09 (m, 1H), 3.79-3.88 (m, 2H),
2.79-2.91 (m, 2H), 1.62-1.90 (m, 6H), 1.12-1.39 (m, 3H), 0.98-1.12 (m, 2H).

[00354] Step 2: Reduction of (R)-3-(5-(cyclohexylmethoxy)thiophen-2-yl)-3-
hydroxypropanenitrile following the method used in Example 1, with the exception that
Et,O was used as the solvent, gave after purification by flash chromatography ( 4% -
20% 7N NH3/MeOH — CH,Cl, gradient) Example 5 as a colorless oil. Yield (0.0185 g,
9%); '"H NMR (400 MHz, CD;0D) 8 6.54-6.59 (m, 1H), 6.00-6.40 (m, 1H), 4.77 (t, J =
7.2 Hz, 1H), 3.80 (d, /= 5.9 Hz, 2H), 2.86-2.77 (m, 2H), 1.65-1.96 (m, 8 H), 1.18-1.36
(m, 3H), 1.00-1.12 (m, 2H); RP-HPLC tg = 10.01 min; ESI-MS n/z 252.2 [M-H,0+H]".

EXAMPLE 6 - Preparation of (R)-3-amino-1-(6-(cyclohexylmethoxy)pyridin-2-
yl)propan-1-ol

N NH
07N 2
OH

[00355] (R)-3-Amino-1-(6-(cyclohexylmethoxy)pyridin-2-yl)propan-1-ol was prepared
following the method shown in Scheme 4.

SCHEME 4.
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S
1. NaH, THF | A5
07 "N ~
2.HCI-MeOH, H2S04 3 ©

CH3CN t-BuoK* /(jﬁh (1R,2R)-RuCI(TsDPEN)(p-cymene)
THF HCOOH-Et3N, EtOAc
: P /(j\p BH3 Me2S i:/\ /(jY\/

[00356] Step 1: NaH (0.355 g, 15 mmol) was added to a suspension of 6-bromopicolinic
acid (12) (1.0 g, 4.9 mmol) and cyclohexylmethanol (0.79 g, 6.90 mmol) in THF (20

mL) at room temperature. The reaction mixture was stirred at 60 °C for 18 hours then
concentrated under reduced pressure. Methanol (20 ml) was added to the residue
followed by 1.25 M HCI/MeOH (10 ml) and conc. H,SO4 (1 ml). The resulting mixture
was stirred at 60 °C for 18 hours, concentrated under reduced pressure, partitioned
between saturated NaHCO3 (50 ml) and ethyl acetate (100 ml). Organic layer was
separated, dried over anhydrous Na,SO4 and concentrated under reduced pressure. Crude
methyl 6-(cyclohexylmethoxy)picolinate (13) was used in next reaction without
purification. Yield (1.22 g, quant.); '"H NMR (400 MHz, DMSO-d) 0 7.84 (t, J = 8.0 Hz,
1H), 7.63 (d, J = 8.0 Hz, 1H), 7.03 (d, J = 8.4 Hz, 1H), 4.08 (d, /=6.0 Hz, 2H), 3.84 (s,
3H), 1.84-1.58 (m, 6H), 0.88-1.26 (m, 5H).

[00357] Step 2: CH3CN (0.41 g, 10 mmol) was added to a solution of potassium zerz-
butoxide (1M in THF, 11 mL, 11 mmol) in THF (20 mL) at -35 °C. The reaction mixture
was stirred at this temperature for 15 min. Methyl 6-(cyclohexylmethoxy)picolinate (4.9
mmol) in THF (15 ml) was added dropwise to the reaction mixture. The reaction mixture
was stirred at 0 °C for 1 hour and quenched by addition of aqueous HC1 (1M, 11 ml, 11
mmol), washed with saturated aqueous NH4CI (30 ml), extracted with ethyl acetate (50
ml). Combined organic layers were dried over anhydrous Na,SO4 and concentrated
under reduced pressure. Crude ketonitrile 7 was used in the next step without
purification. Yield (1.26 g, quant.); 'H NMR (400 MHz, DMSO-d) 0 7.90 (t, J = 7.6 Hz,
1H), 7.60 (d, J = 7.6 Hz, 1H), 7.13 (d, J = 8.4 Hz, 1H), 4.66 (s, 2H), 4.15 (d, /=6.4 Hz,
2H), 1.84-1.58 (m, 6H), 0.88-1.26 (m, SH).

[00358] Step 3: Solution of HCOOH-Et;N (4 M) in EtOH (5 mL) was added to a
solution of ketonitrile 7 (4.9 mmol) in EtOAc (5 ml), followed by triethylamine (1 ml)
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and (/R,2R)-RuCl(TsDPEN)(p-cymene) (30 mg, 0.047 mmol). The mixture was
saturated with argon, stirred at room temperature for 18 hr, quenched by addition of
aqueous HCI (IN, 11 ml, 11 mmol), washed with saturated NH4Cl1 (30 ml), extracted
with ethyl acetate (50 ml), dried over anhydrous Na,SO,4 and concentrated under reduced
pressure. Purification by flash chromatography (30% - 50% EtOAc — hexane gradient)
gave (R)-hydroxynitrile 14 as a pale yellow oil. Yield (1.1 g, 87%); 'H NMR (400 MHz,
CDs;0OD) ¢ 7.66 (t,J= 7.6 Hz, 1H), 7.11 (d, J= 7.6 Hz, 1H), 6.67 (d, J= 8.0 Hz, 1H),
4.88 (t, J=5.2 Hz, 1H), 4.09 (d, J= 6.8 Hz, 2H), 3.04-2.86 (m, 2H), 1.88-1.66 (m, 6H),
1.38-1.02 (m, 5H).

[00359] Step 4: Reduction of (R)-hydroxynitrile 14 with BH3-Me,S following the
method used in Example 2 gave Example 6 as a colorless oil. Yield (1.0 g, 89%); 'H
NMR (400 MHz, CDs0D) 6 7.63 (t, /= 7.6 Hz, 1H), 7.02 (d, /= 7.2 Hz, 1H), 6.61 (d, J
= 8.0 Hz, 1H), 4.69-4.66 (m, 1H), 4.07 (d, /=6.4 Hz, 2H), 2.79 (t, /=6.4 Hz, 2H), 1.92-
1.64 (m, 8H), 1.38-1.02 (m, 5H); RP-HPLC ti = 8.99 min; ESI-MS m/z 265.2 [M+H]".

EXAMPLE 7 - Preparation of 3-amino-1-(2-(cyclohexylmethoxy)pyridin-4-yl)propan-1-

N/
Oﬁo ™ | NH»

ol

OH
[00360] 3-Amino-1-(2-(cyclohexylmethoxy)pyridin-4-yl)propan-1-ol was prepared
following the method described in Examples 2 and 6.
[00361] Step 1: Reaction between 2-bromoisonicotinic acid and cyclohexylmethanol
following the method used in Example 6 gave methyl 2-
(cyclohexylmethoxy)isonicotinate which was used in the next step without additional
purification. Yield (1.27 g, quant.); '"H NMR (400 MHz, DMSO-ds) 0 8.31 (d, J=4.2
Hz, 1H), 7.38-7.40 (m, 1H), 7.17 (s, 1H), 4.08 (d, /=6.4 Hz, 2H), 3.86 (s, 3H), 1.80-1.54
(m, 6H), 1.30-0.96 (m, 5SH).
[00362] Step 2: Addition of CH3CN to methyl 2-(cyclohexylmethoxy)isonicotinate
following the method used in Example 2 gave after flash chromatography purification
(50% - 60% EtOAc — hexanes gradient) 3-(2-(cyclohexylmethoxy)pyridin-4-yl)-3-
oxopropanenitrile as a yellow oil. Yield (0.65 g, 51%); '"H NMR (400 MHz, CD;0D)
8.29 (d,/=5.2 Hz, 1H), 7.34 (d, /= 5.6 Hz, 1H), 7.23 (s, 1H), 4.13 (d, /= 6.0 Hz, 2H),
3.34-3.30 (m, 2H), 1.88-1.64 (m, 6H), 1.08-1.02 (m, 5SH).
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[00363] Step 3: Reduction of 3-(2-(cyclohexylmethoxy)pyridin-4-yl)-3-
oxopropanenitrile following the method described in Example 2 gave after flash
chromatography purification (5% - 20% 7N NH3/MeOH — CH,Cl, gradient) Example 7
and Example 8 (see below) as yellow oils. Yield (0.16 g, 24%); 'H NMR (400 MHz,
CD;0D) ¢ 8.02-8.00 (m, 1H), 6.92 (d, /= 5.2 Hz, 1H), 6.79 (s, 1H), 4.76-4.71 (m, 1H),
4.04-4.01 (m, 2H), 2.78 (t, J = 6.8 Hz, 2H), 1.90-1.66 (m, 8H), 1.40-1.02 (m, 5H); RP-
HPLC tg = 6.79 min; ESI-MS m/z 265.2 [M+H]".

EXAMPLE 8 - Preparation of (£)-3-(2-(cyclohexylmethoxy)pyridin-4-yl)prop-2-en-1-
amine

N/|

NH
Oﬁo ™ L 2

[00364] (E)-3-(2-(Cyclohexylmethoxy)pyridin-4-yl)prop-2-en-1-amine was prepared
following the method described in Example 7.

[00365] Step 1: Example 8 was prepared following the method used in Example 7 and
isolated during step 3 chromatography (see above). Yield (0.04 g, 6%); 'H NMR (400
MHz, CDs0OD) ¢ 7.98 (d, /= 5.2 Hz, 1H), 6.97 (d, J= 5.6 Hz, 1H), 6.73 (s, 1H), 6.63-
6.53 (m, 1H), 6.47 (d, /=16 Hz, 1H), 4.01 (d, J= 5.6 Hz, 2H), 3.41 (d, /= 6.0 Hz, 2H),
1.88-1.66 (m, 6H), 1.38-1.02 (m, 5H); RP-HPLC tg = 7.79 min; ESI-MS m/z 247.2
[M+H]".

EXAMPLE 9 - Preparation of 1-((5-(3-amino-1-hydroxypropyl)thiophen-3-
yl)ethynyl)cyclohexanol

OH‘_ / S
- = NH2

OH
[00366] 1-((5-(3-Amino-1-hydroxypropyl)thiophen-3-yl)ethynyl)cyclohexanol was
prepared following the method described below.
[00367] Step 1: Addition of CH3CN to 4-bromothiophene-2-carbaldehyde following the
method used in Example 2 gave 3-(4-bromothiophen-2-yl)-3-hydroxypropanenitrile as a
light brown oil which was used in the next step without additional purification.Yield
(1.95 g, 80%).
[00368] Step 2: LiAlH4 reduction of 3-(4-bromothiophen-2-yl)-3-hydroxypropanenitrile
following the method used in Example 1 gave after flash chromatography purification

(2% - 10% 7N NH3/MeOH — CH,Cl, gradient) 3-amino-1-(4-bromothiophen-2-
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yl)propan-1-ol with was used directly in the next step. 'H NMR (400 MHz, CD;0D) &
7.26 (d, J= 1.5 Hz, 1H), 6.85-6.92 (m, 1H), 4.94 (t, /= 5.0 Hz, 1H), 2.70-2.80 (m, 2H),
1.86-1.94 (m, 2H).

[00369] Step 3: 3-Amino-1-(4-bromothiophen-2-yl)propan-1-ol and ethyl
trifluoroacetate (2.0 mL) were stirred in CH,Cl, (10 mL) at room temperature overnight.
Concentration under reduceq pressure gave N-(3-(4-bromothiophen-2-yl)-3-
hydroxypropyl)-2,2,2-trifluoroacetamide which was used in the nex' step without
addiional purification. Yield (0.77g, 28% in three steps); 'H NMR (400 MHz, DMSO-
ds) 0 9.36 (br.s, 1H), 7.51 (d, J = 1.5 Hz, 1H), 6.90-7.00 (m, 1H), 5.86 (d, J=5.0 Hz,
1H), 4.75-4.83 (m, 1H), 3.20-3.30 (m, 2H), 1.80-1.94 (m, 2y).

[00370] Step 4: Solution of N-(3-(4-bromothiophen-2-yl)-3-hydroxypropyl)-2,2,2-
trifluoroacetamide (0.77 g, 2.32 mmol) and 1-ethynylcyclohexanol (0.48 g, 3.87 mmol)
in Et;N (10 mL) was degassed by bubbling Ar for 5 min. Cul (0.0482 g, 0.253 mmol)
and PACL("hsP), (0.0874 g, 0.125 mmol) were added to the reaction mixture and
degassed by alternating vacuum/Ar once. The reaction mixture was stirred at +80 °C
overnight, partitioned between EtOAc and aqueous NH4Cl (25%). Aqueous layer was
additionally extracted with EtOAc and combined organic layers were washed with brine.
Concentration under reduced pressure followed by flash chromatography purification
(10% - 75% EtOAc — hexanes gradient) gave 2,2,2-trifluoro-N-(3-hydroxy-3-(4-((1-
hydroxycyclohexyl)ethynyl)thiophen-2-yl)propyl)acetamide as a light yellow oil. Yield
(0.52 g, 60%); "H NMR (400 MHz, DMSO-ds) 6 9.37 (br.s, 1H), 7.52 (d, /= 1.3 Hz,
1H), 6.92 (d, J= 1.3 Hz, 1H), 5.78 (d, /= 4.7 Hz, 1H), 5.34 (s, 1H), 4.74-4.81 (m, 1H),
3.20-3.30 (m, 2H), 1.84-1.91 (m, 2H), 1.74-1.84 (m, 2H), 1.56-1.65 (m, 2H), 1.38-1.56
(m, 6H).

[00371] Step 5: A mixture of 2,2,2-trifluoro-N-(3-hydroxy-3-(4-((1-
hydroxycyclohexyl)ethynyl)thiophen-2-yl)propyl)acetamide (0.52 g, 1.39 mmol) and
K,CO3 (0.43 g, 3.11 mmol) in MeOH:H,O (3:1, 16 mL) was stirred at room temperature
overnight and concentrated under reduced pressure. Purification by flash
chromatography (7% - 20% 7N NHi/MeOH — CH,Cl, gradient) gave Example 9 as a
light yellow oil. Yield (0.105 g, 27%); 'H NMR (400 MHz, CD;0D) § 7.37 (d, J=1.5
Hz, 1H), 6.94 (s, 1H), 4.93 (dd, /= 5.8, 7.3 Hz, 1H), 2.70-2.80 (m, 2H), 1.86-2.00 (m,
4H), 1.67-1.76 (m, 2H), 1.52-1.67 (m, 5H), 1.22-1.36 (m, 1H); RP-HPLC tg = 6.98 min;
ESI-MS m/z 280.2 [M-H,O0+H]".
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EXAMPLE 10 - Preparation of (£)-3-amino-1-(5-(2-cyclohexylvinyl)pyridin-3-
yl)propan-1-ol

/

= NH»

OH
[00372] (E)-3-Amino-1-(5-(2-cyclohexylvinyl)pyridin-3-yl)propan-1-ol was prepared
following the method described in Example 3 and below.
[00373] Step 1: Coupling of (E)-(2-cyclohexylvinyl)boronic acid with 5-
bromonicotinaldehyde following the method used in Example 3 gave (£)-5-(2-
cyclohexylvinyl)nicotinaldehyde as a yellow oil. Yield (0.8 g, 69%); 'H NMR (400
MHz, DMSO-ds) 0 10.08 (s, 1H), 8.32 (s, 1H), 8.75 (s, 1H), 8.28 (s, 1H), 6.51-6.38 (m,
2H), 2.26-2.13 (m, 1H), 1.88-1.58 (m, 5H), 1.42-1.18 (m, 5H).
[00374] Step 2: Addition of CH3CN to (£)-5-(2-cyclohexylvinyl)nicotinaldehyde
following the method used in Example 3 gave (£)-3-(5-(2-cyclohexylvinyl)pyridin-3-yl)-
3-hydroxypropanenitrile as a yellow oil. Yield (0.9 g, 95%); '"H NMR (400 MHz, CDCls)
0 8.43 (s, 1H), 8.41 (s, 1H), 7.93 (s, 1H), 6.42 (s, 2H), 5.05 (t, /= 5.6 Hz, 1H), 2.98-2.82
(m, 2H), 2.24-2.12 (m, 1H), 1.88-1.66 (m, 5H), 1.42-1.18 (m, 5H).
[00375] Step 3: LiAlH4 reduction of (E)-3-(5-(2-cyclohexylvinyl)pyridin-3-yl)-3-
hydroxypropanenitrile following the method used in Example 3 gave after flash
chromatography purification (10% - 30% 7N NH3/MeOH — CH,Cl, gradient) Example
10 as a light yellow oil. Yield (0.5 g, 59%); '"H NMR (400 MHz, CD;0D) 6 8.37 (d, J =
2.0 Hz, 1H), 8.33 (d, /= 1.5 Hz, 1H), 7.85 (t, J = 2.0 Hz, 1H), 6.40-6.38 (m, 2H), 4.84-
4.76 (m, 1H), 2.86-2.78 (m, 2H), 2.24-2.08 (m, 1H), 1.98-1.66 (m, 7H), 1.44-1.28 (m,
5H); RP-HPLC tg = 6.23 min; ESI-MS m/z 261.2 [M+H]".

EXAMPLE 11 - Preparation of 3-amino-1-(5-(2-cyclohexylethyl)pyridin-3-yl)propan-1-

ol

/

4 NH,

OH
[00376] 3-Amino-1-(5-(2-cyclohexylethyl)pyridin-3-yl)propan-1-ol was prepared
following the method described in Example 10 and below.
[00377] Step 1: A solution of (£)-3-amino-1-(5-(2-cyclohexylvinyl)pyridin-3-yl)propan-
1-01(0.40 g, 1.54 mmol), Pd/C (10% wt, 30 mg) in methanol (20 ml) was stirred under

hydrogen atmosphere at room temperature and for 18 hrs. The reaction mixture was
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filtered and concentrated under reduced pressure. The residue was purified by flash
chromatography (20% - 30% 7N NH3/MeOH — CH,Cl, (gradient) to give Example 11 as
a pale yellow oil. Yield (0.14 g, 34%); 'H NMR (400 MHz, CD;0D) 6 8.30 (s, 1H), 8.24
(s, 1H), 7.50 (s, 1H), 4.70-4.67 (m, 1H), 2.64-2.60 (m, 4H), 1.78-1.56 (m, 8H), 1.50-1.38
(m, 2H), 1.24-0.95 (m, 5H), 0.98-0.82 (m, 2H); RP-HPLC tg = 6.28 min; ESI-MS: m/z
263.2 [M+H]".

EXAMPLE 12 - Preparation of 3-amino-1-(4-(cyclohexylmethoxy)pyridin-2-yl)propan-

1-ol
B
o = NH
(jA OH

[00378] 3-Amino-1-(4-(cyclohexylmethoxy)pyridin-2-yl)propan-1-ol was prepared
following the method shown in Scheme 5.

SCHEME 5.

e Qﬁr e QY O

CH30N t-BuOK* BH3-Me,S
O/\ CN — Oﬂ

[00379] Step 1: Cs,CO3 (11.8 g, 36.7 mmol) was added to a mixture of 4-
hydroxypicolinic acid (1.0 g, 7.2 mmol) and (bromomethyl)cyclohexane (3.25 g, 18.4
mmol) in DMF (30 ml). The resulting mixture was stirred at 80 °C for 18 hrs and
concentrated under reduced pressure. EtOAc (50 ml) was added to the residue, sonicated,
filtered, concentrated under reduced pressure. Purification by flash chromatography
(50% - 75% EtOAc — hexane gradient) gave ester 15 as a colorless oil. Yield (0.66 g,
28%); 'H NMR (400 MHz, DMSO-ds) J 8.46 (d, J= 4.9 Hz, 1H), 7.46 (d, J=2.3 Hz,
1H), 7.18 (dd, /= 5.5, 2.3 Hz, 1H), 4.08 (d, J = 6.2 Hz, 2H), 3.92 (d, /= 6.2 Hz, 2H),
1.82-1.58 (m, 12H), 1.28-1.00 (m, 10H).

[00380] Step 2: Addition of CH3CN to ester 15 following the method used in Example 2
gave ketonitrile 16 as a yellow oil. Yield (0.30 g, 59%); "H NMR (400 MHz, DMSO-ds)
08.47(d,J=49 Hz, 1H), 7.46 (d,J=2.3 Hz, 1H), 7.18 (dd, /= 5.5, 2.3 Hz, 1H), 4.48
(s, 2H), 3.94 (d, J= 5.8 Hz, 2H), 1.82-1.58 (m, 6H), 1.28-1.02 (m, 5H).
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[00381] Step 3: Reduction of 3-(4-(cyclohexylmethoxy)pyridin-2-yl)-3-
oxopropanenitrile with borane-dimethylsulfide following the method used in Example 2
gave after flash chromatography purification (20% - 30% 7N NH3/MeOH — CH,Cl,
gradient) Example 12 as a yellow oil. Yield (0.13 g, 43%); "H NMR (400 MHz, DMSO-
ds) 6 8.22 (d, J=4.5 Hz, 1H), 6.98 (d, /= 2.3 Hz, 1H), 6.76 (dd, J= 5.9, 2.8 Hz, 1H),
4.62-4.58 (m, 1H), 3.94 (d, /= 5.8 Hz, 2H), 2.72-2.58 (m, 2H), 1.88-1.58 (m, 8H), 1.40-
1.02 (m, 5H); RP-HPLC tg = 5.91 min; ESI-MS m/z 265.2 [M+H]".

EXAMPLE 13 - Preparation of (£)-3-amino-1-(4-(2-cyclohexylvinyl)thiophen-2-

S
O’\\—Q\(\/NHZ

OH

yl)propan-1-ol

[00382] (E)-3-Amino-1-(4-(2-cyclohexylvinyl)thiophen-2-yl)propan-1-ol was prepared
following the method described in Example 3.

[00383] Step 1: Coupling of (E)-(2-cyclohexylvinyl)boronic acid with 4-
bromothiophene-2-carbaldehyde following the method used in Example 3 gave after
flash chromatography purification (30% - 40% EtOAc — hexanes gradient) (£)-4-(2-
cyclohexylvinyl)thiophene-2-carbaldehyde as a yellow oil. Yield (1.2 g, 91%); '"H NMR
(400 MHz, DMSO-ds) 6 9.88 (d, /= 1.6 Hz, 1H), 8.15 (d, /= 1.6 Hz, 1H), 7.89 (s, 1H),
6.37 (d, J=16.8 Hz, 1H), 6.22 (dd, /= 16.8, 6.8 Hz, 1H), 2.08-2.02 (m, 1H), 1.80-1.58
(m, 5H), 1.32-1.18 (m, 5H).

[00384] Step 2: Addition of CH3CN to (E)-4-(2-cyclohexylvinyl)thiophene-2-
carbaldehyde following the method used in Example 3 gave after flash chromatography
purification (10% - 50% EtOAc — hexanes gradient) (£)-3-(4-(2-
cyclohexylvinyl)thiophen-2-yl)-3-hydroxypropanenitrile as a yellow oil. Yield (1.2 g,
84%); '"H NMR (400 MHz, DMSO-ds) d 7.19 (s, 1H), 7.17 (s, 1H), 6.27 (d, J= 16.8 Hz,
1H), 6.29-6.26 (m, 1H), 6.00 (dd, /= 16.0, 6.4 Hz, 1H), 5.05 (q, /= 5.6 Hz, 1H), 3.0-
2.86 (m, 2H), 2.24-2.12 (m, 1H), 1.78-1.56 (m, 5H), 1.38-1.08 (m, 5H).

[00385] Step 3: LiAlH4 reduction of (£)-2-(4-(2-cyclohexylvinyl)thiophen-2-yl)-2-
hydroxyacetonitrile following the method used in Example 3 gave after flash
chromatography purification (20% - 30% 7N NH3/MeOH — CH,Cl, gradient) Example
13 as a light yellow oil. Yield (0.44 g, 36%); "H NMR (400 MHz, DMSO-ds) 5 7.19 (s,
1H), 7.13 (s, 1H), 6.25 (d, /= 16.8 Hz, 1H), 5.98 (dd, /= 16.0, 6.4 Hz, 1H), 4.84 (t,J =
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6.0 Hz, 1H), 2.72-2.58 (m, 2H), 2.24-2.08 (m, 1H), 1.78-1.58 (m, 7H), 1.38-1.02 (m,
5H); RP-HPLC tg = 10.49 min; ESI-MS m/z 219.1.2 [M+H]".

EXAMPLE 14 - Preparation of (£)-3-amino-1-(5-(2-cyclohexylvinyl)furan-2-yl)propan-
1-ol

NH,
R

x
O oH

[00386] (E)-3-Amino-1-(5-(2-cyclohexylvinyl)furan-2-yl)propan-1-ol was prepared
following the method described in Example 3 and below.

[00387] Step 1: A mixture of 5-bromofuran-2-carbaldehyde (1.03 g, 5.89 mmol),
vinylcyclohexane (0.86 g, 7.80 mmol), P(o-Tol)s (0.089 g, 0.29 mmol), PdA(OAc), (0.070
g, 0.31 mmol) and Et;N (2.0 mL) in anhydrous DMF (3.0 mL) was degassed by bubbling
Ar then alternating vacuum/Ar three times. The reaction mixture was heated under inert
atmosphere at +90 °C for 20 hrs and cooled to room temperature. Aqueous NH4Cl was
added to the reaction mixture and the mixture was extracted twice with hexanes and
EtOAc. Combined organic layers were washed with brine, concentrated under reduced
pressure. Purification by flash chromatography (3% - 8% EtOAc — hexanes gradient)
gave (E)-5-(2-cyclohexylvinyl)furan-2-carbaldehyde as a yellow oil. Yield (0.40 g,
33%); "H NMR (400 MHz, CDCl3) § 9.53 (s, 1H), 7.19 (d, J = 3.8 Hz, 1H), 6.55 (dd, J =
7.0, 16.1 Hz, 1H), 6.34 (d, J = 3.5 Hz, 1H), 6.19-6.26 (m, 1H), 2.10-2.19 (m, 1H), 1.52-
1.92 (m, 6H), 1.10-1.42 (m, 4H).

[00388] Step 2: Acetonitrile addition to (£)-5-(2-cyclohexylvinyl)furan-2-carbaldehyde
following the method used in Example 3 gave after flash chromatography purification
(10% - 50% EtOAc — hexanes gradient) (£)-3-(5-(2-cyclohexylvinyl)furan-2-yl)-3-
hydroxypropanenitrile as a yellow oil. Yield (0.45 g, 94%); '"H NMR (400 MHz, DMSO-
ds) 0 6.32 (d,J=2.9 Hz, 1H), 6.23 (d, /= 3.5 Hz, 1H), 6.15 (m, 1H), 6.05 (dd, /= 3.9,
17.6 Hz, 1H), 4.76-4.87 (m, 1H), 2.84-3.00 (m, 2H), 2.02-2.14 (m, 1H), 1.40-1.80 (m,
4H), 1.02-1.36 (m, 6H).

[00389] Step 3: Reduction of (£)-3-(5-(2-cyclohexylvinyl)furan-2-yl)-3-
hydroxypropanenitrile following the method used in Example 1, with the exception that
Et,O was used as the solvent, gave after flash chromatography purification (2% - 16%
7N NH3/MeOH — CH,Cl, gradient) crude (£)-3-amino-1-(5-(2-cyclohexylvinyl)furan-2-
yl)propan-1-ol which was additionally purified as described below. Yield (0.25 g, 55%).
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[00390] Step 4: (E)-3-amino-1-(5-(2-cyclohexylvinyl)furan-2-yl)propan-1-ol (0.25 g,
1.0 mmol) was dissolved in CH,Cl, ( 5 mL) and ethyl trifluoroacetate (0.5 mL) was
added. The reaction mixture was stirred at room temperature for 30 min and concentrated
under reduced pressure. Purification by flash chromatography (10% - 50% EtOAc —
hexanes gradient) gave (E)-N-(3-(5-(2-cyclohexylvinyl)furan-2-yl)-3-hydroxypropyl)-
2,2,2-trifluoroacetamide as a colorless oil. Yield (0.26 g, 75%). (E)-N-(3-(5-(2-
Cyclohexylvinyl)furan-2-yl)-3-hydroxypropyl)-2,2,2-trifluoroacetamide (0.15 g, 0.434
mmol) was dissolved in MeOH:H,O (3:1, 8 mL) and K,COs (0.13 g, 0.94 mmol) was
added. The reaction mixture was stirred at room temperature overnight and concentrated
under reduced pressure. Flash chromatography purification (2% - 16% 7N NH3/MeOH —
CH,Cl, gradient) gave Example 14 as a light yellow oil. Yield (0.025 g, 23%); '"H NMR
(400 MHz, CD;0D) 6 6.00-6.40 (m, 4H), 4.64-4.74 (m, 1H), 2.70-2.80 (m, 2H), 2.01-
2.14 (m, 1H), 1.90-2.00 (m, 2H), 1.50-1.80 (m, 5H), 1.10-1.40 (m, 5H); RP-HPLC tg =
10.06 min; ESI-MS m/z 232.2 [M-H,O0+H]".

EXAMPLE 15 - Preparation of 3-amino-1-(5-(2-cyclohexylethyl)tetrahydrofuran-2-

yl)propan-1-ol
NH;

[00391] 3-Amino-1-(5-(2-cyclohexylethyl)tetrahydrofuran-2-yl)propan-1-ol was
prepared following the method described in Example 14 and below.

[00392] Step 1: A mixture of (£)-N-(3-(5-(2-cyclohexylvinyl)furan-2-yl)-3-
hydroxypropyl)-2,2,2-trifluoroacetamide (0.11 g, 0.319 mmol) and Pd/C (10% wt, 0.037
g) in EtOAc (10 mL) was degassed by alternating vacuum/H, three times and then stirred
under H, atmosphere at room temperature for 40 hrs, filtered through Celite and
concentrated under reduced pressure to give N-(3-(5-(2-cyclohexylethyl)tetrahydrofuran-
2-yl)-3-hydroxypropyl)-2,2,2-trifluoroacetamide which was used directly in the next step
without additional purification.

[00393] Step 2: Deprotection of N-(3-(5-(2-cyclohexylethyl)tetrahydrofuran-2-yl)-3-
hydroxypropyl)-2,2,2-trifluoroacetamide following the method used in Example 14 gave
after flash chromatography purification (4% - 16% 7N NHz/MeOH — CH,Cl, gradient)
Example 15 as a colorless oil. Yield (0.033 g, 40%); "H NMR (400 MHz, CD;0D) ¢
3.62-3.84 (m, 2H), 3.45-3.57 (m, 2H), 2.71-2.88 (m, 2H), 1.80-2.05 (m, 2H), 1.39-1.80
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(m, 10H), 1.09-1.37 (m, 6H), 0.87-0.99 (m, 2H); RP-HPLC tz = 9.75 min; ESI-MS n/z
256.3 [M+H]".

EXAMPLE 16 - Preparation of 1-(2-(5-(3-amino-1-hydroxypropyl)thiophen-3-
yl)ethyl)cyclohexanol

NH
s 2

OH »
OH

[00394] 1-(2-(5-(3-Amino-1-hydroxypropyl)thiophen-3-yl)ethyl)cyclohexanol was
prepared following the method described in Example 11.
[00395] Step 1: Hydrogenation of Example 9 following the method used in Example 15,
except that EtOH was used as the solvent, gave after filtration throught Celite and
concentration under reduced pressure Example 16 as a colorless oil. Yield (0.055 g,
77%); "H NMR (400 MHz, CD;OD) ¢ 6.88 (s, 1H), 6.85 (s, 1H), 4.91 (dd, J=5.8, 7.8
Hz, 1H), 2.68-2.80 (m, 2H), 2.58-2.68 (m, 2H), 1.86-2.05 (m, 2H), 1.40-1.78 (m, 12H),
1.2-1.4 (m, 1H); RP-HPLC tg = 7.25 min; ESI-MS m/z 284.2 [M+H] .

EXAMPLE 17 - Preparation of 3-amino-1-(4-(2-cyclohexylethyl)thiophen-2-yl)propan-
I-ol

NH
s 2

I Y
OH

[00396] 3-Amino-1-(4-(2-cyclohexylethyl)thiophen-2-yl)propan-1-ol was prepared
following the method described in Examples 11 and 13.
[00397] Hydrogenation of (£)-3-amino-1-(4-(2-cyclohexylvinyl)thiophen-2-yl)propan-
1-ol (Example 13) following the method used in Example 11 gave Example 17 as a pale
yellow oil. Yield (0.3 g, 75%); "H NMR (400 MHz, DMSO-ds) & 6.89 (s, 1H), 6.73 (s,
1H), 4.82 (t, /= 6.0 Hz, 1H), 2.72-2.58 (m, 4H), 1.78-1.56 (m, 9H), 1.46-1.36 (m, 2H ),
1.24-1.06 (m, 5H), 0.98-0.80 (m, 2H ); RP-HPLC tgr = 10.85 min; ESI-MS m/z 221.2
[M+H]".

EXAMPLE 18 - Preparation of 3-amino-1-(4-(cyclohexylmethoxy)thiophen-2-
yl)propan-1-ol
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[00398] 3-Amino-1-(4-(cyclohexylmethoxy)thiophen-2-yl)propan-1-ol was prepared
following the method described in Examples 1,2 and below.

[00399] Step 1: A solution of oxalyl chloride (1.4 mL, 16.1 mmol) in anhydrous CH,Cl,
(10 mL) was added dropwise to a solution of 4-bromothiophene-2-carboxylic acid (3.08
g, 14.9 mmol) and DMF (0.2 mL) in anhydrous CH,Cl, (40 mL) over 30 mins. The
reaction mixture was stirred at room temperature for 35 min then concentrated under
reduced pressure. CH,Cl, (30 mL) was added to the residue followed by
cyclohexylmethanol (1.9 mL, 15.44 mmol) and Et;N (2.5 mL, 17.94 mmol). The reaction
mixture was stirred at room temperature overnight and partitioned between EtOAc and
aqueous 25% NH4Cl. Organic layer was washed with brine, concentrated under reduced
pressure and purified by flash chromatography (2% - 20% EtOAc — hexanes gradient) to
give cyclohexylmethyl 4-bromothiophene-2-carboxylate as a colorless oil which was
directly used in the next step. Yield (3.61 g, 80 %).

[00400] Step 2: Cyclohexylmethanol (0.50 mL, 4.06 mmol) was added to a suspension
of NaH (0.080 g, 3.33 mmol) in anhydrous THF (5 mL). Then cyclohexylmethyl 4-
bromothiophene-2-carboxylate (0.56 g, 1.847 mmol) was added to the reaction mixture
followed by Cul (0.34 g, 1.79 mmol). The reaction mixture was stirred at room
temperature for 12 days then aqueous NH4ClI (25%) was added. Aqueous layer was
extracted with EtOAc and combined organic layers were washed with brine, dried over
anhydrous MgSQj4 and concentrated under reduced pressure. Flash chromatography
purification (2% - 10% EtOAc — hexanes gradient) gave cyclohexylmethyl 4-
(cyclohexylmethoxy)thiophene-2-carboxylate as a colorless oil. Yield (0.17 g, 27%); 'H
NMR (400 MHz, CD;0D) ¢ 7.35 (d,J = 1.7 Hz, 1H), 6.75 (d, /= 1.7 Hz, 1H), 4.07 (d, J
= 6.3 Hz, 2H), 3.78 (d, /= 6.3 Hz, 2H), 1.65-1.90 (m, 12H), 1.15-1.38 (m, 6H), 1.00-
1.15 (m, 4H).

[00401] Step 3: Acetonitrile addition to cyclohexylmethyl 4-
(cyclohexylmethoxy)thiophene-2-carboxylate following the method used in Example 1
gave after flash chromatography purification (5% - 20% EtOAc — hexanes gradient) 3-
(4-(cyclohexylmethoxy)thiophen-2-yl)-3-oxopropanenitrile as a white solid. Yield (0.084
g, 63%); '"H NMR (400 MHz, CDCLs) § 7.38 (d, J= 2Hz, 1H), 6.72 (d, J = 1.5 Hz, 1H),
3.93 (s, 2H), 3.76 (d, J = 5.9 Hz, 2H), 1.67-1.86 (m, 6H), 1.13-1.38 (m, 3H), 0.95-1.13
(m, 2H).

[00402] Step 4: Borane-dimethylsulfide reduction of 3-(4-
(cyclohexylmethoxy)thiophen-2-yl)-3-oxopropanenitrile following the method used in
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Example 2 gave after flash chromatography purification (2% - 20% 7N NHz/MeOH —
CH,Cl, gradient) Example 18 as a colorless oil. Yield (0.037 g, 43%); "H NMR (400
MHz, CD;0D) ¢ 6.62 (dmJ = 1 Hz, 1H), 6.22 (d, /= 1.4 Hz, 1H), 4.85 (m, 1H), 3.71 (d,
J=6.3Hz, 2H), 2.71-2.78 (m, 2H), 1.64-1.97 (m, 8H), 1.15-1.37 (m, 3H), 1.05-1.15 (m,
2H); RP-HPLC tg = 9.63 min; ESI-MS m/z 223.1 [C3H30S,++H] " or [M-H,0-
CH,NH,+H]".

EXAMPLE 19 - Preparation of (R)-3-amino-1-(6-((2-propylpentyl)oxy)pyridin-2-
yl)propan-1-ol

o N/ NH2
OH

[00403] (R)-3-Amino-1-(6-((2-propylpentyl)oxy)pyridin-2-yl)propan-1-ol was prepared
following the method described in Example 6.

[00404] Step 1: Reaction of 6-bromopicolinic acid with 2-propylpentan-1-ol following
the method used in Example 6 gave methyl 6-((2-propylpentyl)oxy)picolinate as an off-
white solid which was directly used in next reaction without further purification. Yield
(1.29 g, quant.); '"H NMR (400 MHz, DMSO-ds) 0 7.84 (t, J= 8.3 Hz, 1H), 7.63 (d, J =
7.2 Hz, 1H), 7.04 (d, /= 8.4 Hz, 1H), 4.18 (d, /= 6.0 Hz, 2H), 3.84 (s, 3H), 1.84-1.58
(m, 1H), 1.40-1.20 (m, 8H), 0.91-0.80 (m, 6H).

[00405] Step 2: CH3CN addition to methyl 6-((2-propylpentyl)oxy)picolinate following
the method used in Example 6 gave 3-oxo-3-(6-((2-propylpentyl)oxy)pyridin-2-
yl)propanenitrile in quantitative yield as a solid which was directly used in next reaction
without further purification.

[00406] Step 3: Chiral reduction of 3-ox0-3-(6-((2-propylpentyl)oxy)pyridin-2-
yl)propanenitrile following the method used in Example 6 gave (R)-3-hydroxy-3-(6-((2-
propylpentyl)oxy)pyridin-2-yl)propanenitrile as an off-white solid which was directly
used in next reaction without further purification. Yield (1.34 g, quant.); '"H NMR (400
MHz, DMSO-ds) 6 7.69 (t, J = 8.0 Hz, 1H), 7.09 (d, /= 6.8 Hz, 1H), 6.68 (d, /= 8.4 Hz,
1H), 6.09 (d, J = 5.2 Hz, 1H), 4.80-4.75 (m, 1H), 4.20-4.08 (m, 2H), 3.01-2.81 (m, 2H),
1.80-1.68 (m, 1H), 1.40-1.21 (m, 8H), 0.92-0.80 (m, 6H).

[00407] Step 4: Reduction of (R)-3-hydroxy-3-(6-((2-propylpentyl)oxy)pyridin-2-
yl)propanenitrile following the method used in Example 6 gave Example 19 as a
colorless oil. Yield (0.5 g, 39%); '"H NMR (400 MHz, DMSO-ds) 6 7.62 (t, J = 8.0 Hz,
1H), 7.02 (d, J = 7.6 Hz, 1H), 6.58 (d, J = 8.0 Hz, 1H), 4.56-4.52 (m, 1H), 4.08-4.11 (m,
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2H), 3.18-3.44 (br.m, 2H), 2.65-2.74 (m, 2H), 1.78-1.84 (m, 2H), 1.64-1.56 (m, 1H),
1.38-1.20 (m, 10H), 0.92-0.78 (m, 6H); RP-HPLC tg = 10.56 min; ESI-MS m/z 281.3
[M+H]".

EXAMPLE 20 - Preparation of (£)-3-amino-1-(5-(2-cyclohexylvinyl)thiophen-3-
yl)propan-1-ol

NH5
SN
J™. ™
OH

[00408] (E)-3-Amino-1-(5-(2-cyclohexylvinyl)thiophen-3-yl)propan-1-ol was prepared
following the method described in Example 3.

[00409] Step 1: Coupling of (£)-(2-cyclohexylvinyl)boronic acid with 5-
chlorothiophene-3-carbaldehyde in the presence of tetrabutylamonium bromide (1.2 g,
3.72 mmol) following the method used in Example 3 gave after flash chromatography
purification (10% - 50% EtOAc — hexanes gradient) (£)-5-(2-cyclohexylvinyl)thiophene-
3-carbaldehyde as a yellow oil. Yield (0.4 g, 53%); '"H NMR (400 MHz, DMSO-ds) &
9.77 (s, 1H), 8.38 (s, 1H), 7.29 (s, 1H), 6.55 (d, /= 8.0 Hz, 1H), 6.13 (dd, /= 16.4, 6.8
Hz, 1H), 2.08-2.02 (m, 1H), 1.80-1.58 (m, 5H), 1.38-1.08 (m, 5H).

[00410] Step 2: Addition of CH3CN to (E)-5-(2-cyclohexylvinyl)thiophene-3-
carbaldehyde following the method used in Example 3 gave (E)-3-(5-(2-
cyclohexylvinyl)thiophen-3-yl)-3-hydroxypropanenitrile as a yellow oil which was used
in the next step without further purification.Yield (0.47 g, quant.).

[00411] Step 3: LiAlH4 reduction of (E£)-3-(5-(2-cyclohexylvinyl)thiophen-3-yl)-3-
hydroxypropanenitrile following the method used in Example 3 gave Example 20 as a
light yellow oil. Yield (0.2 g, 49%); "H NMR (400 MHz, DMSO-ds) J 6.99 (s, 1H), 6.88
(s, 1H), 6.45 (d, /= 16.8 Hz, 1H), 5.91 (dd, J = 16.0, 6.8 Hz, 1H), 4.60 (t, /= 6.4 Hz,
1H), 2.66-2.56 (m, 2H), 2.18-2.08 (m, 1H), 1.78-1.58 (m, 7H), 1.38-1.02 (m, 5H); RP-
HPLC tg = 10.62 min; ESI-MS m/z 219.1 [M+H]".

EXAMPLE 21 - Preparation of 3-amino-1-(5-(2-cyclohexylethyl)thiophen-3-yl)propan-
I-ol

NH,
SN
>
OH
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[00412] 3-Amino-1-(5-(2-cyclohexylethyl)thiophen-3-yl)propan-1-ol was prepared
following the method described in 20 and 11.

[00413] Step 1: Hydrogenation of (E)-3-amino-1-(5-(2-cyclohexylvinyl)thiophen-3-
yl)propan-1-ol following the method used in Example 11 gave Example 21 as a pale
yellow oil. Yield (0.08 g, 90%); '"H NMR (400 MHz, DMSO-ds) 6 6.99 (s, 1H), 6.78 (s,
1H), 4.72 (t, /= 6.0 Hz, 1H), 2.82-2.68 (m, 4H), 1.98-1.82 (m, 2H), 1.81-1.61 (m, 6H),
1.58-1.46 (m, 2H), 1.38-1.06 (m, 3H), 0.98-0.80 (m, 2H); RP-HPLC tg = 10.78 min;
ESI-MS m/z 221.1 [M+H]".

EXAMPLE 22 - Preparation of (£)-3-amino-1-(4-(2-cyclohexylvinyl)furan-2-yl)propan-

1-ol
(@]
O‘\\’Q\(VNHZ

OH
[00414] (E)-3-Amino-1-(4-(2-cyclohexylvinyl)furan-2-yl)propan-1-ol was prepared
following the method described in Examples 1 and 3.

[00415] Step 1: Suzuki coupling between (E)-(2-cyclohexylvinyl)boronic acid and 4-
bromofuran-2-carbaldehyde following the method used in Example 3 gave after flash
chromatography purification (1% - 15% EtOAc — hexanes gradient) (£)-4-(2-
cyclohexylvinyl)furan-2-carbaldehyde as a yellow oil. Yield (0.18 g, 21%)).

[00416] Step 2: Acetonitrile addition to (£)-4-(2-cyclohexylvinyl)furan-2-carbaldehyde
following the method used in Example 3 gave after flash chromatography purification
(10% - 50% EtOAc — hexanes gradient) (£)-3-(4-(2-cyclohexylvinyl)furan-2-yl)-3-
hydroxypropanenitrile as a light yellow oil. Yield (0.13 g, 60%); '"H NMR (400 MHz,
CD;0D) o 7.38 (s, 1H), 6.53 (s, 1H), 6.17 (d, /= 16.1 Hz, 1H), 5.90 (dd, /= 6.9, 16.2
Hz, 1H), 4.90 (t, J= 6.3 Hz, 1H), 2.84-2.97 (m, 2H), 1.99-2.12 (m, 1H), 1.63-1.81 (m,
5H), 1.10-1.40 (m, 5H).

[00417] Step3: LiAlH4 reduction of (E)-3-(4-(2-cyclohexylvinyl)furan-2-yl)-3-
hydroxypropanenitrile following the method used in Example 1 gave after flash
chromatography purification (2% - 20% 7N NH3/MeOH — CH,Cl, gradient) Example 22
as a colorless oil. Yield (0.07 g, 53%); '"H NMR (400 MHz, CD;0D) 6 7.34 (s, 1H), 6.41
(s, 1H), 6.17 (d,J=17.2 Hz, 1H), 5.88 (dd, J = 7.3, 16.1 Hz, 1H), 4.67 (t, /= 6.9 Hz,
1H), 2.67-2.80 (m, 2H), 2.00-2.10 9m, 1H), 1.90-2.00 (m, 2H), 1.63-1.81 (m, 5H), 1.10-
1.40 (m, 5H); RP-HPLC tg = 10.42 min; ESI-MS m/z 232.2 [M-H,0+H]".
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EXAMPLE 23 - Preparation of 3-amino-1-(5-(cyclohexylethynyl)furan-2-yl)propan-1-ol

—
- 0 NH2

OH
[00418] 3-Amino-1-(5-(cyclohexylethynyl)furan-2-yl)propan-1-ol was prepared
following the method described in Example 1 and below.

[00419] Step 1: A mixture of 5-bromofuran-2-carboxylic acid (2.64 g, 13.8 mmol),
(cyclohexylmethyl)bromide (2.62 g, 14.8 mmol), K,CO; (2.30 g, 16.64 mmol) in
anhydrous NMP was stirred under Ar at +70 °C for 8 hrs after which additional
(cyclohexylmethyl)bromide (1.55 g, 8.75 mmol) was added. Stirring continued overnight
then the reaction mixture was concentrated under reduced pressure. The residue was
partitioned between aqueous NaHCO3 (10%) and hexanes, and then aqueous layer was
extracted with hexanes. Combined organic layers were washed with brine, dried over
anhydrous MgSQ, and concentrated under reduced pressure to give cyclohexylmethyl 5-
bromofuran-2-carboxylate as a light yellow oil. Yield (2.22 g, 56%); 'H NMR (400
MHz, CDCls) 6 7.10 (d, J= 3.9 Hz, 1H), 6.44 (d, /= 3.4 Hz, 1H), 4.10 (d, /= 6.4 Hz,
2H), 1.64-1.84 (m, 6H), 1.12-1.34 (m, 3H), 0.95-1.09 (m, 2H).

[00420] Step 2: A mixture of cyclohexylmethyl 5-bromofuran-2-carboxylate (0.63 g,
2.19 mmol) and ethynylcyclohexane (0.32 g, 2.96 mmol) in EtsN (10 mL) was degassed
by bubbling Ar. Cul (0.023 g, 0.119 mmol) and PdCL,(PhsP), (0.0412 g, 0.0587 mmol)
were added and the reaction mixture was degassed by alternating vac/Ar three 3 times.
The reaction mixture was stirred at +70 °C under Ar overnight and concentrated under
reduced pressure. The residue was partitioned between hexanes and aqueous NH4C1
(25%) and aqueous layer was extracted twice with hexanes. Combined organic layers
were washed with brine, treated with activated charcoal and dried over anhydrous
MgSO;. Concentration under reduced pressure gave cyclohexylmethyl 5-
(cyclohexylethynyl)furan-2-carboxylate as an orange solid which was used directly in
the next step without additional purification. Yield (0.75 g, quant.); 'H NMR (400 MHz,
CDClL) 0 7.10 (d, J=3.9 Hz, 1H), 6.50 (d, /= 3.9 Hz, 1H), 4.10 (d, /= 6.4 Hz, 2H),
1.56-2.66 (m, 1H), 1.63-1.84 (m, 9H), 1.42-1.60 (m, 4H), 1.10-1.40 (m, 6H), 0.96-1.10
(m, 2H).

[00421] Step 3: Acetonitrile addition to cyclohexylmethyl 5-(cyclohexylethynyl)furan-
2-carboxylate following the method used in Example 1 gave after flash chromatography
purification (10% - 75% EtOAc — hexanes gradient) 3-(5-(cyclohexylethynyl)furan-2-
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yl)-3-oxopropanenitrile an an orange solid which was directly used in the next step
without additional purification.Yield (0.64 g, quant.).

[00422] Step 4: LiAlH4 reduction of 3-(5-(cyclohexylethynyl)furan-2-yl)-3-
oxopropanenitrile following the method used in Example 1 gave after flash
chromatography purification (2% - 20% 7N NH3/MeOH — CH,Cl, gradient) followed by
treatment with activated charcoal Example 23 as a light yellow oil. Yield (0.14 g, 26%);
"H NMR (400 MHz, CD;0D) ¢ 6.39 (d, J = 3.4 Hz, 1H), 6.24 (d, J = 3.9 Hz, 1H), 4.68
(t, /= 6.8 Hz, 1H), 2.69-2.79 (m, 2H), 2.56-2.64 (m, 1H), 1.90-1.98 (m, 2H), 1.81-1.90
(m, 2H), 1.68-1.80 (m, 2H), 1.28-1.68 (m, 6H); RP-HPLC tg = 9.95 min; ESI-MS m/z
230.2 [M-H,O+H]".

EXAMPLE 24 - Preparation of 3-amino-1-(5-(cyclohexylmethoxy)furan-2-yl)propan-1-

O’\O/(J\(\/Nm

OH

ol

[00423] 3-Amino-1-(5-(cyclohexylmethoxy)furan-2-yl)propan-1-ol was prepared
following the method described in Examples 1, 23 and below.

[00424] Step 1: Cyclohexylmethanol (1.60 g, 14.0 mmol) was slowly added to a cooled
(0 °C) suspension of sodium hydride (0.30 g, 12.5 mmol) in anhydrous NMP (5 mL)
under Ar. A solution of cyclohexylmethyl 5-bromofuran-2-carboxylate (1.79 g, 6.23
mmol) in anhydrous NMP (6 mL) was added to the reaction mixture and stirred
overnight at room temperature. The reaction mixture was partitioned between aqueous
NH4CI (25%) and hexanes. Aqueous layer was extracted with hexanes and combined
organic layers were washed with brine and concentrated under reduced pressure.
Purification by flash chromatography (2% - 10% EtOAc — hexanes gradient) gave
cyclohexylmethyl 5-(cyclohexylmethoxy)furan-2-carboxylate as a colorless oil. Yield
(1.05 g, 53%); "H NMR (400 MHz, CDCls) 6 7.10 (d, J = 3.4 Hz, 1H), 5.27 (d, /= 3.9
Hz, 1H), 4.05 (d, /= 6.4 Hz, 2H), 3.91 (d, /= 5.9 Hz, 2H), 1.62-1.85 (m, 12H), 1.10-
1.33 (m, 6H), 0.94-1.10 (m, 4H).

[00425] Step 2: LiAlH4 reduction of cyclohexylmethyl 5-(cyclohexylmethoxy)furan-2-
carboxylate following the method used in Example 1 gave after flash chromatography
purification (10% - 50% EtOAc — hexanes gradient) (5-(cyclohexylmethoxy)furan-2-
yl)methanol as a mixture with cyclohexylmethanol which was used in the next step

without further purification. Yield (0.75 g, quant.); '"H NMR (400 MHz, DMSO-de) J
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6.09 (d, /=3.4 Hz, 1H), 5.17(d, /=2.9 Hz, 1H), 4.98 (t, /=54 Hz, 1H), 4.19(d, /=
59 Hz, 2H), 3.77 (d, J= 5.9 Hz, 2H), 1.55-1.77 (m, 6H), 1.05-1.25 (m, 3H), 0.94-1.05
(m, 2H).

[00426] Step 3: A mixaure of (5-(cyclohexylmethoxy)furan-2-yl)methanol and
cyclohexylmethanol (0.75 g) and MnO, (3.16 g, 36.3 mmol) in anhydrous CH,Cl, (16
mL) was stirred at room temperature for 3 days. The reaction mixture was filtered
through Celite and concentrated under reduced pressure. Flash chromatography
purification (10% - 50% EtOAc — hexanes gradient) gave 5-(cyclohe™ylmethoxy)furan-2-
carb,ldehyde with cyclohexylmethanol as an impurity as a light yellow. Yield (0.68 g,
99%); "H NMR (400 MHz, DMSO-ds) 6 9.20 (s, 1H), 7.52 (d, J= 3.8 Hz, 1H), 5.79 (d, J
= 3.8 Hz, 1H), 4.03 (d, /= 5.8 Hz, 2H), 1.55-1.80 (m, 6H), 0.96-1.25 (m, 5H).

[00427] Step 4: Acetonitrile addition to 5-(cyclohexylm.thoxy)furan-2-carbaldehyde
following the method used in Example 3 gave after flash chromatography purification
(10% - 50% EtOAc — hexanes gradient) followed by treatment with activated charcoal 3-
(5-(cyclohexylmethoxy)furan-2-yl)-3-hydroxypropanenitrile as a colorless oil which was
directly used in the next step. Yield (0.56 g, 69%).

[00428] Step 5: LiAlH,4 reduction of 3-(5-(cyclohexyl™ethoxy)furan-2-yl)-3-
hydroxypropanenitrile following the method used in Example 1 gave after flash
chromatography purification (2% - 20% 7N NH3/MeOH — CH,Cl, gradient) Example 24
as a light yellow oil which solidified upon standing. Yield (0.26 g, 46%); '"H NMR (400
MHz, CDs0D) ¢ 6.11 (d, /= 3.4 Hz, 1H), 5.10 (d, /= 3.4 Hz, 1H), 4.56 (t, /= 6.8 Hz,
1H), 3.79 (d, J = 6.3 Hz, 2H), 2.65-2.77 (m, 2H), 1.82-1.96 (m, 2H), 1.66-1.82 (m, 6H),
1.15-1.37 (m, 3H), 1.00-1.13 (m, 2H); ESI-MS m/z 254.2 [M+H]".

EXAMPLE 25 - Preparation of (R)-3-amino-1-(6-((cyclohexylmethyl)thio)pyridin-2-
yl)propan-1-ol

s N/ NH2
OH

[00429] (R)-3-Amino-1-(6-((cyclohexylmethyl)thio)pyridin-2-yl)propan-1-ol was
prepared following the method described in Example 6 and below.

[00430] Step 1: A suspension of (bromomethyl)cyclohexane (0.95 g, 5.4 mmol) and
AcSK (0.65, 5.4 mmol) in DMF was degassed by bubbling Ar and stirred at 60 °C for 4
hrs. Cs,CO;5 (3.1 g, 10.8 mmol), followed by MeOH (1 ml) and 6-bromopicolinic acid

(1.0 g, 4.9 mmol) were then added to the reaction mixture. Stirring was continued at 70
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°C for 18 hr. The reaction mixture was filtered through celite and concentrated under
reduced pressure. Methanol (20 ml) followed by 1.25 M HCI-MeOH (10 ml) and conc.
H,S0O4 (1 ml) was added to the residue. The resulting mixture was stirred at 60 °C for 18
hours, concentrated, partitioned between saturated NaHCOs (50 ml) and ethyl acetate
(100 ml). Organic layer was separated, dried over anhydrous Na,SO4 and concentrated
under reduced pressure. Purification by flash chromatography (30% - 50% EtOAc —
hexane gradient) gave methyl 6-((cyclohexylmethyl)thio)picolinate. Yield (0.6 g, 46%);
'H NMR (400 MHz, CDCl3) 0 7.76 (d, J = 8.0 Hz, 1H), 7.58 (t, J = 8.0 Hz, 1H), 7.31 (d,
J=8.0Hz, 1H), 3.96 (s, 3H), 3.14 (d, /=6.4 Hz, 2H), 1.96-1.84 (m, 2H), 1.78-1.58 (m,
4H), 1.26-1.00 (m, 5H).

[00431] Step 2: Addition of CH3CN to methyl 6-((cyclohexylmethyl)thio)picolinate
following the method used in Example 6 gave 3-(6-((cyclohexylmethyl)thio)pyridin-2-
yl)-3-oxopropanenitrile as a yellow oil which was used in the next step without further
purification. Yield (0.63 g, quant.).

[00432] Step 3: Chiral reduction of 3-(6-((cyclohexylmethyl)thio)pyridin-2-yl)-3-
oxopropanenitrile following the method described in Example 6 gave (R)-3-(6-
((cyclohexylmethyl)thio)pyridin-2-yl)-3-hydroxypropanenitrile as a yellow oil which
was used in the next step without further purification. Yield (0.63 g, quant.).

[00433] Step 4: Reduction of (R)-3-(6-((cyclohexylmethyl)thio)pyridin-2-yl)-3-
hydroxypropanenitrile following the method described in Example 6 gave after flash
chromatography purification (15% - 20% 7N NH3/MeOH — CH,Cl, gradient) Example
25 as a colorless oil. Yield (0.3 g, 43%); "H NMR (400 MHz, CD:0D) 6 7.56 (t, J="7.6
Hz, 1H), 7.17 (d, /= 7.6 Hz, 1H), 7.09 (d, J = 8.0 Hz, 1H), 4.75-4.72 (m, 1H), 3.04 (d,
J=7.2 Hz, 2H), 2.80 (t, J/=7.6 Hz, 2H), 2.03-1.98 (m, 1H), 1.94-1.54 (m, 7H), 1.30-0.99
(m, SH); RP-HPLC tg = 9.63 min; ESI-MS m/z 281.2 [M+H]'.

EXAMPLE 26 - Preparation of (R)-3-amino-1-(6-(cyclohexyloxy)pyridin-2-yl)propan-1-

O
o N/ NH2
OH

[00434] (R)-3-Amino-1-(6-(cyclohexyloxy)pyridin-2-yl)propan-1-ol was prepared

ol

following the method described in Example 6.
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[00435] Step 1: Reaction of 6-bromopicolinic acid with cyclohexanol following the
method used in Example 6 gave methyl 6-(cyclohexyloxy)picolinate as a yellow oil
which was used in the next step without additional purification. Yield (1.15 g, quant.).
[00436] Step 2: CH3CN addition to methyl 6-(cyclohexyloxy)picolinate following the
method described in Example 6 gave 3-(6-(cyclohexyloxy)pyridin-2-yl)-3-
oxopropanenitrile as a yellow oil which was used in the next step without further
purification. Yield (1.2 g, quant.).

[00437] Step 3: Chrial reduction of 3-(6-(cyclohexyloxy)pyridin-2-yl)-3-
oxopropanenitrile following the method described in Example 6 gave (R)-3-(6-
(cyclohexyloxy)pyridin-2-yl)-3-hydroxypropanenitrile as a yellow oil which was used in
the next step without further purification. Yield (1.2 g, quant.); "H NMR (400 MHz,
DMSO-ds) 0 7.77 (t, J= 7.6 Hz, 1H), 7.06 (d, /= 7.6 Hz, 1H), 6.63 (d, /= 8.4 Hz, 1H),
6.07 (d, /= 5.2 Hz, 1H), 5.02-4.92 (m, 1H), 4.76 (q, J = 5.6 Hz, 1H), 3.0-2.86 (m, 2H),
2.0-1.06 (m, 10H).

[00438] Step 4: Reduction of (R)-3-(6-(cyclohexyloxy)pyridin-2-yl)-3-
hydroxypropanenitrile following the method described in Example 6 gave after flash
chromatography purification (15% - 25% 7N NH3/MeOH — CH,Cl, gradient) Example
26 as a colorless oil. Yield (0.4 g, 33%); "H NMR (400 MHz, CD:0D) 6 7.61 (t, J=7.8
Hz, 1H), 7.00 (d, /= 7.6 Hz, 1H), 6.58 (d, J = 8.4 Hz, 1H), 5.05-4.96 (m, 1H), 4.40-4.28
(m, 1H), 2.84 (t, /= 6.8 Hz, 2H), 2.08-1.74 (m, 6H), 1.62-1.32 (m, 6H); RP-HPLC tg =
7.04 min; ESI-MS m/z 251.2 [M+H]".

EXAMPLE 27 - Preparation of (R)-3-amino-1-(6-((cyclohexylmethyl)sulfonyl)pyridin-
2-yl)propan-1-ol

g NH,
O/\(IDI OH
[00439] (R)-3-Amino-1-(6-((cyclohexylmethyl)sulfonyl)pyridin-2-yl)propan-1-ol was

prepared following the method shown in Scheme 6

SCHEME 6.
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A | N
| - NHBoc
OAS/(NJY\/NHZ + (Boc),0 - - O/\S N
CH.Cl, OH

OH 18

A ) o =

| . NHBoG HCl/i-PrOH ® P NH, - HCI
N _— 8" N
(0] OH

OH EtOAc
9

(NH4)eM07024:4H20

_— -
H»0,, EtOH Oﬂ

[00440] Step 1: A mixture of Example 25 (0.2 g, 0.71 mmol) and di-fert-butyl carbonate

O=n=0

1

(0.17 g, 0.78 mmol) in DCM (10 ml) was stirred at room temperature for 18 hrs.
Concentration under reduced pressure gave carbamate 18 as a pale yellow oil which was
used in the next step without further purification. Yield (0.27 g, quant.).

[00441] Step 2: Hydrogen peroxide (1 ml, 30%) was added to a mixture of thioether 18
(0.27 g, 0.71 mmol) and ammonium molybdate tetrahydrate (0.28 g, 0.22 mmol) in
ethanol (10 ml). The reaction mixture was stirred at room temperature for 18 hrs, diluted
with water (15 ml), concentrated under reduced pressure. Aqueous layer was extracted
with EtOAc (3x20 ml) and combined organic layers were dried over anhydrous Na,SO4
and concentrated under reduced pressure. Purification by flash chromatography (60% -
75% EtOAc — hexanes gradient) gave sulfone 19 as a colorless oil. Yield (0.16 g, 55%);
'H NMR (400 MHz, CD;OD) 6 8.10 (t, J = 7.6 Hz, 1H), 7.95 (d, J= 7.6 Hz, 1H), 7.83
(d, J=7.6 Hz, 1H), 4.84-4.81 (m, 1H), 3.47-3.42 (m, 2H), 3.30-3.12 (m, 2H), 2.10-1.98
(m, 1H), 1.94-1.54 (m, 7H), 1.43 (s, 9H), 1.30-0.99 (m, 5H).

[00442] Step 3: A mixture of carbamate 19 (0.16 g, 0.39 mmol) and HCV/i-PrOH (2.0
ml, 11 mmol) in EtOAc (5 ml) was stirred at room temperature for 18 hrs and
concentrated under reduced pressure to give Example 27 hydrochloride as a colorless oil.
Yield (0.12 g, 88%); "H NMR (400 MHz, CD;OD) 6 8.10 (t, /= 6.8 Hz, 1H), 7.95 (d, J
=7.2 Hz, 1H), 7.83 (d, /= 8.0 Hz, 1H), 4.94-4.86 (m, 1H), 3.14-3.04 (m, 2H), 2.24-2.14
(m, 1H), 2.06-1.96 (m, 1H), 1.94-1.54 (m, 7H), 1.30-0.99 (m, 6H); RP-HPLC tg = 7.82
min; ESI-MS: m/z 313.2 [M+H]".

EXAMPLE 28 - Preparation of (R,E)-5-(2-(6-(3-amino-1-hydroxypropyl)pyridin-2-

yl)vinyl)nonan-5-ol

OH |

\

NH2
OH

[00443] (R,E)-5-(2-(6-(3-Amino-1-hydroxypropyl)pyridin-2-yl)vinyl)nonan-5-ol was

prepared following the method shown in Scheme 7.
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SCHEME 7.

PdCIlx(PPhg),, Cul

- OH_z" "N~ “COEt
COZEt TEA
20

S
CHsCN, t-BuO'K* | _ (1R,2R)-RuCITsDPEN(p-cumene)
OH// N CN

0 HCOOH-Et3N, EtOH, EtOAc

[00444] Step 1: Cul (0.07 g, 0.37 mmol) was added to a mixture of 5-ethynylnonan-5-ol
(0.76 g, 5.0 mmol), ethyl 6-bromopicolinate (1.0 g, 5.0 mmol) and PdCl, (PPhs), (0.1 g,

0.14 mmol) in TEA (20 ml). The reaction mixture was bubbled with argon and then
stirred at +70 °C for 18 hrs, cooled to room temperature, diluted with EtOAc (40 ml) and
filtered through Celite. Concentration under reduced pressure gave alkyne 20 with was
used in the next step without further purification. Yield (1.59 g, quant.).

[00445] Step 2: CH3CN addition to ester 20 following the method described in Example
6 gave ketonitrile 21 as a yellow oil which was used in the next step without further
purification. Yield (1.63 g, quant.).

[00446] Step 3: Chrial reduction of ketonitrile 21 following the method used in Example
6 gave after purification by flash chromatography (35% - 50% EtOAc — hexanes
gradient) (R)-hydroxynitrile 22 as a white solid. Yield (1.20 g, 70%); "H NMR (400
MHz, DMSO-ds) 6 7.85 (t, /= 8.0 Hz, 1H), 7.49 (d, /= 7.6 Hz, 1H), 7.33 (d, /= 8.0 Hz,
1H), 4.88-4.82 (m, 1H), 3.02-2.82 (m, 2H), 1.66-1.52 (m, 4H), 1.50-1.34 (m, 4H), 1.32-
1.22 (m, 4H), 0.92-0.80 (m, 6H).

[00447] Step 4: LiAlH, reduction of (R)-hydroxynitrile 22 following the method used in
Example 3 gave after flash chromatography purification (20% - 30% 7N NH3/MeOH —
CH,Cl, gradient) Example 28 as a light yellow oil. Yield (0.23 g, 21%); 'H NMR (400
MHz, DMSO-ds) 6 7.65 (t, J=7.80 Hz, 1H), 7.26-7.20 (m, 2H), 6.63 (d, /= 16 Hz, 1H),
6.50 (d, /=16 Hz, 1H), 4.65-4.56 (m, 1H), 2.72-2.58 (m, 2H), 1.82-1.72 (m, 2H), 1.50-
1.38 (m, 4H), 1.32-1.10 (m, 8H), 0.86-0.76 (m, 6H); RP-HPLC tg = 7.62 min; ESI-MS
m/z 321.1 [M+H]".
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EXAMPLE 29 - Preparation of (R)-5-(2-(6-(3-amino-1-hydroxypropyl)pyridin-2-
yl)ethyl)nonan-5-ol

OH |

\§

NH>
OH

[00448] (R)-5-(2-(6-(3-Amino-1-hydroxypropyl)pyridin-2-yl)ethyl)nonan-5-ol was
prepared following the method described in Example 11 and below.

[00449] Step 1: Hydrogenation of Example 28 following the method used in Example
11 gave Example 29 as pale yellow oil. Yield (0.09 g, 90%); 'H NMR (400 MHz,
DMSO-ds) 6 7.60 (t, J=7.80 Hz, 1H), 7.24 (d, J = 8.0 Hz, 1H), 7.04 (d, /= 8.0 Hz, 1H),
4.65-4.56 (m, 1H), 2.72-2.58 (m, 4H), 1.84-1.68 (m, 2H), 1.66-1.54 (m, 2H), 1.36-1.26
(m, 4H), 1.25-1.14 (m, 8H), 0.88-0.78 (m, 6H); RP-HPLC tg = 7.50 min; ESI-MS m/z
323.3 [M+H].

EXAMPLE 30 - Preparation of (R)-3-amino-1-(6-(2-ethylbutoxy)pyridin-2-yl)propan-1-

ol

P NH
07N 2
OH

[00450] (R)-3-amino-1-(6-(2-cthylbutoxy)pyridin-2-yl)propan-1-ol was prepared
following the method described in Example 6.

[00451] Step 1: Reaction of 6-bromopicolinic acid with 2-ethylbutan-1-ol following the
method used in Example 6 gave methyl 6-(2-ethylbutoxy)picolinate as a yellow oil
which was used in the next step without further purification. Yield (1.19 g, quant.); 'H
NMR (400 MHz, DMSO-ds) 6 7.83 (t,J= 8.0 Hz, 1H), 7.62 (d, J= 7.6 Hz, 1H), 7.02 (d,
J=8.0Hz, 1H), 4.18 (d, /= 6.0 Hz, 2H), 3.82 (s, 3H), 1.66-1.56 (m, 1H), 1.42-1.32 (m,
4H), 0.86 (t, /= 7.6 Hz, 6H).

[00452] Step 2: CH3CN addition to methyl 6-(2-cthylbutoxy)picolinate following the
method described in Example 6 gave 3-(6-(2-cthylbutoxy)pyridin-2-yl)-3-
oxopropanenitrile as a yellow oil which was used in the next step without further
purification. Yield (1.2 g, quant.).

[00453] Step 3: Borane reduction of 3-(6-(2-cthylbutoxy)pyridin-2-yl)-3-
oxopropanenitrile following the method described in Example 6 gave after flash
chromatography purification (25% - 30% 7N NH3/MeOH — CH,Cl, gradient) Example
30 as a colorless oil. Yield (0.11 g, 25%); "H NMR (400 MHz, DMSO-d¢) § 7.61 (t, J =

7.6 Hz, 1H), 7.0 (d, /= 7.6 Hz, 1H), 6.57 (d, J = 8.4 Hz, 1H), 4.57-4.50 (m, 1H), 4.15-
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4.06 (m, 2H), 2.70-2.58 (m, 2H), 1.84-1.76 (m, 1H), 1.64-1.52 (m, 2H), 1.42-1.28 (m,
4H), 0.85 (t, J= 7.2 Hz, 6H); RP-HPLC tg = 8.51 min; ESI-MS m/z 253.2 [M+H]".

EXAMPLE 31 - Preparation of (R)-3-amino-1-(6-(cycloheptylmethoxy)pyridin-2-
yl)propan-1-ol

=z
0" N NH2
OH

[00454] (R)-3-Amino-1-(6-(cycloheptylmethoxy)pyridin-2-yl)propan-1-ol was prepared
following the method described in Example 6.

[00455] Step 1: Reaction of 6-bromopicolinic acid with cycloheptylmethanol following
the method used in Example 6 gave methyl 6-(cycloheptylmethoxy)picolinate as a
yellow oil which was used in the next step without further purification. Yield (2.0 g,
quant.); "H NMR (400 MHz, DMSO-ds) 0 7.82 (t,J= 8.0 Hz, 1H), 7.61 (d, /=7.2 Hz,
1H), 7.03 (d, J = 8.0 Hz, 1H), 4.05 (d, J = 6.4 Hz, 2H), 3.82 (s, 3H), 1.99-1.01 (m, 13H).
[00456] Step 2: CH3CN addition to methyl 6-(cycloheptylmethoxy)picolinate following
the method used in Example 6 gave 3-(6-(cycloheptylmethoxy)pyridin-2-yl)-3-
oxopropanenitrile as a yellow oil which was used in the next step without further
purification. Yield (2.12 g, quant.).

[00457] Step 3: Chrial reduction of 3-(6-(cycloheptylmethoxy)pyridin-2-yl)-3-
oxopropanenitrile following the method described in Example 6 gave (R)-3-(6-
(cycloheptylmethoxy)pyridin-2-yl)-3-hydroxypropanenitrile as a yellow oil after
purification by flash chromatography (30% - 50% EtOAc — hexanes gradient). Yield
(0.77 g, 36%); "H NMR (400 MHz, DMSO-dq) J 7.67 (t, J= 8.0 Hz, 1H), 7.06 (d, J=7.4
Hz, 1H), 6.66 (d, /= 8.2 Hz, 1H), 6.05 (d, /= 5.0 Hz, 1H), 4.78-4.70 (m, 1H), 4.18-3.96
(m, 2H), 3.01-2.82 (m, 2H), 1.99-1.01 (m, 13H).

[00458] Step 4: LiAlH4 reduction of (R)-3-(6-(cycloheptylmethoxy)pyridin-2-yl)-3-
hydroxypropanenitrile following the method described in Example 1 gave after flash
chromatography purification (20% - 30% 7N NH3/MeOH — CH,Cl, gradient)Example 31
as a colorless oil. Yield (0.11 g, 25%); '"H NMR (400 MHz, DMSO-ds) 0 7.60 (t, J = 8.0
Hz, 1H), 7.00 (d, /= 6.8 Hz, 1H), 6.67 (d, J= 7.6 Hz, 1H), 4.56-4.50 (m, 1H), 4.02-3.98
(m, 2H), 2.72-2.60 (m, 2H), 1.92-1.6 (m, 15H); RP-HPLC tg = 9.59 min; ESI-MS m/z
279.2 [M+H]".
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EXAMPLE 32 - Preparation of (R)-3-amino-1-(5-((2-propylpentyl)oxy)furan-2-

C/\/\ NH
0o

OH

yl)propan-1-ol

[00459] (R)-3-Amino-1-(5-((2-propylpentyl)oxy)furan-2-yl)propan-1-ol was prepared
following the method described in Examples 5, 18 and below.

[00460] Step 1: Esterification of 5-bromofuran-2-carboxylic acid with 2-propylpentan-
1-ol following the method used in Example 18 gave after flash chromatography
purification (5% - 20% EtOAc — hexanes gradient) 2-propylpentyl 5-bromofuran-2-
carboxylate as a colorless oil. Yield (4.85 g, 98%); '"H NMR (400 MHz, CDCL) 6 7.07
(d, /J=3.9Hz, 1H), 6.43 (d, /J=3.4 Hz, 1H), 4.18 (d, /= 5.9 Hz, 2H), 1.70-1.80 (m, 1H),
1.25-1.40 (m, 8H), 0.83-0.95 (m, 6H).

[00461] Step 2: Reaction between 2-propylpentan-1-ol and 2-propylpentyl 5-
bromofuran-2-carboxylate following the method used in Example 18, except that NMP
was used as the solvent, no Cul was used and the reaction mixture was heated at +50 °C
under Ar for 1.5 hrs, gave after flash chromatography purification (2% - 5% EtOAc —
hexanes gradient) 2-propylpentyl 5-((2-propylpentyl)oxy)furan-2-carboxylate as a
colorless oil. Yield (0.62 g, 48%); "H NMR (400 MHz, CD:0D) ¢ 7.15 (d, J= 3.9 Hz,
1H), 5.47 (d,J= 3.9 Hz, 1H), 4.14 (d, /= 5.9 Hz, 2H), 4.06 (d, /= 5.9 Hz, 2H), 1.70-
1.84 (m, 2H), 1.28-1.44 (m, 16H), 0.86-0.97 (m, 12H).

[00462] Step 3: 2-Propylpentyl 5-((2-propylpentyl)oxy)furan-2-carboxylate (0.62 g,
1.76 mmol), NaOMe (30% in MeOH, 2 mL) in anhydrous MeOH (75 mL) were stirred
at room temperature overnight then concentrated under reduced pressure. The residue
was partitioned between aqueous NH4CI (25%) and hexanes. Organic layer was washed
with brine, dried over anhydrous MgSQ., concentrated under reduced pressure. Flash
chromatography purification (5% - 20% EtOAc — hexanes gradient) gave methyl 5-((2-
propylpentyl)oxy)furan-2-carboxylate as a colorless oil. Yield (0.38 g, 85%); '"H NMR
(400 MHz, CDCl3) 6 7.12 (d, J=4.0 Hz, 1H), 5.27 (d, /= 3.5 Hz, 1H), 3.99 (d, /= 5.9
Hz, 2H), 3.03 (s, 3H), 1.74-1.83 (m, 1H), 1.20-1.40 (8H), 0.86-0.94 (m, 6H).

[00463] Step 4: Anhydrous CH3CN (0.15 mL, 2.87 mmol) was added to a solution of
LiHMDS (1M/THF, 3.0 mL, 3.0 mmol) at -75 °C under inert atmosphere and the
reaction mixture was stirred for 5 min. A solution of methyl 5-((2-
propylpentyl)oxy)furan-2-carboxylate (1.337 mmol) in anhydrous THF (7 mL) was

added to the reaction mixture and the reaction mixture was stirred under inert atmosphere
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while slowly warming to 0 °C for over 75 min. The reaction mixture was partitioned
between aqueous NaHSO4 (10%) and EtOAc. Organic layer was washed with brine,
concentrated under reduced pressure. Flash chromatography purification (10% - 50%
EtOAc — hexanes gradient) gave 3-oxo-3-(5-((2-propylpentyl)oxy)furan-2-
yl)propanenitrile as an off-white solid. Yield (0.23 g, 66%); 'H NMR (400 MHz,
DMSO-ds) 0 7.57 (d, J= 3.8 Hz, 1H), 5.78 (d, J= 3.8 Hz, 1H), 4.30 (s, 2H), 4.08 (d, J =
5.6 Hz, 2H), 1.69-1.79 (m, 1H), 1.23-1.35 (m, 8H), 0.80-0.88 (m, 6H).

[00464] Step 5: Chiral reduction of 3-ox0-3-(5-((2-propylpentyl)oxy)furan-2-
yl)propanenitrile following the method used in Example 5 gave after flash
chromatography purification (20% - 100% EtOAc — hexanes gradient) (R)-3-hydroxy-3-
(5-((2-propylpentyl)oxy)furan-2-yl)propanenitrile as a yellow oil. Yield (0.14 g, 61%);
'H NMR (400 MHz, DMSO-ds) 0 6.19 (d, J = 2.4 Hz, 1H), 5.86 (d, J = 5.4 Hz, 1H), 5.22
(d, J=3.4Hz, 1H), 4.67 (q, J = 5.8 Hz, 1H), 3.84 (d, J = 5.4 Hz, 2H), 2.77-2.91 (m, 2H),
1.64-1.75 (m, 1H), 1.20-1.35 (m, 8H), 0.78-0.90 (m, 6H).

[00465] Step 6: LiAlH4 reduction of (R)-3-hydroxy-3-(5-((2-propylpentyl)oxy)furan-2-
yl)propanenitrile following the method used in Example 1 gave after flash
chromatography purification (2% - 20% 7N NH3/MeOH — CH,Cl, gradient) Example 32
as a colorless oil. Yield (0.080 g, 61%); '"H NMR (400 MHz, CD;OD) ¢ .6.11 (d, J=2.9
Hz, 1H), 5.11 (d, /=2.9 Hz, 1H), 4.56 (t, J = 6.9 Hz, 1H), 3.88 (d, J = 5.9 Hz, 2H), 2.65-
2.78 (m, 2H), 1.88-1.96 (m, 2H), 1.70-1.80 (m, 1H), 1.30-1.44 (m, 8H), .085-0.97 (m,
6H); ESI-MS 270.2 m/z [M+H] .

EXAMPLE 33 - Preparation of (R)-3-amino-1-(6-(cyclopentylmethoxy)pyridin-2-
yl)propan-1-ol

z NH
Sann ot
OH

[00466] (R)-3-Amino-1-(6-(cyclopentylmethoxy)pyridin-2-yl)propan-1-ol was prepared
following the method described in Example 6.

[00467] Step 1: Reaction of 6-bromopicolinic acid with cyclopentylmethanol following
the method used in Example 6 gave methyl 6-(cyclopentylmethoxy)picolinate as a
yellow oil which was used in the next step without further purification. Yield (1.1 g,
quant.); "H NMR (400 MHz, DMSO-ds) 5 7.83 (t,J = 8.0 Hz, 1H), 7.62 (d, J=7.2 Hz,
1H), 7.03 (d, J = 8.0 Hz, 1H), 4.14 (d, J = 6.4 Hz, 2H), 3.82 (s, 3H), 2.32-2.22 (m, 1H),
1.80-1.62 (m, 2H), 1.60-1.44 (m, 4H), 1.38-1.21 (m, 2H).
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[00468] Step 2: CH3CN addition to methyl 6-(cyclopentylmethoxy)picolinate following
the method described in Example 6 gave 3-(6-(cyclopentylmethoxy)pyridin-2-yl)-3-
oxopropanenitrile as a yellow oil which was used in the next step without further
purification. Yield (1.22 g, quant.).

[00469] Step 3: Chrial reduction of 3-(6-(cyclopentylmethoxy)pyridin-2-yl)-3-
oxopropanenitrile following the method described in Example 6 gave (R)-3-(6-
(cyclopentylmethoxy)pyridin-2-yl)-3-hydroxypropanenitrile as a yellow oil which was
used in the next step without further purification. Yield (1.22 g, quant.); 'H NMR (400
MHz, DMSO-ds) 6 7.68 (t, /= 7.6 Hz, 1H), 7.07 (d, /= 7.6 Hz, 1H), 6.66 (d, /= 8.0 Hz,
1H), 6.06 (d, J = 5.6 Hz, 1H), 4.78-4.72 (m, 1H), 4.18-4.04 (m, 2H), 3.01-2.82 (m, 2H),
2.32-2.02 (m, 1H), 1.78-1.62 (m, 2H), 1.60-1.42 (m, 4H), 1.36-1.21 (m, 2H).

[00470] Step 4: LiAlH4 reduction of (R)-3-(6-(cyclopentylmethoxy)pyridin-2-yl)-3-
hydroxypropanenitrile following the method described in Example 1 gave after flash
chromatography purification (20% - 30% 7N NH3/MeOH — CH,Cl, gradient) Example
33 as a colorless oil. Yield (0.33 g, 24%); '"H NMR (400 MHz, DMSO-ds) § 7.60 (t, J =
7.6 Hz, 1H), 7.00 (d, /= 6.8 Hz, 1H), 6.56 (d, /= 8.0 Hz, 1H), 4.57-4.51 (m, 1H), 4.10-
4.04 (m, 2H), 2.71-2.58 (m, 2H), 2.30-2.02 (m, 1H), 1.82-1.21 (m, 10H); RP-HPLC tg =
7.71 min; ESI-MS m/z 251.3 [M+H]".

EXAMPLE 34 - Preparation of (R)-3-amino-1-(6-(cycloheptyloxy)pyridin-2-yl)propan-

1-ol
SWe
0”7 N? NH
OH

[00471] (R)-3-Amino-1-(6-(cycloheptyloxy)pyridin-2-yl)propan-1-ol was prepared
following the method described in Example 6.

[00472] Step 1: Reaction of 6-bromopicolinic acid with cycloheptanol following the
method used in Example 6 gave methyl 6-(cycloheptyloxy)picolinate as a yellow oil
which was used in the next step without further purification. Yield (1.24 g, quant.); 'H
NMR (400 MHz, DMSO-ds) 0 7.80 (t,J = 8.0 Hz, 1H), 7.58 (d, /= 7.2 Hz, 1H), 6.57 (d,
J=8.8 Hz, 1H), 5.25-5.15 (m, 1H), 3.80 (s, 3H), 2.0-1.82 (m, 2H), 1.76-1.40 (m, 10H).
[00473] Step 2: CH3CN addition to methyl 6-(cycloheptyloxy)picolinate following the
method described in Example 6 gave 3-(6-(cycloheptyloxy)pyridin-2-yl)-3-
oxopropanenitrile as a yellow oil which was used in the next step without further

purification. Yield (1.29 g, quant.).
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[00474] Step 3: Chrial reduction of 3-(6-(cycloheptyloxy)pyridin-2-yl)-3-
oxopropanenitrile following the method described in Example 6 gave (R)-3-(6-
(cycloheptyloxy)pyridin-2-yl)-3-hydroxypropanenitrile as a yellow oil which was used in
the next step without further purification. Yield (1.29 g, quant.).

[00475] Step 4: LiAlH4 reduction of (R)-3-(6-(cycloheptyloxy)pyridin-2-yl)-3-
hydroxypropanenitrile following the method described in Example 1 gave after flash
chromatography purification (20% - 30% 7N NH3/MeOH — CH,Cl, gradient) Example
34 as a colorless oil. Yield (0.19 g, 14%); "H NMR (400 MHz, DMSO-ds) 0 7.58 (t, J =
8.0 Hz, 1H), 6.97 (d, /= 7.2 Hz, 1H), 6.51 (d, J = 8.0 Hz, 1H), 5.16-5.08 (m, 1H), 4.56-
4.48 (m, 1H), 2.72-2.56 (m, 2H), 1.98-1.36 (m, 14H); RP-HPLC tg = 7.98 min; ESI-MS
m/z 265.2 [M+H]".

EXAMPLE 35 - Preparation of (R)-ethyl 4-(((6-(3-amino-1-hydroxypropyl)pyridin-2-
yl)oxy)methyl)piperidine-1-carboxylate

| S
o N/ NH»
\/O\n/N OH
(0]

[00476] (R)-Ethyl 4-(((6-(3-amino-1-hydroxypropyl)pyridin-2-
yl)oxy)methyl)piperidine-1-carboxylate was prepared following the method described in
Example 6 and below.

[00477] Step 1: Reaction of 6-bromopicolinic acid with piperidin-4-ylmethanol
following the method used in Example 6 gave methyl 6-(piperidin-4-
ylmethoxy)picolinate as a yellow oil. Yield (0.3 g, 24%); '"H NMR (400 MHz, DMSO-
ds) 0 7.82 (t,J=8.0 Hz, 1H), 7.62 (d, /= 7.4 Hz, 1H), 7.02 (d, /= 8.0 Hz, 1H), 4.08 (d,
J=6.4Hz, 2H), 3.82 (s, 3H), 2.98-2.86 (m, 2H), 2.51-2.28 (m, 2H), 1.84-1.71 (m, 1H),
1.66-1.58 (m, 2H), 1.20-1.06 (m, 24H).

[00478] Step 2: To a mixture of methyl 6-(piperidin-4-ylmethoxy)picolinate (0.3 g, 1.2
mmol), EtsN (0.2 g, 1.8 mmol) in DCM (10 ml) was added ethyl chlorofomate (0.2 g, 1.8
mmol) at 0 °C. The reaction was warmed to room temperature, washed with 1N HCI (20
ml), dried over Na,SO4 and concentrated under reduced pressure to give methyl 6-((1-
(ethoxycarbonyl)piperidin-4-yl)methoxy)picolinate which used in the next step without
further purification. Yield (0.38 g, quant.).

[00479] Step 3: CH3CN addition to methyl 6-((1-(ethoxycarbonyl)piperidin-4-
yl)methoxy)picolinate following the method described in Example 6 gave ethyl 4-(((6-
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(2-cyanoacetyl)pyridin-2-yl)oxy)methyl)piperidine-1-carboxylate in ethyl acetate
solution which was used in the next step without further purification.

[00480] Step 4: Chiral reduction of ethyl 4-(((6-(2-cyanoacetyl)pyridin-2-
yl)oxy)methyl)piperidine-1-carboxylate following the method described in Example 6
gave after flash chromatography purification (20% - 75% EtOAc — hexanes gradient)
(R)-ethyl 4-(((6-(2-cyano-1-hydroxyethyl)pyridin-2-yl)oxy)methyl)piperidine-1-
carboxylate as a yellow oil. Yield (0.27 g, 81%); 'H NMR (400 MHz, DMSO-ds) 8 7.67
(t,/J=8.0Hz, 1H), 7.12 (d, /= 7.2 Hz, 1H), 6.68 (d, J = 8.4 Hz, 1H), 4.92-4.83 (m, 1H),
4.21-4.04 (m, 6H), 3.02-2.68 (m, 4H), 2.04-1.98 (m, 1H), 1.88-1.78 (m, 2H), 1.38-1.21
(m, 5H).

[00481] Step 5: A mixture of of (R)-ethyl 4-(((6-(2-cyano-1-hydroxyethyl)pyridin-2-
yl)oxy)methyl)piperidine-1-carboxylate (0.27g, 0.81 mmol), Sponge Nickel catalyst A-
4000 (0.1 g, Johnson Mathey) in 7N NH3/MeOH (20 ml) was shaked under H, at 50 psi
pressure at 50 °C in a Parr hydrogenator for 18 hrs, cooled to room temperature, filtered,
concentrated under reduced pressure. Purification by flash chromatography (20% - 30%
7N NH3/MeOH — CH,Cl, gradient) gave Example 35 as a light yellow oil. Yield (0.26 g,
95%); "H NMR (400 MHz, CD;0D) J 7.64 (t, J = 8.4 Hz, 1H), 7.04 (d, J= 8.4 Hz, 1H),
6.63 (d, /J=8.0 Hz, 1H), 4.70-4.62 (m, 1H), 4.18-4.08 (m, 6H), 2.82-2.78 (m, 4H), 2.08-
1.81 (m, 5H), 1.25-1.21 (m, 5H); RP-HPLC tg = 6.99 min; ESI-MS m/z 338.3 [M+H]".

EXAMPLE 36 - Preparation of (R)-benzyl 4-(((6-(3-amino-1-hydroxypropyl)pyridin-2-
yl)oxy)methyl)piperidine-1-carboxylate

2 NH
07N 2
o\n,N OH

o)
[00482] (R)-Benzyl 4-(((6-(3-amino-1-hydroxypropyl)pyridin-2-
yhoxy)methyl)piperidine-1-carboxylate was prepared following the method described in
Example 6 and 35.
[00483] Step 1: Reaction of methyl 6-(piperidin-4-ylmethoxy)picolinate with benzyoxy
chlorofomate following the method described in Example 35 gave after flash
chromatography purification (30% - 50% EtOAc — hexanes gradient) methyl 6-((1-
((benzyloxy)carbonyl)piperidin-4-yl)methoxy)picolinate. Yield (1.5 g, 61%); 'H NMR
(400 MHz, DMSO-ds) 0 7.84 (t,J = 8.4 Hz, 1H), 7.63 (d, J= 8.0 Hz, 1H), 7.36-7.24 (m,
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5H), 7.04 (d, J = 8.0 Hz, 1H), 5.04 (s, 2H), 4.12 (d, /= 6.8 Hz, 2H), 4.07-3.96 (m, 4H),
3.02 (s, 3H), 2.01-1.81 (m, 1H), 1.78-1.66 (m, 2H), 1.21-1.12 (m, 2H).

[00484] Step 2: CH3CN addition to 6-((1-((benzyloxy)carbonyl)piperidin-4-
yl)methoxy)picolinate following the method described in Example 6 gave benzyl 4-(((6-
(2-cyanoacetyl)pyridin-2-yl)oxy)methyl)piperidine-1-carboxylate in which was used in
the next step without further purification. Yield (1.53 g, quant).

[00485] Step 3: Chiral reduction of benzyl 4-(((6-(2-cyanoacetyl)pyridin-2-
yl)oxy)methyl)piperidine-1-carboxylate following the method described in Example 6
gave after flash chromatography purification (50% - 75% EtOAc — hexanes gradient)
(R)-benzyl 4-(((6-(2-cyano-1-hydroxyethyl)pyridin-2-yl)oxy)methyl)piperidine-1-
carboxylate as a yellow oil. Yield (1.0 g, 65%); 'H NMR (400 MHz, CDs0D) ¢ 7.66 (t, J
= 8.0 Hz, 1H), 7.36-7.25 (m, 5H), 7.12 (d, /= 7.2 Hz, 1H), 6.67 (d, J= 8.4 Hz, 1H), 5.10
(s, 2H), 4.87 (t, J= 6.0 Hz, 1H), 4.21-4.10 (m, 4H), 3.02-2.76 (m, 4H), 2.06-1.98 (m,
1H), 1.90-1.78 (m, 2H), 1.36-1.20 (m, 2H).

[00486] Step 4: Borane-dimethylsulfide reduction of (R)-benzyl 4-(((6-(2-cyano-1-
hydroxyethyl)pyridin-2-yl)oxy)methyl)piperidine-1-carboxylate following the method
described in Example 2 gave after flash chromatography purification (30% - 40% 7N
NH3/MeOH — CH,Cl, gradient) Example 36 as a colorless oil. Yield (0.27 g, 27%); 'H
NMR (400 MHz, CD;0D) ¢ 7.63 (t, J = 8.4 Hz, 1H), 7.38-7.25 (m, 5H), 7.03 (d, J= 7.2
Hz, 1H), 6.62 (d, /= 8.0 Hz, 1H), 5.10 (s, 2H), 4.70-4.62 (m, 1H), 4.21-4.10 (m, 4H),
2.88-2.78 (m, 4H), 2.02-1.70 (m, 5H), 1.34-1.20 (m, 2H); RP-HPLC tg = 9.40 min; ESI-
MS m/z 400.3 [M+H]".

EXAMPLE 37 - Preparation of 3-amino-1-(6-((2-propylpentyl)oxy)pyridin-2-yl)propan-

1-one

[00487] 3-Amino-1-(6-((2-propylpentyl)oxy)pyridin-2-yl)propan-1-one was prepared
following the method used in Example 27 and below.

[00488] Step 1: Reaction of Example 19 with di-zert-butyl carbonate following the
method described in Example 27 gave (R)-tert-butyl (3-hydroxy-3-(6-((2-
propylpentyl)oxy)pyridin-2-yl)propyl)carbamate in solution which was treated in situ
with PCC (0.16 g, 0.76 mmol) at room temperature for 18 hrs. The reaction mixture was

filtered via Celite, concentrated under reduced pressure, purified by flash
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chromatography (50% - 75% EtOAc — hexanes gradient) to give ters-butyl (3-0x0-3-(6-
((2-propylpentyl)oxy)pyridin-2-yl)propyl)carbamate as a pale yellow oil without further
purification. Yield (0.03 g, 21%); '"H NMR (400 MHz, CDsOD) § 7.80 (t, J = 8.4 Hz,
1H), 7.58 (d, J= 7.2 Hz, 1H), 6.97 (d, J = 8.0 Hz, 1H), 4.31 (d, /= 5.6 Hz, 2H), 3.48-
3.40 (m, 2H), 3.38-3.32 (m, 2H), 1.91-1.84 (m, 1H), 1.48-1.35 (m, 17H), 0.92-0.82 (m,
6H).

[00489] Step 2: Deprotection of tert-butyl (3-oxo-3-(6-((2-propylpentyl)oxy)pyridin-2-
yl)propyl)carbamate following the method described in Example 27 gave Example 37
hydrochloride as a colorless oil. Yield (0.01 g, 38%); "H NMR (400 MHz, CD;0D) ¢
7.84 (t,J= 8.4 Hz, 1H), 7.66 (d, J= 8.0 Hz, 1H), 7.04 (d, /= 8.4 Hz, 1H),4.30 (d, /=
5.6 Hz, 2H), 3.60 (t, J = 6.4 Hz, 2H), 3.38-3.32 (m, 2H), 1.92-1.82 (m, 1H), 1.54-1.35
(m, 8H), 0.92-0.82 (m, 6H); RP-HPLC tg = 11.33 min; ESI-MS m/z 279.3 [M+H]".

EXAMPLE 38 - Preparation of 3-amino-1-(6-((tetrahydro-2 H-pyran-4-
yl)methoxy)pyridin-2-yl)propan-1-ol

z NH
07N 2
0 OH

[00490] 3-Amino-1-(6-((tetrahydro-2H-pyran-4-yl)methoxy)pyridin-2-yl)propan-1-ol is
prepared following the method used in Examples 2 and 6.

[00491] Step 1: Reaction between (tetrahydro-2H-pyran-4-yl)methanol and NaH
followed by addition of 6-bromopicolinic acid 12 following the method used in Example
6 gives, after esterification with HCl/MeOH, methyl 6-((tetrahydro-2 H-pyran-4-
yl)methoxy)picolinate.

[00492] Step 2: Reaction between methyl 6-((tetrahydro-2H-pyran-4-
yl)methoxy)picolinate and CH3CN following the method used in Example 6 gives 3-oxo-
3-(6-((tetrahydro-2 H-pyran-4-yl)methoxy)pyridin-2-yl)propanenitrile.

[00493] Step 3: Reduction of 3-0x0-3-(6-((tetrahydro-2 H-pyran-4-yl)methoxy)pyridin-
2-yl)propanenitrile by LiAIH4 following the method used in Example 2 gives Example
38.

EXAMPLE 39 - Preparation of (§)-3-amino-1-(6-((2-propylpentyl)oxy)pyridin-2-
yl)propan-1-ol

z NH
07 NTYY 2
OH
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[00494] (S)-3-Amino-1-(6-((2-propylpentyl)oxy)pyridin-2-yl)propan-1-ol was prepared
following the method used in Example 6.

[00495] Step 1: Chiral reduction of 3-ox0-3-(6-((2-propylpentyl)oxy)pyridin-2-
yl)propanenitrile following the method used in Example 6 using (/S§,25)-
RuCl(TsDPEN)(p-cymene) as the catalyst gave (S)-3-hydroxy-3-(6-((2-
propylpentyl)oxy)pyridin-2-yl)propanenitrile as an off-white solid which was used
directly in next step without purification. Yield (0.83 g, quant.).

[00496] Step 2: Reduction of (8)-3-hydroxy-3-(6-((2-propylpentyl)oxy)pyridin-2-
yl)propanenitrile following the method used in Example 6 followed by treating with
HC1-MeOH gave Example 39 as a colorless oil. Yield (0.25 g, 39%); 'H NMR (400
MHz, DMSO-ds) 6 7.63 (t, /= 8.4 Hz, 1H), 7.03 (d, /= 8.0 Hz, 1H), 6.62 (d, /= 7.6 Hz,
1H), 4.70-4.66 (m, 1H), 4.20-4.14 (m, 2H), 2.82-2.78 (m, 2H), 2.02-1.78 (m, 3H), 1.44-
1.38 (m, 8H), 0.98-0.84 (m, 6H); RP-HPLC t = 10.38 min; ESI-MS m/z 281.2 [M+H]".

EXAMPLE 40 - Preparation of (R)-3-amino-1-(6-(piperidin-4-ylmethoxy)pyridin-2-
yl)propan-1-ol

z NH
07N 2
HN OH

[00497] (R)-3-amino-1-(6-(piperidin-4-ylmethoxy)pyridin-2-yl)propan-1-ol was
prepared following the method described in Example 6 and below.

[00498] Step 1: Reaction of Example 36 with di-zert-butyl carbonate following the
method used in Example 27 gave after flash chromatography purification (50% - 75%
EtOAc — hexanes gradient) (R)-benzyl 4-(((6-(3-((fert-butoxycarbonyl)amino)-1-
hydroxypropyl)pyridin-2-yl)oxy)methyl)piperidine-1-carboxylate as a colorless oil.
Yield (0.3 g, 61%); 'H NMR (400 MHz, CD;0D) d 7.62 (t, J = 8.4 Hz, 1H), 7.36-7.28
(m, 5H), 7.01 (d, /J=7.6 Hz, 1H), 6.61 (d, /= 7.6 Hz, 1H), 5.10 (s, 2H), 4.64-4.57 (m,
1H), 4.21-4.04 (m, 4H), 3.22-3.08 (m, 2H), 2.98-2.78 (m, 2H), 2.08-1.98 (m, 1H), 1.88-
1.66 (m, 2H), 1.42 (s, 9H), 1.36-1.08 (m, 2H).

[00499] Step 2: Deprotection of (R)-benzyl 4-(((6-(3-((tert-butoxycarbonyl)amino)-1-
hydroxypropyl)pyridin-2-yl)oxy)methyl)piperidine-1-carboxylate by hydrogenation
following the method used in Example 11 gave (R)-tert-butyl (3-hydroxy-3-(6-
(piperidin-4-ylmethoxy)pyridin-2-yl)propyl)carbamate as a colorless oil. Yield (0.25 g,
quant); "H NMR (400 MHz, CDs0D) 6 7.62 (t, J = 8.4 Hz, 1H), 7.02 (d, J = 6.8 Hz, 1H),
6.61 (d, J=7.6 Hz, 1H), 4.64-4.58 (m, 1H), 4.18-4.12 (m, 2H), 3.10-3.06 (m, 2H), 2.72-
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2.61 (m, 2H), 2.06-1.84 (m, 3H), 1.86-1.78 (m, 4H), 1.45-1.20 (m, 11H); ESI-MS m/z
366.3 [M+H]".

[00500] Step 3: Deprotection of (R)-tert-butyl (3-hydroxy-3-(6-(piperidin-4-
ylmethoxy)pyridin-2-yl)propyl)carbamate following the method described in Example
27 except 2M HCI-Et,0 and CH,Cl, as the solvent were used, gave Example 40
hydrochloride as a colorless oil. Yield (0.16 g, 86%); "H NMR (400 MHz, CD;0D) ¢
8.30 (t, J=8.0 Hz, 1H), 7.47 (d, /= 7.6 Hz, 1H), 7.34 (d, /= 8.8 Hz, 1H), 5.06-5.03 (m,
1H), 4.38 (d, J= 6.4 Hz, 2H), 3.52-3.44 (m, 2H), 3.18-3.14 (m, 2H), 3.10-3.04 (m, 2H),
2.36-2.02 (m, 5H), 1.78-1.64 (m, 2H); RP-HPLC tg = 1.69 min; ESI-MS m/z 266.2
[M+H]".

EXAMPLE 41 - Preparation of (R)-3-amino-1-(6-phenethoxypyridin-2-yl)propan-1-ol
SN S
07 N7 NH
OH
[00501] (R)-3-Amino-1-(6-phenethoxypyridin-2-yl)propan-1-ol was prepared following
the method described in Example 6.
[00502] Step 1: Reaction of 6-bromopicolinic acid with 2-phenylethanol following the
method used in Example 6 gave methyl 6-phenethoxypicolinate as a yellow oil which
was used in the next step without further purification. Yield (1.28 g, quant.); '"H NMR
(400 MHz, DMSO-ds) 6 7.85 (t,J = 8.4 Hz, 1H), 7.65 (d, /= 8.4 Hz, 1H), 7.15-7.35 (m,
5H), 7.04 (d, J= 8.0 Hz, 1H), 4.48 (t, /= 7.2 Hz, 2H), 3.84 (s, 3H), 3.04 (t, /= 6.8 Hz,
2H).
[00503] Step 2: CH3CN addition to methyl 6-phenethoxypicolinate following the
method described in Example 6 gave 3-oxo-3-(6-phenethoxypyridin-2-yl)propanenitrile
as a yellow oil which was used in the next step without further purification. Yield (1.33
g, quant.).
[00504] Step 3: Chiral reduction of 3-ox0-3-(6-phenethoxypyridin-2-yl)propanenitrile
following the method described in Example 6 gave after flash chromatography
purification (40% - 50% EtOAc — hexanes gradient) (R)-3-hydroxy-3-(6-
phenethoxypyridin-2-yl)propanenitrile as a colorless oil. Yield (0.6 g, 45%); 'H NMR
(400 MHz, CDs;0OD) ¢ 7.66 (t, J= 8.0 Hz, 1H), 7.30-7.15 (m, 5H), 7.11 (d, J= 8.0 Hz,
1H), 6.65 (d, J = 8.0 Hz, 1H), 4.90-4.86 (m, 1H), 4.55-4.51 (m, 2H), 3.08-2.84 (m, 4H).
[00505] Step 4: LiAlH4 reduction of (R)-3-hydroxy-3-(6-phenethoxypyridin-2-

yl)propanenitrile following the method described in Example 1 gave after flash
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chromatography purification (20% - 30% 7N NH3/MeOH — CH,Cl, gradient) Example

41 as a colorless oil. Yield (0.13 g, 21%); '"H NMR (400 MHz, DMSO-ds) 6 7.62 (t, J =
8.0 Hz, 1H), 7.28-7.16 (m, 5H), 7.02 (d, J = 8.0 Hz, 1H), 6.60 (d, /= 8.0 Hz, 1H), 4.70-
4.68 (m, 1H), 4.78 (t, J= 7.2 Hz, 2H), 3.05 (t, /="7.2 Hz, 2H), 2.78 (t, /= 6.8 Hz, 2H),
2.04-1.82 (m, 2H); RP-HPLC tg = 7.83 min; ESI-MS m/z 273.2 [M+H] .

EXAMPLE 42 - Preparation of 3-(6-(cyclohexylmethoxy)pyridin-2-yl)prop-2-yn-1-

amine

[00506] 3-(6-(cyclohexylmethoxy)pyridin-2-yl)prop-2-yn-1-amine was prepared

following the method shown in Scheme 8.

SCHEME &.
SN S - NHBoc
OH L NaH, THF | —
+ B~ N Br —_— O/\O N Br
Pd(PPhy),Cl,
23 24 cul, -Pr,NH

N
» S
1. HC/i-PrOH, EtOAc
O/\O N© S NHBoc o N/ S
25 2. NHz/MeOH NH,

[00507] Step 1: Reaction of 2,6-dibromopyridine (23) with cyclohexylmethanol
following the method used in Example 6 gave alkoxypyridine 24 as a yellow oil which
was used in the next step without additional purification. Yield (1.34 g, quant.); 'H NMR
(400 MHz, DMSO-dg) 6 7.61 (t,J=8.0 Hz, 1H), 7.17 (d, /= 8.0 Hz, 1H), 6.82 (d, /=
8.4 Hz, 1H), 4.00 (d, /= 6.0 Hz, 2H), 1.80-1.61 (m, 6H), 1.24-0.98 (m, 5H).

[00508] Step 2: A solution of 2-bromopyridine 24 (0.68 g, 2.53 mmol), Pd(PPhs),Cl,
(0.09 g, 0.12 mmol), Cul (0.03g, 0.15 mmol) in -Pr,NH (15 ml) was saturated with
nitrogen and fert-butyl prop-2-yn-1-ylcarbamate (0.35 g, 2.25 mmol) was added to the
reaction mixture. The resulting mixture was stirred at 50 °C for 18 hr, concentrated under
reduced pressure, partitioned between 1N HCI (10 ml), NH4Cl1 (30 ml) and EtOAc (80
ml). Organic layer was dried over Na,SO4, concentrated under reduced pressure and
purified by flash chromatography (50% - 75% EtOAc — hexanes gradient) to give
propargylpyridine 25 as a light yellow oil. Yield (0.38 g, 44%); '"H NMR (400 MHz,
CDs;0D) 6 7.59 (t,J = 8.0 Hz, 1H), 7.01 (d, /= 7.2 Hz, 1H), 6.72 (d, /= 8.4 Hz, 1H),
4.08-4.02 (m, 4H), 1.88-1.66 (m, 6H), 1.46 (s, 9H), 1.38-1.02 (m, SH).
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[00509] Step 3: Hydrogen chloride deprotection of carbamate 25 following the method
used in Example 27 gave after flash chromatography purification (15% - 25% 7N
NH3/MeOH — CH,Cl, gradient) Example 42 as a yellow oil. Yield (0.03 g, 27%); 'H
NMR (400 MHz, CD;0D) ¢ 7.62 (t, /= 8.0 Hz, 1H), 7.36 (d, /= 7.6 Hz, 1H), 6.64 (d, J
= 8.8 Hz, 1H), 4.09 (d, J = 6.4 Hz, 2H), 3.54 (s, 2H), 1.86-1.64 (m, 6H), 1.28-1.02 (m,
5H); RP-HPLC tg = 10.42 min; ESI-MS m/z 281.1 [M+H] .

EXAMPLE 43 - Preparation of 3-(methylamino)-1-(6-((2-propylpentyl)oxy)pyridin-2-
yl)propan-1-ol

[00510] 3-(Methylamino)-1-(6-((2-propylpentyl)oxy)pyridin-2-yl)propan-1-ol was
prepared following the method described in Example 6.

[00511] Step 1: Reduction of 3-0x0-3-(6-((2-propylpentyl)oxy)pyridin-2-
yl)propanenitrile following the method used in Example 6 gave after flash
chromatography (20% - 30% 7N NHz/MeOH — CH,Cl, gradient) 3-amino-1-(6-((2-
propylpentyl)oxy)pyridin-2-yl)propan-1-ol as a colorless oil. Yield (0.16 g, 28%); 'H
NMR (400 MHz, CDs;0D) 6 7.63 (t, /= 8.4 Hz, 1H), 7.03 (d, /= 8.0 Hz, 1H), 6.62 (d, J
= 8.0 Hz, 1H), 4.70-4.67 (m, 1H), 4.21-4.14 (m, 2H), 2.82-2.78 (m, 2H), 2.06-1.78 (m,
3H), 1.48-1.28 (m, 8H), 0.98-0.86 (m, 6H); ESI-MS m/z 281.2 [M+H]".

[00512] Step 2: Reaction of 3-amino-1-(6-((2-propylpentyl)oxy)pyridin-2-yl)propan-1-
ol with di-zert-butyl carbonate following the method described in Example 27 gave after
flash chromatography purification (50% - 75% EtOAc — hexanes gradient) tert-butyl (3-
hydroxy-3-(6-((2-propylpentyl)oxy)pyridin-2-yl)propyl)carbamate as a colorless oil
which was used in the next step without purification. Yield (0.09 g, 41%).

[00513] Step 3: LiAlH4 reduction of tert-butyl (3-hydroxy-3-(6-((2-
propylpentyl)oxy)pyridin-2-yl)propyl)carbamate following the method described in
Example 1 gave after flash chromatography purification (30% - 40% 7N NH3/MeOH —
CH,Cl, gradient) Example 43 as a colorless oil; Yield (0.04 g, 62%); "H NMR (400
MHz, DMSO-ds) 6 7.63 (t, J = 8.4 Hz, 1H), 7.03 (d, /= 8.0 Hz, 1H), 6.62 (d, J = 8.0 Hz,
1H), 4.69-4.66 (m, 1H), 4.18-4.16 (m, 2H), 2.76-2.72 (m, 2H), 2.40 (s, 3H), 2.10-1.68
(m, 3H), 1.46-1.26 (m, 8H), 0.96-0.88 (m, 6H); RP-HPLC tg = 10.66 min; ESI-MS m/z
295.3 [M+H]".
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EXAMPLE 44 - Preparation of N-(3-hydroxy-3-(6-((2-propylpentyl)oxy)pyridin-2-
yl)propyl)acetamide

[00514] N-(3-Hydroxy-3-(6-((2-propylpentyl)oxy)pyridin-2-yl)propyl)acetamide is
prepared following the method used in Example 43 and below.

[00515] Step 1: Acetylation of 3-amino-1-(6-((2-propylpentyl)oxy)pyridin-2-yl)propan-
I-ol with Ac,0 or AcCl in the presence of tertiary base, such as Et;N, in an appropriate

solvent gives Example 44.

EXAMPLE 45 - Preparation of 3-amino-1-(2-(cyclohexylmethoxy)pyrimidin-4-
yl)propan-1-ol

OAO*P\OHVN“Z

[00516] 3-Amino-1-(2-(cyclohexylmethoxy)pyrimidin-4-yl)propan-1-ol is prepared
following the method described in Example 6 and shown in Scheme 9.

Scheme 9.

Clag®
N
kﬁ NaH, THF oi? U oi/N:L
P DMF

N NS
B-Me,SH Pl
CchN, t-BuO-K* )\/j\(\ 2 o /Nj\KV NH
OH

THF

[00517] Step 1: NaH (1.1 equivalent) is added to an equimolar mixture of 2-
bromopyrimidine and cyclohexylmethanol in THF. The reaction mixture is stirred at +60
°C for 18 hours, cooled to room temperature, partitioned between H,O and ethyl acetate.
Organic portion is separated, dried over anhydrous Na,SO4 and concentrated under
reduced pressure to give 2-(cyclohexylmethoxy)pyrimidine.

[00518] Step 2: Knochel-Hauser reagent (2,2,6,6-tetramethylpiperidinylmagnesium
chloride lithium chloride complex) is added to a mixture of 2-
(cyclohexylmethoxy)pyrimidine in THF at -78 °C, stirred for 15 min, then DMF is
added. The reaction mixture is stirred at -30 °C, quenched by aqueous NH4Cl, extracted
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with ethyl acetate. Combined organic layers are dried over anhydrous Na,SO4 and
concentrated under reduced pressure to give 2-(cyclohexylmethoxy)-pyrimidine-4-
carbaldehyde.

[00519] Step 3: CH3CN addition to 2-(cyclohexylmethoxy)pyrimidine-4-carbaldehyde
following the method described in Example 6 gives 3-(2-(cyclohexylmethoxy)pyrimidin-
4-yl)-3-hydroxypropanenitrile.

[00520] Step 4: Reduction of 3-(2-(cyclohexylmethoxy)pyrimidin-4-yl)-3-
hydroxypropanenitrile with BH3-Me,S following the method described in Example 2
gives Example 45.

EXAMPLE 46 - Preparation of (R)-3-amino-1-(4-(cyclohexylmethoxy)pyrimidin-2-
yl)propan-1-ol

OH
[00521] (R)-3-Amino-1-(4-(cyclohexylmethoxy)pyrimidin-2-yl)propan-1-ol is prepared
following the method described in Example 6.
[00522] Step 1: Reaction of cyclohexylmethanol and 4-bromopyrimidine-2-carboxylic
acid following the method described in Example 6 gives methyl 4-
(cyclohexylmethoxy)pyrimidine-2-carboxylate.
[00523] Step 2: CH3CN addition to methyl 4-(cyclohexylmethoxy)pyrimidine-2-
carboxylate following the method described in Example 6 gives 3-(4-
(cyclohexylmethoxy)pyrimidin-2-yl)-3-oxopropanenitrile.
[00524] Step 3: Chiral reduction of 3-(4-(cyclohexylmethoxy)pyrimidin-2-yl)-3-
oxopropanenitrile following the method described in Example 6 gives (R)-3-(4-
(cyclohexylmethoxy)pyrimidin-2-yl)-3-hydroxypropanenitrile
[00525] Step 4: Reduction of (R)-3-(4-(cyclohexylmethoxy)pyrimidin-2-yl)-3-
hydroxypropanenitrile with BH3-Me,S following the method described in Example 2
gives Example 46.

I1. Biological Evaluation
Example 1 — In Vitro Isomerase Inhibition
[00526] The capability of compounds disclosed herein to inhibit the activity of a visual

cycle isomerase was determined. In particular, the human in vitro isomerase assay was
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performed essentially as in Golczak et al. Proc. Natl. Acad. Sci. (2005) 102, 8162-8167,
and in Imanishi, et al. J. Cell Biol. (2004), 164, 373-383.
Isolation of Human Apo Cellular Retinaldehyde-Binding Protein (CRALBP)

[00527] Recombinant human apo cellular retinaldehyde-binding protein (CRALBP) was
cloned and expressed according to standard molecular biology methods (see Crabb et al.,
Protein Science 7:746-57 (1998); Crabb et al., J. Biol. Chem. 263:18688-92 (1988)).
Briefly, total RNA was prepared from confluent ARPE19 cells (American Type Culture
Collection, Manassas, VA), cDNA was synthesized using an oligo(dT),.1s primer, and
then DNA encoding CRALBP was amplified by two sequential polymerase chain
reactions (see Crabb et al., J. Biol. Chem. 263:18688-92 (1988); Intres, et al., J. Biol.
Chem. 269:25411-18 (1994); GenBank Accession No. L.34219.1). The PCR product was
sub-cloned into pTrcHis2-TOPO TA vector according to the manufacturer's protocol
(Invitrogen Inc., Carlsbad, CA; catalog no. K4400-01), and then the sequence was
confirmed according to standard nucleotide sequencing techniques. Recombinant 6xHis-
tagged human CRALBP was expressed in One Shot TOP 10 chemically competent E.
coli cells (Invitrogen), and the recombinant polypeptide was isolated from E. coli cell
lysates by nickel affinity chromatography using nickel (Ni) Sepharose XK16-20 columns
for HPLC (Amersham Bioscience, Pittsburgh, PA; catalog no.17-5268-02). The purified
6xHis-tagged human CRALBP was dialyzed against 10 mM bis-tris-Propane (BTP) and
analyzed by SDS-PAGE. The molecular weight of the recombinant human CRALBP
was approximately 39 kDal.

Isomerase Assay

[00528] Compounds disclosed herein and control compounds were reconstituted in
cthanol to 0.1 M. Ten-fold serial dilutions (10'2, 102, 10%,10°, 10° M) in ethanol of
each compound were prepared for analysis in the isomerase assay.

[00529] A homogenate of HEK293 cell clone expressing recombinant human RPE65
and LRAT were the source of the visual enzymes, and exogenous all-trans-retinol (about
20uM) was used as the substrate. Recombinant human CRALBP (about 80ug/mL) was
added to enhance the formation of 11-cis-retinal. The 200 pL Bis-Tris Phosphate buffer
(10mM, pH 7.2) based reaction mixture also contains 0.5% BSA, and 1mM NaPPi. In
this assay, the reaction was carried out at 37°C in duplicates for one hour and was
terminated by addition of 300 pL methanol. The amount of reaction product, 11-cis-
retinol, was measured by HPLC analysis following Heptane extraction of the reaction

mixture. The Peak Area Units (PAUs) corresponding to 11-cis-retinol in the HPLC
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chromatograms were recorded and concentration dependent curves analyzed by
GraphPad Prism for ICso values. The ability of the compounds disclosed herein to
inhibit isomerization reaction was quantified and the respective 1Csy value was
determined. Tables 2 below summarize the ICs, values of various compounds disclosed

herein determined as described above.

TABLE 2 Human in vitro Inhibition data

I1Cso (uM) Example Number

<0.1 uM 1,2,3,4,5,6,10, 11, 12, 13, 14, 16, 17, 18, 19, 20, 21, 22,
23, 24, 25, 26, 28, 30, 31, 32, 33, 34, 35, 36, 37, 39, 41, 43

S0l uM-<1uM |7, 8,9, 15,27, 29
>l uM-<10uM |40
>10 uM

No detectable
activity

Example 2 — In Vivo Murine I[somerase Assay

[00530] The capability of compounds described herein to inhibit isomerase was
determined by an in vivo murine isomerase assay. Brief exposure of the eye to intense
light (“photobleaching” of the visual pigment or simply “bleaching”) is known to photo-
isomerize almost all 11-cis-retinal in the retina. The recovery of 11-cis-retinal after
bleaching was used to estimate the activity of isomerase in vivo. Delayed recovery, as
represented by lower 11-cis-retinal oxime levels, indicates inhibition of isomerization
reaction. Procedures were performed essentially as described by Golczak et al., Proc.
Natl. Acad. Sci. USA 102:8162-67 (2005). See also Deigner et al., Science, 244: 968-71
(1989); Gollapalli et al., Biochim Biophys Acta. 1651: 93-101 (2003); Parish, et al., Proc.
Natl. Acad. Sci. USA, 14609-13 (1998); Radu, et al., Proc Natl Acad Sci US4 101: 5928-
33 (2004).

[00531] Six-week old dark-adapted CD-1 (albino) male mice were orally gavaged with
compound (0.03 — 3 mg/kg) dissolved in 100 pl corn oil containing 10% ethanol (five
animals per group). After 2-24 hours in the dark, the mice were exposed to
photobleaching of 5,000 lux of white light for 10 minutes. The mice were allowed to

recover 2 hours in the dark. The animals were then sacrificed by carbon dioxide
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inhalation. Retinoids were extracted from the eye and the regeneration of 11-cis-retinal
was assessed at various time intervals.

Eve Retinoid Extraction

[00532] All steps were performed in darkness with minimal redlight illumination (low
light darkroom lights and red-filtered flashlights for spot illumination as needed) (see,
e.g., Maeda et al., J. Neurochem 85:944-956, 2003; Van Hooser et al., J Biol Chem
277:19173-82, 2002). After the mice were sacrificed, the eyes were immediately
removed and placed in liquid nitrogen for storage.

[00533] The eyes were placed in 500 uL of bis-tris propane buffer (10 mM, pH ~7.3)
and 20 uL of 0.8M hydroxile amine (pH~7.3). The eyes were cut up into small pieces
with small iris scissors and then thoroughly homogenized at 30000 rpm with a
mechanical homogenizer (Polytron PT 1300 D) in the tube until no visible tissue
remained. 500 puL of methanol and 500 uL of heptane were added to each tube. The
tubes were attached to a vortexer so that the contents were mixed thoroughly for 15
minutes in room temperature. The organic phase was separated from the aqueous phase
by centrifugation for 10 min at 13K rpm, 4 °C. 240 uL of the solution from the top layer
(organic phase) was removed and transferred to clean 300 ul glass inserts in HPLC vials
using glass pipette and the vials were crimped shut tightly.

[00534] The samples were analyzed on an Agilent 1100 HPLC system with normal
phase column: SILICA (Beckman Coutlier, dp 5 um, 4.6 mM x 250 mM). The running
method had a flow rate of 1.5ml/min; solvent components are 15% solvent 1 (1%
isopropanol in ethyl acetate), and 85% solvent 2 (100% hexanes). Loading volume for
cach sample was 100 pl; detection wavelength is 360nm. The area under the curve for
11-cis retinal oxime was calculated by Agilent Chemstation software and was recorded
manually. Data processing was performed using Prizm software.

[00535] Positive control mice (no compound administered) were sacrificed fully dark-
adapted and the eye retinoids analyzed. Light (bleached) control mice (no compound
administered) were sacrificed and retinoids isolated and analyzed immediately after light
treatment.

[00536] A time course study was performed to determine the isomerase inhibitory
activity of the test compound. Male Balb/c mice (4/group) receive test compound orally
by gavage. The animals were then “photo-bleached” (5000 Lux white light for 10

minutes) at 2, 4, 8, 16 and 24 hours after dosing, and returned to darkness to allow
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recovery of the 11-cis-retinal content of the eyes. Mice were sacrificed 2 hours after

bleaching, eyes were enucleated, and retinoid content was analyzed by HPLC.

[00537] Recovery control mice (vehicle-only treated) were light-treated and left to

recover for 2 hours in the dark before sacrifice and analysis. Light control mice (vehicle

only treated) were sacrificed for analysis immediately after photo-bleaching.

[00538] Table 3 provides in vivo murine isomerase assay results of various compounds

disclosed herein at the dose and time point indicated.

TABLE 3 In Vivo Murine Isomerase Assay data

Synthesis Inhibition, % Dose (mg/kg) | Time (hour)

Example
1 0 1 2
1 0 1 4
3 0 1 2
4 29.3+4.3 1 2
5 0 1 2
6 68.9+6.5 1 2
6 37.7£14.9 1 4
6 93.2+0.9 3 2
6 85.5£2.9 3 4
6 62.3£3.8 3 6
6 30.8£9.9 3 8
6 0 3 16
6 0 3 24
9 8.6+4.2 1 2
12 0 1 2
19 98.2+2.3 1 4
19 90.7+£3.3 1 8

Example 3 — In Vivo Light Damage Mouse Model

[00539] This Example describes the effect of a compound disclosed herein in an in vivo

light damage mouse model.
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[00540] Exposure of the eye to intense white light can cause photo-damage to the retina.
The extent of damage after light treatment is evaluated by measuring cytoplasmic
histone-associated-DNA-fragment (mono- and oligonucleosomes) content in the eye
(see, e.g., Wenzel et al., Prog. Retin. Eye Res. 24:275-306 (2005)).

[00541] Dark adapted male Balb/c (albino, 10/group) mice are gavaged with text
compound at various doses (0.03, 0.1, 0.3, 1, and 3 mg/kg) or vehicle only was
administered. Six hours after dosing, the animals are subjected to light treatment (8,000
lux of white light for 1 hour). Mice are sacrificed after 40 hours of recovery in dark, and
retinas are dissected. A cell death detection ELISA assay is performed according to the
manufacturer’s instructions (ROCHE APPLIED SCIENCE, Cell Death Detection ELISA
plus Kit). Contents of fragmented DNA in the retinas are measured to estimate the
retinal-protective activity of the test compound.

Example 4 — Electroretinographic (ERG) Study

[00542] ERG experiments are performed using 11-16 week old BALB/c mice of both
genders (n =5). All studies involve the pharmacodynamic assessment of dark-adapted
(scotopic, rod-dominated) and light-adapted (photopic, cone-dominated) ERG responses.
Experiments are performed using test compound. All recording procedures are
performed according to the same protocol and with the same equipment. Data are
aggregated across individual studies to generate summary graphs.

[00543] Results from four independent studies are combined to build the dose-response
function between administration of test compound and changes in the amplitude of the
scotopic b-wave (0.01 cd.s/m?), 4 hours after single oral administration of the test
compound (dissolved in corn oil).

[00544] The effect on the cone system is estimated based on recording and measurement
of the ERG b-wave intensity-response function under photopic conditions. In such
studies, two parameters are typically evaluated: maximal response (Vmax), measured in
microvolts, and semi-saturation constant (k), measured in cd.s/m”.

[00545] Results from three independent studies are combined to estimate the effect of
single dosing of test compound on the photopic ERG (11-16 week old BALB/¢ mice of
both genders, n = 5).

I11. Preparation of Dosage Forms

Example 1: Parenteral Composition

[00546] To prepare a parenteral pharmaceutical composition suitable for administration

by injection, 100 mg of a water-soluble salt of a compound of Formula (A) is dissolved
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in sterile water and then mixed with 10 mL of 0.9% sterile saline. The mixture is
incorporated into a dosage unit form suitable for administration by injection.

Example 2: Oral Composition

[00547] To prepare a pharmaceutical composition for oral delivery, 100 mg of a
compound of Formula (A) is mixed with 750 mg of starch. The mixture is incorporated
into an oral dosage unit, such as a hard gelatin capsule, which is suitable for oral
administration.

Example 3: Sublingual (Hard Lozenge) Composition

[00548] To prepare a pharmaceutical composition for buccal delivery, such as a hard
lozenge, combine 100 mg of a compound of Formula (A) with 420 mg of powdered
sugar, 1.6 mL of light corn syrup, 2.4 mL distilled water, and 0.42 mL mint extract. The
mixture is gently blended and poured into a mold to form a lozenge suitable for buccal
administration.

Example 4: Fast-Disintegrating Sublingual Tablet

[00549] A fast-disintegrating sublingual tablet is prepared by mixing 48.5% by weigh of
a compound of Formula (A), 44.5% by weight of microcrystalline cellulose (KG-802),
5% by weight of low-substituted hydroxypropyl cellulose (50 pum), and 2% by weight of
magnesium stearate. Tablets are prepared by direct compression (AAPS PharmSciTech.
2006;7(2):E41). The total weight of the compressed tablets is maintained at 150 mg. The
formulation is prepared by mixing the amount of compound of Formula (A) with the
total quantity of microcrystalline cellulose (MCC) and two-thirds of the quantity of low-
substituted hydroxypropyl cellulose (L-HPC) by using a three dimensional manual mixer
(Inversina ®, Bioengineering AG, Switzerland) for 4.5 minutes. All of the magnesium
stearate (MS) and the remaining one-third of the quantity of L-HPC are added 30
seconds before the end of mixing.

Example S: Inhalation Composition

[00550] To prepare a pharmaceutical composition for inhalation delivery, 20 mg of a
compound of Formula (A) is mixed with 50 mg of anhydrous citric acid and 100 mL of
0.9% sodium chloride solution. The mixture is incorporated into an inhalation delivery
unit, such as a nebulizer, which is suitable for inhalation administration.

Example 6: Rectal Gel Composition

[00551] To prepare a pharmaceutical composition for rectal delivery, 100 mg of a
compound of Formula (A) is mixed with 2.5 g of methylcelluose (1500 mPa), 100 mg of
methylparaben, 5 g of glycerin and 100 mL of purified water. The resulting gel mixture
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is then incorporated into rectal delivery units, such as syringes, which are suitable for
rectal administration.

Example 7: Topical Gel Composition

[00552] To prepare a pharmaceutical topical gel composition, 100 mg of a compound of
Formula (A) is mixed with 1.75 g of hydroxypropyl celluose, 10 mL of propylene glycol,
10 mL of isopropyl myristate and 100 mL of purified alcohol USP. The resulting gel
mixture is then incorporated into containers, such as tubes, which are suitable for topical
administration.

Example 8: Ophthalmic Solution Composition

[00553] To prepare a pharmaceutical opthalmic solution composition, 100 mg of a
compound of Formula (A) is mixed with 0.9 g of NaCl in 100 mL of purified water and
filtered using a 0.2 micron filter. The resulting isotonic solution is then incorporated into
ophthalmic delivery units, such as eye drop containers, which are suitable for ophthalmic
administration.

Example 9: Nasal spray solution

[00554] To prepare a pharmaceutical nasal spray solution, 10 g of a compound of
Formula (A) is mixed with 30 mL of a 0.05M phosphate buffer solution (pH 4.4). The
solution is placed in a nasal administrator designed to deliver 100 pl of spray for each

application.

VI. Clinical Trial

Example 1 — Phase 1A study of safety and pharmacodynamics effect

[00555] A single-center, randomized, double masked, placebo controlled, dose-
escalating Phase 1A study to determine the safety and pharmacodynamic effect of single
oral dose of a compound of Formuala (A) such as 3-amino-1-(6-(2-
cyclohexylethyl)pyridin-2-yl)propan-1-ol (example 4), measured by dark-adapted
electroretinogram (ERG), is performed. Study participants are healthy volunteers of both
genders, aged 55-80, weighing between 50 and 110 kg. Major exclusion criteria include
other ocular conditions (e.g. cataracts, glaucoma, uveitis, diabetic retinopathy, active
conjunctivitis), change in prescription chronic medications within the preceeding 28
days, treatment with a retinoid compound within the last year, treatment with sildenafil
citrate, tadalafil, or vardenafil citrate within the last week, or concomitant treatment with
hypnotics, anti-depressants, psychoactive substances, digitalis glycosides, L-DOPA,

chloroquine, hydroxychloroquine, systemic corticosteroids, topical anti-glaucoma
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medications, or medications for the treatment of wet AMD. Eight cohorts are
randomized 5:1/drug:placebo and assigned to dosage cohorts of 2 mg, 7 mg, 10 mg, 20
mg, 40 mg, 60 mg, and 75 mg. Plasma concentration versus time is determined. Peak
plasma concentrations (Crmax), time of peak plasma concentration (Tmax) and mean
terminal elimination half-life (t;2) will be determined across all doses.

[00556] ERG studies are performed prior to dosing, 4-6 hours post-dose (Day 1 ERG),
24 hours post-dose (Day 2 ERG), Day 4, and on Day 7. For patients given placebo, the
ERG readout will be monitored for a rapid rise in amplitude such that the response is
90% recovered by about 20 minutes. For patients given a test compound of Formula (A)
such as such as 3-amino-1-(6-(2-cyclohexylethyl)pyridin-2-yl)propan-1-ol (example 4),
the ERG readout will be monitored for a clear dose-related slowing of the rate of
recovery; 1.¢. the slope of the recovery function became slower with increasing dose.
Example 2 — Treatment of dry-form age related macular degeneration

[00557] An individual diagnosed with dry-form age related macular degeneration is
treated with an oral dose of 5 mg of the test compound of Formula (A) such as 3-amino-
1-(6-(2-cyclohexylethyl)pyridin-2-yl)propan-1-ol (example 4). On days 2, 4, 6, 8, 12,
18, 24 and 30 the individual is subjected to an electroretinogram determination to
evaluate treatment response and the individual is monitored for instances of delayed dark

adaptation and achromatopsia, as well as systemic adverse effects.

[00558] When ranges are used herein for physical properties, such as molecular weight,
or chemical properties, such as chemical formulae, all combinations and
subcombinations of ranges and specific embodiments therein are intended to be included.
[00559] The various embodiments described herein can be combined to provide further
embodiments. All U.S. patents, U.S. patent application publications, U.S. patent
applications, foreign patents, foreign patent applications, and non-patent publications
referred to in this specification and/or listed in the Application Data Sheet, are
incorporated herein by reference in their entireties.

[00560] From the foregoing it will be appreciated that, although specific embodiments
have been described herein for purposes of illustration, various modifications may be
made. Those skilled in the art will recognize, or be able to ascertain, using no more than
routine experimentation, many equivalents to the specific embodiments described herein.
Such equivalents are intended to be encompassed by the following claims. In general, in

the following claims, the terms used should not be construed to limit the claims to the
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specific embodiments disclosed in the specification and the claims, but should be
construed to include all possible embodiments along with the full scope of equivalents to
which such claims are entitled. Accordingly, the claims are not limited by the disclosure.
[00561] While preferred embodiments of the present invention have been shown
and described herein, it will be obvious to those skilled in the art that such embodiments
are provided by way of example only. Numerous variations, changes, and substitutions
will now occur to those skilled in the art without departing from the invention. It should
be understood that various alternatives to the embodiments of the invention described
herein may be employed in practicing the invention. It is intended that the following
claims define the scope of the invention and that methods and structures within the scope

of these claims and their equivalents be covered thereby.
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CLAIMS

We claim:
1. A compound of Formula (A) or tautomer, stercoisomer, geometric isomer or a

pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof:

R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, —C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;
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cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

2. The compound of claim 1 wherein Ring A is selected from:

1@5 ,g@ﬁ,g@ ,1@5 ,g@f | a@f
%ﬂf i A -

N

N N N N
S e B IR e

S S—N S—N N N N
A RN A A A A

0]

S N—S N—S (@) O—N O—-N
zIN o Ay Ay E/A\;\X; A (A

N R® R®
E/Qlf N N 79 N-O N-O
A A Ay Ao A
R9 N—N R® R® N RY
\ ) ) R \
NN ‘%/Q P~s N-N N—N 1&/[)\5 NN
N N A A N R
3. The compound of claim 1 wherein Ring A is selected from:

182



WO 2013/109991 PCT/US2013/022304

r%i“ R?N R4 RM . 9 y N—NRQ
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L e %;Z;)xg | /ngf\
R14 g- \ R R4 R14 o- \
AR G A B 4, Y
S U Y PR I e B e Y
RY . /(2\; R?N R4 RY NR9 R14 . /[;(2\5
%
‘?ZLI /)\f » gl/k\ ) $ | HLIN /)\5 | LLLLI /)\5 o
R14 R R‘N,N R14/ \R14 O\\S \R14 R o
A A A T %;Z;)\f
ég , ég , R4 , , R“  and R14

and each R'* is independently selected from hydrogen, halogen, OR’, alkyl, or
fluoroalkyl.

4. The compound of claim 1 wherein Ring A is selected from:

= N= =N =
%gd:;Lé ,‘fN;;L§ N ,th:Pkf

!\l-— !\I:N /:=N N:N
%N\}f | i{N\N/)\f | %N\N/)\g | i{N\/\f |

— __N\ N:\ —
E/CN\?Q | K/Q/N\f LN N\; | HL/QI\:’\N\; |

o N=N N=\ N=N
511 \N’N\; , ‘L‘L/A\N'N\; , E/Q\N,N{ and E&/N\f .
5. The compound of claim 1 wherein Ring A is selected from:
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R14 R14 R14 R14
— !\l—— =N R14 R14
wN~F N~ N }:S\
R14 , R14 , R14 ‘T{N 7 ;
R14
R4 =N R !\I:N
;\I:S\ NN =N N4
N : R14 % N /)\5 R14
R14 R14 14
— R14 N:(Q R R14
o X N\; fN\ %/K(N\f —
R4, % \N’N\f , R YN N~
R14 N:N\
N= E/K(N\;
E/A\N'N\g and R14

and each R'* is independently selected from hydrogen, halogen, OR’, alkyl, or
fluoroalkyl.

The compound of claim 1 wherein Ring A is selected from:

SO NS NGNS NGV

INl SRR NG
T e e e S e S S

Né\lN
and E)\\N )\f :

The cornpound of claim 1 wherein Ring A is selected from:

R14
14 14 14 p14 14 14
R R O R™ R R™“ RY¥__ IN/o
é’s E f 5
R14
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R14 R14 R14 R14
R'IYIR’M N/ R14 R14 /N R14 R14 p N Né]\lER14
I
TNY LN ;a N O e
R R14
R14
R R14 R14j\)\ 4 4
X, %&L a&%;and S L,
and each R'* is independently selected frorn hydrogen, halogen, OR’, alkyl, or
fluoroalkyl.
8. The compound of claim 1 wherein Ring A is selected from:
Se Se
Dy O, A
EIS}E NS g TN
9. The compound of claim 1 wherein Ring A is selected from:
14
RY R™ RY A Q
I&; ; ! 5 A \ ;¢ w‘“ > TN
Ale- S ’ ’ 14 R14 ’
R14 R14 R? R14 R14 ,Rg
N N
Dy VNS S I
‘el e Vo B NS
R9 , R14 and R14
10.  The compound of claim 3 wherein Ring A is selected from:
R9
R14 R14 l;l’N R4 ,R9 R14 I>I’O
SUBNGUIRS ANV VNS VLS o
)\ / / /
"‘L/Ls § s)\; , R14 % N/)\; % N/)\; R14
R14 14 R1 R14 ’[\\]
«g\ /KR\ N‘i I O’S\ 1&/&/\5
o\ \
L‘zL/L 5 RM , E/ko ¢ % )\5 "’LL/A\N $ , R14
R4 R4 R?
R4 N—S RY R14 N { IN N-N
/ \ / /N \
TS, vt g, N N e\
h‘LL ; , R14 , E ; , R9 R9 and R14
11.  The compound of claim 2 wherein Ring A is selected from:
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'?Es;,‘é‘z.o;,iﬁ.\Ngs,'ZLLN/;,HL‘:.\N;,‘Z‘LN/éSS

12.

13.

14.
15.

16.

17.

18.

19.

20.

21.

22.

/\E—N E/Z"\\‘)\; N—N
%

/Rg
\N>\<§S , 29 and '11‘_/& N/)\é{S

The compound of claim 7 wherein Ring A is selected from:

R14

j\)\/[ R14 R14 R14 R14 yZ l\l
PIRVSS SR f NV

R14

The compound of claim 2 wherein Ring A is selected from:

S
g@? | L L ?@5

The compound of claim 1 wherein Y is alkyl, carbocyclyl or heterocyclyl.

The compound of claim 14 wherein Y is ~C(R')(R')(R'®);

R'® and R'" are each independently selected from hydrogen, C,-Ci3 alkyl, halo or

fluoroalkyl; or R'® and R'7, together with the carbon to which they are attached form a

carbocyclyl or heterocyclyl; and

R'® is selected from a hydrogen, alkyl, alkoxy, hydroxy, halo or fluoroalkyl.

The compound of claim 15 wherein R'® and R'7, together with the carbon to which they

are attached, form a carbocyclyl or heterocyclyl.

The compound of claim 16 wherein R'® and R'7, together with the carbon to which they

are attached, form a cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, or cyclooctyl, and
'8 is hydrogen or hydroxy.

The compound of claim 17 wherein R'® and R'7, together with the carbon to which they

are attached, form a cyclopentyl, cyclohexyl, or cycloheptyl, and R'® is hydrogen or

hydroxy.

The compound of claim 15 wherein R'® and R" is independently selected from C;-Ci3
alkyl; and R'® is hydrogen, hydroxy or alkoxy.

The compound of claim 1 wherein X is selected from —0-C(R”);, —S(0),-C(R”)2-, —

SO,(NR?)-, -NR’-C(R”),-, -NR’-C(=0)-, and -NR’-S(0),-.

The compound of claim 1 wherein X is selected from —C(R”),-C(R*),—, -C(R))=C(R®)-, -

C = C-, -C(=0)-N(R®)-, -C(R”),-0-, and —C(R”),-NR”’.

The compound of claim 1 wherein X is selected from —O-C(R”),,0r —C(R”)-C(R”),—.
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23.  The compound of claim 1 wherein R* and R* are both hydrogen.

24, The compound of claim 1 wherein R” and R® are both hydrogen.

25.  The compound of claim 1 wherein R, R*, R’ and R® are hydrogen.

26.  The compound of claim 1 wherein R' and R* are both hydrogen.

27.  The compound of claim 1 wherein R' is hydrogen and R is -OH.

28.  The compound of claim 1 wherein R' and R* together form an oxo.

29.  The compound of claim 1 wherein R” and R® are both hydrogen.

30.  The compound of claim 1 wherein R’ is hydrogen and R® is -C(=O)R"* or CO,R".

31.  The compound of claim 30 wherein R"? is an alkyl.
RO R O
32.  The compound of claim 30 wherein R® is CO,R"” and R" is L‘“’LXOJ\ RO,
33. A compound, or tautomer, stereoisomer, geometric isomer, or pharmaceutically

acceptable solvate, hydrate, salt, or N-oxide thereof, selected from the group consisting of:

S, ® ®
O’Q/\/NHQ o N NH, SN NG NH2
OH

OH OH

2 2 2

X X

P NH, /N NH> z NH,
Ao O s
OH OH OH

9 > B

NH > NH NH
N /S\ 2 O/\O/Q\(\/ 2 O/\O /O\ 2

OH , OH , OH ,
(Y N § NH
2
N NF NH, 07N NH, O/\O/@\(\/
OH OH OH
X
| s | N7 NH,
/A NH2 NH Z
OH OH
NH | D
I\ 2 z NHa S NH,
{ 7/\ N“N / N~
S S Z
OH OAH OH O/\/(N
NH
Y NT"oH /B 2 — / \ NH,
N=N S on  °
, OH , and OH .
34. A pharmaceutical composition comprising a pharmaceutically acceptable carrier and a

compound of Formula (A) or tautomer, stereoisomer, geometric isomer, or pharmaceutically

acceptable solvate, hydrate, salt, or N-oxide thereof:
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R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, —C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.
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35. A method for treating an ophthalmic disease or disorder in a subject, comprising
administering to the subject a pharmaceutical composition comprising a compound of Formula
(A) or tautomer, stereoisomer, geometric isomer, or pharmaceutically acceptable solvate,

hydrate, salt, or N-oxide thereof:

R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R’),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"" or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R* and R°
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;
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cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and
cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,

carbocyclyl, heteroaryl or heterocyclyl.
36.  The method of claim 35 wherein the ophthalmic disease or disorder is age-related
macular degeneration or Stargardt’s macular dystrophy.
37.  The method of claim 35 wherein the ophthalmic disease or disorder is selected from
retinal detachment, hemorrhagic retinopathy, retinitis pigmentosa, cone-rod dystrophy, Sorsby’s
fundus dystrophy, optic neuropathy, inflammatory retinal disease, diabetic retinopathy, diabetic
maculopathy, retinal blood vessel occlusion, retinopathy of prematurity, or ischemia reperfusion
related retinal injury, proliferative vitreoretinopathy, retinal dystrophy, hereditary optic
neuropathy, Sorsby's fundus dystrophy, uveitis, a retinal injury, a retinal disorder associated with
Alzheimer’s disease, a retinal disorder associated with multiple sclerosis, a retinal disorder
associated with Parkinson’s disease, a retinal disorder associated with viral infection, a retinal
disorder related to light overexposure, myopia, and a retinal disorder associated with AIDS.
38.  The method according to claim 36 or 37 resulting in a reduction of lipofuscin pigment
accumulated in an eye of the subject.
39.  The method according to claim 38 wherein the lipofuscin pigment is N-retinylidene-N-
retinyl-ethanolamine (A2E).
40. A method of modulating chromophore flux in a retinoid cycle comprising administering
to the subject a pharmaceutical composition comprising a compound of Formula (A) or
tautomer, stereoisomer, geometric isomer, or pharmaceutically acceptable solvate, hydrate, salt,

or N-oxide thereof:

R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,
Ring A is selected from a 1,3-disubstituted heterocycle;
Gis -X-Y;
X is selected from —O-C(R’),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%),-, ~SO,(NR)-, -NR’-C(R"),-, -NR’-C(=0)-, -NR’-§(0),-, —C(R*),-C(R%),-, —
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C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, —C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

41. A method of inhibiting dark adaptation of a rod photoreceptor cell of the retina
comprising contacting the retina with a compound of Formula (A) or tautomer, sterecoisomer,

geometric isomer, or pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof:

R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,
Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;
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X is selected from —O-C(R’),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"" or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R* and R°
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

42. A method of inhibiting regeneration of rhodopsin in a rod photoreceptor cell of the retina
comprising contacting the retina with a compound of Formula (A) or tautomer, sterecoisomer,

geometric isomer, or pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof:

R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,
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Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, —C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.

43. A method of reducing ischemia in an eye of a subject comprising administering to the
subject a pharmaceutical composition comprising a compound of Formula (A) or tautomer,
stereoisomer, geometric isomer, or pharmaceutically acceptable solvate, hydrate, salt, or N-

oxide thereof:
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R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R”),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, —C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.
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44. A method of inhibiting neovascularization in the retina of an eye of a subject comprising
administering to the subject a pharmaceutical composition comprising a compound of Formula
(A) or tautomer, stereoisomer, geometric isomer, or pharmaceutically acceptable solvate,

hydrate, salt, or N-oxide thereof:

R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R’),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"" or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R* and R°
together with the carbon atom to which they are attached, form a carbocyclyl or
heterocyclyl; or R and R® together form an imino;

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(=0)R", SO,R", CO,R" or SO,NR'R'"; or R” and R®, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;
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cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and
cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.
45. A method of inhibiting degeneration of a retinal cell in a retina comprising contacting the
retina with a compound of Formula (A) or tautomer, stereoisomer, geometric isomer, or

pharmaceutically acceptable solvate, hydrate, salt, or N-oxide thereof:

R3 R4 R’
N
G R®
R' RR®R®
Formula (A)

wherein,

Ring A is selected from a 1,3-disubstituted heterocycle;

Gis -X-Y;

X is selected from —O-C(R’),-,—0-C(=0)-, —S-C(R”),-, —=S(0)-C(R”),-, —S(O)s-
C(R%);-, ~SOxNR?)-, -NR’-C(R’);-, -NR’-C(=0)-, -NR’-S(0),-, -C(R*)»-C(R"),-, —
C(=0)-C(R),-, — C(R"),-C(=0)-, -C(R")=C(R’)-, -C = C-, -C(=0)-N(R’)-, -C(=0)-O-
, ~C(R),-0-, and —C(R”),-NR’;

Y is selected from Cs-Cis alkyl, carbocyclyl, carbocyclyalkyl, heterocyclyl,
heterocyclylalkyl, aryl or aralkyl;

R' and R” are each independently selected from hydrogen, halogen, alkyl,
fluoroalkyl, -OR’, -NR'’R"' or carbocyclyl; or R' and R? form an oxo; or optionally,
R' and R’ together form a direct bond to provide a double bond; or optionally, R' and
R’ together form a direct bond, and R* and R* together form a direct bond to provide a
triple bond;

R’ and R* are each independently selected from hydrogen, halogen, C;-Cs alkyl,
fluoroalkyl, -OR’ or -NR'"R'"; or R* and R* together form an oxo;

R’ and R® are each independently selected from hydrogen, alkyl, alkenyl,
fluoroalkyl, aryl, heteroaryl, carbocyclyl or C-attached heterocyclyl; or R® and R®
together with the carbon atom to which they are attached, form a carbocyclyl or

heterocyclyl; or R and R® together form an imino;

196



WO 2013/109991 PCT/US2013/022304

R’ and R® are each independently selected from hydrogen, alkyl, carbocyclyl, -
C(ZO)RB, SO,R", CO,R"” or SONR'R!"; or R” and R, together with the nitrogen
atom to which they are attached, form an N-heterocyclyl;

cach R’ independently hydrogen or alkyl;

cach R' and R" is independently selected from hydrogen, alkyl, carbocyclyl,
heterocyclyl, -C(=0)R"?, SO,R", CO,R" or SO,NR'R'"; or R'’ and R together with
the nitrogen atom to which they are attached, form an N-heterocyclyl; and

cach R" is independently selected from alkyl, heteroalkyl, alkenyl, aryl, aralkyl,
carbocyclyl, heteroaryl or heterocyclyl.
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BEUKk R beds (R, XA [2. 2. 1] Bt ) BRUK A iddk T A %287, 7- I ZE - XG4 [2. 2. 1]
PRttt s, BRAETE ULBH A b S R i vl B AR T AL AR B RR AT M oM e B 4o
IR P R 2 A AT T AR R B A e I 2 L P L i 2R L AE S L AR
A1 B A QIR A U VAR 2E AR IR M AR 0 2 AR I AR R D5 e 2k Eaz”@ﬂﬁﬂﬂtﬁﬁﬁﬁﬁﬁ
PRI EUAR ) 5 BRI AT 128 M B IR B A e s A BB B R Joe 25 T I M ERLA R 2

BE AT IE HUEUAR ¥ Z4 PR TR ot 6 AT M A R ) 24 05 3 T I M AR K 2% 05 FE R 5 . —R™-OR", -
R°-SR*, -R"-0C (0) -R*. -R°*-N(R*) ,» -R~C(0) R, -R"-C (0) OR" -R*~C (0) N(R*) ,» -R"-0-R°~C(0)
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N(RY, —R-N(R*) € (0) OR*, -R"-N (R*) C(0) R*, -R-N(R) S (0) R* ( H:H, t & 1 B 2) . -R*-S(0)
OR (b, t 2 1802) LK —Rb—s<o>tN<Ra>2<ﬁiEP,tﬁ1dz2> o, % RPN A
Yo TR AW e ST N e ST N e 0 N e N ¢ 7 /3 e SN S5 L S
Fedt, % RO STy E%’B’%ﬁ%ﬁ%@ﬁz%ﬂzﬁﬁ%%ﬂm%@ H RN BB #E Wb
SEHO AR FERE, IF HERAE S A U], R & BUREE A AR B .
[0038]  “BRIAELEAE” SR —R- BRI EEH], Horp, ROGI P ORI AE8E . T
PSR RE IR AT A0 b Py s CHBAT IR B A AR
[0039]  “pfR” B “ R 27 EFRIR S B .
[0040]  “HRARKEERE” BFRHE — B AW b e R s BT IR R b i s LR e 41
w, =R RFE2, 2, 2- SRR TR 2- BOHES. BAUEERN LA
WL X TR SCHB AR 1 g BAR
[0041]  “ZUIAIE7RFRAE 2-12 MR IRFF0 1-6 ANk B & SR R 2R 7 AR E /M 3 Ut
2 18 JuAE T HEM I o BRAETE UL S AR Ul B, 2830 SR (XA = BRI BR R
R, OISR BRI A R o AEZIRIE P AR AR g AL . R P e — AP AR
+, HAR e A . IR 7 B SE AN . IR B I E R R
e FRHRE S b ﬁﬁﬁﬁ Hﬁﬁﬁ*m@%{ﬁﬂ@? AR S Ey 2 [, 3]
TR I A S P BRI K MR R L DK M e R e M R | S M AR I MRS L g
HE NS IR SE  2— SRR R JE L 2— AR IE 2 2— S AR s e ik W MR e L WIR g ik Wk
MR 4~ WRIE I I | b e ik | DL PR Je 5 L 28 7 A L IR Mo ik | DU Mg 2 — IR ik DU &
ML R 22 BRAC G bk 3 (thiomorpholinyl) AR Z4 A IkIE (thiamorpholinyl) 1- %8 AX — B4R
MHRSRFEAN 1, 1- 40 - B AR kI o BRAEE U BB o S Re Ui B, ARG “ 2930587 B AR
ALFE AR e A Ik B a0 T ZE P ) — B sl 2 A AT By B G F B o SRR o be ik I
SV g F L RARRE I SEACTE  BACSE [  SUE A AR M B 0 2 AT I HE AR
1) 5 JE 5 A 26 s LA PR 05 4 66 30 i JBUA PR 07 Rk A 22l ERCAC ER)  PA 2 | AT- 228 b ARG
(100 e AN 5 JE 5 A e B A P A B 55 A 2 S P 8 B J o 256 | T2 126 L AR I 2% 7 2 AT
TEHBEUAC I 2% 55 B e 5L . —R-OR", —R™-SR*, —R"-0C (0) -R*. -R"-N(R%) ,. —R"~C(0) R*\ —R*~C(0)
OR*. —R*~C(0)N (R ,» —R"~0-R°—C (0) N (R*) ,» —R*-N(R*) C(0) OR*\ —R"-N(R*) C (0) R*. —R"-N(R®)
S(0) R (e, t 25 18 2) \-R°-S(0) , OR* ( HHp, t 24 1 88 2) AT -R-S(0) N(R), (HH, t 24
1?32) Hordr, & RO & P dE A eSS IR SR o L 5 A L A L AR R
FE VAR FR eI R T R IR O R R A, A% RO ST M Ay T e e T S e e R T A
%ﬁ%, I H R4 BAESCREW G SO A R RE, IF HERAE S A U, Bl &N BUEE A AR
T
[0042]  “N- Z83RJE7 B “N- R AR I J2 THEA£&~/{\E&B’WLFEEXE’J YRR,
F HH P AR B 20 5 7 I 05 B RO 8 I A A B b U 1 o N= 28 B2
uLXﬂD RERIE TR AT M A BUAR e SR I N- IR IESE AT SRR AH AN PR T, 1 Nk
— WRIEFE L 1 WRIEZE | 1— LM IGE (I P 5 | PDR ARk i RTIK Pt 256
[0043] “CO- IMIER B C- BRI AR B B 2 b IR B BRI
55, HF B A R I 1 2] 1 AR b RS AR B A P R R . C- 283
FEUTCL EX T A IR iR i M BUAR . 3R C— 29I 1 S B0 AR AH AN PR T, 2 Nk
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HE.2- 83— B 4- WRIE L 2- WRIEZE  2- Bl 3— Mg bk s

[0044]  “JUISELEAE” TR R ZRI AR IUEE AT, oy, RO B e SO e SEBE .
2 e P/ S| A2 N Y v o = W Rl W | e 1 P37 B /78 =
PN AL BE 40 DA B T WG e AT e SCHAT e s gl AR o Z I Ioe R [ 1 A AR 0 4
WL X AR T e SCHIAT e i g A

[0045]  “ZRJ5AL” S da AL 2-17 Mk IR 1A 1-6 A1k 5 B0 ECMBR 1) 2% = 19 3 Ut
218 JT I BRI AT A IR A o WA ST AE AT IR, 2% 05 5504 B ER VXU = RV R ER
o, Hodb, MR 2D — AN N 58 ANMATY, BRI, HAR K70 /R B A8 0K L B4 1)
(4n+2) n— AR R Fe07 AL FEF R BT IR AR 2R o 2% D7 S50 T P 1) 2% B A 28 b e 4
o WMRAFE—DNBEANRIR T, AR LR . 2807 BE il BRI 7 IE 3
DTS o I I7 A LB AR AR T, 2 F 5 (azepinyl) Y BEEE ZKFFBK
Pl 2R IR TR 1, 3— R JF AR N BRI R R R IR Ik R R RE ML 2RI [d] MEMRIE 2R
FFWE ML SR IF (b [1, 4] AR AR AR ZIF [b] [0, 4] BEMRIE 1, 4- ZRJF Bk IE T
28 FEIR AR I 2R FERE MR I | oK IF AR PR ISR AR I A IR O R IR Ik R 2 S ik
il 255 2 FF R I 2 L R O R R S L R Ry 5L (benzothiophenyl) (28 3 BEWy JF [3, 2-d]
WEIE BE T = I 2K IF [4, 6] BRMEIT [1, 2-a] Mbme 3L HEMe 3L manbk L BRI [d] mE
WE 5E.6, 7- & —5H- B I [4, 5] MEWy JF [2, 3-d] WENE FE.5, 6- T Z 2 JF [h] ndE ek
K5, 6- & A I [h] MgMkIE 6, 7- & -5H- 2K JF [6, 7] B BEIF [1, 2-c] MR IL, — K
T PR R 5« 2 W Wy T | T e L PR R I S L PR RS O[3, 2—c] mibRE 5.5, 6,7, 8,9, 10— /5
A E JF [d] mEng 5£.5,6,7,8,9, 10— 7S E 3 ¢ IF [d] mhiE2E.5,6,7,8,9,10- /N & B
S JF [d] nb e g | S R e R | DK P R | ] Bk R | Mg W R | Mgl R | S g DR L AW R L
AR IR AL g AL BRI (5, 8- MY -5, 6, 7, 8— VU SN MR IBR A | ZE g A
1,6- ZEWE M &= (1, 6-naphthyridinonyl) I8 — 3L 2- 40 A 2 3 5 R M3 H 4 2 82
5£.5,6,6a,7,8,9,10, 10a— NI [h] M MR AL | 1- ZR5E —TH- niLg 25k | wy IR 25k | Wy IR g
Bk Wy W I | TR IR ik ORI R | M i | b gt | bt AR BE Lk e 5 13, 4—d ] W g i | ke ik
MERE 3 [3, 2—d] WERE HE IERE I [3, 4-d] WEIE Jk | bk IR Ik | Wt g Tk | AR Ik | bl s 25k | v ki
T W W PR W WKL | S WS BRI | DU S BRI (5, 6, 7, 8— DU &nd mkbk 2 .5, 6, 7, 8- T & 2K
I [4, 5] WEWy IF [2, 3-d] WEmEFE .6, 7,8, 9- VUE —5H- MR I [4, 5] MEWy I [2, 3-d] WEmE
55.5,6, 7, 8- PUSMLREF [4, 5—c] MAMRIL  WREMRIL Wk — M | — Wil DU ML | — IR L WEWy
I [2, 3-d] mEmgIL WEWy JF [3, 2-d] WERE I WEWy I [2, 3—c] MEme ZERImEmy LRI, mEwy 5
(thienyl)) o BRAELEULEHAS 0 SR Ui B, RTE 2405587 B AR b s gk 1t B an 2%
P R — i sl 22 P A BT BRI b Py s ORI 05 SR ] e ik I 6 ik | i 38 L i ARE
J AR ZE L AP IE S ARIE ] BRACIE A L BUE A AT IR BRI O 2 T HL AR
(1) 5 J6 5 A 20 e B ARG PR D5 4 266 A 30l EBUA PR 0 B i A 228l ARG T i A 5 | A 228 b B ARG
R I FE e 25 A 228 b A PR A PRI | A 26t BUA R ) e A 2 o 265 A 1 b A P 2 0 25 AT
PEHBE AR 2% % BE e 3 . —R-0R", —R"-SR", —R"-0C (0) —-R*. -R"N(R") ,» —R"~C (0) R*. —R*~C (0)
OR*, -R"-C(0)N(R") ,+ —R°~0-R°=C(0)N(R%) ,» —R"-N(R") C (0) OR*, —R°-N(R*) C(0) R*, —R"-N(R?)
S(0) R*(HA, t 24 18k 2) \-R*=S(0) ,0R*(Hrh, t 24 1 8k 2) F1-R*-S(0) N(RY), (I, t 24
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12 2), Horh, 25 RESRST I S Bedt  ACRERE  IBESE AP e D7 3 D7 edE 3
He IR EEBERE A 07 R O BB, 25 RIS My B e L S e R BT
M B, H RO BB BGCRE WV ek BOW I 25 5, OF BLERAR 57 Ul ], R SRS BURCEE AR HL
FRHT

[0046]  “N- JfI75L 7RIS 20— R ERTE SRR I7 RS A, IF HILh 28 07 33
FERL RN 7 1 AR B 7y LR Rl I 2% 57 BERE P AP (1 U 1 o N 2R D7 R AT Ll b
X1 2% 57 BERL P B i A e AR A

[0047]  “C- Z%T7 3R AR A B U773k, IF AL AR 2807 B R ) 731 (1 HL AR AT
o3 bR B AR A ok 2% 5 SR I FH B SR o C— 24 D5 FE W DL b6 4% 05 S5 3L FH BTk ATk 1l
AR

[0048]  “IRI7HLLERE” JE AR —R- 287 RIS L, Hoh, RO B R UM FEEEE. 40
RIRTTEN & Rk 75, WHZ A 57 HAR M AE R T A IE R B e SR ] b o 07 B bt
P PRSI R B Gt LA T o R P SRS A o 2% 57 RE e R 1 (R0 2 57 B AT 70
AN VA LR 2% 97 R A P SCHAE R A

[0040]  fE—LLSHEJy S b, Prid b st gy Bl sz i sh s — A sl A xR
oL DAL 7 A R IR S ) AR L AR SO R A AT I S A S A A X, AR 40 08 ST AL 2 4 SO
(R)— 8¢ (S) -, s X T RIERHUE SO (D) - 80 (L) —o AR SCHER I AL & 0B 25 M e XLt
BT AR AR 0 i, IF BLERAE S A7 40 Ui B, AL S s B Z L SR i (451
i, WA B ) o IR, R IR BT al BER SRR R E AT I AR e SO 22 4iE K DL
LA AR SRR 5

[0050]  “SZARSRAAIA” 2 Fig td d AH R B &5 A B AH ) D3 AL A (BB AT AN TR) = 4S54 AL
Y, XL AN] B o RIIEZ5 18 T 25 Rl LA S F iR S R G VI HAL R “ T A 47,
xRS A FR e 3 B A ] B IR R R A A

[0051]  E— L85t /7 G, AR AL S AR SR ARAFAE . “ AR IR 24
JRF a5 LA R T ERR B 1 R B R AR U K SR AL . A
A REAR AL H AR S AL I BE B HES R A7 AR B A S A AR AL 2 . AT A TT I &
TR AR A0 T SRS FEAE N o FLAZ S AA PR IR DD L 1 e T T LA ERT 3%, AL E S )
A pHo  HAR A6 AR ) — Se S i A0 455
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KA — I da— KA

H

P e OH NH, NH
e X WY T

r"’J N fr’r H rrrf
IN\:N - Tr\ffw == YN — YN‘NH
N

H HN\ N:N'
N — A o e

— i N T

{ \[NH T IR,

[0052]  “AEREN” B“AEEIl” S F A 5 Rl (0 2 et D n] DUR AL 868 W AAN R AR, OF
FLAZH IR 48 24 F 1 B0 0 R AR I (R TE AN I AR (R T o ), “ A e b B 7 07 587
e 77 B ] DA AR W AN, I FLiZcdi i Bl A0 65 e BUAC R0 07 2 A R e B
1752
[0053]  “2yif b nl 52 i) h 7Rk E0 08 B In e 5kt BB b Bt o A ORI AR R — AR AR
HIZR AT M S W 2577 B S B A B E R A A 1 255 E&Er #$e
Ko RICPTIRA SPIRIVEIE R 2557 BT RRS2 1 # 00 2525 B2 IR I s A 22 bl #%
2 BN ik o
[0054] 2y Ln[ 32 MRtk ” e 45 R B 1 AR R PE RNy Bl P o 8 2 £, 3
FEAEY S BB E T AR A T B, I HHR 0 0 1R VIR IR B R A IR TR TR
SULIR \ SUR IR IR S5 Jo LR T i o L BLFE T A ™A LR e £ <487 4 g 07 e 0
PR SR IR R JE U BERE IR R BE B e IR B e — IR 07 5 TR I Ul IR 7 A R T PR 25 »
IF B AR QB IR - — e R TN IR ek 1R T IR B IR S oK IR T IR VIR IR B
M2 FEEE%Z FrER IR KEﬁ@& I"]?F% F‘ﬂh@& Eﬁﬁ%@z LTHIR XTE%M%E& KR, A
PR PR L AR R 3 ML PR EL #h AR #h  BE TR #h
Eﬁz CE N ’%LM@ R ﬁﬂﬂﬂg% I R 5k« — R PR
HVFREE TR %Eﬁ‘iﬁl [P
~ =

173 BRI IRV E R E SR

HERERE W PER R PR ROE TR PR PR EL . AR PR AR

MR AT IR B« R £ SRR i IR AT R IR L FLIR 3 R R R 2 I AR B TR
Th At

gL

FRERSE . 7% BB 2 SEIR ) R AnRS 2 BR £ AT R SR FLBE IR 2 ( 2 W, 91 4, Berge
S. M. 28 “Pharmaceutical Salts”Journal of Pharmaceutical Science, 66:1-19(1997),
LI 5 | BRI NS o RIS A SRS AR N ST VRN IR 7 VR AR, 8 T AT 5
T 5 R B BT 75 B R A DA™= A2 26, SR il 2 Bk Ak S W R I e 2

[0055]  “Zh PR b ]2 (KB ek E'Taf%‘éﬁi%ﬁxﬂ%*ﬂw%%@&lﬁ’]ﬁiﬁﬁ’ﬁiﬁ%m H
TEAY2E EEILE T A A G T7 B o I 26 R 2 38 1ok [ i 25 IR 0 N JE W LR sk A A Lk
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2100 245 bRl 52 ek I sk T DL 46 i B ek < A - <6 S B MR TE 1
P T TCH U B A FE AR T, 80 BF VB B B VEE VER VEEVEN VB VER IR SR . R TR L
) Eh AR ABR TR Z0 A HLA T AR Al AUl s BRI iZ CBLE R AR A7 A8 B EUAR
(RING ) s M A - A He i Jig, 9 an, S i = i — Qg = O =Tl SlER& S —
Ol 2- —REEIE CWE2- — ORI O I O B R R 2 R A =R
HERRl &R BN, N= R i RO &R W] (hydrabamine) B FHSER . &
T CFE TR N SRR A AR I SRR i T RT R (theobromine) (MRS IR
IR WRKIE \ N- LFEWRIE R RS . 20 Berge 55, [A] I

[0056]  “HESRMLIBEAL EW) 72T AR T RMEBERMEATIL E9) . R BRA &f =
IR UM R IR0 28 11 T B M R o 2 AT 1) 22 I 1) — i 2R AL S o SRS B 1) S 49
FEALTEIE S AT / BRI / g AT I S AT 2 B AT A T PR i S A AT AR B
MR M BT A BRI Z . B85ty 2, AR Bl S D R M A 5 R
T (B, HEEE) .

[0057]  ASCAEFH I “IB97 7 BRI B U B TEE T AEAR SO R DUE il A X e
Rt 2FRH TR BEREEAR TRIT s / 8l s kb a s 8O 77 45 BRI k. “1A
7 s b7 R FRAE IEAE IR T WV TR T B B3 . [RIFEHL, YA T 2 Ak 2 18 I 5 ¥ e e AR
IR — i 22 o A2 R AP DR )V B S R SR TR, AT A A B B AR B, BT X
BEIREZ A IERITE . 2 TR kb, n] LK Irdk 459t T B R R ks 2
Pi I PR DU PR R, B AR 9 () — s 22 i AL B IR K SR, RIS AT B8 38 WA 0 1%
PIm R 2 W

[0058]  “Hi2y” S FRAE A T A N BOGE kv ) o il AT DL A R A SCHGR I A0 A &
WAL G, BRIk, RTE “argy” By bl A E e G marik. YiH T
ZARE W, J 25 0] DO s R, (R AR AR WA g A& 9, a0, Sl i K g . AT Zhidk
EEE AR LB AR N BB R TE A S A B IR BB A (S0, 1,
Bundgard, H. , Design of Prodrugs (1985), pp. 7-9, 21-24 (Elsevier, Amsterdam)) »

[0059] 7F Higuchi,T. % ,”Pro drugs as Novel Delivery Systems, “A.
C.S. Symposium Series, Vol. 14 1 Bioreversible Carriers in Drug Design, ed. Edward
B. Roche, American Pharmaceutical Association and Pergamon Press, 1987 Hiij$2fit T
XTI IR, Al A B 5 - IIF AR

[0060]  ARTE“HIZY” B AL AR AN BEG BAE, KX P AT 255 T FLah ) 2 ik
TN ZBARTE AR RO AL G4 o AR ST ) AL S ) B RT 25 7] LA R il 45 - DLXFE
—Fi7 B A TG AL S B RE I 207 AT A ZAE b B o IR R B (R R
BN RHATE AL G . AT R R A BGREE S B TR B
WE, RS A S V) ) A 24t T LB ) 52 I S 12k 28, DT 43 Sl T 1l 5
FREL Ui A B B . AT R SE AR EARR T WAL S T R U E RERT &
RIS TR R AN 25 IR R T AV 55

[0061] 4R &S AHIC PR B BEAR MR AR 36 [ 52 i 21 1000 J7 22 1500 J7 4, 7 H'e & e tt 2
N R BT E 25 R o AMD 520 o SO oe , I3 SO0 5 o S 40 A R B i e, (R 3
BE) Bk, BB LI WS T IR A . A LUV B S L 2 90 %6 AR S
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AHORPE BB ME BB 2 W o T . 1% VR BY AT IR 2545 (geographic atrophy)
(T2 AMD FREIR A ) SRR E R K. Py KRG AL AMD 1 8 #pE A
FFERTT I AMD R ERREL TR K — B ). AMD WA DI IR IR ANEE . T AMD R HH 5
T DR R 0 3% b R R (R UTE A R I s DAL AR K 2 A A AR i 5 | o ARV 28 AMD o, B
(R AEAR I T ARG, TE ORI A 2R, I, IR IR A o T R0 o ] e 7 s 452 4% 5
MITTAE A AL BE = A B X

[0062] X T4 K 2 £ A T B S B AR 1 1) 8, DR A W I 06T« BRI 85
PEAR M L TR AR T B I 1R A, I DA 1R BRAE ST 2R AMD (195 0 3 i YR T M I A
g 7Y AMD B, I HOAT BRARIR AL AMD 1 A5 5 6

[o083] X BRIy T Wk MR B 5 HUMR K 2% oo A 0 R 4 T
AMD PRI —FR1E . TEBEBE AL I B (A 3% b R 1 “ B pgle "SRR 7 IR T 0 S A2 AMD IE
TER IS — MR, J5 P IRALHS « E4 AN R B, LA ARG 300 491 o, 2040 o v ot R
BRI ) I X S A DE ) D5 0/ B0RT REAF A (0 IURR

[0064]  AN[EITE A KB A B BB AR E ] Re oy RAEERUE R B o M T H e
T4 P R 2= A 18 1 B R A R R s e RS TR

[0065]  FFOGHR & HISRFIR 5 RS ZAR AT MERL BT 2 2% (R TRAE R ) 1 — 28950 (R S
PEARTE . SR AH R P B8 T B0 OGIR 2 W i B BIPm 2R . AEse [, il v 220
TNEHF IR, 25 120, 000 1] 25 BT AT U R T30 Ol o 78 A, IR S 3, 4 400
JIRE I 536 E R HAAHE, fE 5 ER/r 2 07 8 2007, I EOGIR 518 42
2 B i R AL o A A T O HIR N S B R B AT TR A D T E A2
[00661 5 JHE rb AL AR T FRREAT P 2 2R 0 H AL I A R b 220 Al LR PR T 5 1R Y o A
7 G0 M RN I b K e 8 2R A BB s 220t . FOGIREH A IR N ST . H AT
TBIT G AT FH PR ARAR Y S (R 24540 s SR, PRI IR P Hs 1 25 B 0 92 AN 2 DAAY) IS 25 1
HERE o PRERTT G MO R XS Hs U I LR 7R AR P s PRAIC AT 28 52 AR AR M o 82 3] 1E 55 AR
s P i G L P 490 5 R 8 0, R A9 3 P A0 B LS R IR Y Hs T i R A7 0 o 274 4 i
. H AT EOGHR 25 AE YT R P, 1A P77 AR T8 26 Aot 224 48 ) 728 2 2 TG R o
[0067]  HUT IFRIE $E7R, T GHR & — Rl 2 A0 PE s, B 1 R S5 2 b 52 i 400 X i b 26
CAA, B AL T ik 388 PR ] 2K S g B 0P < R o L P00 Do IR Ao 2 i 0 A 17 1) Ji Ao
227G HLARPIL WA 22 00 5 R R MR DA R AN 2 T PR — 87, {FL & A0 190 I 4 2 P i i 2
RGN RBEA 7, F TRk BOGRA E 5 .

[0068] [ /R KUFERIE (AD) Ay &4F N dse i W oR SR8 o i ARhE Ay 7™ B o) N AT H
WIS B B RE T iR D B R A o AR 36 [ BR) R K g EROR e ie B0PU T N o R R R
X Z AN B A D e 2 D0 B B R M DX s b (R AP e M ) 32 2% . H RTRT DASRAS ) 259 e
B FEAH XA PR 1) — BN TR) Y 224 AD SR, (ER b %A 29 BE VA I 25 B 58 245 1k
FPIHRE I IEAT TR o IR I IT RN, £F AD B, S 4 o0 sl i 40 40 it 1 o 40 i o
0 B AT BEAT TEBRRG, (HA2 AD FIRR ERITAR AR 0. A AD BIAMARALLT BAA S s i) i YRR FaE
WA M B TR AR M 1R R 265 2 BT ML AR K T PRy 38 26 22 A2 M 9797 T e A7 AEARBLR R i AL
P, (&0 Giasson 2, Free Radic.Biol. Med. 32:1264-75(2002) ;Johnson %%, Proc. Natl.
Acad. Sci. USA 99:11830-35(2002) ;Dentchev 2%, Mol. Vis. 9:184-90(2003)) »
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[0069]  FHZE UL M AL T A I LU (1) 3 B A2 (W Atk o S8R IR 2, L8 R I REAS 3R i
et RS R e @ S Py el R e M N EAE Rt | s e | B v s A € d S G
A R AU R AT DU 3897 1A 48 & AL EE Hh LA 2 41 B A0 T o 2 B liAH K R R 1)
T 22 A0 0 2 5 R0 RE R 2 540
[0070] TR HEZH A B BOG 40 Mo b, D6+ 1 R 6T 30 11— X — 0 A0 8 28 AR 6 [ 1) 4
B 2 - R B FE ) S A A AR O AR B 2 AR B AR AR IC . X P O B ) AL i
RME AW RN, Ja & Hm | R E G A R N AE (Filipek 5%, Annu.
Rev. Physiol. 65:851-79 (2003)) . 1 t& 3% 1Y 7 A= 7% B2 AL €8 A 70 18 AR 0 B0 s i (1
) PRI R A A 1A 1= K - M % (S W, B W, McBee %, Prog. Retin. Eye
Res. 20:469-52(2001)) o 5 5%, A& (2 A AR a5 11 PR ORE T8 HE 5 I 78 6 8652 25 v 49 400 3 1 It
AR R A R AL B B AE R 9 M i AR (retinosomes) [ F 41 g 45 #4) o LAS
7P TR 0 R B 1 TR X B il 3R AR 4RI AL M L (B 2% b 2 (RPE) A (Imanishi %, J. Cell
Biol. 164:373-87(2004)) ,
[0071] 7€ #7545 7 (Allikmets 25, Nat. Genet. 15:236-46 (1997)) ( — Fli 55 75 24 &
I ABCR #5ia K ih (1 588 A R I ) 1, A i SO o B B SR T DL B IR 48 T £
# (A2E) WIJE AL, A2E XA EE 25 b 5 40 Mo LA 25 PR 5 5 SOab AT M A0 0 AR i, PR i 3
L G 1 38 2k (Mata %% | Proc. Natl. Acad. Sci. USA 97:7154-59 (2000) ;Weng %% , Cell
08:13-23(1999)) . .4 2% J& FIl P B 2 Jid S0 A 13- =X —RA ( 57 4E A %, Accutane®,
Roche) IFMHIFGTT 38 154 W] el 1Bk 4 A2E T Rt HnT 5 B 4 1E 5 M0 B4R
PR T (Radu 25, Proc. Natl. Acad. Sci. USA 100:4742-47 (2003)) . 13- iz, —RA
Oz FHSRE P 11— M= -RDH J 2% 11- WX — ML s 1 & il (Law 5, Biochem. Biophys.
Res. Commun. 161:825-9 (1989)) , {HJ& & Wi L x5 B B B ESE. A A$&H, 13-
3 -RA 1813 55 RPE6S (— Pl H i A 1) = A4k I R 1 5 0 W B ) &5 A 3B 1k
0 [ AR I AE B (Gollapalli 2§, Proc. Natl. Acad. Sci. USA 101:10030-35(2004)) »
Gollapalli Z3iE, 13— MK —RA BHWT T A2E HITE I, FF HAZ R Rl A T7 AT LAP0 I B 4 TR
B, AN SR 73 IR 9 B A W RH DG T B AR 1 (3K P P 48 5 1R O i € 22 A G 1)
A R FRAT 5% ) AP AT I UG I 1) o AR 5 FLIT 240 3 R A O R A A4 1
AR AR RE S B ™ Y 5 RIE R E PG A2 (S0, 40, Van Hooser % , J. Biol.
Chem. 277:19173-82(2002) ;Woodruff 2  Nat. Genet. 35: 158-164(2003)) . ARETE KA
] DL EOHAT A X AR P I HLT DL A2 R FIMA e R P 2B (LCA) IR A, LCA
— Rl O 2 A A AR B LI IR AR

BRI 24 G RT 2D &)
[0072]  ARSCHER T HPHI AN S B A 0 S A D BRI U B A L AT A A &4« X 28
G PR 5 IX LAk A ) B AL -G mT T 00 A D0 I 4 e 0 7 B 1 e A0 1Y S 4
FIAEIE o A SCHTIA BIAL A0 IR I RT3 7 MR RME I R IE , A0 F5 A0 P IS0 AU IiE , 191 4
SRS AH DG B AR M R B IR o
[0073]  — ST SRR T 20 (A) 1AL Gk BAR S AR A SEAR SR AR AR TLART R ) A
B 255 BTS2 I KA Eh B N- Ak -

34



CN 104703598 A OB B 20/124 T

R' RR® R®
A(A)

o,

HALE 1, 3- “HUCHIZLH

GH -X-Y;

X&EH -0-CR) - -0-C(=0)-. -SCR),~ -S0)-CER") ,~. -S(0),~CR),~ -
S0, (NR”) =, - NR™-C(R"),~. - NR™-C( = 0)-. -NR*-S(0),~. ~C(R"),~C(R),~. -C( =
0)-CR)y= ~-CR),C(=0)-. -CR) =CR)-.C=C-. -C(=0-NR)-. -C(=
0)-0-. - C(R"),~0- FI - C(R") ,~\NR’-;

Y 3k B CoCoalt BRI IR VIR IR FL e 2  JR ARS8 I IR I e 2 L 07 R BT B2

RUFI R * 4% A AT HIE A4 3% e 2 AR —OR ° -NRYR" sl B PR3 sl R VR R
TERCERARTE A s 8 (TR, RORI R *— ST j B e ABR (R XUBE s sl (T kb, R VR RP— k2
TR LR, HL RO R (i e b LA AR =

RPAIR % BT HEE BAL 3 C,—ColbedE ARBE IR —OR " -NR “R"; sl RPFIR®
— B AR

R R °% AT M B BESE I3 IRUE IS 05 25 207 5 VIR S Bl C- &R ) 2
AL B RO R RS B ATE B AR T — R TR U PR JE sl 4 A2 5835 R ORI R *— L
JO 2 5 5

R7AIT R °#% H ST Mk B & Be s IRIAFE . —C (= 0)R °LSO,R".CO,REY, SO ,NR'R" ; 5k &
RUAT R A EATER M EUR T — R B R N- 85

25 RIS S Bobe it

5 RUORIR " ST Ml 2k B & e SR Bk PR AR J¥ IR JEL -C(= 0)R "\ SO,R". COR"BX
SONR'R' 5k # R "F1 R A S S ER W EUR TR N- J4 R 5 HL

25 REMST IR B BEEE AP I TR JF Ik DT EIE IR L A 0T FE B
[0074] X TAEAT R A St 77 5, BRI 1L B P 91 HE IR BT 4 o 49, 7 — 25K
77 S P T () LA YL B e A AR ST AR R A A LA e AR B L 25 BT
B2 ISR K G B N- A, A A 5 H -

35



CN 104703598 A OB B 21/124 1

: 5 S 8] ©]
1@5 ,a(@\ﬁ | gﬁ/\? ‘2(4}% %&5 | ‘g[%\f ,

s

Fo VNS s U s VIS S VI« W« §

A AP AP AP AN AN
N RY R
/3\ ; {

E/Q § N N 0 N-O N-O 5
29 RN E[N i | EIAN . | c,%//\/\; , L{KN/%; |

NV [ S Y v e T
ﬁ% / %z N

E/Q\Nkéé , 29 ; LiLL/QT\‘I/)\gS , E?Zl/%cg ; éB 1 %{Q\ 5 ;
[0075] Gty 4R A T3 (A) WAk & sliH BLAR S Al A4 STAR SRR A LA A
RERIL 2% Bl 332 BV I R &4 ER B N- Ak, Foh IR A B E -

36



CN 104703598 A OB B 922/124 T

R14 R14 RQ R14 R14 R9 RQ
m JN\?\ p\ R14 R14 r\;l N
T B e e B IN T
29 , R14 , R4 J\ é\; .y /S>\§ , /Sli‘\ ,
R14 s—l\\l R4 1 R4 O—P;l
S “LQL N ; 8] % S ;
%\;&5 , J\ﬁ , %*iﬁ Ay )\5 NS ﬁ% ,
R14 N-8 R9 R14 R4 R? R14 N-Q
Vs (A~ I N0 J’\/N
/ s / ks ¢
‘%/(N)\g , /ﬁﬁ , %’/k&«’? , % /)\5’? ?/(N)\ﬁ : R4
R4 14 RY RY  RY O R Rru# O
B R/f”ﬁ NN M; s B
E/&N f % N)\‘ﬁ %&)\5 % //S\\ < E f o Y 5
&9 3 ng 2 R14 ¥ ©0 ¥ R14 %‘:’ R14 3

HA RS B 4L 3R OR * Bk AR .
[0076] Sty S8R0t T3 (A) AL S W s B AR A R L SEAR SR A AR L AR S A4
PRECEL 255 L n 3 AL K G4 s N- %&W@ HAPEHAILEH -

e Nz== i
z{NQ\f , %{:\i}; | L&/N\)\f ﬁ/\
!\l—— !\l:N /':N [\]:N
T e FEE S BRe

e =N
f@Nt? , 2@“\5 , @J\/N\f a/’:\N\é

N N= N=N
A A A A

0077] 55— %E@ﬁw%ﬂi@Tiﬁ o a@w/a\%gzﬁt@%%mMszﬂs%mxmu%m
FRBRILZ52 TR (AR K A HhER N- LA, JEHER A 2 -

37



CN 104703598 A OB B 23/124 T

R14 R14 R14 R14
— Nz \r:N R14 R14
I i /
o N 7~ /N;;\ﬁ «:/N\%g =
% % 7% P
R14 , R14 , R4 y ‘N E
R’14
R14 _ﬁ[\! R14 N=N
Nm o
N $ , R4 NG $ R14
R4 RM R14
== R14 Nz R4 RM
N I’” L
R14 ;B \N’N\; , R4 L% \N/N\g ,
N7
E/\(
*{L N‘§ R4 -

HA RS B4 3 OR Fﬁéiﬁkﬁﬁ*ﬁ%
[0078] Aty SR A T (A) AL S W s I AR A R SEAR SR A AR U AR S A
PR 2525 B R 32 RAEY)  R G sh s N=- S84, Ferp 3R A SR

N N7 N AN N7
4;%,%;Lﬂkklf,¥;¥,%;%

£ N«

/N “" N N ’/N . N N 2NN
| | _
%£9$,¥;&%a\ s e

N///\‘N
e EANJ\;‘E :
[0079]  Jy—ANSEHE T AL T () WA Y e B AR B A AR ST AR R AR LA A
PRER L2 E AT B MM K &) Bhel N AL 4, FEARBF A JE 1

38



CN 104703598 A OB B 24/124 T

R14 R14 R14

R‘IY/IR“M O‘N R’I4 R14 /(? R’I4 R14 z N'O
| |
SR ﬁ’ BN e" BN
R14
L%/\ )\
R14
R14 R4 R1f NQ\N R4 N
1 '
gl; 5O VNG ¥
R']4 R14

HA RS B 4L 03 OR * Bk g AR b .
[o0s80] Sty SR T (A) WAL E W s I AR A R SEAR SR A AR LA S A
R 2557 BRI R G Eh s N- AL, iRt A IEH -

Se —Se
“‘{@5 %Q\ﬁ o 2/&/\5 o

Se
[0081] 5 — sy S 424t 720 (A) b &Yt 548 e fa AR S AR S 4k LA = A4
(R H 225 TR R K A bl N- B, PR A B

R14 R14 R14 R14
R14 R14 S { i S R4 R4 P §
Thy o e g e aﬁ/\ﬁ
% $ , R14 , R L TN ‘5 , R14

14

“© 8
R4 RM™ R R“ R@# R
N N
ot A3y
FE T ‘5
RQ ; R14 Fa R14

[o082] STy SRt T (A) ML AW sl B AR S A AR L SEAR SR A A4 L AR S A
PRECH 255 BRI R G0 Eh B N- S840, P 3R A B -

39



CN 104703598 A OB B 95/124 T

R4 R14 R14 R14 N-O
\)\ o LA
EA& I S < e I )\; | EIN//\; | L{*"J\Rfs |
R4 S*l\\l ; R4 R14 R14 9"\\1 ;
S X O R
SIS AN & VY s VIIN & U S 48
R4 R14 R?
R14 N-S RS RM N- N N=N
Y Ay Nl I by A
\ TN I ¢
“‘a/k )\5 S R9 o /KR&‘\

[0083]  Jj— A4Sty &4t 73 (W) E’J%"%&ﬁﬁ’}%#ﬁ% SEARSFER R LA 744
PR 255 BRI R G sh B N=- 840, Ferp 3R A JEH

T I e B e e e e VA T

RY N—N RY
N*N ?i/QN)\; I\IIfN’
L%/L\N)\; : RS e %/QN/)\SS .
[0084] i — ANty At T (A) B AW Ek L BT MR S AR SR AR LA F A
fﬂSﬁE%%LT%EE’JW?‘M{% 7J<A% el N- F A4, EEPHAiz‘iE

j\)i R14 R14 _R% RY__
g '?71 “a N F

[oo8s]  Jj—A>SEti Ty &AMt T X (A) B‘Jﬂé’a‘%@iﬁE’E#MfZI&LfZIS#*’AJTZISJLﬁj‘%@
PRECHE 255 BRI R G0 Eh B N=- S840, P 3R A B

8§
Ay A L A

[0086] X T AEAnT K AT Si i /7 5, BRI B P 81t AR [T 1 1 5 o 810, £ — 285
7 g, PR T A () A GBI AR AR SLAR SR AR LA SR A R B 252 ]
B S BETA KE )  Sh BN A, IR A Dl

a@w”

[0087] A St 7 RARAE T X (A) FOML A BRI 148 5 M P S p SR L A Rk
PREREL 252 F TR VAL K A SR e N- B4R, JER R A -

40



CN 104703598 A OB B 26,124 T1

S
\
‘&{Q\f
fooss] 55— SEE ARIE T A () AL ArHUs I TLA S P A SR LT S
PRS2 AT B IBEAMLAD K A0 SR N- SUILA, JEER A G

AN

S

[0088] 5y —NSHE T FARE TR (A) MIH A4 I A8 5 fh S o SR K LTS 4
PRBIL 2% E TR VALY K &40 255 N A, SRR A -
)
A~
[0090] 55— /NS 7 FHRAE T Ak (A) [MOH A4t 38 S fh o SR K LTS 4
PREIL 2% E TR IR K &40 25 N A, SRR A

i(@\?

00911 J5—ANSZiti 7 RARME T 28 (A) HOML A BRI 1 48 5 P S p S L A B4
PRBRIL 252 F T VAL K A BB N- AL, JEHR R A -

(@)
g/@\i
[0002] 5 —AsEl 7 Rt T L (A) B S AR SRR ST AR SR AR LA
PRS2 1 AT B ALY K A Eh N- S0, R A ) -

Z

o |
WONTY
[0093] sy RO T X (A) B A s I BLAR SR AR ST AR AR AR L AR A
PRE 227 T2 KIS ) K &40 < R sl N- 8408, L3R A O -
NT |
NN
[0094] 5 —ANsjta 7y AL T X (D) WAL &Y B BAR SR AR SR TR AR LA S
KRB 2527 BT 2 S K &) < 28 N- 8408, o3k A O -

|
NN
[0095] NSzt 7 RARAE T X (A) HOML A PERIE 1 48 5 P S p SR L A Rk
PRERIL 252 F T VAL K A SR ER N AL, JEHR R A -



CN 104703598 A OB B 27/124 T

[0096] X T-ARAAT B BTy St 77 5, BRI B I 91 HE R A QSR T I 8 o 49 2, 7 — 2B 5
W77, 2 T () IS Vs AR S A SR R R A U S A AR e 2 5 BT
P2 I FA K G Bh B N- 840, Forb Y Db i IR R B IR I
[0007]  Fj—ANScii 7y 4t T 5K () WA AP E L B SR AR AR SR R LA A
RER L2525 B2 A KA Bh sk N- S84k, b Y Bt i R R s A 2
[0098]  Jj— NSy At T () WAL A Y EIL BAR SR AR LA SR R LA A
PRERIL 252 T2 VR K4 Eh s N- 4k, Hoh Y 25 - CR) RY) R™) 5

RYH R % ARk B4 C —Coottt i ARBURAUbEEE s B

RHI R RIS S A &R Bk — T ik PR IR B 2 A5 5 HL

R'IE B4 Bk e A IS R I L AR BUR AR e S
[0099] 5 — NSl 7 4R T 5K () Mtk AW E L TR SRk AR SR R LA A
PRER L 252 T B2 IR AL KA h sk N- S840, JLrp RYOFI R VR S AT E RNk
JR AT bk PR L B A
[0100] 55— NSl 7 4Rt T 5K () Wb AP EIL TR Rk AR SRR LA A
PRek L 255 T B2 IR AL KB4 h sk N- S840, JLrp R R VRS B AT E B Kk
— RN T RS R O IR PRI sl 5, H RPN A SR
[0101] S — sl 7 42t 75K () Wik AW E B Rk Sr AR R ok LA 744
PReR L2525 T B2 RS KB h ek N- 8404, JLrp R R VRS B A E B KBk
—RTE RN I O A B, B R AR BRI .
[0102]  Fj— NS 7 4t T 5K () Wik AP EL B R AR AR A R LA A4
ek H 2 2% 1T 82 IV FAL Y K G4 R 8 N- A, A RFI RV BT g
C—Co bt s H R ® h & R R B A 5
[0103] 5 — NSty R4t T () A A WL B A8 R S AR A A LA S
P PRI 25 2% BT B 2 S FA K &4 3 s N- B, A X B H - 0-C (R, -
S(0),~C(R%),—+ - S0,(NR") -, - NR™-C(R®) ,—. - NR’-C( = 0)- fll - NR*-S(0),—
[0104] 55— sl 7 420t T 50 () Mt & el Il B8 SRk AR SR ok LA S5 44
ek H 252 BT B2 M FI A K G shal N- e, Hp Xk H - CRY),CRY), -
CR) =CR)-.-C=C -C(=0-NR)-. -C[R),~0-F1 - C(R’),~NR"~,
[0105] 5 — NSl 7 4t 750 () Wik AW al Il TR SRk e AR SR ok LA 44
R 252 ERT 2 IS K& ek N- e, Hh X B - 0-C(R?),- 8k -
CRY,CRY,-.
[0106] 5y — NSl 7 4R T 5K () Wik AP E TR SRR AR SRR LA A
PRER L 25% LRI Bes2 s AL K &9 3t sk N- Edkd, X - C(R) ,C(R), - &
[0107] S — sl 7 42t 75K () Wb AW E B Rk AR R ok LA 744
PRI 252% TR SZ IR K& Sl N- k), Hih X O - 0-C(RY) .-
[0108] X TARAAT B BT St 77 58, BRIk B I 91 KA QSR T I 8 o 491 2, 7 — 25
W7, B2 T () IS Y AR S A SR SR R A LA S A AR e 2 5 T
B2 (VBRI K G4 s N- 840, Hodb RO R ‘B N A
[0100] 5 — NS 7 42t 75K () Wi AP EdL B R Ak AR A R LA 44

42



CN 104703598 A OB B 28/124 T

B 2525 BT ML) KA #h B N- AL, Horh ROFI R “BIh &

[or10] Gy —ANSEitir SRt 17X (A) BA-S W el I B A AR ST AR A AR LR S

PRERIL 252 LT 852 RV K G4 Sk N- S84k, Hodh R RS RO R 4 0 &L
o111] Sy —ASEiti7 SRt 17X (A) 8-S el B SR AR ST AR A AR L AR S

PRE L2 BT RS2 R KA B ek N- S, Joh RURT RPN AL

[o112] Gy — NSt 7 SRt 17X (A) 8-S W sl B Ry AR ST AR AR L AR S

PRER L 252 Rz IR K A4 h sk N- E 4k, Hop RUASH. R —OH,

[01138] S ASEiti )y R4t 17X (A) Bb-E eI 52 A 4k L AR A 4R LA 744

PRER L 252 bR BSZ IR K A4 SRk N- 840, FoAh RURT R >— 2 T AR IS T
[o114] 55— ASEitir &4t 17X (A) -G elid 528 A Ak L AR A 4R LA 3 4

PR 2525 BT RS2 ST KA ) h B N- Ak, Horb R7FD R P &AL

[o115]  Sj— ALty &4t 17X (A) Bb-S W elid 5 AR s AR L AR A AR LA S

PRk 252 E T RS2 IR K& Eh s N- S48, o ROAEH R C(= 0)R P

g}, CO,R™,

[o116] Gy — ALty R4t 17X (A) BAb-S eI AR AR ST AR A AR LA

R 2525 BTS2 ST KA ) R B N- Ak, Horh Rk

[0117] 53— ALt 7y 44t 720 () WAk & 4 sl B AR S A6 44 L 374K S A 4L L ART S+

Koy R B L 25 2 BT 52 (R K& ) H el N- SR A, o RGO RPELR PN
RO R O

w07 TR,

[0118]  ZEULH ERI L L X T8 MR HIA ARG FEREANUHH, K F
e SCHUAREE F AT RN G288, AR SRR 2 (W3 4 AL 540«
[0119] S T ARArT S I St 77 58 AR B 41 HH R AR S BT I 4R o it , 8 — 285
i =, 3R 4E T () ik S YL B R OR SRS R A LA SR PR e L 252 ]
B2 I KA Ehak N- A, Ho

Y -CR®) R R®) ;

RHI R 45 ATk B AL € —Cphidit kiR mAREESEE ;88 R R R TR S B4
Ik SR T — T B A I B A A

REE B & B dE pE A . B, MAC MM EXE A -0CRY -8 -
C(R),~CR"), - ; H

AR

“«(@\5

[0120] s 7 SRR T X (0) WIS ali L BAR SR A L ST AR AR AR LA A
TREH: 252 Bl B2 (MM K G4 BB N- 4k, b Y O - CR') R (R™)
RFI R "% AL B AL C—Cpkids AR mAREE S ;88 R R R TR S e 413
B2 IR — T AR PR L Bk A A
R H A s eI R AR B R A S

43



CN 104703598 A in P 29/124 T
X#®EH -0-CR),- 8 -CR),CR),- ;H

HAN
“«;@\5

0121 33— NS ZARE T 28 (A) FAb Al A 530 s ST S A 1 LA 54
(RERIC2G2 TR ORI KA Bk N- UL, 30 Y 2 - CR'S) RY) R™)

RIF R 746 1A ST H o [0 C —Cooids RS ACERE (3 R A R R 5 A %
BRIBE T RS S A3

RIS 40 B e R s AR

XiEH -0-CR),~mk -CR"),CR), - ; H

AR
5{[}5

[0122] A seii 7 R R4E T R (0) LS ai L B AR SR A L ST AR A A LA A
TREH 228 Bl B2 (MM K G4 BB N- Bk, b Y O - CR') R (R™)

RFI R "% ATk B € —Cpkids ARk mAREE S ;8 R R R TR S e 413
B2 IR — T R PR Bk A A

R H A s eI R AR R A S

X#EH -0-CR),- 8 -CR),CR), - s H

AN

o
[0123] 55—ty R4 T 3 (0) AL G s B A SR A R L S AR SR A AR LA S 44
PR 2% bR ORI K G B N- e, Hoh Y 25 - cR™) R R™) 5
RYHI R FARSr I HA C,—Cpbidk i RECRAUBEEE ;8 R ORI R RIS e A&
PR T BRI R IA L
R HZ e s o Rk A BR A
XEH -0-CR),~ 8 -CR),CR),- ;H

R AN
z;@\?

[0124] 5 seii 7 SRR T R (0) B S el B AR S0 A L ST AR AR A LA A
TREH: 252 Bl 2 (MM K G4 Eh B N- 84k, b Y O - CR™) R (R™)

RFI R "% AL B € —Cpfids ARk mAREE S ;88 R R R TR S B4
B2 IR — T R PR R B A A

R H A s eI R AR R A S

X#EH -0-CR),~ 8k - CR),CR), - s H

44



CN 104703598 A OB B 30/124 T

HAR
g/@\?

[0125] 55—ty R0 T3 (0) AL S sl B A A AR L SEAR SR A AR LA S 44
PR 2% bR ORI K G B N- e, b Y 2 - cR™) R R™) 5

RUHI R ARSI HA C,—Cpbtd . i REURAUbEEE ;8 R ORI R RIS e A1
PRI BRI SRR

R FZ e dE U Rk A B A

X#EH -0-CR),~ 8 -CR),CR),- ;H

A

[0126] 55— sl 7 424 T X () Mtk S Edt B S MR ST AR SRR L S5 A4
TRERH 2452 bl 352 VAL K G B N- E Ak, Hoh Y 5 - CR') R') R'™) ;

RUHIR 745 ARSI IE B C —Co etk i RBRARPEEE ;83 R R R RIS E413E
FLIB A AR PR B A

RUTE B A Btk e R R

XiEH -0-CR),~8 -CR),~C®), - ;H

AN

N7 |
TN

[0127]  S— sy 424 T R (W) b S eIl BAR SRR ST AR SRR LA S5 A4
TREH 22 bl 52 (KA IR K G S N- Bk, Hih Y 2 - CR™) R'™) R™) ;

RUHIR 4% EARSTHIE A € —Cukedit s SR CREEE sl R ORI R RIS EA1E
FLRR — 2 TR AR P B A A2

RUSTE H A Ktk eIt RS | g AR RSt

XiEH -0-CR),~8 -CR),~C®),- ;H

WA

N

¢k

N | y

[0128] 5 suii 7 R RAE T R (A) B S sl BAR S0 A L ST AR AR A LA A
TREH 252 Bl B2 (MM K G4 Eh B N- 4k, b Y O - CR™) R (R™)

RFI R "% ATk B € —Cpfids ARk mAREE S ;8 R R R TR S B4
B2 IR — T R PR JE Bk A A

R H A s eI R AR A S

X#EH -0-CR),~ 8 -CR),CR), - s H

HAR

45



w P 31/124 T
=
E i s
[0120]  Xof TR AaT B Ty St 77 5, BRI 1k B I 91 HE R A QSR T I - 8 o 49 2, £ — 285K
W77 g, 3t T 0 (A) A S YL B S A A STAR R A A LA e i A s 25 ]
2RI KA W) Eh B N- Ak, Ho
RUME, R*A - OH, R\ RVRFI R ¥ HA
YR -CR®) R R®) ;
RFI R4 AT A& C—Co Bt i ARBURAREEIE 8 R ORI R "R S e A1&
FE (B — RS T i AR R B A
R'TE F &0 i Ak R s A B R 3
XiEH -0-CR),~8k -CR),CR®),- ;H

CN 104703598 A

FRA Y .
S
w{@\?
[0130] 53— ANYHET RARME T R (A KAk AR T A8 S s S A P L AT A

R 252 BRI K &4 Ehek N- 408, Hor,

RME, R*A - OH, R\ RVRFI R B AHA ;

Y2 -CR® R R®) ;

RFI R & AT HE C—C bt s ARBURANLE IS 8% R R R "R 5 &%
FE B — S T i Ak B A

RYIE F & s A IR R | g AR B RS

X%EH -0-CR),- 8k -CR),~CR),- ;H

AR

N

[0131] A —ANSEiliy 4L T X (A) ML AW et 528 30 ok SR S F A LA S 44
R 2525 B2 S K& 40 Ehak N- 404, o,

RUME, RZA - OH, RERLRFI R BINE

Y -CR®) R R®) ;

RFI R AT HIE HEL C,—C bt s RBmANLE IS 8 R ORI R "R 52 41&
B2 IR — T AR PR 2 Bk A A

R'TE H &1 i A IR R A E R 3L

X#EH -0-CR),- 3 -CR),CR®), - ;H

AR
\
%:Qf
[0132] S — s 7 20 T () Btk &4 eIt 5 A4S S A 4R AR SRR LA S )

46



CN 104703598 A OB B 32/124 T

e 25 ERT B Vs LA K& Bhsl N- Sy, Hor,

RUMEL RPN - OH, R®RURPFI R BN A

YR -CR®) R R®) ;

RFI R "% BT HhE B C—Cpfids A RAREE S ;8 R R R TR 5 e A0
FE B — S T B A Fk B AL

RYHE H & B gk eI RS L i AR BORA R

XiEH -0-CR),~ 8k -CR),~C®),- ;H

WAN

O .

[0133] S — sl 7 4t 750 (A Wtk AW EdL TR SRk Sr R SR ok LA 544
B 255 F Rz S KG9 EhEk N- s, Ho,

RUME, RPN - OH, R R RHI R BINE

YR -CR®) R R®) ;

RFI R AT HAL C,—C bt s ARBUR AN 8 R ORI R "R 52 411&
FL TR LT B R B A2

RYHE B & Fedk e I R AR B A U

XEH -0-CR),~ 8k -CR),CR),- ;A

A -
g/@\é’

[0134]  J—ASE T et 73X () Wb & W s B AR e i A 7 AR S R AR L ART 7 A
ALy BRI 2 B K &4 Thek N- 4k d, Hor,

RUME, R*A - OH, R\ RVRFI R ¥ HA

YR -CR®) R R®) ;

RFI R4 AT A& C—Co Bt i ARBURAREEIE 8% R ORI R "R S e A1&
FE (B — R TE i AR R B

R'HE F &0 i e Ak R AR B 3

XiEH -0-CR),~ 8k -CR"),C®),- ;H

IAH
*{@\é’

[0135]  Jy—ANSEhE s 8 T () W& e B AR g Ak 7 AR R AR LA A
RBL 252 B2 IS K& 4 Thak N- 44, Horp,
RUME,R*A - OH, R\ RVRFI R B HA ;
Y2 -CR®) R R®) ;
RFI R & AT HE C—Co bt s ARBUARLE IS 8% R R R "R 52 411&
FE BRSSP FE B
47



CN 104703598 A OB B 33/124 T

RYIE B & Bt o S R | AR BRI AE
X®EH -0-CR),- 8 -CR),CR),- ;H
WA

[0136] S ASEiti 7y R4t 7K (A) AW eI BAR A AR L AR A AR LA
R 2% BRI K &40 Ehak N- 4408, Hor,

RUME, R*A - OH, R\ R*.R°FI R ¥ HA ;

Y -CR®) R R®) ;

RFTR "% BRI HIE B, C—Co bttt iARBURARLE 2 ;838 R ORI R "R B4 1%E
FE B — L T i PR FE B A

R'IE B & Bk e IS R I L AR BURAR eSS

XiEH -0-CR),~ 5k -CR’),CR®),- ;H

AR

N7 |
NN

[0137]  J— ALy 8t 7K () W& W s B A7 s i A 7 AR A AR LA 4
R BRI B K &4 Thek N- 48, Horp,

RUMEL RPN - OH, R R RPFI R BN A

Y2 -CR® R R®) ;

RUHIR 45 BT A C—Cpktd . i RB AP ;838 R R R RIS 410
P 0% — ST B PR L B R A2

RYHE H & B gk e IS R L i AR BORA R

XiEH -0-CR),~8k -CR),~C®),- ;H

AN

N
=

N | ¥

[0138]  Jy—ANSEHE 7 P T () W& Y e B AR S A AR 7 AR SR AR LA A
RBIL 252 BRI K &9 Ehak N- 404, Hor,

RME,R*A - OH, R\ RRFI R B HA ;

Y2 -CR®) R R®) ;

RFI R & AT HIE HE C,—Co bt s RBUm AL 8% R R R "R 52 411&
BB — L T i PR FE BRI

RUTE H & s A IR R i AR EE

Xi%EH -0-CR),- 8k -CR),CR),- ;H

AR

48



CN 104703598 A OB B 34,/124 T

)
N
[0130]  — NS K %4&7—%4{%@&;@@5%@% SRS LT P B

2% B2 MR I R &) Eh B N- AL, Jhk
&O’@WNH /(j\h/ I \/ NH
S 2 A 2
5 o
® NH, B NH, O\‘/\,
N r O/\O/Q\(\/ O/\

OB O™ O
Q/\)CK(V g Q\/\ | OAOQ\O(HVNHZ

I =

NH, '
Orodd~~ OQYV“”? ~ o
H OH OH
b Y
NH [
M\’ ‘ g NH, 3 NH
NTN A
b b
Q\/\(\ '}‘/\/\OH WNHQ OZ(J\(\/NH
- S
N=N , OH 7](“: OH OH

[0140]  FE—2E5JtE 7 Srh, ASCA T (O) MG RA R 1A PERALIEEH .
* 1A

NH;

49



CN 104703598 A W O B 35/124 7
£ % LEH B o
#i17)
3-AA-1-5-GrE A
1 O3 T ER ) ES 2L
> 7 -1-5%
m/ 3- A F-1-(6-GR T 2k
2 0N hte A A ) er 2-4)
SARE: 7 -1
N (E)-3- &, A& -1-(6-(2-
3 NN Y NH, 7S S8 T3k A
2-K)A”-1-B2
N 3-RAA&-1-(6-2-F T
4 L NR, AT H)yakww-2-2)
” 7 -1-82
O"\ / (R)-3- & 2 -1-(5 (}/T
5 °'<s]\‘/v"‘“2 aﬁk‘?ﬁuﬁ_&)v’f?
> A)A-1-8%

50



CN 104703598 A w BB B 36/124 17
~ (R)-3- & % -1-(6-( 3¢
6 O/\O%N“z T A A )t -2-
#H)m-1-BF
j@\(\/NHz 3_%%&;1-(2‘;&}; &f
7 O/\O OH —;?@—;)% X -4- A )
s (E)-3-Q-(3R & & F
8 Oﬂo AN A &) -4- B E
2-M5-1-2
o g 1-((5-(3- & & -1- &
9 N Nz B AYES 3-£)T
> B BT OB
N (E)-3- £ #& -1-(5-(2-
10 A A AT )R
- 3-3)7-1-8
N 3- A A -1-(5-2- 3 &
11 L NH; R T E )R -3-K)
OH Hﬁ-lﬁ?
~y 3-A4-1-4-Gro i
# NH; 5 b
12 O/\o T ZT? o -2- )
. (E)-3- & % -1-(4-(2-
13 O/\’CL\(\/N"E A TH L)Ey
o LE ST RS
NHp (B)-3- & % -1-(5-(2-
14 had S SATE SPLT
2-3)%-1-5%
NH, 3-AK-1-5-(2- T
15 o AT AW A 4 H-2-
£)iE-1-82

51



CN 104703598 A

i B

+

37/124 1T

16

NH;

1-2-(5-(3- A A -1-3
)R 3-4) T
Ayros

17

NHy

3-A A -1-(4-(2-3R 2
AT HYyRw2-5)
-1-B2

18

3-AA-1-d-GRE A
¥ ARy -2-5)
7-1-BF

19

(R)-3- &, A -1-(6-((2-
EESE S L
w22k )H-1-82

20

(E)-3- & A& -1-(5-(2-
RO M ARy
3-£)|\-1-B

21

3- A F-1-(5-2-3F &
AT E)YyE-3-4)
7-1-B2

22

(E)-3- & & -1-(4-(2-
KT AT )k h
2-#)A-1-8%

23

-RE-1-(5-CGRE A
e )k d-2-4)
7-1-8%

24

3-AH-1-(5-GRT A
WA )k -2-4)
7-1-52

25

| RS
s N/ NH,,
OH

(R)-3-& &-1-(6-((3F
TA T A)RA) R
K-2-)A-1-B7

52



CN 104703598 A

i B

et

38/124 1T

26

(R)-3- & A -1-(6-(3%
T A A AR )b -2-
) -1-82

27

(R)-3- & #-1-(6-((3F
AT A)RAEL)
e -2- )7 -1-B%

28

2 NH,

(R,E)-5-(2-(6-(3- &
A-1-#2AK)m%
2-EYUHHE)E-5-
-

29

o NHQ

(R)-5-(2-(6-(3- & £
-1-# R ) -2-
BT A)E-5-8%

30

3- 4K -1-(6-2-T A
TE A )t -2-4)
7 -1-8%

31

(R)-3- & & -1-(6-(3F
BT B )2
k)A-1-5¢

32

\Q« Ty N
g

(R)-3- & A -1-(5+((2-
AR RA)*®
oh-2-K)H-1-5%

33

(R)-3- & A& -1-(6-(3F
AT AR -2-
£)A-1-B¢

34

(R)-3- £, & -1-(6-(3%
B A A )R -2-
H)Rm-1-8

53



CN 104703598 A

39/124 1T

(R)-4-(((6-(3- & %
-3 7 R ) 2-
F2)AA) T A)R%E
TR CER

36

(R)-4-(((6-(3- & %
-1-2 7 A )R 2-
B)AA)F A )RE
-1- By g

37

3- & & -1-(6-((2- A
AR )R A )abg
-2-25) 7 -1-B

38

3-8 K -1-(6-((9 &
2H-wtH-4- )P &,
E)abrw 2- )7 -1-

B2

39

(8)-3- & A& -1-(6-((2-
CE S SE® SL:
K-2-A)7-1-B

40

(R)-3- £ F -1-(6-(%
-4 P AR )R
2-8)A-1-B%

41

(R)-3- & & -1-(6- K
A H o -2- )
-1-B%

42

3-(6-( T A T A
A yeemg 2- ) -2-
Pe-1-R

43

RO A S
2 )-1-(6-((2-7 £ %,
VA A ) -2- )
7-1-57

54




CN 104703598 A OB B 40/124 71

N-(3- # & -3-(6-((2-
48 RS E SEE L
G S e § w22 E) LB
e
NS AA-1-Q-GROE
43 Oﬂo*n’ L FESTTNEY
OH ﬁ-l-ﬁ?
Is (R)-3- & & -1-(4-(3%
6 Oy PN FSTE S
OH }R)ﬁj-l-ﬁ%

[0141] 7B — SR ik B ARG -
3- & -1- G- (M OEFEE) WEwy —2- ) W -1- I ;
3— 2k —1-(6- (M I AL ) mbre —2- 58 ) N -1-B% 5
(B)=3- &3 —1-(6- (2- MO I LMSE ) ke —2- 2% ) N -1- B
3- A& -1-(6- Q- O EELE) mbme -2- %) N -1- 8% ;
(R)-3- 2% -1- G- (AR FEE ) memy —2- &) N -1- % ;
(R) -3 2% —1-(6- (O FAEEE ) nbwe —2- &) W -1- % ;
3- A& -1- Q- (MR FEE) mbwe —4-55) N -1- 8% 5
(B)-3-(2- (M CEEF I ) Mg -4- 28 ) N —2- M —1- Ji% 5
1-((5-(3- & F -1- RN AL ) WEWy -3- 2L ) LA MO
(B)-3- @I —1-6-(2- MOIL LML) mbme —3- 3% ) 7 -1- B ;
3- WAL -1-6-(2- RCHE LI ) mbme -3- 25 ) N -1-BE 5
3- L -1-(U- (RIS ) mbme -2- 25 ) N -1- B 5
(B)-3- & —1-(4- - H OO ) MEwy —2- 3% ) T -1- [ ;
(B)-3- & -1-(6- - MO OMmEE ) Wil —2- 25 ) T -1- |
3-HWH&E -1-G-Q- HWOK LK) AW —2- 25 ) N -1- [
1-(2-(5-(3- &3 -1- BN ) Wy -3- ) &) MOl ;
3= &I -1-(4- (- MOIE LS ) Wy —2- F8) TN -1- [ ;
3- A& -1-U- (MR FEE) Wy —2- ) N -1- 8 ;
(R)=3— 2 —1-(6-((2- WA ) ) mbhe —2- 2% ) W -1- B ;
(B)-3- &% -1-(6- - MO OMmE ) WEWy —3- 25 ) N -1-
3= &I -1-(5-(2- MOIE LS ) Wy —3-J8) N —1- [ ;
(B)-3- &% -1-(4- - MO OMHmE ) Wil —2- 25 ) N -1- I
3-JH&E -1-G- (MR WAL ) R —2- 55 ) TN -1- B% 5

55



CN 104703598 A OB B 41/124 1

3- A& -1-G- (MO EFEE) R —2-55) N -1- 8% ;
(R)-3- 2 F -1-(6- (( M CHEFE) Wik ) mhwe —2- ) W -1-FF ;
(R)-3- 2 F —1-(6- (ORI ) mewe —2- 55 ) N -1- B 5
(R) =3- & J& —1-(6- (( A CEEF L ) WAL ) mbme —2- 28 ) N -1- B ;
(R, E) 5= (2-(6- (3— & & —1- JRNEE ) mbwe —2- &) &Mm%k) T -5
(R)-5-(2-(6-(3- 22k —1- RN EE ) mbhe —2- 2% ) £43) T -5- 1 ;
3- 2 -1-(6-(2- LT L) mhme —2- &) N -1- K% 5
(R)—3— 20k —1- (6- ( I PEEE AL ) mibme —2- %) N -1- 1%
(R) —3— &% —1-(5-((2—- NEE I ) A5 ) Wl —2- 55) N —1- I 5
(R) =3— & —1- (6- ( I RIEE AL ) mbme —2- &) N -1- % ;
(R)=3- & —1-(6- (I PREEAIE ) mbwe —2- 58) N -1- B 5
(R) 4= (((6-(3- &I ~1- RN ) mbwe —2- %) L) TR ) WRNE -1- PR LM
(R)—4-(((6-(3- &F —-1- FAEL ) nikg —2- 36) HIE) FE) WRIE -1- FAEERS
3= ZIE -1-(6-((2- NZERIE ) ) mbe —2- 2% ) 0 -1- [ ;
3- F A -1-(6- (( PUS —2H- MLmg —4- 3% ) 4L ) mbme —2-26) N -1- %
(S)=3— 2 —1-(6-((2- WA ) ) e —2- 2% ) W -1- B ;
(R)=3- 2 —1-(6- (WRME —4- LRI ) mewe —2- %) N -1- B 5
(R) —3— & 5 —1- (6— A LA TN —2- 55 ) N —1- E
3-(6- (MR CEE AL ) Mbme —2- 38 ) N —2- e —1- Ji% 5
3-( EEZEE ) -1-(6-((2- NFEHE ) 5L ) mbme —2-55) N -1- % 5
N=-(3- F2 5% -3-(6- ((2- PNZEIGEE ) U8 ) mbie —2- 55 ) W3 ) QB ;
3- & -1- Q- (M CREFER ) meng —4- 55 ) TN -1- B s/
(R) =3— 2 & —1- (4- (RO AUSE ) Meng —2- 55 ) N —-1- BE,
[0142] 7B —26sSEE s £, A () MALEWiEH -
» oy |

N/ NH2 ot NH2 s NHZ

7

OH ; OH d OH

» Y e
5 ‘N/ NH3 A > NHz OL/)YVNHZ
OH , OH ; OH :
[ Y ®
P .
N N NH2 N P NH2» N/@(\/NHZ
H aH , H OH : H OH ;
N Nl R N1 X
| o NH, o Z NH; N 4 NH»
OH , O/\ OH o @ H OH .
56



CN 104703598 A OB B 42/124 T

[0143]  fE5)—2uSCtir S, 30 () HKALGEWIEH -

NH, S NH, S NH,
OH ; OH ; OH ;
NH; S NH,
\
QAO N

| /@\(\/NHz
O/\ 07 s
OH
7 NH, /A NH, P NH;
O™ OB Ol
(S OGO A
3 OH 3

OH OH

Q NH o NH
O/\O/Q\\/\/ NH; O/\o/@\(\/ i O/\ O/Q\(\/ 2
OH , , :

OH

N o (e s

OH o OH

[o144]  —ANSEHETT SR T 30 (B) WAL & W B L AR A R L ST AR SR A A LA 24 1
s 255 BRI RZ R K G Eh s N- ALY -

NH,
G
R' R?
X(B)
Hr,
WAZEH 1, 3- Z“HURHIALIE ;
GHR -X-Y;

X#EH - 0-.-S—. -NH- & —CH,- ;
Y 1k BRI s H
RUFIT R >4 [ 007 4 1% 1 4088 -OH s BE % R 'F R B A HE A
[0145] b FAEf] B I S /7 4, BUAREE 1 B I 47 H (R AR T ) 74 o il 7 — 285
57



CN 104703598 A OB B 43/124 T

7 g, JEAE T B) B GBI B AR RAR SRS A AR LA S A R B 2% 1]
P52 BT KA Eh B N- AL, P IR A R T -

- — s , -
g/[}\ﬁ , 'g/i\)\ﬁ e [, ~ ,al(}\ﬁ , 1/0\%5 , 15/\///}\5 ,

;o
D\$ HN 7 NH N\ N
AN SURN SR S U 0

[ %
Rg 1 % e 3 j&

7 N O
S N—=S N—8 Q O—-N O~-N
/ : / . N e oA N g
%[N /)\5 ’ M; , %Q/k N)\g ’ t%i/k\'}\g , ‘72L/L\Q\£ ’ f%& /k\N )\éE ,

N
%/QKJ HN NH —0 N-O N-O

s ) ~
E RNQ ’ %%A;B\f , *e{ﬁ; /)\5’ ’ ‘?/& 7~ , %/U\)\f ’ &eaa/( P

A N 5

N“'N /"N
Y L P~ N--NH NN L O HNeN
‘f«(k\N)\SS , H , z*L/QN/)\g" , %{%ﬁ , H ‘3&/&\/&'\‘5 .

(0146 T /NSTHI AR TR (B) ML AYImIL B A TR Uk STk A O LT S
PREICZ A AT B AL K A0 Sk N- AL, JEA R A 6

58



CN 104703598 A OB B 44/124 T

R14 R14 R14 R14

HN—( NH RY g N-NH
gmﬁ g/L\W\%:f af\[%ﬁ N— IN | “Ej%)\f

- N
H

si &2\; N— N 0 NP
L T R4 EAO PNy EAN § R4
R14 I>J~S R4 R14 R14 /r;ko\
S o A d HN NH 0 i |
’771 N//)\:g R4 (ZLAN 5 , ‘??2 N/)\; nZZL N/ 4.5 /\g\
R14 R14 R14 R14 0\9 R14 R14 /JO o
< ,, HN- M; g P
%/QN z?g ‘ IN\ ?SS (?71 \\ Eé '7?7‘ //S\\ (ZLL X § ‘17’2. 7 §
H " H 14 00 | R 4 R 14

HA RS SE B4 3 e sl A
[0147] 55— ASEili s S48 T3 B) AL S sl B A S A 1R L S AR SR A A4 L AR S 44
PR 255 B n 32 AL R G sh s N=- S84, Jerp 3R A SR -

s N" /-:N ; p—
z;NC/)ﬁ , A;N%ﬁ N~ a;N:/Xﬁ ,
= N=N =N =N
L‘{N\;\J}\f , H‘{N‘N/)\; , %{N”N//\\f , %N\)\f ,
P ,AN\ N:\ e
‘a@N\f , “L(Q‘\‘\éé AN zli,\?N\s" ,

fN\ N=N == N=H
‘?%;‘ \N/N\ég , %”&L/Q\N/N\éé , LeZL/\\|\]’I\]\; For E\&N\f .

[0148] 55— AICHETEIAET 2 (B) AL S SIL AR R M b S 1k R AL LT R4
FRBRILZ52 TR (AR K A HhE N- LA, JCH R A 2 -

59



CN 104703598 A OB B 45/124 T1

R14 R4 = R14
N N= NN R4 R
N ¢ N, 7 ~¢ N/~
‘1{ 17{ 5 ‘?71/ ‘E - 5
R“ R™ R4, NG
R14
R =N 14 N=N
N:S\ % Ny N3 =N wN A s
N i R14 N )\5 R14
R4 RM R14
= Rr14 Ne= Rri4 RM
A = o N ={
N /N\§ 5 A N-E
R14 , 5 N , R14 , 4 N g ,
N=N
N~
'< “’v{%/ 4
LZ:/A N\g ;‘3 R14 :

HA RS B 4L 3R Fﬁéiﬁkﬁﬁ*ﬁ%
[o140]  Jy— Sty AR M T3 (B) WAL & s LA A4 AR SL AR S A AR LA 7 4
PRI 2% R BRI KRG iﬁi N- AL, 3R AL -

S VNG VRN G VN
/El f)\; «e?;ij}e N /E/\;

NAIN
g ?a*\N/Kf .
[0150] 5 — sy 4t T30 (B) mfb AW s dt 548 F A AR ST AR SR A LA S 44
(RS IL2Z52% 1T BEsE BRI K A0 Fh 8 N- AL, JE R A S

60



CN 104703598 A OB B 46,124 T1

HA# RS ZE B 4L %\%%ﬁﬁkﬁ%%o
[0151] Sty S 426t 173X (B) AL & sl I AR S A 1R L S AR SR A A4 L AR S 4
PR 2% B2 IV R K S Eh B N- S, JE3E A iz*ﬁ E :

R14 R14
R14 S \ . V / S , R14
i \ % 2 g % Vi I \
, R14 ; R14

R4 R14 R R14
. HN NH
IS, M,
L T R e B e
H R14 Fur R14 o

[o152] NSty 4R T A (B) WAL S s FLA ST A Ok LA SR AR LA A4
fﬂiﬁi/ﬁiiﬁi‘iT%%EﬁW?‘J%% IKED ibﬁ N- ’fL%%,AEPHAﬁEE

R14 N-NH R14 [7I'O
0 s
%’\/\ I s
R14 =N R14 R4 R4 O,N\
‘ N—( NN 0 N
PN s [ ~
/A’ﬁ\g R14 ’ Lllt//\ O/)\ ?S ’ “7?1/( O)\(‘Sé , E;/k\.‘N 5 , h R14 ’
R14 R14
R s A Ir\\l
\ [
IS)\ NG HN— %%/&N ¢ % N)\;* 1&2\
iy N/ 5 14 o s 5 H o

[0153]  Jy—Asiiti s w42t 73 (B) El’Jﬂc/\%jZEj\ifL’}Z#%"Wi SEARSFRR Ihﬁjﬂ"]

61



CN 104703598 A OB B 47/124 T

FRERILZ52 T (AR K A HhER N- AL, JCHER A 2 -
N

TS U S DR U S T
L‘%./ks% £ L%Ao i ??1/%4/x ¥ L%”I\N)\; , Li%/k\N/\g ; 1‘% N

N-N
HN-N M D N-NH
S S
[0154] 5 — A Seiliys et 7 (B) [yfk & Wy sl B Az S 4 o ST AR SR AR 1AL AT 5744
PRERIL 255 F T2 A K &4 sk N- S840, SR PR A SE E

R14 ,;‘{14 R 14
14 14 14 4 14 pl4
R . ‘ R NF ‘ R RUR R p F"
WYL NNV NNV NV
R14 R14 " R14

[0155] YA —ASEti 7 =3R4 T B) KAk &Y ak H: 5 AR SR K ST AR SRR LA S5 44
PRI L ATH R AL K &0 B N- AL, JUPR IR A 2B
S
< \ Iy
L@E | 1%/@\; o zl/\}\g .
[0156] YA — ALl 7 RIRAE T B) KAk & ek 5 AR SR K ST AR SRR LA S 44
PREIG 252 AT O AL KB4 8 N- A4, JUER A G

i(@\é’

[0157] 55—ty SR 08 T3 B) AL S sl LA S A AR L S AR SR A AR LA S 44
PRI 25 BRI ) K G s N=- A, P IR Al -

y@\?

[0158] 55— NS RARME T 2% (B) HOML A MR 3L 1 48 5 M o S f S L AT B4
PRBRIL 252 E T VAL K A BB N- AR, JEHR R A -

A

S

[0150]  F5—ANSziti 7 RARME T 2% (B) HML A MBI 11 48 5 M P S f S L A 4
PRBRIL 252 F T VAL K A BB N AL, JEHR R A -

ar[}? |

[0160] 55 —ANSEH 7 R ARME T R (B) (A & MBS A8 S48 1 S 1 S oL JLAT 44
PRERHCZE% T I AL K A0 SR8 N- U, JERFF A -

62



CN 104703598 A OB B 48/124 T

%{O\e"

[0161] 55— AT R T (B) M A I AE 5K e S U A LT S 44
PRSI 225 ETTBESE VAN K A SR N- L, LR A

gj@\;

[o162] 3 —ASEHli Ty St 73X (B) WAL A sl AR S 1 L S AR S A AR L AT S A
PRI 2457 BT VAR R G ER 8 N- S, SLh 3R A DY -

=

RSN | y
(0163 53— NSEHE T SARME TR (B) I04L A WIS I TS SR U SR S . LT S
PRSI 2% E AT R W AL K A0 SR N- AL, LR Ay -
i
YN
[o164] 53— NSEHET S AR T (B) MM WIS AR . S S LTS
PRER 25 bR (TR KA Rk N- L, JEh R A O
]
N
[0165] 55— M EARAE T I (B) (AL AL AR SR Sk R A A LT A
PR H 2% AT BRI K A RS N- LA, B3R A )

y
N I e

[0166] X FATAR K B st 77 %8, BUAR 2 18 A B &) H R R AR SE A I 74 il dan, A — 4

SEHE T S, 1R T 20 B) AL AL AR SR R ST AR SR LA AR e 2

AT S T KB ER B N- A0, Forh Y RIS . S — sl 4R T K

(B) B4k A Wyl L B AR T M A ST AR SR AR LA S A AR L 25 2% B mT 8252 s e 4 K

AW EhE N- Ak, HorP Y O 4 505 J6.6 JeER 7 JURIRSE . NS T AR T A

(B) B4k A Wk It B AR T M AR ST AR SRR AR LA A AR L 25 2% B mT 8252 s e 4 K

G EREN- F A, SO Y BT RS VI R A P

[0167] S — ALl R84t 7K B) B4k &P ak It B4R s p Ak Sr vk A R LT =44

B 255 B R 52 R KG9 Bh ek N- s, o Xk H - 0—

[o168]  —ASEiti 7 R HE T B) B4 AW Ek It AR TRk SE AR A AR LT R

B 2% B R 52 RS KG9 BhEl N- s, b Xk - S—

[0169]  —ASEiti 7 R4t T B) Bk AW Ek It B4R S Ak Sr Ak A R LT =4

B 2% F RS2 IS KA h B N- 4, Hrh Xk H - NH-.

63



CN 104703598 A OB B 49/124 T

[0170]  F—AsEiti 7 R4t 7K B) B4k AW ak It B4R S A ok Sr ok A R LT =44
REIL 2525 BRI B2 I FMe ) K G 3hak N- S8, Sorb X 8 —CH,—
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AN 7 AR T AN B) A A W E I AR SR R S AR R AR LA A AR L 255 B
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TR EE o Ty — S 4Rt T (B) b BB B AR A AR AR S AR LA R A A
B 252 B2 VA K G R ER N- AL, Hoh ROVEH RN - OH, Xk H -

0-, H Y& 4755 756 JuBk 7 el 3. o — Aty et 7 B) MGt 547
SERRR S SEAR SR AR TUART S A PR B L 24 2 RT3 32 RS FIAL ) KB« 3 3 N- 8404,
HAPRUVAEHR®N -OH, XIEH -0, H Y AW T3 AR R ORI,

[0174] S — ALl 7 R80T X B) 194 AW sk L HAR b o Sr AR A R L AR S5 44
IR 2525 a2 AL K &1 EhEk N- S84k, Horp RURT R — B R AR IE A
AN T R T R B) B A Y B AR R AR S AR SR A LA S R R el 2
2 T BEZ M HI KA B ek N- S, o R R P — T e AR IR, Xk B -

0—, H Y HERIAFEE . T A5 Z4245 17 B) AL S B4R AR 37 AR A A4
JUAAT S5 R R sl L 22 BT B2 (Vs S K B4 3R o N- S8 Ae 8, Hodr RURIT R > — S T ik
FAAREER, XEH -0-, H Y 4 4 J06.5 J6.6 JoEl 7 Uik FE. 75— A58t 7 R4 T R
(B) B4k AWk I B AR SRR SE AR SRR AR LA A AR B 25 2% b mT 8252 s e 4 K
E W) s N- A, o R R PR AR, X2 E - 0-, H Y 44 76,5 J6.6 It
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YNV
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]
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I
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[0183] 5 — sl i 324t 728 B) Wb & ei It 548 SRR AR SR AR LA 57 )
IREH 2452 T2 KIS K &4 Sh B N- 840, o RUAEL RN - O, XIEH -
0-, Y & 4 JG.5 JC6 Juak 7 JUBRIEL, HIF Ay -
7 )

SN _
[0184]  — Ll 7 R4 T X B) Wb & eI 548 R AR ST AR SRR LA 7 44
RE 2% a2 KIS FI ) K& Sh s N-8408, o RUASEL RN - OH, Xk H -
O— Y AT R R ORI, HINA K -

[o185]  {EUEZE IE R L EXFF2- MiZ & BTl A A AR G AR UM, 2 [
S HURH AR N 72+, LR AURE I - AL 54
[o186]  fE—LESi S, A LRI (B) B GMHRA R 1B PRt

* 1B

B %R
#.17)

454 P

(R)-3- & & -1-(6-( 3%

26 CLO/ENJY\/NHQ A A K yabug -2-
OH

H)A-1-8F

" (R)-3- & 2 -1-(6-( 3%

34 O\O%N”Q B KA )R -2-
)R -1-82

U 24 AT A& D) () i) 2%
[0187]  FEASCHEIR I e B B Adt FH 594k & 40 2 T 85 B4k 2 i oF / BROMTE 4k 2% 3C
HR T R AL S ) T R AR AR SRR RN D RN B WL R R A% . T Y
A 22 7 S MR TE T L SR R 15 B B, 49 5 Acros Organics (Pittsburgh PA) . Aldrich
Chemical (Milwaukee WI, 43 $% Sigma Chemical F1 Fluka). Apin Chemicals Ltd.
(Milton Park UK). Avocado Research (Lancashire U.K.).BDH Inc. (Toronto, Canada) .
Bionet (Cornwall, U.K. ) . Chemservice Inc. (West Chester PA). Crescent Chemical
Co. (Hauppauge NY). Eastman Organic Chemicals. Eastman Kodak Company (Rochester
NY) . Fisher Scientific Co. (Pittsburgh PA). Fisons Chemicals(Leicestershire
UK) . Frontier Scientific(Logan UT). ICN Biomedicals, Inc. (Costa Mesa CA). Key
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Organics(Cornwall U.K.). Lancaster Synthesis(Windham NH). Maybridge Chemical
Co.Ltd. (Cornwall U.K.).Parish Chemical Co. (Orem UT).Pfaltz&Bauer, Inc.
(Waterbury CN) .Polyorganix (Houston TX) .Pierce Chemical Co. (Rockford IL).Riedel
de Haen AG(Hanover, Germany) . Spectrum Quality Product, Inc. (New Brunswick, NJ) .
TCI America(Portland OR). Trans World Chemicals, Inc. (Rockville MD) Fi Wako
Chemicals USA, Inc. (Richmond VA) .

[o188] i ik & Aofr 23 2% 5 MU 22 4 DA AR U B RN 52 LN 7 Ve TRIR T AE A ST
BT iR Ak A 0 16 1 2% 0 FH 1 S B0 1) A P s R I o o) 2% (1) SC B RAIE S 25 (1 A I I &
B LA HE, B 40, “Synthetic Organic Chemistry”, John Wiley&Sons, Inc., New
York ;S. R. Sandler %% , “Organic Functional Group Preparations, ”2nd Ed.,Academic
Press, New York, 1983 ;H. 0. House, "Modern Synthetic Reactions”, 2nd Ed.,W.
A.Benjamin, Inc. Menlo Park,Calif.1972;T.L.Gilchrist, "Heterocyclic
Chemistry”, 2nd Ed., John Wiley&Sons, New York, 1992 ;J.March, “Advanced Organic
Chemistry:Reactions, Mechanisms and Structure”,4th Ed.,Wiley—Interscience, New
York, 1992, VFIR T 7E A SCHTIR AL -G W) 1 1 2% 0 A H B9 S M. 40 1 R sl it 3R T 3K Fif
il 2% B 30 E R A 2 2 1 e S 1 1) 2 2% S AR SO §E, 4 40 Fuhrhop, J. Al Penzlin
G. “Organic Synthesis:Concepts, Methods, Starting Materials”, Second, Revised
and Enlarged Edition(1994) John Wiley&Sons ISBN:3-527-29074-5 ;Hoffman, R.
V. ”0Organic Chemistry, An Intermediate Text” (1996)0xford University Press, ISBN
0-19-509618-5 ;Larock, R. C. “Comprehensive Organic Transformations:A Guide to
Functional Group Preparations”2nd Edition(1999)Wiley—VCH, ISBN:0-471-19031-4 ;
March, J. “Advanced Organic Chemistry:Reactions, Mechanisms, and Structure”4th
Edition (1992) John Wiley&Sons, ISBN:0-471-60180-2 ;0tera, J. ( 48 # ) "Modern
Carbonyl Chemistry” (2000)Wiley—VCH, ISBN:3-527-29871-1 ;Patai, S. "Patai’s
1992Guide to the Chemistry of Functional Groups” (1992)Interscience
ISBN:0-471-93022-9 ;Quin, L. D. 2§, ”A Guide to Organophosphorus Chemistry” (2000)
Wiley—Interscience, ISBN:0-471-31824-8 ;Solomons, T. W. G. “Organic Chemistry”7th
Edition (2000) John Wiley&Sons, ISBN:0-471-19095-0 ;Stowell, J.C., “Intermediate
Organic Chemistry”2nd Edition(1993)Wiley-Interscience, ISBN:0-471-57456-2 ;
“TIndustrial Organic Chemicals:Starting Materials and Intermediates:An
Ullmann’ s Encyclopedia” (1999) John Wiley&Sons, ISBN:3-527-29645-X, 8 %% ;”Organic
Reactions” (1942-2000) John Wiley&Sons, 55 # ; A1 “Chemistry of Functional
Groups”John Wiley&Sons, 73 %&.

[0189]  EAAIRIFI RIS S A At m] DL ek 1 2 [l A 2 2 25 BIAK 2% SCH I 45 (Chemical
Abstract Service of the American Chemical Society) $24LH) 240140 %% SR G HEAT
TN 2R 55 10 K 22 H0 o S B A5 0 R0 R 5 B P 1 a] DASRAS, R mT DLl i 0 8 0040 3145
(AT LABR R 3L HAL 427 4%, Washington, D. C. 3R E 2 E R ) . CAIRMHM LA H X L
T AT AR 5 S mT L & 0T ik 2 it G OATUAA ) 25, B, VF 22 v Ak 29 24 st fHE AL
ey Cltan, b g RS ) SRAET G Bk 55 FH T A% A 22k 43 A SO IR AT EUAR ) 2%

67



CN 104703598 A OB B 53/124 T1
WG A& Wi 25 B Eh 1 — 4y 2 2% SCiik &2 P. H. Stah1&C. G. Wermuth “Handbook of

Pharmaceutical Salts”,Verlag Helvetica Chimica Acta, Zurich, 2002,

R ARR 0 MU RE V6 T
[0190]  —NSEjli 7 SR T — AT 321\ WUHRRH IR B0 AE 1) 77 7%, LA 1] 321X
i — M MG, ZAMHEDEE X Q) G s B AR AR SRR AR L
] S A AR B 252 BT RS2 RIS A K &) #h s N- S0

RS R4 R’
G Nge
R' RR® RS
A(A)
Hr,
HALEH L, 3- “HUCHIZEE
GH -X-Y;

X#EH -0-CR) . -0-C(=0)-. -SCR),— -SO0)-CER"),~ -S(0),~CR),~. -
S0, (NR") =, = NR™-C(R"),~. - NR-C( = 0)-. -NR"-S(0),~. ~C(R"),~C(R"),~. -C( =
0)CR)y= ~-CR),C(=0)-. -CR) =CR)-.C=C-. -C(=0-NR)-. -C(=
0)-0-. - C(R"),~0- F1 - C(R*),~\NR’-;

Y 3k B Co—Coglot BRI IE VIR IR FL e 2  JR RIS I I IR e 3k L 07 R Bl T B

RUFI R % B AR HIE F & 35 e 2 A dE  —OR ° -NRYR BB PR 2 553 R "R R
TERERARTE T B (TR, RURT R *— e T p 1 B s LABR R XUBE s sl (T 1k Hb, R VR RP— k2
TR LR, HRRT R i e B LA AR — ke

ROFH R “% E 70k H A T F L C,—Colrdt RS . —OR "B -NR R ;8% R°FIR
— B AR

ROFI R %% FI AT b A& R IR 3 AR D JE 2 05 2 VIR L 5 C- B 2
S B0 RO R SIS BATE B0 R F— R TR B PR S 8 44 A2 a3 R ORI R *— T JE
BT 2 5

R7AI R ®#% E b7 Mk B & B R EREL . —C (= 0)R . SO,R".CO,R" B}, SO NR'R" ; Bk #
RUA R A S EATER M ER TR R N- M5

5 RIS H R S slbe 5

25 ROFD R " ST BB B A R S WO L 2% 3R 3EL -C( = 0)R P\ SO,R. COR"ER
SONR'R" ;5 R HI R "R S EATERE M RR T N- 2430 5E s B

5 REPHSTHIIE B BE3E Aot I IR TE D5 58 S i I IRIRIE 405 B BRI

[o191]  — Sty SRARME T —BliG T 326l BIR ARG B AE 1) 7732, b, iZIR R
T B LE A S AE DM s B A M B B IRy RGOSR R TR AN R
[0192]  — NSty SR ML T —Blh T 52 5l WUNRRR 9 SOWIE 1 75 ik, e, iZ IR R

PRI BUPIE & F AL G 7%+t I P 40 A« €5 3 P R B R L LA — RS 7R A R
Sorshy HRJEE TRAN R ALAHZIAL 5 MHEAWL D00 JEE3 3 P 00 D Mg 2 P AL 2
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AL P I A7 PAT 2 7 ) LAY A S sl I, P Y8 A O P P S0 403 8 7 1 3 3 A A0 oY
T LA JEET 71 2 4 oA M AL 0 1 2 M5 5% LI R A5 A0 L ] 2R i i BB A S A
9 R L 5 22 S T S A AL AR S 1K) A I SS9 A 5 < 8 A S 1) AL A JBE A i -5 9 e ke
FH IR RIS« 5 016 2 T P AR 5 (A AL 190 S i s A A B 5 ATDS A S FAg AR 193 s
AE o

[0193] g SEiliJy SRARME T —Fiifyr Sk IONR BRI SOW AL IR 7 ¥, HE S B il A IR
i I R I e Tt 22 D

[0194]  Jj— 5Kl G4t T —MhifyTr S il U IRRHN BlpiE (1 75 725, H S B il #H IR
i AR SR (I 4 o (3 R el 2D, b il B 3 N- AL PR -N- LB - LR
(A2E) »

[0195]  — NSty Sede it 17— Mhif T Sl (IRRRION BOIE (1) 77 2%, FLALHE [ 21X ¥
TR F M EW, ZAHWAHEMEEX B) WAEW L AR R SR SF R L
SR AR B 22 BRI KA K G B s N- AL

NH,
G
R R?
K(B)
Hrp,
WABEA 1, 3- “HBURKIZE
GH -X-Y;

XiEH -0-.-S-.-NH- 5 —CH,- ;

Y & BRSO  H

RUFIT R °%% B AR HhE B 408K -OH 808 R 'R R T EAREE . o) — AN SE i 7 S it
TR TT SR IR ARG BT I 7V, HALHE 0 2R E T — R A &Y, 1%
WAEMEEK B MAEWEIL B R R LA SRR LT A A s L 25 % ] 4%
T I K G R B N= G4, A B MR 5 BRI E Ay 4F 08 AH O 1t 2 B AR
B IR GBS TR A R
[0196]  — NS Ty ZRARAL T — iy RN AR A o 0 A (0 B 2 K 7V i A
o] 2R E i — A EW, 2 A EE A ) RGP s B AR R Sk
SRR U R A s 2% B2 SR KG9 Sh el N- S0 -

3 p4 R’
RS R* R

N.
G RS

R' RR® R
A(A)
Hr,
HAEA 1, 3- ZHURIKALE
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GHl -X-Y;

X#EH -0-CR),~. -0-C(=0)-. -SCR),—. -SO)-CR"),~ -S0),~CR),~ -
S0, (NR") =, - NR™-C(R"),-. - NR™-C( = 0)-. -NR"-S(0),~. ~C(R"),~C(R"),~. -C( =
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RURITR 24 AT Mk A A 0 35 ek A RGEIE . -OR ° \-NRVR SR PR 2 ;8% R VAR
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— B AR
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5 REPHSZHE B BE3E Aot I RIS D5 B8 S eI IR IR IR 40 B BRI
[0197]  — NS 7y ZE 4 fit 77— 00 el PR Do I () A AT 440 L ) I 3 2 1 7 4% 5 1 7 TR A AT
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Y 3k B Co—Cogot 5 BRI IE VIR IR FL e 2  JR ARS8 I IR I e 3k L 7 B BT B

RUFI R B AT HIE FA 3% e g A dE  —OR ° -NRYR Bk B PR 2% 553 R "R R
TERERARTE T s B (T IE M, RURT R *— e T p B s AP R XUBE s sl (T Hb, R VR RP— k2
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RUA R A S EATER M ER T— R N- MR35

5 ROSTH R S sbe 5

25 ROFD R " ST BB B AL R S B L 25 3R JEL -C( = 0)R P, SO,R. CORVER
SONR'R'; 57 R Al R A5 S TERNE IR F— AR N- Ju3 5t H

5 REPHSTHIE B BE3E Aot I IR IR D5 58 S eI IRIRIE 40T B BRI
[0200] 5 SEit 77 SR ARAL Tl 52 i A IR o 16y ey s sl ot 1 7 32 LA v A2 i3
i — R GG A MAA G T Q) WG e B AR R R TR R AL L
ISR AR B L 22 BTS2 s AL K& ) Eh B N- A, oz 2 4 & A 2
UL AU AT 240 L 40 5 3 7 4T 2% A2 RIS 1) 1 Jte FH 5 DA T 9 2 IR i e ¢ g s ke I

2
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[0201]  — Sy RERHE T — PR M S EEOA A AR B B &1 vk RS
W] 52 AR Tt — R 2y A &), A 5 E N B) A& Y el 5 AR SR 7k
SERMAR U SRR B L 2y 22 b ] $ 52 R R K& Ehel N- 408 -

A(B)
Ho,
AR 1,3~ “IARIIZAE
GAH -X-Y;

X#EH - 0-.-S—. -NH- & —CH,- ;

Y 106 BRI s H

RUMI R 245 [ 457 M 26 [ &80 —OH ;86 R M R TR IE ]
[0202] NSl 7 GEERAR T — AL PR I () A0 4 ) I 3 2 1R 92 17 L R A
P Rz A 28 (B) MOAL S st B AR F R A 37 AR S R AR L JLART S A AR sl AL 22 T sz
I FI ) K G BB N- 24 -

NH,
G
R! R?
KX(B)
Hrp,
AZER 1, 3- ZHURHIZLIE ;
GHh -X-Y;

X#%&H -0-+-S—. -NH- 8 —CH,~ ;

Y ik BB BN A  H

RUFH R 4% B A7 Mk B &(sk —OH sk R A R 2T 8 AREE
[0203] ANl 7 SR T — b L P9 P AT 40 i P AR R AR R Y %
ALFGAE AL IR ik X (B) WAL A Bl B AR T A AR ST AR SR R R LA S A R s L 242
A ST KA ) Ehak N- A4k -

NH,
R!' R2
A(B)

N
/
+
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WAEH 1, 3- ZHUUKZEH

GH -X-Y;

X#EH - 0-.-S-. -NH- & —CH,- ;

Y & B AL AL  H

RUFI R 24 @ Aho7 ik B &8 —OH ;5 R R R *HE AT
[0204]  — NSy AR T — Al 2R MR B R R Rt i v, FEARL R ) A2 A
i — MG, GAMA G S B) WGP B AR R AR AR SRR AR L
I SRR B 2452 b T 452 RIS A K G4 #h8 N- 840

NH,,
G
R!' R?
A(B)
Hr,
IAZEH 1, 3- Z“HURHIALIE ;
GHR -X-Y;

X#EH - 0-.-S-. -NH- & —CH,- ;

Y 16 BRSO  H

RUMI R 24 [ 457 i 2k [ &088 —OH ;86 R UM R TR R IE ]
[0205] NSy SEERAL T — Fh ) 52 1A FIR AR PR 9 JE o F s A i A T B s, B
A 2R A — AL EW, 2 maE S X () MG st B AR 7Rk,
SEAR SRR LA S AR BRIL 22 BRI ESZ IS A K G Bh B N- AL -

e,
WAGEH 1, 3= ZHARHIZ
GA - X-Y;

XEH -0-CR) . -0-C(=0)-. -SCR),~. -SO)-CER") ,~. -S(0),~CR),~. -
S0, (NR") =, - NR™-C(R"),-. - NR-C( = 0)-. -NR"-S(0),~. ~C(R"),~C(R),~. -C( =
0)-CR)y= ~-CR),C(=0)-. -CR) =CR)-.C=C-. -C(=0-NR)-., -C(=
0)-0-. - C(R"),~0- F - C(R") ,~\NR’-;

Y 3k B CoCoalt 5 BRI IE VIR IR IL e 2  JR ARS8 I IR IR e 3 D7 B BT B2

RUFI R B AT HIE F A 3% e 2 AR —OR ° -NRYR Bl B PR 2 553 R "R R
TERCERARTE A s BE (T IE M, RURT R *— ST p B AP A XUBE s sl (T 1k kb, R VR RP— k2
TR LR, HRPRT R L i e B LA AR =k
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R R °%% AT H I B0 BE5E 28 RGeS 05 25 2057 58 VIR S Bl C- &R ) 2
AL B ROAN R ORI B ATE B AR T — R TR U PR JE 8 4 A2 5838 R ORI R *— L
JO 2 5 5

R7AIT R °#% H A7 HuE F & Be s IRIAFE . —C (= 0)R °LSO,R".CO,REY, SO ,NR'R" ; 5k &
RUAT R A EATER M EUR TR TR N- J8 5

E VA S o

5 RUORIR " ST Ml 2k B & eSS B OBR R J¥ IR 3R, -C(= 0)R ", SO,R". COR"BX
SONR'R' 5k # R 'F1 R RIS S ER W EUR 7R N- Z4 R 5 HL

25 REPST I B HEIE Aot I IS 05 56 5 I IR IRIE 405 FE BRI
[0206] > SEii Ty AR AL T — A 52 1A A FIR HR PS4 19X J o P s A T TR B ) T,
B R 52 & e — P A &Y, ZAMAAS WS () FILG Y Ek L T AR F Rk,
SRR AR LT S AR B 242 T2 ISR O KE)  Bhsl N- e, i
VLR G AT AL LA SRR 200 ML ) 5 3 17 118 4 R Esf 1) T e FH 5 DAL T 70 it 498 P e o 3 2 o,
BT
[0207] NSy AL AL T — A 52 1A 7 R H PR A 194 B o F s A T TR ) 9 7 4,
B R 2R E i — P A S, S AMASWE S B) PGP e 7 A F k.
SRR LA e A A B 242 T B 2 (R A K &4 #hsl N- 4 -

G NH,
R' R?
A(B)
Hr,
HAEA L, 3- ZHARHIZEEE ;
Gl -X-Y;

X%HE - 0-.-S—. —NH- 8 —CH,~ ;

Y ik BRI B A  H

RUFIT R 245 [ 47 M 0k [ &088 —OH ;8% R R R TR IE ]
[0208]  — NSz 7 ZEARAE T — b S0 A0 0 S r A P A0 B AR M A T %, % TR AR AR
MR R (A) AL AW s L BAR SRR ST AR SRR LT SRR B 252 Tz
IR KG9 ER B N- A

3 p4 R’
R R* R

N.
G RS

R' RR® R®
A(A)
Hr,
HAEA 1, 3- ZHURIKALE
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GHl -X-Y;

X#EH -0-CR),~. -0-C(=0)-. -SCR),—. -SO)-CR"),~ -S0),~CR),~ -
S0, (NR") =, - NR™-C(R"),-. - NR™-C( = 0)-. -NR"-S(0),~. ~C(R"),~C(R"),~. -C( =
0)-CR) = ~-CR),C(=0)-, -CR) =CR)-.C=C-. -C(=0-NR)-., -C(=
0)-0-. - C(R"),~0- f1 - C(R%),~\NR’-;

Y & H CoCoslt B I PR BE i IR PE I I PR B e 0 O SR BT f 2

RURITR 24 AT Mk A A 0 35 ek A RGEIE . -OR ° \-NRVR SR PR 2 ;8% R VAR
TEAEARTE ] s sl (T b, RUFH R *— 2 7 pl B B B DA S 00 s sl # (T 2k b, R F0 R P —
TE R B s, H RORT R B i B i AR AL =k

RPFI R “# B AR HE AL 38 C—ColedE  ARBEIE . —OR "B -NR “R" ;5 # ROHIR®
— B AR

RO R °%% AT M 0 BESE R I RGeS O 26 205 55 VIR SE 8l C- 1B ) 2
S 8 RO R S BATE B0 R 7 — R T B A S s 42 A2 s5k3% R ORI R *— DB
SO 2 5

R7AI R ®#% B ST R B & B g BREREE . —C (= 0)R . SO,R".CO,R" B, SO NR'R" ; Bk #
RUAI R A EATER M ER T— TR N- MR 5

5 ROSTH R S slibe 5

5 ROFD R " ST BB BB AL fE B B L 2R 3R JEL -C( = 0)R P\ SO,R. COR"ER
SONR'R' ;53 R Al R "R 5 S TERMAE IR F—EMA R N- Ju35E ; H

5 REPHSZHE B BE3E Aot I RIS D5 B8 S eI IR IR IR 40 B BRI
[0209]  —ANSEit 77 SARAIL T —Pfr i 400 1R JE o P AL IR ] B AR A ) T 3 & T AR AR
P A= (A) B4 S E L BAR A R AR e A A LA e i AR B L 252 BT sz
(RIS K G4 BB N= S84, A 2400 194 62 240 i oA 0 o ot 22 ot i o — A S 77
SEPRAE T Tl R Do P AL 1 B 4 B R ) 5 v 1T VL RE A I i kX (A) T
WGP B AR S R AR S AR SR R LA e A AR B 2 2 TR R KA
EREN- A AL, T A I A 2 T A0 A SO 4 L
[0210] N SE 7 S AL T — b0 PR Do i e PR D T 4 e A e 1 T v T AR AT
PR A =X (B) BAL & a5 AR AR S AR AR LA S AR B L 24 % BBz
(RIS A KGR B N- ) -

, NH
G
R' R2
KX(B)
Hr,
HAEA 13- “BUCHIZLEE
GHR -X-Y;
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Y 1% B IR ARSI 5 H
RUFN R 245 B AT % [ S8k -0 2k R VR R T AR A

[0211]  ASCTEAN G K EURI 2R LT A &4, ds BA s A) 88 B) i
GER) S - SR A E Y, UL RS TR )R] FH 13697 R AR08 B30 A 1R EL AR R AR ) 2%
I EALE D), I HIARSEARER T — A B2 AN IR, 49t T8 9 ) = BEL R S A A s =X — It
At OGO FEM BRI S 3 - WA K il (isomerohydrolase)) HIDIBEMEIES).
A SCHEIR BRI P A ) BB sl DA 77 X SR e 2R b () e i A AP 3R o A8 AR S
Wi 75 G, BT IRA A A 4 e A B R R 1 S AL AR RELE ST Ty b, i A A B R
Pis A 4 e o — AL BB IR T BR I8, I HLiZAk S 4 5K - PRI EE ) 11— i — A 2
(B 54l o 2GS 20— MR AR e fa B 45 &, 5l ULIEM T X5 2 BAE, IR
) S5 e T P 5 12 S A T AS S P TP A A0 PRt A8 PR A R B T e ) Il e A 7K A
ZAGE YRR W B 4 o - R SRR S e W BRI S5 G . U, Bt Ah, iz &
V)5 S R R AR A AL B3 X S G AT ol 2 e A 4 S o — A B JE RS A I S A A )
REJ) o FETIE A M ERRME AR, A 22 /b — A A S X — A0 T FE I 1R S A A0 P e ) Il
A7 RPE 41 BT 40 i 5t 1 o a0 A ST I BT, A5 1 B4 () 25 AN 22 BRI A T TA) AR 4
WA (20, H10, Moiseyev % , Proc. Natl. Acad. Sci. USA102: 12413-18(2004) ;Chen
2 Tnvest. Ophthalmol. Vis. Sci. 47:1177-84 (2006) ;Lamb 2§, [F] |- ).

[0212] WA SOFUAR BT , FH T30 5 A4 A5 40 5 S ) T 4 2 1 32 i 1) 7 VAR AR A1 R AT
(Stecher 2%, ] Biol Chem 274:8577-85(1999) ;A 4% N Golczak Z% |, Proc. Natl. Acad.
Sci. USA 102:8162-67(2005)) « Mah# (B, 2 5 N) ok B RIAL M (538 152 (RPE)
PIORLAAR T AT DA AR S A6 Bl )R U o BRI 2 B G AT AL D A5 ) 0 ) S A T P B ) 3 i
W B A BRI v o CANHR MG A Bk T oot (ORI “OBIER 7, siffR b « 5
7)o As A 0 B o LT B B 1= X — A e R AR BRI A 11 I - A e
TEIE 5 B W 2R LUH R VP AS 1R 9 S M B R 75 P (23 00, 49 il Maeda 4§, J. Neurochem
85:944-956 (2003) ;Van Hooser %% ,J Biol Chem 277:19173-82,2002). I §f A1 iR
(Haeseleer Z& ,Nat. Neurosci. 7:1079-87 (2004) ;Sugitomo 2§ , J. Toxicol. Sci. 22Suppl
2:315-25(1997) ;Keating %& ,Documenta Ophthalmologica 100:77-92(2000)),
wloLL AT A MO L 3 B (BERG) id 3% (electroretinographic recording). tH &
Il Deigner % , Science, 244:968-971(1989) ;Gollapalli % ,Biochim Biophys
Acta. 1651:93-101(2003) ;Parish, %% ,Proc.Natl.Acad. Sci.USA 95:14609-13(1998) ;
Radu, % ,Proc Natl Acad Sci USA 101:5928-33(2004)) . 7£5-8652i /7 %rh, WiAEA 3L
JIT IR 1) B A T2 R0 ) S A i e o B 52 1), BT TR SRR A SO IR AR E AR
FRFIARE 104 JE 5 9 B 0 1) 52 1R 5 B B AR i i AU (1) 32 1R e 5 B/ T
231 u M) IC, /K (A BgE PR 1) 50 %6 52 BNIFNHI (LG IR EE ) 7R e —2eS0T7 %
H, E ) TCa K F/IN T2 10nM 5 /5 H B — 2B S 7 Z2 77, W 5E 1 1C 50 /KF /N T4 50nM ;75
HE RS 77 b, WHER 1C, /KN T4 100nM 5 75 H B FL A8 5yt 77 2, W 5E 1 1C 4
BN TZ 10 u M A8 H B — 2850 77 S, Y2 I TC, K/ T2 50 u M 71 e FE 48 s
T T 2, MBI TCZKF/N T4 100 1 M BREY 500 u M 75 & 5 77 Ze v, MIE ¥ 1C 507K
SPAEL T u M 2 10w M 28] s £ B ST 5, MU5E 1 1650 ZKFAEZY InM 22 10nM 2 [A],

7l
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Mt 32 3R i, @ A S B0 AR 11— A I D AL 8 S N T A E Y, — Rl
Z R R AL &4 s ) Bmg/ke . 5mg/ kg B FAR 1) EDyfl o £E 48527 2, 2
T2 R 0, ARG BA Y Ing/ke ) EDyft o 8 HE 2852 7 &b, 24 it
T2 RER, AR AL G AL 0. Ing/ke 1 EDy {8 1T LAERZAL S sl LA &
VI T 3238 29 2 /NI 4 NI 6 ZNEE 8 /NI B AN ] 5 I 5 EDSofE

[0213]  ASCHEAR B4 A VAT FH T30 97 B MR RRE W BURIE (RR A2 W WHAE e AH S M 1
B AR M B IR QT B TR AN R R D 5 B AE ) A2 R . FE— AN T
ASCHER I A0 CRIL, PRk 82> k2% i B Bl /M ) BRI A i 4 8, 22 R0 T 46 i
A RIIFN ) BAER 7 T IR o 18— Sl s b, el &30 CRI, BEAE 98D 98
2% H R E R/ ME ) BRI N- AR B2 -N- LB IR S RERE (A2E) IR . PTdRIRBbE R 2
DRy M2 FH R P I T R AR R A/ B A2E IARER S EUN . Rl 76 RE L S Ty
g, PR T H I S AL R HE T s A/ B A2E FE SR E IR TR AR R T ﬁ_ib
T iEAHE R A A & 22 BT 2 A R (R, 2525 BRI A
[RZAR ) FHARSCIEH R R BRI R L AT A A & A5 ﬁﬂcA%@%Eﬁﬁuﬁ
(8) 58X B) Prom i Gt o 5 G5 IA B ) R0 AR ST 1) LA (R B ) R i AR Ak
=x//B

[0214]  FRMEE (A ER b5z (RPE) 40 b (¥ 5 46 0T (0 32 AR 5K O 5 R0 5 A8 AH DG M 2 AR
16 FIECE AL P R (3 R AH OCBK (De Laey %%, Retinal5:399-406 (1995)) o JE#8 i
FURL R B R 9IS BEAA R R AR (RRMEZFRE ) o NI BB CYIA A2E (—Ff
REEESCHITCHE]) , HoA A R A S BEIRIE QL (2 21 Lol ) TE Ry 1E Ha AR 1A
KA (S0, B, Eldred 25, Nature 361:724-6(1993) ;%22 W, Sparrow, Proc.
Natl. Acad. Sci. USA 100:4353-54 (2003)) o 1R 2 JoiZiH A0 I 4 ot (2 = 4 A g T B0kt
YL 5 FH T RPE PIAL T IO 40 M R R HE H SR8 IS , i ATE RPE R R AEDTRR . # A K 3 Fih
B ) B T BN A2 308 1ok AT T P A v R A 19 5 T A2 8 B R B 3 S N T 1k A2E . R4,
A2E HA — H I Bt i 52 S B ke XML B B (pyridinium bisretinoid) £5H84. i
)30, PRI A2, BE A5 AR -2 A0 AR 2R 1 ELARAE B BV S8 ke 90 75 A 4P T 3 3
7 P A LA EL S R PR 0 i R 1 25 4 T LR

[0215]  A2E 7] LAIE L JLAHAS [R] I HL I S0 400 90 B A 400 3 . AR BE I, A2 0k v i
R i E H & A K EVE R (Holz 2 |, Invest. Ophthalmol. Vis. Sci. 40:737-43(1999)) .
FE B m . R R IR B R, A2E W] DLAR I A7 IE HEL AT 1 SR WS 1R (Iysosomotropic) %75
FEIVE S 5 ff 40 M, 5 mT DSOS R 16 Zh B, Ak AR b BE OB T TRl R s 1, IF
2% 3 WE RPE 40 g (= 0L, ) 1, Eldred 2%, [A] I ;Sparrow 2%, Invest. Ophthalmol.
Vis. Sci. 40:2988-95(1999) ;Holz %%, [d I ;Finneman %% ,Proc.Natl. Acad. Sci.
USA99: 3842-347 (2002) ;Suter %% | J. Biol. Chem. 275:39625-30(2000)) . A2E K ¢ i
PR, 77 HAE RPE il f b 51 R 85 567 S 40 i di 1= (2 WL, #1401, Sparrow % , Invest.
Ophthalmol. Vis. Sci. 43:1222-27(2002)) . 4 % & + ¥ Ot 0, & B T $it & & $5 DNA
16 P14 f oK 43 B9 A2E [ 56 A 7 W (4 G, 3R 44k ) ) (Sparrow %5, J. Biol.
Chem. 278 (20) :18207-13(2003)) » A2E H A&7 B4, % B AT A2E )N BATERK — ik AL
FEAL A A SE ALY (Sparrow %5, [A] 1) o A2 YEECOR I 7= A2 198 MR 84 S B0 41 I 9 4
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AT, 1K 2 SR RIET . DR T — R IE I A2E 1 BB AT A4 o - A
P (A A 6 s T BELIBT A2E JE i TR) 42 777 (23 W36 B &R HRg 2 2R 2003/0032078 5 ) .
SR> L PR IR 1 7 15 1R s B A B R A 4 i PR B8 1100 7 A 2 A i 8 B 1) o S A s
5% o WAL E 7 VAR o AF AL AL BEESRLA) HP R R A AL B B IS S | S 1R 45
P (200, W, 25 B R BE A TS 2004/0116403 5 ) F0FH A A7 FELAT FCRAE G470 fhi 490 o4 e
b A2E 175 340 M L ER CAEALRE (20, a8 B &R il 2 HF 5 2003/0050283 %5 ) .
[0216]  ASCHEIR FIHUR (I 24 HE AT AL ST LU T Bi5 1k FRAR i sk sk 2D RPE Hp
A2E J2 A2E FHICIIFN / sAiT A 0 FRORR S (BRI, U0 ) o A IR AT 4, T RPE
X R 40 O 1 52 M ) A 1 DR B, 7 1 PRARR BRI RPE F 453 2w LA A0 Do) s o
Zoud e CREADZEBOCANM ) AR CBE, 32 &4l R/ ia st sl E KA eiE ). 5
A2E. A2E- AHIG IR / BAT A 20 TR S5 P &5 6 BAE ELVE FH B2 A2E 1R BRI R 28 1940
A AT DABRAR 0 B Bk D S AR o e (AR EBOBAINL ) 11475 . 3 2k Bk
PR A P A DA 7 2B AT AR ) Ao 22 S 4N B3 (9 A2 B8R A2E AHOCHIFT / BRATAE R 2
T Fhal 2 ME A . X SRR AR T S R SRN B AR R R
(7= B SAN B R AE DU i S DNA 353473 119 A2E— ERSEAL Y, AT #5455 40 S DNA 55
SN AR iR s SRR AR D RE s RS IR TR R B AR R R R AR
[0217]  FEH‘E—2esSTili 7 S&rf, AR SCHER AL & 9] LU 3677 S0 S IR BRHE 7 BURIE
a0, T R AHE — TS TR AN B PR D050 7 a0 s s s A A0 D B 8 2 T AR Y
JBE 98 ARAR R « 9 T PR IO S 165 A= e 3 3 AR D9 TS T2 A ek A I I 5 MR 25 4 ML 2
R MR (G i T B I B O 2 R BIROG ) B AR PE AL AR 2 A2 | FH TR 51 Bk
HAS R 259 s B B 4 A2 2k 2 BN E 7 AE  Sorsby BRIKE A B a2 58 5 F/R
DR BRI A O AR R JE 0 0E 5 22 PR REARE A DG A X JIEE 0 i 5 BB e (1 40 R
BEECR AR EE ) AH DGR I JELIIE | 5 A B AH OC BRI S E 5 ATDS AH SR
4 JIES 0 A 5 BB TR 2 R EAT P AV P90 I 25 4 B P o 7 5 — A BRI S0t 7 b, IR 9
SOPRE FHAUARAR A Ak 24 BR 25905 S I 453005 « P e S B s e A O s iR 5 i . A
KB AT T 9697 18A% PR R0 A 15 A I A0 M i e e 28 40 . X 2y vt T T PR
TR R 25 S BRI HR 03405 » 481 006 175 5 A0 A A T PR X S 452 4% 0615 5 TR D R 41
“CINIEHESARAR 7 B OEAZ 7 R AN IE, B EAPE T (20, #1U0 Quinn GE %5, Nature
1999 5399 :113-114 ;Zadnik K%, Nature 2000 ;404:143-144 ;Gwiazda JZ Nature 2000 ;
404:144) 2%,

[0218] 7R B OS5l 7 S, ASCHR A 1A A AR — Pl 22 ol n AR ST 4t s 1) A
(IR AT A5 A A 4 AR 0 S m s 2B I T i (R EAR BRF3 2E I ME 75 B HR )
(7515, Frid i a5 B Wil () 8k B) Fon i g i S L7 g5/ Ak & 0 R A SCH
AR AR BRI 2 AT AE DA G ) . FERE ST e Sl 7 b, $R 0t TAE A SO 1
A IR R R I R R R AR ) T v o IR VR RE 1 TR I A2 iR i & 22k T
ZEAIE IR (RY, 25% bl B2 I BA 10 0 ) FHAS SCREGI R (A B 1 2454
FERT A G A G, ikt & sE BAA ma (A) PR giiE RS ay
AR ) BAR BRI R L RT A G4

[0219]  {UANAE g fift B8 i BH 1 AN Bl AT AT B S 200K, DL WiAS STk — 20 R4S 16, S8 Y
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IR IR 28 S EEER mARE Rk (BY, ReEVHFE (ATP JHFE) FEUHFE) . BN
SRAERT LS [N/ B8 fe 490 o9 A 1, S A A2 M A A 0 U 2R 8 L 2 52 B ) 17 O R
MRAY, BT IR AR I AR AL (AN R T 20 bR 451 B A i R I s A% L B B K L B R S
PEDE o2 9 A P00 B I 57 AT 28 (B o 400 1o B i ) 23 AR 194 B 5 i AT 26 ) 57 ) LA IR e
93 ~ e 0L P Y Y AH D R D 7 £ DA SRR TR A R AR DG ME B B 1t (AMD) o JHR 471, L I 5
A ] DL3 08 AL S T A, 28 SORT RE AR 0 A o (R A o FE— 285t 7 &
Jit FH AR ST ) 7 R D B B B R 2 A R AT AE AL & 4, AT L 3R/ BRE R AR
AT 40 JE PRI A - L R b AR ARG A 110 75 3 AT 8 A 55 A 91 il o A2 1T 78 T o

[0220] {05 5t S8 FH T OREFIRT L 30 A0 A0 0 5 ) fi () G BREAR IR A2, I ELAR D9 B a5 4
A] RE VT 22 ARy 0 e 0 A A A PR A0 0 2 93 FH o E TR [R5 o 7 K 22 0 EL AT T v A0 A
)RR L I FLAN A (LRGN ) s PO A I B2 PR 4 A FH s T8 e 490 O JBE P ) Bk ik
B RGSLIL, 5 10 RPE DG B2 25 1480 1 k&% 5 B 4l 8 J2 AR LU, i TUKCE 2R 40 2 W
(R0 ANTR]ERY 2R 8 R N D9 6% 2 et A0 I I () JEE 2 7 AR AN 381 5 (R 4805K 0 (Cringle 4§, Invest.
Ophthalmol. Vis. Sci. 43:1922-27 (2002) ) . Z ik #W9 f5 J2 (1480 1938 0 55 AN [] 149 B 40 7
F5E TR0 25 T A0 194 Ao 28 T R 28 0 T (I FB A o 2 S A K

[0221] 0 B 4E0 9K 0 38 I R VY — AR A A ) i A P B2 AE A Rl (VEGE) 7 P9 1) I &
TG YA BURT DL 25 M 5 e A D I B LR R (2, 91, Werdich 5%, Exp. Eye
Res. 79:623(2004) ;Arden %5, Br. J. Ophthalmol. 89:764 (2005)) . LA /B457 Ze il A H
AR AT AT 40 M ) st i AR R (S, B0, Arden 25, R L) o fERGIE R FE A, AEFF
JRSZ 2R cOMP [ T4 A B VK T e AT R4l B S 7K1, RIS 5 HE B Rk .
MG I A R A ATP (ORI I, 4815 5 A B, DJRId M) ) S0 FAHEE, fEmEHE (R,
3 A1) ) 4 AR AW I o 228 T Y A A TE AT IK B A . BRI, 78 D62 A B R A I 0
Nk FE A, A T SRR O I O Y. PR AR P I AR T R T o B AIK (Ahmed %% | Invest.
Ophthalmol. Vis. Sci. 34:516(1993)) .

[0222]  ANHAEAT— Rl BE AR BT 20 0, 70 SR 0] PR 0 i i P ZE (G A D0 R A R
e 2 BNH ) IR B IE I 52 R B I e, A P JE R A nT et — 2D e AR
(30 ) R 18 Tk & B A0 7 R D9 B 3T A i A T e 1 M o T 2B L A T R LA 4 4 i
VRE Y 1108 1R B8 M Pl T DX 8% TR0 T i T L2 A IO A P i S 1) — N R AIE P a A 1Y fi A
PEIIE R HEEANER T, B8 R S A0 0 5 2 57 J LA O g « Y2 250 AMD A P s m ke e ik 17
FE o By 1L BN IR 4 B R A R, A T PTG B R PRV FE RN AR OIS (BRI, PRACARI 1 75
3K ) 5 AT A B 2% A0 P AR M, R0/ B3R DA R0 R AT 4 M R I i €2 3% B B2 (RPE)
S0 MO LE P 1940 IR 6 400 L %) 12, LR DAyl A2 B A ] DA 1) 2 LA T ko

[0223]  ASCHEAR T HFHE] (BRI, DUAEY S Eak@ih2= b 52 1007 PR B 1 kg2 5
TELR ) PRIAEEAR . (A4 AR ORI I A 4 I 22 e 40 R RPE 48 ) 1972 AT / BOF T-F¢
I CRE, BAZE2E g2 bR 107 S5 1k B « I T BR ) A0 0 s 3 st . 1) 77
o ASCWARMET HFI0E CRI, A2 bakgr 2 b 52 i 07 sCBR AR B 1 R 22 kA
2% ) HRHE A, 8 ol A2 PR DR B r P37 2B I8 T B 3 o IR 287 VA AR AE AT LAR7 1 il B
2 AL TP J AT 40 L 1) G 3 I 1) 2% A R T) 1 FH 2 20— A SO (R AR I 2% R B i
A G P TR i, DT 5 A0 P L (A 55 400 T o £ 6 48 G, 4] G AR 8 Y A
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RPE 4HiJi ) B, Frid At &3 22 > — Mol s 0 26 e 28 - e ia il (HEmT DU FE i 4
A - BN TR ) o WIARSCHE— DRI REIR I, 7E4RF 2 SE 7 S, S50 P i ik
(K146 -S40 5 P A JI6E 0 () RPE 40 A () S A8 g s g 525 0 AH LR L S0 ol BB sl DA
R 77 Pz e i B R A M o N A s PR 4 Je =X - ML ZE R ) i A . b —
FHEARHI 2N T A G (B & 20— P aMRA-EY) ) i T Ok IR
DR H IR B 08 S iE 6 52 3R 3, B B IR R SRR E 1 XU 1) 3218, B SR H
T LI A= LA T s R O 6 0 ke T ) R B EL A 3 T A i i R DR (1) 52 AR
[0224]  fE 4 50 LA (CRRRAE R BEG 3N ) A2 48 & 28 70 BRI 16 Jg 't 40 g Fi
ML €825 B B2 (RPE) 40 B Hb i) 11— 20 4 Je A AL B I / ML 2 Rl — &
) EE RGN T A R HESIY R BOLA M, Db F ol 11- X - A s I AR
Rzl mESE i = R N R o i W A U e S R AR A e W L DIk € AL 1,3
MR A RS2, J5 5 o R B S A4 ) V5% (Filipek % , Annu. Rev.
Physiol. 65:851-79(2003)) » {EJEMLISCRT 11— Wi — #0807 1) 4 S AU AR 25 88 RO BT AL
ZJ5 A0 T I AR A B B M 5T A S MRS R BD BR . BRI
T A A AR 11- =0 - A7 (ZF McBee 28 |, Prog. Retin Eye Res. 20:469-52 (2001)
LR ) o ALt B ER R BUT RGBS A TP A A S B M S B R o TR R A AL I J
AR 4 B G5 /6 T, 7 ) 4 S R o e DA AN 1A I F T 1 X T e Ay R 08 30 FRT R Do s £
# bJz (RPE) ' (Imanishi 28, J. Cell Biol. 164:373-78(2004)) »

[0225]  FEARAT 32 A48 AL e 2R o, MR F ) 11— X - PRee i AR ] (PRAE
PR ) WBOG R I8 e R A e 4 e SR B, AN TS D6 S 4k IR B —FP G &R
FBERSZ AR (GPCR) , F /™18 i 40 M S 40 B SR AH G2 1 s TR i 4 . 9 X
TR E TR 55 0 TN 4G 0 %O B MPRERME T, L UAR KB ALTZ
7 (1, AR A28 5t T AR AIZE 0 11D o 4 e XS B 1 B s AR K A, I LA (5.3 4 i el 2
JULER AT, FEAE ARG Y R FE A SO U RRAE A ZE 0 2 o a4 S SIS AL T
e 1a B B A B T BG40 i I 28 1 40 M A1 [RI B 22 RPE i g v, SErb SRR B B A A o 11— it
KX TR A TEEAE RPE 5 BOCYH i (8] (R B 40k DA Ry A2 48 25 Pt B 28 280 b (g AN [
PELZ IKSEIRA) . 2 I Lamb 2% , Progress in Retinal and Eye Research 23:307-80(2004) .
[0226]  FEJCAAAETR, MU AE =Rl (PR 5t AL L2 SR i A R AL 58 0T ) [R) AN T 4%
o MRE M EZAMETTER (BE, 5 11- X255 ) I, P40 “Igis
NRAS . MM ER BT NBEFRER (R, 548k aS0EB L5 ) i, BOsgl B iR
BERRAE “OGIE N7, I HA M EE AR (SlED ) JFHAREAE SN ER
TN, OG0 M RPIRAS B AR AR “ AL TR IN 7o BOGYE M =Mk &% B A AR GE =
72K, FF HIHFEA R ATP FA4 o ZEREIE PR , A T00 PH & i A BT 8 153
N, 1P E i, SR E F (Na'/K' 1 Ca®) BRIV 2 T ZEWDIRA 1 72 i 46
BT E 4B A AR R A KO, OB A BB LS H AR ATP (K28 ) 40 41 3= sh 5 2 TH 1.
T IR LA B S e i B KR R, AT S BRI 75 oK o AEOBE POIRAS T, AR R
fith 5 50 GMP A 1) il 2 ik 2, 12 ek R 1T G PRk 40 R o () P & s e T . A
P FUFEB KRES T, A2 60 A AR BUK AR LR i it a1 i sk B (ARSI )
L0 73 b 8 YT PH B AR, A8 A P 40 iR 27 HE B RS TS RPRES TR IR IR A2 25 ek 59 1 FL AL
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Mt B R K

[0227]  FEIEHFSCHIZAT T, Ak T IE ROR A AT el 2 5 1 A AR AR, — B 2% BUE
1, I HAZA M = 24k T 3 BB 28 SFORE s IR 2, 5 AT 165 3 MR 0 48 e A B, T 5
TR _E S EAR SRR T Ko AR, 7 L, o T AP AE DG A RPE 40 ) 15 7 41
WARP IR TAE (AT 11 Mt - LS AR 7o AT A0 ), IR A2 PR D6 1R B2 A IR 2R RO ARDX
KA R E N IR A AT G IR SZ A% G WY 8 1 S B /R & in CRI, 58 i
ATP MR ITHAE ) » 528 3 B0 RS R B Bt 198 A AR IR T afi o DT, A0 D I ) K 22 S
A P 54T e A A RS R 451 L R AR A4 1

[0228]  ANHAEAT LI Fr 1AL, 45 “ I 7 MLAEARIN IR (K367 LT F00RT LA 1 b 05 3 AT
A0 P R v AU 3 5 RS AR 0 I R S AT AR I T e AN — AN 7, 3 e A ST
RERE L EY CHOG S RIREDH ) ) 2o s MESE e, w] LLgi /b s R A0 28 i
CEIT, 1= AL S 45 5 10 ) 5 AT Bl L S A LA S 2 RS R o 3K 46 1 1) A PRI
1o I A A 75 S B AT AL P e g 58 i 10 1 A4 L 57 2 S 6048 ) IR DAL T 7 1) s e 2 A0 1) fie
At

[0220]  fE—SEHETT S, LG vt L sy b 2 i 05 9] PR b g 0 i e A
Kb 7 AR g5 WL B A A S A B AL i M i) 22D — AR ASCRER AL S CBIL, A ST
R BACHI I AT DA &Y, B RA I () 56K B) Fros g L 745 it
EAPIRUAS SR B AR B BRI I RT AL G ) 5 15 18 I SE 2 AL 40 L O e
R, At CBI, BLgETE 22 B s o B a5 i 07 s I R B 1k g2 L g, B
Pz ) MR i R0 190 I P F R 190 2 20 M PO A (i v PR P S A L PR A9 ) o AE 0 ST T 26
o AR 2R M AT AL AL S B o A AR AT 40 P RO I T, AT P AR et C R
P vt2f B 1 DL 7 S B ok 30 S JR BRI (R ) o £E S Sl
TG AR SCHE TR IR BRI 28 M HEART AP0 G YBT3 L LA 40 M P 5 35 A2, Mt 540 1 IR s 4L
X I B A L T o TR, A SCHR AR T 0 400 1 M 0 A 0 ) 52 A HIR I 40 X e
FR A A TR s R ke 52 A RIS P ) Jm) B e 1) 73, e, X 28 T A A R AE AL LA 1
0 1) S 5 MR AT A0 Y Y UG5 3 A PR 2 A1 IS T e P 22 20— b A SRl 1R A 3 B AT
EYM S . IITIZ 2877 S A AL & ] T 167 IRBHE 0 S0 At , ARG AE AN T8 o 1
194 37 A28 < P R 2 0 A A L5 D 2 L 7 ) LA o I e LV AH O A 1
A5 o

[0230]  ASCHEAR R HCHIZA M AT B G (BRI, AR iR (BRI 28 H i 2E
WAL &, B HAT s () 8K (B) Bron (4 i B 5 S5 H AL S AIAS SCRA (1 2L AR
IR ZS AT A ) Bk CED, SEZE Ve I s ) MR EQRINIKE,
X 1B M ST SR TSR I R, IF HAR Ry T SR BRI K F, HAEL T ALE A, 30
il TR A, IF HILRS b R EE  GE e s T AT A M S TR . AR R S T 5
H LE TR S DI AFAE N AR 40 O RIS T AR REL LB I, I Y AT BB, OF B 5 48
AAELELFIIN R O0 AR TORE S 1) SO 8 Y 1 40 1 PR H B0 70 B AR EE , A0 50 PR 38 1Y) B
JGIE Y AR B 5 H B 7 LU R e DRI, AERCSS ST S, S AT AR O A G T A
BELE R, SEARERLLE ) B, A7 220 296 IO RUAT 240 0 O 538 R 1, SR IE DL 4 AF
NAE TS RE BRI AR ML T 2 U o AL ST R, R A 2R, 2
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/B 5-10% . 10-20 % + 20-30 % . 30-40 % . 40-50 % . 50-60 % B 60-70 % FRIFLFT 40 fiw Ay 5 5 R
() FEE—2es ity £, Frid b G R BE IR RS N E R, 3F S A EE AR
T DL AT M KT 8 AR EG, TEZ A6 S P EIAFAE R, AT 40 B AR 8 Y (3R 30 38 1 /)y
I 2 /NI 3 /NI ER 4 /NI e AHECZZ T, 20t B BRI 28 e T AR AL S D AR Z AL S 9
TE G N 4% A 3 1807 2580 30 7l JECA) () S AR AL IS 5 22 A A DAASE W5 O A PR AT 48 R )
EE S /MY 7 305 6T, 46040, ANAY 2% <5 % 10 %+ 20 %6 B, 25 % FRIALAFT 40 i A K5 3E M 1) (2
D, 4, 36 [ R HR S S FEES 2006/0069078 5 & HESS PCT/US2007/002330 %5 ) .
[0231]  ZEAFAE /D — PRI 2% IR BEAT AE A A1) B 9 A, 42 /D3 3t iok B A
T R T 8 PTG 2 8 () /K PR/ B AR 2 S5 A6 P 7K, 0 A A 48 v ) R 28 JB )
FHESCE PR (RE, LG T2 bl e b S 0 7 S PR B D ) TR, T
T2 PLAF 4 A AL R AR I AP, ZEATAL B4 5 00 W sz A (BRI, 7t A 255700 ) Il
PR A AT (LT RRAE S — KT ) o ZEZRIE 2 DIAE A5 10 9 R0 1 i
(4 Al BAE I AL (R, FEER A G2 55 ) » Sl e A8 B A I K (T DA
FRAESE K1) o 5 —KCPAHEL, 28 Z2KF RIBRAR TR 7~ AL S 3D il 28 B i A2 o 7] LA
TERRAN IR 2 5 BT = 2 B R 5 I P28 ™ A K, IF HAR BN G T 7 R h #Fs:
AT, DARAEZ 25570 L 48 5 A PR 2 i

[0232]  FEMELGSHE 7 R, TR ASCITR IR TT 5233 B 3 B8Es R AT 41 fu7E A0
IO i P A A28 T B IS 00 O RE o 9, A T AR 0 (o R o AR
FHIREAR ) AT REA2 BE PR AR IR o B T 78t FH A SCREIA IR U I 2 G A A=A &4
ZHTANZ I 52 5 PR 3 52 A 3 R T P AR KP4, ol o A e i i AL A 3R —
ZRE (B AN ZIRAE ) T EEAERFARE X FIN S 2R & (808
TAHBEANZIRFE ) R AR R R AR A A I ROR .

[0233]  7F 55— St Jy &, SR T — i b s A 9 i AT 4 e (B 2 AN
M) HIWEIE N ) 515, HAEE AR 2 DA 24500 55 A 0 FEE 40 . (451 201 RPE 481 ) TR AFAE
S RGI T 2 1) J AE AH B AR FH PR 25 AL AT TR) TS AR o e ik 2 2> — Fp AR SCHE IR B A B 23
Hefir e & (R, AR SCRE4ERIR AL &4, B dE B sk (A) 38X (B) Pros i g5 i J 3L
T E A A PRI A ST () BAR R AR AR AT LA &9 ) o € 78 Pk Ak &9 11)
AFAE S4B A 1 1= X - PR (28 — 7K, I S EARFAE TR AL SIS 0 T
A 40 M A R 1= MK — RS 2R AT AR LR 2 11— X — LS 28— KN T
11— Mt — AR B PR 58 KPS, i 75 A 40 B R I Y. (¢ 7 1 s ol o

[0234]  HIHIFLE BT AE SR S TEAEAE TR S OL T (R, R %2570 2
BT ) AE7E T RPE 40 b (1) 11— X — A0 S 2R R ) A AR B, 2L B AP AE T 3E A7
76T RPE 4l oA it 11— o — A B JE AR I /K-F o AT XU F A B AR 28 H1 43 BT RPE o
(R RR P4 6 & A, L 5 A i DA Ry o FHORAF A A B 25 8 (2 0L, #9140, Imanishi 5%, J. Cell
Biol. 164:373-83(2004) , Epub 2004 4F 1 H 26 H ). 0] LALE i FH AT AL &40 2 Wil 2 ¥4
BEIER RS — 7K, FF HOAT DA I 58— ) B BT Ji5 8250 2 S I e A B R R 1 2 — oK
7, o, 55— IKCPAHEL, 35 KRG IR R B Ak & A i 2L B A A

[0235] #2454 O B ) J7 v K H B FE HPLC 73 #fr L B 26 s (2 WL, 1 4, Mata
4 Neuron 36:69-80(2002) ;Trevino %% , J. Exp. Biol. 208:4151-57(2005)) . & T Wil &

83



CN 104703598 A OB B 69/124 T

11— M R 4 Je AR B e, 76 B 5% &2 HPLC ( 22 L, 914, Trevino %%, [A] I ) 43 #fr 2 mirid
RS v (2 DL, ) 1, Suzuki 28, Vis. Res. 28:1061-70 (1988) ;0kajima Fi1 Pepperberg,
Exp. Eye Res. 65:331-40(1997)) sl 32 zs (2 W, 45l U, Groenendi jk 5 , Biochim.
Biophys. Acta. 617:430-38 (1980)) #& HU 38 #1L 28 W 4 H 73 Ot Ol B vk 1 ) 28 A0 o I
(% W, # W, Maeda 2& |, J. Neurochem. 85:944-956 (2003) ;Van Hooser %% , J.Biol.
Chem. 277:19173-82(2002) ) .

[0236] 75 H T-VA 77 IRRFZ I BOpERE 7 AW 9 st AR 1 ( Bl im0 1o FEE 4 A ) 1)
T AR I3 T i A B ARG A ToX 62 g S Sl I P A ST I 1 7 v 4 o — St 7 2P, By 1k sk
OV DX 55 AT 40 L P B T 7 5 1 I B 4 b R S 2R T ( XL ER ) 197K
o PR PR KR A2 BRI I A S8 B e 2, FF LB AR ERIEE o PR, B 1k
SE 25 B T A AT 200 P T 2R DA 5 o el 2 A28 o 5 AL B LA A S S T
W, SANAELEZH (40, R 255002 80 ) B RAR EL , T8 i B AS SCRE IR AU R A4 30 i
R A A BT 1 ST 5 B Tl I O N ] LA i Ot 25 A 58 /K 5 A0 58 TR P R B R
A SE A SR T S P T B R g (BRI, G vh-2 s ZE e IR n ) Faa & i
FEVE AT 41 B 1 5 20 B B H 39, I ELIE IS M AR 41 B 9 5 20 b sk B H b . T B
TEREA VR TT Ik T 0 e PR 28 0 B A28 T ) B 3 DI ) 25 ) R 2R

[0237] XS4k A B 1k A€ 2% B0 AT 4 O I 5 S 19 B8 ) 10 8 B AR iR RT LLAE B )
BRI G I o A0 2R 0T IR 7K 1 R I3t it 400 2 ot 5 P28 B 1) B 3 R U It FH 245 7). i
Mg (AL MFRAE S — /K PBEE— ), RGBS — NI EFEHEW
295 fa i g (T BLAR SRR S — /KBS ZLE 3 ), DL 2 BIGIE BH M 5 225 A0 28 0 1)
IR KT AR 52 4% 2557 (1) 300 400 1T AR D9 6 o ot 4 5 A0 28 B 1) 7K P o RT DAAR 48 A% S50
FH Y RAS ST A 1) 77 32500 5 A A i i A i AR B ) K (2 0L, 40, Yan 5% J. Biol.,
Chem. 279:48189-96 (2004) ) .

[0238] i AGIT A2 A NECE AFE AR KRB E3Y) (HE, B i), XLk
TR O R R IR ARRE I BOPE (PR B AL T % IR ARG B i i AR o dEA
RIS AR E AR TR0 B shEshdn (B, B 4 K4
FLNGE 2 A 7 A BE R PR R I SRR KBRS ) o

[0239]  ASCIEERAE T H TP (BRAR IRZE b7 1k ) AR RT3 A B I Ao 28 0 40 L 1 A7 9
(BRSO g ) 17535, AL 1] 52 4 78 it FH A 2 242 b T 432 52 IR 380 A RN AR ST 48
BRI A G T A S A 64, frid b ass Ba X Q) 88 B) Finxir
FE— 4540 S Fo 1~ S5 M AL A AR SR 1) B AR I AR B 2 B R AT 2B A 5400 o A0 A i ot
25 JU N B A 15 B 40 D OURK 40 i« 7K A A AR 2 T 0 R KSR ANl E S — S %
G SR T R IR X T A 4 RPE 40 1t 0 K 80 5 5 40 M 1 A7 4 sl o AR M 1 T
FEH e — 2o st 7y e, $R A T B 1R A2 R RS T bR Az A AR M k. — Pl
1B RIDGIERSZ A A2 1 R 7 VA T ALAE Tk R 52 iR B IR Y DGR A8 D REI 7% o XA
1) 77 12 A4 1) 52 18 it FH A 5 A A ST il i) BRUAR ) R Sl i AR A & W fi 24 2 BT 452
(R A CRPRE RS R ) A G . BRI S, XL A 48 n) 52 & A 255 bw]
F2 52 IR 7 RN SC TR BRI 2 A MG AT AR &4, BFEASCHRER I BB =l (A) B¢
X B) Fing et 2t a9 . Aa B4R, AR STl 4k &9 mT LA
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IR P SRR BEAR 3R (B, ALE PG ) B A B BN/ Bn] DAY A B AR B4 1 AR
(SN

[0240]  HRREg5 90 22 /0 30 43 # ] BE 2 IR A (%) s 4 o (R 32 B ZE R/ Bl El N— WP A 3%
J -N- W OEiE (A2E) AR S BRI, 7ERELU Sy Zevh, $e 4 1 I elip 152
R NG AR S =/ B0 A2E AR EE B 71 o IR S8 7 VEAUEE ) 32 10 il A A 252
TS IR ST A A B U B 2RI AT AR A S A S, ik b & )t
BAWM () P g sl 1 g5 - 549

[0241]  7E—U50 0 5 Ze b, B U I 24 IR AT AL AL & 0t FH T AE R b 5 ik S 28
PRSI (A, ok B 11— X — MRS B 11— e — PR EaE ) i B 7E 4 X — P
PEIH BN B P A B T AR S 1R 52 03 o 7R A A ORI AR R — A S i i FE b
B2 S5, AT LIS FH AR SO (0 AR AR A P 5 P R 5 VR0 7 52 3 1 — sl 22 ol py i R 26
MR 2R (ULgH2E BB ey e b &2 007 A ek b ) . hEf
FULE AR (4422 A TESX ) 2 A 28 B A7 T HIELH 4 Do) IS o 47 S 4 e ) 4 il e
W AL B R — R e BUBC D IR . 11 K - M AR AR TR AR D4, IF H
LR BOGI A A e AT . LS ) e AL S B BUB R OO, 1IX 5 1R T 7
A FH AR 20 A 8 2 DRI () A 22 I B TR s I K

[0242] {54, 7E36 LA Hig A JF 58 2005/0159662 5 (AN @S 51 HEER I ALK
3C) AT T IE A HES) YRR P YR P AR IR I K P DA Ak e S I e B B AN
ST ME 2R K YR RS e B /K (R T e X L R s B K K P A2 15
TIEFEE ) G T A, A, @ m A filys (HPLC) AR B 52 i3 A
i PR S BEEAT I 2 Mo 90, W] DAIIE SR B 21 AR (CHOh IR (A
FEMIE B ) TSR B /K o AR AR R LA SRR A s 7K R P AR oA e
AR EIHE

[0243] 4201, MLVEFE A A2 IR SRAF , A it A A [F) F 2P0 2 B AL S ) F — el 2
KRB EEAL A V) ZKF 7] CLIE b 1EAH i Hs AH €032 (HPLC) (491 4, A HP1100HPLC A
Beckman, Ul trasphere—Si, 4. 6mm X 250mm A%, {3 [ 10% LR Mg /90 % ke, ik 1. 4 =T+
JEP) Sy BR M. ARSI AT DL b ] A SR ) AR B A AR I 5 R HP - Chemstation
A. 03. 03 BAFLE 325nm Ak FIRT I AT RN o 480 40, 38 1 L AAE i b 5ok B 1B 20 1IFE &
HRIR SRS A O R PR, 9 an BRS80S, R 1, B W R B AR S
AR, AT DA 8 RA S R (1) 5 o AR R AT R R () AR ST AR N 72 25 & PR A A
FEIE =5 0

[0244] WA SCHTAS I, N YR PRSP Tl (an 11— sk — PR i Bk 11— X — AT )
AP I BlGE 5, 2T IR MR SR K m T AEAH R I A 2 45 MESh A0 16 i BRI
PR IR R TR SRS A o BRI 20 B AT A=Ak 5400 (40Tt FH AT DAY B0 B Xt P
PR R TR . FERELE S 7 Z2rh, ] CLLL AR M) 52 30 AT B — IR B2 IR R & 1)
AR AR B AT A A 50 2 T B S 1R PN T A SR () K- 5 DA 8 A B 0 52 1R
& PR P SR B AT R

[0245]  7F 55— SEHt 7 &, A SCHER A T 3657 MR RFE 90 B30 i  $00 w8 2B i & T i A
P3P oA R PR g S iR 1T 16 7 v A ot P 22 2 — P AR SR B AR ) 28 G AT AE AL 5400
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AT SEBRA T 75 SR FRA, JLA RS S BT 4 M b ATP VA AE I PR WA ST RTIR , 15
TN PR ARAT AR i R ATP RS R A R 1 DI I B 28 e o PR AR A 4l Ji e ATP R4 )
M s DAL, B I N AT AR . () 0 8 T T AL S D B A S D i BT AR P,
MARZE G TIZA S PRI ) AL, A2 AR SCRTIE (75 A H A i AL & 0ok 1 4597 1
0 ESCHE RIS T P KA 40 L ) ATP VA

[0246]  ASSCHIIAR IR J7 AR L SRR AT 240 M PR IS 38 17 5 A 1T 2 AR A0 I PR e 4 C BRI, LA
gt sl R TTG MR ) o B, fEIRTT T SEIT IR T, B, R 5 (s
AP IIA ST IR ZEY) ) WIS —IRE 252211, 7T AN E B4 7K1 (BB —7KF ) .
A LRS- IRZE 251/ AT 50— R Um0 it 25 2 e s SR (K1 (i, 5 — /K1)
LI SR AL AERENIA YT T SR P . S HIRES 25 2 AT S K-PAREL, 55— (BUER
JREER ) SREACF IR (M%) Tarmiz A G YRNATY 77 07k T AL 40 MK IS8 N,
AL TR P MR BRI RUAE o 48 FRTF AG AL 0 JBE PR A A AT/ U A A R e s ] A
FIAS AU 5 3200 o 90 40, 40 I I PR S A D B e 30 2 R P 6 1) 5 3% R T
KM E (W, B0, LM EFIGE 4, 569, 354 5 ) o 55— IR 592k F IR S I 4 2
iR, R S A 2 A R P R I P R SR AT s KRR TR R DU A RE
g A ) 08 19X T 45 A AR A 2 A AT i R P e Sk S TR P

[0247]  AHHE ok B 32 BUE VDRV MLRRE (i Fn] DU 26 VS AT 2R ) s
PRAS A (000, BB AR 5 7K IR AR AR N BT ) BN AR S B B TR )
SRS e S A M i) o B R DL D R A S sl M i o, LR AR e R T s
RS C BR8] 20 8 W S 2> 900 8 JAL R 2 B 2 BRI R
R b e A B L T AR B ) S2 AR A B YIR AR S TR Sl SRR
RO NGRS AR i s 7= (o, AL WO FE A Mg 5 R 0 ) B T R I 4 R
BAREANER T, ] DAL Gt AR 5 0 OB N 2 S 20 R 0 P 91 1 et A% T RE Al e AR L JE PR B
LAY BT T R L ) 40 M 2R < R D 2 1 AR I AR 0 A 0 R AR R A AR L AL 1 4
o LI LI AR ZE TUAR ML « RPE 40 ORI 5 40 L5 A (3 i A AR 1 J5E 4 T LAA £ T
27 1 B IASCHITR B EYIRE S o 100, B 19I5 40 T AN A A i 5 74 s S 4
HORE TR 2, B W LIAAE T8 8 B NZIRE (NSNS ) 153210 EHE i

N,

[0248] AL I JIEE A2 07 T HIR 5 0 PR SBC3 AA AT K 2 12 2 1) B A 22 2L 2R D o A D ) o 2
Fibne AR M PR A o AL W IR AE S A (X PRI i T T AE R MR AR . s BAr T
PP 5 S 745 A 35 R SR IR/ T ) TR0 5 O e R AL 8 P X 38, AL i 472 (AR P 5 A
RO o /DTS R R, R ML SR

[02401 190 1% 30 8 7 1 1 AT o Jl S A0 W JEE AR REAR AR T4, HL 2 A DA X 23
Fil (BJa ) b R e A AR G (Bl el ) o A Gk SR 24 1k

[0250]  {EAAHI i AR AXRIAS SCAR B A T I AG TR il ot (Mgl i) o At b
B RT A=A . e Ze e (ED SRR ) o LRSS I B s bs
WY HLIhRERDR AR TT o A - (1) B AT (BURSEMLTT ) , HofE BRI RR
i T R IR EN Az s B 5 (2) Jashiifge e, HoR g A6 2L AR A4 5 (3) Hhialfiis
6, AN TUR MRS s A (4) 5 P A 2e o0, HOoREAE BN i) — A XA 2 75— X
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I8, PRI HA RIS o [R) # 2  A K i (AR 58 - DX R 45 8L I LA AH X 0 1 A
Ro ML IC— M VU E DI Ao AR (MR ) Ao BRSNS BT AR A« R 32
BT NI BRI AL AMF R o BT I AR AL 1 21 e AP 22 T BUAR N 2% B T H
155 o (R FTAM, M5 BALIR R 55— N4 (S5 400 ) , 40 i ml Be st o —
ANPRZETT - JVLZE MBS A4 e .

[0251] ALYl LA SR B R b 22 o At O il o AN AR ST, WIE I b 5 VAL AR AR B 7R 1
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BCIR B, A R0 B TR E AR ASFAEAL S P IS 0T 7R O 0 AN 23 DO S A 1 1) Bl 2 )
WAL T i B e K, FE SR SR T s AP R . R &
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U1, Wenzel 28 | Prog. Retin. Eye Res. 24:275-306(2005)) .
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M) 5 I HoA AT DAL AR el RO JEE 40 L, 40 RPE ROK S i i o il R i 2e AN [R] R 2
HIAE LS I NS TR R G, LR GEA LIRT “ NG 4557, 32X S T RL P 14 Y
[0274]  —FhelZ P MALI B 70 B (WegJ) IF HAPARRE A AT 22305 77 1) AL I
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[0314] 323X 7% B 2 T8 AR ATt F AR SO I i 46 W) IR MEZh 1) X L3 ) s 82
R AR HHESY” s8I L7 A E ANAEE R RACRS ), ML B K
N R E S, iz ) (i, 1, 5 ) R sh i sh ) . 5 5 A TR
I ITVEIRTT I S22 3 ] 4% FRAE BT S 2 VI 2 D7 VA REAT %501, JE IR 8 5 A SOk
FRTIEL 92 9 B PR AH S FRY XU PR 22 BORER, B 1 22 52 1 A PR R R s s R R R
Ao IR D) R H T R SV I PR B AR e 45 R B A0 A ST 1 77 VAR R AT 1697 1
B,

A EY
[0315]  fERELLS 77 S, BURHIZR I AT AWML SR a5 i ] . /R30Sl
T7 & BURHIZR I AT ED G W 5 205 EA1a i sl B2 M ER (FEA S ko 24
Y EAIER (BTS2 ) WURH A EAER (BT ) WU, 8 A B A
EEER (BT RRZE ) Bk ) A a, SEREE T Tk £ 45 25 @ A2 0 LR STk b i
IR bR 25 S B EA T 188, 1 41, Remington:The Science and Practice of Pharmacy
(Gennaro, 21° Ed. Mack Pub. Co. , Easton, PA (2005) , H A TF N BB L 5 | BAR TR AR,
[0316] PRI, ASCIRBE T — R i A &), A E — P el 2 MR 28 G i A &
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Yy ST AR A AR R 24 255 TR I B KA R R R A K S N- AL
AL GG, DL Rl P 2525 L n 32 AR, AR, Jheifyr A/ s
gy . WARFEE (BIRER) SUHGDIILER D HRE HA AP EZE (B, 23R
) A E, B P2 M EG TG 255 B2 B TE A G Y aRE IR R S
RS A G .

[0317] ANl SARME T — B2y AL, & 2% B2 i3k (A) itk
E S AR R R SR SRR AR LA A PR B 22 BRI 2 s A R &9

B N- 4L «
, 7
(D5
G ‘R®

R! RR® R®
A(A)
Hr,
HAEA 1, 3- ZHURIKAYE
G N -X-Y;

X#EH -0-CR),~. -0-C(=0)-. -SCR),—. -SO0)-CER"),~ -S(0),~CR),~ -
S0, (NR") =, - NR™-C(R"),~. - NR™-C( = 0)-. -NR"-S(0),~. ~C(R"),~C(R),~. -C( =
0)-CR)y= ~-CR),C(=0)-. -CR) =CR)-.C=C-. -C(=0-NR)-., -C(=
0)-0-. - C(R"),~0- F1 - C(R*) ,~NR’-;

Y 1 B Co—Coglot BRI IE VIR A FE e I  ZR I8 I I b 3k L 07 R Bl B

RUFI R B AR HIE F & s 38 e 2 A dE  —OR ° -NRYR Bl FA 2 55803 R "R R
TEAEARIE A s 5l (T b, RURD R *— 32 7 pl B Bz B DA S 00 s sl (T ak b, R F0 R P — i
TR E R, H RRT R T i e e LA AR — ke

REAIT R “% BT Mk 4 K28 C ~Cobedt e 3k . —OR "B -NR “R" ;8% RATR *
— BT HEAER]

RO R °4% A AT M 0 BESE R I L RUARE3E O 26 205 JE VBRI SE Bk C- B )
IE B RO R S BATIE B0 R 7 — R T B R S 8 44 A3 553 R ORI R *— T JE
B 2 5

RUFN R 8% B AR ST Mk B & e R ER L . —C (= 0) R "L SO,R",CO,R"Ek, SO NRR" ; 5 &
RUA R A S EATER M AR T— TR N- L5

5 ROSTH R S slbe 5

5 ROFD R " ST BB B A fE S B L 2R 3R JEL -C( = 0)R "\ SO,R. COR"ER
SONR'R' ;53 R Al R A5 S TERME IR F— A N- Ju3i 5t H

5 REPHSTHIIE B BE3E Aot I IR D5 58 S eI IRIRIE 405 B BRI
[0318]  —ANSEji Ty EALME T — M G4, HAE 255 R AR (B) Ik
E W H AR SR AR STAR A AR LA S e AR Bl 22 BT K I K E) #h
B¢ N- M) -
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NH,
&
R! R?
A(B)
Hrp,
WAEH 1, 3- ZHURIZE 5
Gl -X-Y;

X¥EH -0-.-S-.-NH- &k —CH,~ ;

Y 1k BRI s

RUFIT R 245 [ 457 2k B &80 —OH ;B0 R R R TR IE ]
[0319] 294 (i, A+ D IRE A i ik v 4 sk 20 A 2% B et %, sl B N iR
FE A ) AT LR AR E AR AR S nT DL R, @ dn, LN —FhsiE Fl T
TR BRI T 55 FH K Bk VT (DRI AR TR R /K ) AR GV TR L 238 SRl W] A A W5 )
BAFA FUAE R B 4 Hh T R s T PO DU S BA T
SR BCRT 5 B TR SR W A A B e B o 11 A0 2530550 R DL R F 3 3 B S ) a1 A 1)
LIRS A sk 2 R . AR R KT RS, BTy 25l & sis
HEL I 356 18 R A A LIk F2 TE B 1) o
[0320]  FEFLLLSIjE 7 Erh, Pridfb WA L RAi, R H &R D T4 5% 80 T4
1%, B0 F25 0. 1% e/ VNS 7, B0, eSO iE R — A A BB = A 15
YePErb R AR BE ) AEH S — S SE Ty SHh,  H — Fh e 2 BRI 2 AT A
YA .
[0321]  FE—4850 it 77 S, BRI 23R T A WAk & 0id ik AT 3 4 1 7 s 45 52 1K
& 7 AAEE, 0, DR AN IR P RN IR P Sy (B R K B 48] e
WIS BRPRG IR J732% ), BOE I [ IR AR R 45 245, SO IR Y BRI L 2 B . s 2511
J5 sALHE, 40, IR IR P A R R v o I BT B TR 9 AR Z5 iR B Tennon (7]
B (P SEIRIS AT 4R T 77 ) WES & B e AL 3R], BB 28 R e T A=k &
W) o RPN T3 S50 380 05 0 B 1) 3B B A PN ST AR ) 2R G T AR A &) . (SR SESIili 7 2,
YR PEARAR N PE Y, Q3mSR B AR, S S R
[0322]  FE—HUsiji 7 &b, A 25% B2 (AIER ) 2URBUIRIE R LL R A4
W FAE BB A BRI 2 AT AE A S B e T45 2. 25% T2 e & IE 1
BARAUFEIR BIE0E B BT 3252 IO IR o BRI U B A2 IR AT A A & DD R s A R kAT
R A8 IR B AW 00 HE B LEmT (v HELHR Jm 30 e FH R0 26400, o e g HIR ) v S 55 it A
LAY . ERIRFIRIEO N, BT eI S, 440, IR B2 A 2557), 40, g in &AL
B IR IS RSB 51 QR B IS TR BN SR SR ) 51 W SR AR LA K L AR
Bels (R A 2 LALES 80)  BRIR S IENE ARIR IS 40 8 48 LM S BE AR S5 R VS MR 5 v
WFT A B AN A PR Al S8 A2 0 7] 5 18 a0 2R L U W R 2 2K R IR B S5 B AR 3 5 S e Bl o
B3 g 5T AU A2 0. 001 % B2 1. 0% FE i / ARF KA o 10570 1 pH 8 5 ZERR
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REIFI AT A2 156 N, W7E2) pH 4-8 HI5E A

[0323]  XoF Ty 5, BUAR I Ze R NG AT AR A W A0 S 48 3k K v « BART A 5 I oA i
W R REMEREE G MR P FIHR A 5 0 AU AR N 5L & &2 SR, JRAE
Y2 R A TR, 845, # l, Spaeth, Ed. , Ophthalmic Surgery:Principles of
Practice, W. B. Sanders Co., Philadelphia, Pa., 85-87, 1990,

[0324] % T il IR B AR B A AL B b — PRSI IR S A G ), A IS B 5
T8 W R, AL AT DAL ZE R T B2 o 240 G4 nT DR FH TR R P 3 328 1RV
e AT, A A Y] CLE S B ik S St (B, g T 5 7+
T ) HEAIEREIEFI IR R EFN S A 1BE . %A APl Wi gy s E A 5k
I i85 RS id %

[0325] &3 ) 1RGP B 45, 0 4n, v 7), AR, B, slohs el ] i AR AT 4 R sl e
GG 5 TAE WA IE TP R MR B 38 ] 538 10 23 [ AR g 1, HEAL 558, 49 2t
25 5 ) B H SR e FLBH Dk B R R B EORS B A AT Y ER R A RE | RERE IR IR R AR .
(Z 0L, #, Remington:The Science and Practice of Pharmacy (Gennaro, 21°° Ed. Mack
Pub. Co. , Easton, PA(2005)) .

[0326]  {5—LLSL 77 Z2 P, B AR SCHTIA TR R 2 BR IEAT AE A S I T e HH T 2 R
GERRE I o XA Z A )38 5 AT AT A B F 0 BT ARK il &, S e A a1 IR VR 7Y
B TN, BORIEAE SR B AR ER AR . e BRI T LA A B3
PREE T AT/ B 7 H T e A Bl i 2 TR R 2550 o FEIX SIS 50 A FH IR ) A
YA, I B AT LR AT A B AR ) s D0, 12 R4 (ARG 18 E RO M R 23 BT
IR FRSERETEGHIR T E PR AL S 4 B B TR N BT B R T 2 S IS 45 452 b ] A
KT BT S B AR R 1

[0327] i R 0 422 e FH K 24 400 B2 5 ) 1 4 5 25 ) W SO RE AR A RN BT
e AR (2 W, B, Lee 2, Int. J. Pharm. 233:1-18(2002)) » {E — A~ 5 i 77 &
AR 2% B Z AT A A 6 4 30 o T B ) 308 33 28 T vk X (23 DL, 81 40, Curr. Drug
Metab. 4:213-22(2003)) o fE—265) 77 S0, 2 A9 A IR ) 9o 8 BUCR S5 T =X, ok
PERTHE T A P IR AR B W AEZK PR i R SRR A A P MR R BT v B IR FH AR 55 R 1ol
RS, T B W R LGSR B IR AT Y 3 O IR AN RN R 4T Y 25 L 406 TR IR
[ SEx/E

[0328] A% &/ b—FpASC TR (R AR I 28 R I AT A A & 0 A5 0 5002 T AN ]
KT8 (A ) B CRIRRERIB B )« — B HER O AE e DL S e B 7 s
BARN A T e RS ZR . Sz 0 S HAERIRFI, Gk, /TR H 2 1 Ik2 4 6 K
IS B ) RO, ik 1 B2 (B 1A 500 D).

[0320] 25420 &4 n] LASE B B AU AR N S8 BT R0 T iy (sRmipls ) R
()77 2t o T8 >4 1)) B M5 T R 2 2 1 S I TR RIS g Bl T2 N R 3R < R RPR VL
R PR IR R AL VA U R HAIE R BL R 25 2457718 — M & 5 & 4 50 &
FGTT 77 Z UL AR HEEST R / BRIb sa Ak (4040, s i R 45 5L, S A 5 1) 58 4 B0
Iy G, SCEACHIOIR A / BRI B, SO B A AR ) R TG Y. XTI
B3 PR FH 5 7510 A2 LA 1 B 40 P FB A 22 o A I P b 2 7 P AT/ L e R o s 4 JY 2
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RPE 4t i ()28 P AH G BRI » JE 2L R, BRI R R o B & 0d 5 ml R A e A
IR/ BURARIRES R o« Sl & Bk TR 1 B R iU | (R Bl & .

[0330]  HUAR A FR BT A A& W) I 30 SRR 5 52 K3 T I PROIRAS o PR A % 771 284 5%
T e FERHR I 00 R S OB AR AT A Ak & 40 8] DL AR BRI A2 0. 01mg
29 0. Img L4 Img 222 25mg. £ %) 50mg 224 90mg jiti o R4 75 22, W HR 74 R FH — Ik
BREZ Ko LEFESFIIE O T, A1 [R5 4, 49 41, 29 0. 0001mg 24 0. 001mg £ 0. 01mg 58L&
0. Img 247 10mg. £ 25mg. £ 4] 50mg B L) 90mg [ AR I AR NEAT LMk &4, B —
REIGIR. fEH B S, B —RB-CREHZ 1. 0 B2 30mg BUR 2L AT £k
“Wo

[0331]  [IRFEIE T A2ZM 1. 0 B 1000mg, FFR— R BNV IRBCE 2K -1 I O IR &
TEIEA 10 28 250mg, "R — 2 =K. WA AW 2 ARG, WHZ A A E &AL AR 2 ik
AL A e TR BRI R (40, AN 1.0 B 1000mg) [ /b 0. 1% HI5E HAL &4, 1 1, MZY
2% 227 60% o

[0332]  TERELLSE 7y FErh, 2/ — P AR SCPTIR U B 223 AT AE AL A0 AE mT LLA )
ol BEL LA S0 JHE PR B 3 S (1) 4 AP RN B TR R e o fE RS 5 e b, fEREERT 2220 30 43
(F/NBF ) 60 238 (—/NEF ) V90 2380 (1.5 /B ) B 120 4380 (2 /hE) Bz &9t H
T2iAE . LSy R, A2 W DR R RE 2 B . R eSS
Wi 2R E B TR S A, Wk 2R 5 T B 1 55 A sl o 78 23R 3 IR
i E AR B2, W7 R ERTE IE B G R A N BRI Bt . Y DX e 7 A skad ik
A 2 R e T BB B G RN, W] DA e A % 245

[0333] 2 T BF 1L B AN 40 L D O A T e P 4 A 0 15 R DORR B A2 1l
PRARZS IR AR IS I 2530 e . EIR ARSI R, (&Y (B &40 541
AW AE G DURR IR A 0. 01mg 24 0. 1mg BRZY 1mg 24 25mg 222 50mg « 22 £ 90mg
W o ARSI EIME DL T, & B 7 R, 4040, 29 0. 0001mg £ 0. 001mg £ 0. 01mg By
0. Img 247 10mg. £ 25mg. £4] 50mg BLAE L) 90mg [1ILE4, {EHERTEN 2R E B BT A
FCUERT, B — B-E R Z I BT B RE . e e s Szl g 2 7h, 3 AL A8 iR
F S 2h 2, HAE ok 1-10mg (Wb B4)) /keg (2R3 AR ) (BRI, 46140, XA 80kg
(115213, BRI 80-800mg i ) » AEHE—2esili &, [ — LR L 1.0 314
30mg ALAW . CIRGR B 2 AT 1.0 B2 1000mg, Jii A A — B-E R 2 18 AE = R B
B ) 1 IR R D £ 10 224 800mg, BERMERT— IR o fEH B — 2850l rh, A4
)T ik B ER A P 25 2 1) 5 A

[0334]  ICHRAIL T A SCATIR AL SR AL SR & T B8 255 BT R
B AR AN 2 D —Fp A SR T EUAR I 24 AT AE DAL A P A A a0 2% ARIE AR S
JT i () B A AT A S R AT AT — Rl 7 VR A G A, ARG AL B 5 2525 a2 1
B AT . A EDIHIFPR R 1, FFEGR T LA B3, AR EA R TSRt
AR DL R A e .

[0335]  TEANFFWNAERER T, M FARSUEARN 52, HE 1S 7 280 @k 2 5
Sy WS o T T ) S A LR A DA R S T S A SR AR AR, AN LA ] 7 2 AR A R
il A< B o
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S it

I 2Bk
[0336] Bl 55 A7 U B, A58 T AR I (1 A 7 A0 15 BRI RNV T . TE A SRR LT (1 38 7
LA TR R/ SR BUR I G L e P RAR A . SN R I U I H AR &R
o BRAES AT Ui B, BREAZ MR 2 EMT (TLO) fEREIS EHEAT o BT ABR % 1 LR
VarianVnmr] 400 732, Ji 3% 7F 400MHz . ¢35 EL ppm (6 ) A B4 45 H, T #E & % T A
25 BT AR AS o R TR, A A AR O 2 g . HPLC/LC-MS SRAILAF 77 vE 8k T
Agilent HP 1100 &%, £F Phenomenex Gemini 4. 6x150mm5 p £ T 220nm 34T A& M
IR, WA S 0.05% TFA [¥) CH,CN-H,0(10% -70% 15min, 70 % —95% 2min, 95%
3min, #RJ5 10% 4min) , KA TS B 540 (EST+) BEA AT B i o

S 1-3- 23k —1- 5~ (RIS S ) Ewy —2- 58) T —1- BERH#%

G’\OMNW
OH
[0337]  3-%a2k —1-(5- (MR AP AL ) Wy —2- 3% ) TN —1- BEd R 1 B i) 7 il

%o
TEE 1

/ chcs \/O CyCH;OH, NaH
Cl COOH O/\
O"\ lqr \):j CH4CN, £BuQ’ K+ O’\ /% LlAlH4

Or‘\o/ésj\(vw
OH

[0338] DR 1 ¥ 5- GUWEWy —2- IR (3.01g,19. Ommol)  ¥F L2 L IR L) (3. 51,
19. 8mmol) FITRERHH (2. 81g,20. 33mmol) HVRAMITE Ar T T +85°CHitE 3 K, Il =
o RNVIRA WK RR I O =R & IHMANLZ H JEK MgSO, T4 FH 98 e i o
WML PREENT 44k (2% ~15% EtOAc - CUtHhE ) 133 2L EMA 5- &HEY -2- FIRIR
CILFARE, % (4.76g,97% ) ;'H NMR (400MHz, CDC1,) & 7. 56-7. 60 (m, 1H), 6. 90—6. 94 (m,
1H), 4. 08(d, ] = 6. 10Hz, 2H), 1. 64-1. 82 (m, 6H), 1. 10-1. 34 (m, 3H), 0. 97-1. 10 (m, 2H) ,
[0339] DR 2 :7F Ar T T T MBI NaH (0. 19g, 7. 92mmo1) 7EJC7K DMF (3mL) HH )78
AP I CEEFEE (1. 0mL, 8. 13mmol) « BHRAWHEFE Shr 2R 5 A ZALY) (2) (1. 20g,
4. 64mmol) o Kt S NIR-EGHAE +65°C T i 1h, H 25% NH,C1 /K BHE K, 3 H MBTE 22BN
o A A VIEHEKBEG R AE . Wi Pud ZHraith (1% 5% EtOAc - ChiH
FE) 153 2k G EAREE (3) . 7% (0.90g,58% ) ;'HNMR (400MHz, DMSO-d,) & 7. 49-7. 5
3(m, 1H), 6. 38-6. 43 (m, 1H), 3. 98(d, ] = 6. 07Hz, 2H), 3. 94 (d, ] = 5. 87Hz, 2H), 1. 56—1. 80 (
m, 12H), 1. 17-1. 28 (m, 6H) , 0. 90—1. 16 (m, 4H) ,

[0340]  BIE 3 .7E Ar P t-BuO K'Y (-50°C ) ¥k (IM/THF, 1. 5mL, 1. 5mmo1) HipA
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7K CH,ON(0. 07mL, 1. 34mmol) , VR &) i HE 10min, 22 AR NES (3) (0. 303g, 0. 90mmol)
{EJC/K THE (2mL) SIS 4 RNVIREWALE Ar T HcHE, R AE 3 /N B # R4 0°C,
RIGAEVKIE ERCRE the 1R SRS NN 5% NalSO, /KW, I Et0Ac ZEBLATIR TR
VPR GIFRAEVEH KR . B Eiraith (6% -30% EtOAc - ChikhfE )
B3 A EAREE (ketonitrile) (4) . 7% (0.12g,51% ) ;'H NMR (400MHz, DMSO—d,)
6 7.75-7.79(m, 1H), 6. 51-6. 55 (m, 1H), 4. 52 (s, 2H) , 4. 00 (d, ] = 6. 10Hz, 2H), 1. 58—1. 80 (
m, 6H), 1. 10-1. 27 (m, 3H), 0. 96—1. 08 (m, 2H) «
[0341] DR 4 :4F Ar T 1) 0°C FIEH B (4) (0. 12g,0. 456mmol) £E 57K THF (8mL) A 1) %5
VPN LiATH, %M (IM/THE, 0. 7mL, 0. 7Tmmol) o ¥ [ N VR4 WTE 0°C F FitdE 30min,
I 30 oL 2218 s 0 7 R Na,SO K IS TR HE Ko Jlid Celite i uig, Bl Jim i M 4 46 A BR 3 )2
Praift (2% —20% 7N NH,/MeOH - CH,CL, 8 F& ) , 159 21| 2 VR 2 0 [ AR SL i ) 1. 7 3
(0. 015g, 12 % ) ;'H NMR (400MHz, CD,0D) & 6. 54-6. 59 (m, 1H), 6. 00—6. 40 (m, 1H), 4. 77 (t, J
= 7. 24Hz, 1H), 3. 80 (d, J = 5. 87Hz, 2H), 2. 86—2. 77 (m, 2H), 1. 65—1. 96 (m, 8H), 1. 18-1. 36 (
m, 3H), 1. 00-1. 12 (m, 2H) ;RP-HPLC t,= 10. 12min ;EST-MS m/z 252. 2[M-H ,0+H]",

S 2-3- A -1-(6- (OB AR ) mbre —2- 55 ) N —1- BERHl %

I S
0" N NH
OH

[0342]  3- K —1-(6- (AP ER) mbmg —2-FL) N —1- B FARE 2 s i 7 154

N \/O CHACN, £-BuOK"
N o N
[ ‘
Mes SN
0N on PretesS | K
0 THF o N
7 OH

[0343]  DUE 1 AEZIE T CEEFEE (0. 79g,6. 90mmol) [#JE7K THF (20mL) # A
NaH (0. 15g,6. 90mmo1) o ¥ S MIRAMAE 60°C FHERE 1 /N, 4RGN 6— YR LI A R A
(5) (1. 0g, 4. 60mmol) o H5 [z IR A YL 60°C FHEHE 18 /T, V31 £ =5, ik Celite it
/)“ﬂ'* Hok R 4. ks Z AT aiil (30% —50% EtOAc - TR ) 153 2 60 i 1 Bk
o 735 (0. 60g,41% ) ;'H NMR (400MHz, DMSO-d,) 8 7.83(t, J = 8. 0Hz, 1H), 7. 63(d, J =
8. OHz, 1H),7.03(d, J = 8. 4Hz, 1H), 4. 08 (d, ] = 6. OHz, 2H), 3. 79(d, ] = 6. OHz, 2H), 1. 84-
1. 58 (m, 12H), 0. 88-1. 26 (m, 10H) ,
[0344] D BR 2 :7F -35°C N [ U T EEHF (IM/THF, 6. 4mL, 6. 40mmo1) f¥J THF (20mL) ¥ ¥
H N CHyCN (0. 22g, 5. 46mmol) » ¥4 2 N VR & W) 76 %R T Hi#k 15min, 48 J5 B 3% A
7 THF (15m1) 1 [1)fE (6) (0. 6g, 1. 84mmol) o F§ R MR GWAE 0°C N HikE 1 /AN, H &R
(0. 42m1, 6. 4mmo1) %K , FHYLHINH,CL (30ml) #%E . VRS 418 2.1 (50ml) ZEHL, F oK
Na,S0, T4, FR s 4 o T8 Pig 2 M4k (30% —50% EtOAc - Cpekh ) 155 2t
105
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[IEAIE (7) o772 (0. 20g,42% ) 5'H NMR (400MHz, CDC1,) 8 7. 12(t, J = 8. OHz, 1H), 7. 67 (d, J
= 7.2Hz, 1H), 6.99(d, ] = 8. OHz, 1H), 4. 26 (s, 2H), 1. 88-1. 64 (m, 6H), 1. 08-1. 02 (m, 5H) .
[0345]  JDUE 3. FE ARG (7) (0. 2g,0. 74mmol) £ JG7K THF (20mL) H RISV 1 A
BH,. Me,S (0. 22g, 2. 96mmo1) o B [ NIRAMILE 60°C R Hidk 2 /N IF2E =I5 R Hedk 60 i,
FH 3N HCI (pH = 0) K. Fri3iiR eyl s 12 /N, H7K (20m1) A1 MTBE (40m1)
Wik, F K NaOH 175 pH 2 14, KA HLIZE 5025, F NapSO, T4 H ok e ke 4 o 1@ i Pk 12
Hrafift (5% —20% 7N NH,~MeOH - CH,CL, B0 FE ) 53 31| 5 58 (i R S 3t g 2. 7 26 (0. 05g,
4% ) :'H NMR(400MHz, CD,0D) & 7. 64 (t, J = 8. OHz, 1), 7. 03(d, J = 7. 6Hz, 1H), 6.63(d, J
= 8. 0Hz, 1H), 4. 72-4. 66 (m, 11), 4. 06 (d, J = 6. 4Hz, 2H), 2. 86 (t, ] = 6. 1Hz, 2H), 1. 92-1.
68 (m, SH), 1. 38-1. 02 (m, 5H) ;RP-HPLC t,= 9. 02min ;EST-MS m/z 265. 2[M+H] ",
SO 3- () -3- &J& —1-(6- (2- RO LM ) ke —2- 35 ) A —1- EER 2%
RS

OH

[0346]  (B)-3- &3 -1-(6-(2- MO LML) Mg —2- 35 ) N —1- B4 LR 3 P i
T
TUFE 3

R
B(OH) Q Pd(OAc)2 PPh, \ .
RN
O/\/ CHO  2M KoCOs, i-PrOH e

CH5CN, £-BUOK" ’ LiAlH,

OH

[0347] R AT (B) - (- R CAELAEE ) g (8) (2. 74g, 16. Ommol) \6-
L i Eﬁ@§ (9) (3. 0g, 16mmo1) Pd (0Ac) , (0. 04g, 0. 18mmo1) L K,CO, (2M, 7 i-PrOH 71, 30mmo1)
(PRSP NN PPh; (0. 20g,0. 76mmol) o 4  MIBEWITE N, B T 70 CHiFE 20 /N, 98
W4, FFAE H,0(80ml) 5 L LHE (80ml) Z [ 73 Hd. A ALZHIJE/K Na,S0, ﬂxﬁmﬁ:{&
g, WP ENTAifk (30% —50% EtOAc - CekhfE ) 153 23 B EmgR (10) .
(3. 12,90% ) ;'H NMR (400MHz, DMSO-d,) 6 9. 34 (s, 1H), 7. 93 (t, J= 7. 6Hz, 111), 7. 71(d, J
= 8.4Hz, 1H),7.69(d, ] = 8. 4Hz, 1H), 7. 86 (dd, ] = 6. 8, 16. OHz, 1H), 6. 54(d, ] = 16Hz, 1
H), 2. 26-2. 16 (m, 1H), 1. 84-1. 58 (m, 5H), 1. 36-1. 10 (m, 5H) »

[0348] DIE 2 .7E -35°C N a AU T EEHP (IM, £F THF 1, 15mL, 15. Ommo1) [¥] THF (20mL) %
WP I CH,CN (0. 56¢g, 15. 8mmol) o #f [ VIR & WIAE LIRS N HFE 15min, 2R )5 B IMALE
Je/K THE (15ml) F s (10) (1. 0g, 4. 6mmol) o ¥4 K N IR-GW1E -35°C TPtk 30min, aécﬁﬁ
NH,C1 /K (30ml) JEK, H LR LB (50ml) ZEHL, A JE7K Na,SO, 4 98 Hs e 4 o

P ENT2ift (30% —50% EtOAc - CRikhfE ) MR R M EMPRER (1D . /7% (0. 55g,
46% ) ;'H NMR (400MHz, CDC1,) 6 7.37 (t, ] = 7. 6Hz, 1H), 7. 34(d, ] = 7. 6Hz, 1), 7. 28(d, J
=7.6Hz, 1H), 6. 73(dd, ] =6. 8, 16. OHz, 1H), 6. 40 (d, ] = 16Hz, 1H), 6. 16-6. 06 (m, 1H), 4. 9
0-4. 80 (m, 1H), 3. 04-2. 87 (m, 2H), 2. 21-2. 08 (m, 1H), 1. 82~1. 58 (m, 5H) , 1. 36-1. 10 (m, 5H) »
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[0340] IR 3 ARG T T 0°C, MREENE (11) (0. 55g, 2. 15mmol) )= Z Mk (20mL) ¥
W N LiAlH, (1M, 7E THE 57, 2. 6mL, 2. 6mmol) o 44 RN IRAWIAE 0°C T #idE 20min, # i
B2 I Na, SO0 K AR 250 R HHE 2 /o KA HLE 735, H Na S0, 98 Hs
i, WitPm EHraitk (5% -20% TN NH,~MeOH - CH,CLBE BE ) 4531 52 v 2 (00 Jih 11 S e 1)
3. P2 (0. 3g,54% ) 5'H NMR (400MHz, CD,0D) & 7. 71 (t, J = 7. 6Hz, 1H), 7. 34-7. 30 (m, 2H),
6. 66 (dd, J = 16 11 6. 8Hz, 1H), 6. 45(d, ] = 16Hz, 1H), 6. 16—6. 06 (m, 1H), 4. 78—4. 76 (m, 1H)
,2.24-2. 16 (m, 2H), 2. 21-2. 08 (m, 1H), 2. 04-1. 66 (m, 5H), 1. 44-1. 16 (m, 5H) ;RP-HPLC t,=
6. 54min ;EST-MS m/z 261. 2[M+H] ",
SR 4-3- R IE -1-(6- Q- MBI LI ) mbmE —2- %) A -1- BERHl 2%
R

| N/ NH2

OH

[0350]  3- @I -1-(6-(2- R OFELH) mbme —2- 3 ) N —1- B I LU R ATk i 75 75461
T

[0351] D& 1 - ) A <V R 1 5K 0t 91 3 (0. 28g, 1. 22mmo1) 7E MeOH (20mL) H 11 35 &
HOMA Pd/C(10% wt,0.015g) » FTf5 RS WAE H, Qatm) FHFE 20 /NI e VIR G
Yk vE, JEK DR R R 4E . B I P E M4tk (5% -20% TN NH,/MeOH - CH,CLB6 & )
19 3 2 9% T A0 S ) 4. 7 R (0. 208,71 % ) 5'H NMR (400MHz, CD,0D) 6 7. 71 (t, J
= 7.6Hz, I1H),7.35(d, ] = 7.6Hz, 1H),7.13(d, ] = 8.0Hz, 1H), 4. 78-4. 76 (m, 1H), 2. 83
~2. 76 (m, 4H) , 1. 84-1. 56 (m, 9H) , 1. 36-0. 95 (m, 6H) ;RP-HPLC t,= 6. 46min ;ESI-MS m/z
263. 2[M+H] ",

SEE) 5- (R) —3— 242k —1- (5 (IR A AU ) MWy —2- 56 ) T —1- B )il %

[0352]  (R)-3-ZZE —1-(5- (MR AL AL ) WEmy —2- 58 ) TH —1— B IR S f) 1 Hofn LA
TR T

[0353] 0 B 1: % (IR, 2R)—RuCl (TsDPEN) ( Xf = & 42 ) (6. 3mg,0. 01lmmol) Jn A Jii
R 3-G-(H &5 A ) mEW -2- 1) -3- | MR WM () (0. 27g, 1. 03mmol) Y
HCOOH:Et,N(1:1,4. OM, 7E EtOH A ) ¥, FH6 R ARG WAL 25 T i $t 24hr o N A NH,C1
IR (25% ), 3 H A MTBE ZEHUZIR AWM IR . & IFRANLUZE H KSR R 45 . 8
R POE E T AR B 2K A EREER) (R)-3- (56— (RO FEF AL ) WEWy —2- 35 ) -3- FBFEEN
G, HEEHT T 4. ™% (0.21g,77% ) ;'H NMR (400MHz, CD,0D) & 6. 64—6. 78 (m, 1H), 6
.02-6. 10 (m, LH), 4. 99-5. 09 (m, 1H), 3. 79-3. 88 (m, 2H), 2. 79-2. 91 (m, 2H), 1. 62-1. 90 (m, 6H
), 1. 12-1. 39 (m, 3H), 0. 98-1. 12 (m, 2H) .

[0354] 2 % 2 B AF H EG,0 1E 4 ¥ ) Ab 4% BROSE gl 1 b AE B 5 ik AT
R)-3-(-( M O3 FAEIE ) MEwy —2- 55 ) -3- HIL NG L R, 48 18 o P 3 2 M7 44k
(4% —20 % 7N NH,/MeOH - CH,C1, 5 J& ) J5 13 21 2 T (3l 10 SE 451 5. 7= % (0. 0185g,
9 % ) ;'H NMR(400MHz, CD,0D) & 6. 54-6. 59 (m, LH), 6. 00-6. 40 (m, 1H), 4. 77 (t, ] =
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7. 2Hz, 1H), 3. 80(d, J = 5. 9Hz, 2H), 2. 86-2. 77 (m, 2H), 1. 65-1. 96 (m, 8H), 1. 18-1. 36 (m, 3H
), 1.00-1. 12 (m, 2H) ;RP-HPLC t;= 10. 0lmin ;ESI-MS m/z 252. 2[M-H,0+H]",
SRR 6- (R) =3- & —1-(6- (M CEEF L ) MEne —2- %) N —1- BRIl &

Z

0" N l NH
oy
[0355]  (R)—-3- 2 J& —1- (6 (MR FFAEL ) Mbme —2- 38 ) TN —1- EE3& R 4 Fios iy
. .

VI 4.

\ =~ 1. NaH, THF | h
OH n VL
O/\ + B N/ OH . O/\O N/ O
0O
12 © 13

2.HCI-MeOH, H,S0O;

CH,CN, FBUOK® | = (1R, 2Ry ~RuCl{TsDPEN) (M4 1%)

- S o
NN CN

THF u o HCOOH-EL;N, EtOAC

7
RSN R
- I P BH3-MGQS ‘ i NH2
0" N CN . 0" N
OH THF OH
14

[0356] DIR 1 fEZ=IE N 6- WRkie F R (12) (1. 0g, 4. 9mmol) FHER 2 FFEE (0. 798,
6. 90mmo1) £E THF (20mL) F )8 77 i\ NaH (0. 355, 15mmol) o ¥ S N E-AHIAE 60°C
ke 18 /NI, ARG IR IR AR o M1 B RPN N FREE (20m1) , Bt 548 i 1. 25M HC1/MeOH (10m1)
MK H,80, (Im1) o A3 RIR-G W AE 60°C T HiHE 18 /NI, 98 Hs W 4, 75 1 A1 NaHCO, (50m1)
548 W (100ml) 2 [8) 73 Bie B A ML 40 B, FH JG 7K Na,SO, 48 IF 9 s W 4 KL i
6-( FR AL AL ) mbmg R AR (13) Efaifbim Ml T F — RV, 773 (1. 22g, €& ) ;
"H NMR (400MHz, DMSO-d,) 6 7.84(t, J = 8.0Hz, 1H),7.63(d, J = 8.0Hz, 1H),7.03(d, J =
8. 4Hz, 1H), 4. 08 (d, J = 6. OHz, 2H), 3. 84 (s, 3H), 1. 84-1. 58 (m, 6H) , 0. 88—1. 26 (m, 5H) .
[0357] BHE 2 .4F -35°C N W AU T EEAF (IM, #F THF o, 11mL, 1 1mmo1) (¥ THF (20mL) %59
N CHy,CN (0. 41g, 10mmol) o K¢ e NVR-A WAL LI L T HitE 15mine [0 R MNVIRG P&
I IONAE THE (15m1) ) 6- (3R C2E AL ) ke FERFFBE (4. 9mmol) o R NVIRAWIE
0°C NHEFE L /g, i@k in A HCL 7K (IM, 11ml, 11mmol) %% K, FH A1 NH,CL 7K #5
(30ml) Pk, H LR 4l (50ml) ZEHL . & A HLIZE I JEAK NaySO, 5 H s R ik g . FH 5
il 7 AT T2, 7% (1.26g, €& ) ;'H NMR (400MHz, DMSO-dy) & 7. 90 (t, J
= 7.6Hz, 1H),7.60(d, ] = 7.6Hz, 1H),7.13(d, ] = 8.4Hz, 1H), 4. 66 (s, 2H), 4. 15(d, ] =
6. 4Hz, 2H), 1. 84-1. 58 (m, 6H) , 0. 88-1. 26 (m, 5H) .

[0358] LB 3. [ Wi iE 7 (4. 9mmol) 7F EtOAc (5ml) " ¥ %5 ¥ T i A HCOOH-Et,N (4M) [
EtOH (5mL) ¥ W, bl J5 N AN = Z B& (Iml) AT (1R, 2R) —RuCl (TsDPEN) ( % < 4% 45 ) (30mg,
0.047mmo1) o KHIR AW H & AN, 7253 N BeRe 18hr, 1l i m A HCL K (IN, 11ml,
11mmol) K, FIEAINH,CL (30ml) ¥E¥, H 48 LG (50ml) ZEHL, F JE7K Na,S0, 4, FF ik
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FEieds . ks ERraifh (30% -50% EtOAc - ClehhfE ) B3I 2B aun (R) - Bt
E 14, 7% (1.1g,87% ) ;'"H NMR(400MHz, CD,0D) 6 7. 66 (t, J = 7. 6Hz, 1H), 7. 11(d, ] =
7.6Hz, 1H), 6.67(d, ] = 8. OHz, 1H), 4. 88(t, J = 5. 2Hz, 1H), 4. 09 (d, J = 6. 8Hz, 2H), 3. 04~
2. 86 (m, 2H), 1. 88-1. 66 (m, 6H), 1. 38—1. 02 (m, 5H) »
[0350]  DUR4 4% MESLHEAF] 2 A% H 7 V2 H BH,-Me,S B JR (R) - 52 R0 14 73 31 2 il
(R SE i) 6.0 =3 (1. 0g,89% ) 3'H NMR (400MHz, CD,0D) & 7. 63 (t, J = 7. 6Hz, 1H), 7. 02(d, J
=7.2Hz, 1H), 6.61(d, ] =8. 0Hz, 1H), 4. 69-4. 66 (m, 1H), 4. 07 (d, J = 6. 4Hz, 2H), 2. 79 (t, J
= 6. 4Hz, 2H), 1. 92-1. 64 (m, 8H), 1. 38-1. 02 (m, 5H) ;RP-HPLC t,= 8.99min ;ESI-MS m/
2265. 2[M+H] ",

SEE) 7T-3- g -1- - (R OEE AR ) mMErE —4- 3% ) N - 1- BE &

N”|

NH
0N 2
OH

[0360]  3— % & —1-(2- (R CEE AL ) mbme —4- %) TN —1- B R SEtfs] 2 F 6 itk
[ 7 4% o
[0361]  ZDBR 1 A% ML) 6 s FH I VAT 2— IR IR 5 30 O I 2 A R AL ROV
B 2- (MO R PR, HooHastamH T 38, 7% (1.27g, 2 &) ;
'"H NMR (400MHz, DMSO-d,) 6 8.31(d, J = 4. 2Hz, 1H), 7. 38-7. 40 (m, 1H), 7. 17 (s, 1H), 4. 08 (d
, J = 6.4Hz, 21), 3. 86 (s, 3H), 1. 80-1. 54 (m, 6H), 1. 30-0. 96 (m, 5H) .
[0362]  DIR 2 F MRS 2 PAE A v 2- (RO AR ) BB PR A
CH,CN ZEPLE JE M4tk (50% —60% EtOAc - CUEFEE ) G158 2F G 3- - (R B F
SR ) mkmrE —4- 35 ) -3- EAARE . 77 F (0.65g,51% ) ;'H NMR (400MHz, CD,0D) & 8. 29(d, J
= 5. 2Hz, 1H), 7. 34(d, ] = 5. 6Hz, 1H), 7. 23 (s, 1H), 4. 13(d, ] = 6. OHz, 2H), 3. 34-3. 30 (m,
2H), 1. 88-1. 64 (m, 6H), 1. 08-1. 02 (m, 5H) »
[0363] LR 3 H MR SZHER] 2 Hh A FH I 7 VAN 3- (2- (MRS ) mbng —4- 3% ) -3- %,
£ TN i 5 AT 38 J 70 B 2 a4k (5% —20 % 7N NH,/MeOH - CH,CLB: i ) J5 13 3] 2 2%
8 3 1 S e ) 7 RS e 4] 8 (LR 30 ) . 7 2R (0. 168,24 % ) 5'H NMR (400MHz, CD;0D)
6 8.02-8.00(m, 1H),6.92(d, ] = 5.2Hz, 1H),6.79 (s, 1H), 4. 76—4. 71 (m, 1H), 4. 04-4. 0
1 (m, 2H), 2. 78 (t, ] = 6. 8Hz, 2H), 1. 90-1. 66 (m, 8H), 1. 40—-1. 02 (m, 5H) ;RP-HPLC t,=
6. 79min ;ESI-MS m/z 265. 2[M+H]".

SERE] 8- (B) =3 (2- (MR AIE ) Mg —4- 38 ) TN -2- 4 —1- F&R 4%

N/I

N
O/\o N S Hy

[0364]  (E)-3-(2-(FACIEFEIE ) MERE —4-28) TN —2— 4% —1- e RSt 7 rhHEA 1
J7 i

[0365]  JDUR 1 -2 RS 7 A A8 A 5 7 v il & SE it s 8 HAE D3R 3 IR it B v (AL
). 772 (0.04g,6 % ) ;'H NMR (400MHz, CD,0D) 8 7.98(d, J = 5. 2Hz, 1H),6.97(d, J
= 5.6Hz, 1H),6.73(s, 1), 6.63-6.53 (m, 1), 6.47(d, ] = 16Hz, 1H),4.01(d, ] =
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5.6Hz, 2H), 3. 41(d, J = 6. 0Hz, 2H), 1. 88~1. 66 (m, 6H), 1. 38-1. 02 (m, 5H) ;RP-HPLC t,=
7. 79min ;ESI-MS m/z 247. 2[M+H] ",
SRR 9-1-((5- (3- &% —1- FRNSE ) MRy -3- 3% ) LIk ) M OByl

OI—L_ 73 S
- s NH2

OH
[0366]  1-((5—(3- Gk —1- FRINFL ) MEwy —3- 55 ) ZMRIE ) FRCEEFZIE LR Bk i1 77 2
il % o
[0367]  SDUR 1 A ML 2 Ho A8 0 5 v ) 4- YR EWy —2— B R BN CH,ON S 31 2 ek
IR 3- (4 RIEWy —2- 55 ) -3- FRIE NG, oo T ot aifbim A T~ —2. =% (1. 95g,
80% ) .
[0368] DB 2 i WA ST 9] | A A FH B9 5 vE X 3- (4 IRBE Wy —2- 0L ) -3- BRI N IF 1
AT LIATHE 8 78 Bl 2 A 44k (2% -10 % 7N NH ,/MeOH - CHLCLBE FE ) J5 13 3| 3- 44
B 1= (4 RmEWy —2- 55 ) T —1- B, W EEH T T —2. 'H NMR (400MHz, CD,0D) & 7. 26 (d, J
= 1. 5Hz, 1H), 6. 85-6. 92 (m, 1H), 4. 94 (t, J = 5. OHz, 1H), 2. 70-2. 80 (m, 2H), 1. 86—1. 94 (m,
2H) .
[0369] DR 3 o 3- & -1-(4- IRMEWy —2- 3 ) N -1- B2 =9 &R & B (2. OmL)
7 CH,CL, (10mL) " T2 Pk i . I e 449 21 N- (3- (4- W_EwWy —2- JL ) -3- ;B A
5)-2,2,2- ZH OB, LEFT@MANAMH T T —5. /=% 0.77g, = 28% ) ;'H
NMR (400MHz, DMSO-d,) 8 9. 36 (br. s, 1H), 7. 51 (d, ] = 1. 5Hz, 1H), 6. 90-7. 00 (m, 1H), 5. 86 (d
, J = 5.0Hz, 1H), 4. 75-4. 83 (m, 1H), 3. 20-3. 30 (m, 2H), 1. 80-1. 94 (m, 2,) -
[0370] P EE 4 dE i Ar B0 Smin X N-(3-(4- WRBEWy —2- J& ) -3- R ) -2, 2, 2- =
LB % (0.77g,2.32mmol) M 1- LB FEER ClE (0. 48g, 3. 87Tmmol) £E Et,N(10mL) 1]
VAT S 18] RNVRA ) A i Cul (0. 0482¢, 0. 253mmo1) AT PAC1, (Ph,P), (0. 0874g,
0. 125mmo1) , Jf i@ it &2 B 4% /Ar — IRBAT <o ¥ VARG W AE +80°CF Bk it 4,
7E BtOAc 5 NH,C1 KW (26% ) Z [ 43 d. 54 BtOAc ZEEUK)Z, F K Pk & 3E
HHE . WY, B Ja PuR E gl (10% -75% EtOAc - CERRE ), 13 3] Lk 8 0
WM 2,2,2- =5 -N-3- B E -3-U-(1-RERCRE ) LHIHE) By —2- 3 ) HE)
4T . 77 % (0.52g,60 % ) ;'H NMR (400MHz, DMSO—d,) 6 9. 37 (br. s, 1H), 7.52(d, ] =
1. 3Hz, 1H), 6. 92(d, J = 1. 3Hz, 1H), 5. 78 (d, J = 4. THz, 1H), 5. 34 (s, 1H), 4. 74-4. 81 (m, 1H)
, 3.20-3. 30 (m, 2H), 1. 84-1. 91 (m, 2H), 1. 74-1. 84 (m, 2H), 1. 56—1. 65 (m, 2H), 1. 38-1. 56 (m,
6H) .
[0371] 5.4 2,2,2- =8/ N-C-F K -3-U-(1-FEHF ) o) B
Wy —2- 35 ) NIE) 2% (0.52g, 1. 39mmol) F K,C0, (0. 43g, 3. 11mmol) 7F MeOH:H,0(3:1,
16mL) oK VR S V) AR =R T SRR I RO s R W Al P ZE AT a4k (7% 20 %
TN NH,/MeOH - CH,CL, B & ) 15 FI| 12 & 5% €4 3 (1 SE jE 51 9. 7= % (0. 105¢,27 % ) ; 'H
NMR (400MHz, CD,0D) & 7.37(d, J = 1. 5Hz, 1H), 6. 94 (s, 1H), 4. 93(dd, J] = 5.8, 7. 3Hz, 1),
2.70-2. 80 (m, 2H), 1. 86-2. 00 (m, 4H), 1. 67-1. 76 (m, 2H), 1. 52-1. 67 (m, 5H) , 1. 22—1. 36 (m,
1H) ;RP-HPLC t,= 6. 98min ;ESI-MS m/z 280. 2[M-H ,0+H] .
SEHER) 10— (B) -3- &5 -1- 56— - AR LMEEE ) mbwg -3- &) N —1- B RYH %
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N

=

|

2 NH,

OH
[0372]  (B)-3-%2& -1-(5- - M COEELMEE ) mbhe -3- 55 ) N —1- B I sicptsl 3 b ofn
LU BTl 16 7 V5 4% o
[0373]  JDUR 1 3% MSC ) 3 P A H B VA (B)-QC- A O ) RS 5- IR
WM AR EEEAMN E-5-C- RO ELMmE) WK, ™%X (0.82,69% ) ;'H
NMR (400MHz, DMSO—d,) 8 10. 08 (s, 1H), 8. 32 (s, 1H), 8. 75 (s, 1H), 8. 28 (s, 1H), 6. 51-6. 38 (m
L 2H), 2. 26-2. 13 (m, 1H), 1. 88-1. 58 (m, 5H), 1. 42—1. 18 (m, 5H) »
[0374]  DER 2 A MR 3 AT FH K vk (B)-5- (- N3t O4m 58 ) MR A
CH,CN 73 2 2 A1 (B)-3-G- Q- KA LMmE) mbwe —3- 25 )-3- BENIEF. %
(0.9g,95% ) ;'H NMR (400MHz, CDC1,) & 8. 43 (s, 1H), 8. 41 (s, 1H), 7. 93 (s, 1H), 6. 42 (s, 2H),
5.05(t, ] = 5.6Hz, 1H), 2. 98-2. 82 (m, 2H), 2. 24-2. 12 (m, 1H), 1. 88-1. 66 (m, 5H), 1. 42-1. 1
8 (m, 5H) .
[0375] D ER 3 MRS HEW 3 A I 7 VEX B)-3-G-C- K A E L MmHE) it
WE —3— 2% ) —3— FR 5L N I 1B AT LiATHE JRU 75 Pk 2 #r 446 (10 % —30 % 7N NH ,/MeOH -
CHCL B ) Jo 43 3 52 vk 8 € i SE i) 100 723 (0. 52,59% ) 3 'H NMR (400MHz, CD,0D)
§8.37(d, ] = 2. 0Hz, 1H), 8.33(d, ] = 1. 5Hz, 1H), 7. 85 (t, ] = 2. OHz, 1H), 6. 40-6. 38 (m, 2
H), 4. 84-4. 76 (m, 1H), 2. 86-2. 78 (m, 2H), 2. 24-2. 08 (m, 1H), 1. 98-1. 66 (m, 7H), 1. 44-1. 28(
m, 5H) ;RP-HPLC t,= 6. 23min ;EST-MS m/z 261. 2[M+H] ",

SEHf) 11-3- 8% —1- (5-(2- R 238 ) mbme -3- 38 ) N -1- B Hl%

N

ey

=

> NH;
OH

[0376]  3- 24k —1-(5-(2- M COAEE 43 ) mbmg -3- 26 ) N —1- BE fstif) 10 ALl R
T i () 77 2 4% o

[0377]  PIR | 2% (B)-3- 2k —1- (5~ - ML LMk ) nikbme -3- 2% ) 74 —1-E% (0. 40g,
1. 54mmol) « Pd/C(10 % wt, 30mg) 7E ¥ (20m1) " ¥ T &0 T T =P HE 18hr,
W NI E ) I JE R R 4 . ik Rl P E A Ai4E (20% -30% 7N NH,/MeOH -
CH,CL, (BREE ), 53 LR B (OS2 s 1. 7% (0. 14g,34% ) ;'H NMR (400MHz, CD,0D)
§8.30(s, 1H), 8. 24 (s, 1H), 7. 50 (s, 1H), 4. 70-4. 67 (m, 1H) , 2. 64-2. 60 (m, 4H) , 1. 78-1. 56
(m, 8H), 1. 50—1. 38 (m, 2H), 1. 24-0. 95 (m, 5H) , 0. 98-0. 82 (m, 2H) ;RP-HPLC t,= 6. 28min ;
EST-MS :m/z 263. 2[M+H] ",

SEHER) 12-3- 2 —1-(A- (IR FEE ) kg -2- &) N -1- BERYH %

B

o NF NH,
OH

[0378]  3-ZHE —1-(4- (M CEMEE) Mg —2- 3% ) N -1- BHZ IR 5 s i)
Fro
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TLFE 5.

SN
SN Cs400s LA o
Br A\, OH O
HO DMF 0
O 15

CH4CN, £BuOK* BHy-MeS
o S o

[0379] P IE 1:[7 4—¥§ziﬂttﬂ/£ PR (1.0g,7.2mmol) F1 (¥R A 25 ) ¥F Lt (3. 25g,
18. 4mmo1) 7E DMF (30m1) 7 HIVE-S 4 N Cs,C0, (11. 8g, 36. Tmmol) o TR FITE &4 7E 80°C
PR 18hr RIS 1B RN ELOAC (50m1) , B 75 AL FE, b yE, WEIR G . Tl kbR
BZTai (50% -75% EtOAc - CRihfE ) 1521 2Ll lE 15, /% (0. 66g,28% ) ;
'H NMR (400MHz, DMSO-d,) & 8. 46 (d, J] = 4. 9Hz, 1H), 7. 46 (d, J] = 2. 3Hz, 1H), 7. 18(dd, ] =
5.5, 2. 3Hz, 1H), 4. 08(d, J = 6. 2Hz, 2H), 3. 92(d, J = 6. 2Hz, 2H), 1. 82-1. 58 (m, 12H), 1. 28—
1. 00 (m, 10H) .
[0380]  SDIR 2 4% BTl 2 P AE A 7 VA RIS 15 A N CH,ON 45 28 52 35 €0 jolt 140 i i
16, =% (0.30g,59% ) ;'H NMR (400MHz, DMSO-d,) 6 8.47(d, J = 4. 9Hz, 1H), 7. 46 (d, ] =
2.3Hz, 1H), 7. 18(dd, J = 5. 5, 2. 3Hz, 1H), 4. 48 (s, 2H), 3. 94 (d, ] = 5. 8Hz, 2H), 1. 82-1. 58 (
m, 6H), 1. 28-1. 02 (m, 5H)
[0381]  JDIR 3 A% HESLHE] 2 Hh A F 7 VA A - — F SERRBRIA SR 3- (4- (R At 4
5 ) memE —2- 5 ) -3- FARANEAERIEZE M4tk (20% -30% 7N NH,/MeOH - CH,C1, 8 & )
S5 AR B B I SE R 12, 77 (0. 13g,43% ) 5'H NMR (400MHz, DMSO—d,) 6 8.22(d, J =
4.5Hz, 1H), 6.98(d, ] = 2. 3Hz, 1H), 6. 76 (dd, ] = 5.9, 2. 8Hz, 1H), 4. 62-4. 58 (m, 1H), 3. 94
(d, J] = 5. 8Hz, 2H), 2. 72-2. 58 (m, 2H) , 1. 88—1. 58 (m, 8H), 1. 40-1. 02 (m, 5H) ;RP-HPLC t,=
5.91min ;ESI-MS m/z 265. 2[M+H] ",

SERER] 13- (B) -3- ZJE —1-(4- - FOEE LM 5E ) ey —2- 58 ) A —1- B %

S

OH

[0382]  (E)-3- 22k —1-(4- - CHEE LML) MEwy —2- 3 ) T —1- FEd FESEifs) 3 4
AT

[0383] JDBR 1A HESEHER 3 P A 7 iEME B) -Q- R LHE) RS 4- )
WEY —2— PR (E & 70 PR E M4k (30% —40% EtOAc - ChekE ) 53 L8 i
(B)-4- - O ZHE ) mEmy —2- FEE, 775 (1.22,91% ) ;'H NMR (400MHz, DMSO—d,)
§9.88(d,J = 1.6Hz, 1H),8.15(d, J = 1.6Hz, 1H),7.89(s, 1H),6.37(d, ] =
16. 8Hz, 1H), 6. 22(dd, J] = 16. 8, 6. 8Hz, 1H), 2. 08-2. 02 (m, 1H), 1. 80-1. 58 (m, 5H), 1. 32-1.
18 (m, 5H) .

[0384] D IR 2 fZ HASLHEH) 3 R AT H I 7k R (B)-4- - MO LMt ) MEWy —2-
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P o i N CHLON 78 P it 2 #r 44k (10 % -50 % EtOAc - T ek A5 ) J5 15 3 & 7% {4 i
Ky B)-3-(4-Q2- O & LM 56 ) WEmy —2- 3L ) -3- FE W IE. ™K (1.2g,84% ) ;'H
NMR (400MHz, DMSO-d,) 8 7. 19 (s, 1H), 7. 17 (s, 1H), 6. 27 (d, ] = 16. 8Hz, 1H), 6. 29-6. 26 (m, 1
H), 6.00(dd, ] = 16. 0, 6. 4Hz, 1H), 5. 05 (q, ] = 5. 6Hz, 1H), 3. 0-2. 86 (m, 2H) , 2. 24-2. 12 (m,
1H), 1. 78-1. 56 (m, 5H), 1. 38-1. 08 (m, 5H) »

[0385] /U B% 3 . 4% WS ) 3 B AE A 0 7 VAR (B)-2-(4-(2- M O &0 AR ) mE
Wy —2- 3% ) -2- ¥& 5k & IF AT LiALHAE J5 A6 P 3 )2 B 48 46 (20 % —30 % 7N NH 5/
MeOH - CHCLB f% ) J& 15 B 2 ¥k % @ W 1 2 3 6 13. 7= % (0.44g,36 % ) ; 'H
NMR (400MHz, DMSO-d,) & 7. 19 (s, 1H), 7. 13 (s, 1H), 6. 25(d, ] = 16. 8Hz, 1H),5.98(dd, ] =
16. 0, 6. 4Hz, 1H), 4. 84 (t, ] = 6. OHz, 1H), 2. 72-2. 58 (m, 2H), 2. 24-2. 08 (m, 1H), 1. 78-1. 58
(m, TH), 1. 38-1. 02 (m, 5H) ;RP-HPLC t,= 10.49min ;EST-MS m/z 219. 1. 2[M+H] ",

SEHE] 14— (B) -3- &3 —1-(5- - MO I M55 ) IR —2- 3% ) 7 —1- BERIHI 4%

NH

TN\

R
O  oH

[0386]  (E)-3-%2E —1-(5- - A2 LMAHE ) MR —2- 25 ) N —1- B e SEitifs 3 rhopn
LJTF)TﬁSEI’Jﬁ{z?EJ%

[0387] IR 1.l id Ar BN AR 5 A B /Ar = IRAT 5- IR R g —2- FEE (1. 03g,
5.89mmol) . £ i . M O Kt (0.86g,7.80mmol) | P(o-Tol),(0.089g,0. 29mmo1) .
Pd (0Ac), (0. 070g,0. 31mmo1) I Et,N(2. OmL) £ J& /K DMF (3. OmL) H (VR A< Y
RE WA SR T T +90°C I 20hr, AR =W [ & N IR A I NHCL K
W I H CBERT EtOAe ZEBUZIR WK & A VLE H SR PES:, ki, B
P ZHraife (3% —8% EtOAc - TR ) 1FRIEFEME E)-5-Q2- M)
e g —2— B, 7= & (0. 40g,33 % ) ;'H NMR (400MHz, CDC1,) 6 9.53 (s, 1H),7.19(d, ] =
3. 8Hz, 1H), 6. 55(dd, ] = 7.0, 16. 1Hz, 1H), 6. 34 (d, ] = 3. 5Hz, 1H), 6. 19-6. 26 (m, 1H), 2. 10
~2.19(m, 1H), 1. 52-1. 92 (m, 6H), 1. 10~1. 42 (m, 4H) »

[0388] IR 2. fZ M ST 3 A H M 5k m B)-5-Q- 3 25 & &) Bk
Mg —2— FE P n N & I AE TR E BT 4l 4k (10 % —50 % EtOAc - ke B B ) J5 13
FEROAME E-3-G6-C-HORELFHmE) R -2-K)-3-RENF. mF
(0.45g,94 % ) ;'H NMR(400MHz, DMSO-d,) 6 6.32(d, J = 2.9Hz, 1H),6.23(d, ] =
3. 5Hz, 1H), 6. 15 (m, 1H), 6. 05(dd, ] = 3.9, 17. 6Hz, 1H), 4. 76—4. 87 (m, 1H), 2. 84-3. 00 (m, 2
H), 2. 02-2. 14 (m, 1H), 1. 40-1. 80 (m, 4H), 1. 02-1. 36 (m, 6H) .

[0389] D B 3:Br T A HH Et,0 1 4 % 57 #F % B S ) 1 A8 H 1 7 VR i R
(B)-3-(5-(2- MR LMmFE ) eI —2- 55 ) -3- REN B R ENT 4tk (2% -16% 7N
NH,/MeOH - CH,C1, 86 ) 53 2 (B) -3- & & -1-(5-(2- MR LM ) MR —2- %)
W 1= B, Hoan R prdk 5 4T 44k . 7% (0. 258,55% ) .

[0390] DHEA4 % (B)-3-AHE -1-6- Q- CHELMHEE) Wil —2- &) N -1- % (0. 25g,
1. Ommol) ¥f#AE CH,CL, (BmL) o, FFMA =8 LR LBE (0. 5mL) o ¥ [ NVIR -G )76 25305 T i
P 30min IR . BT PE 24k (10% -50% EtOAc - CEERRIE ) 753 % T4
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[¥) (E) -N-(3-(5- (2- A CAE LG HE ) MRIR —2- 3k ) -3- FRINZE ) -2, 2, 2- =AWz, &
(0. 26g,75% ) o F4 (E) N-(3—(5- - M IR LM ) Mg —2- 28 ) -3- N2 ) -2, 2, 2- =3
LN (0. 15g,0. 434mmol) fE£rE MeOH: H,0 (3: 1, 8mL) 1, 30 K,C0, (0. 13g,0. 94mmol) .
W R NR A IAE Z N PR A RO ik de . PR JE B4tk (2% -16% TN NH,/MeOH -
CHCLBR ) 193] 2y A sLif) 14, 722 (0.025g,23% ) ; 'H NMR(400MHz, CD,0D)
§ 6. 00-6. 40 (m, 4H) , 4. 64-4. 74 (m, 1H), 2. 70-2. 80 (m, 2H), 2. 01-2. 14 (m, 1H), 1. 90-2.
00 (m, 2H), 1. 50—1. 80 (m, 5H), 1. 10—1. 40 (m, 5H) ;RP-HPLC t,= 10. 06min ;ESI-MS m/z

232. 2[M-H,0+H] ",

S 15-3- 2k —1-(5- (- MR 43 ) VYEAPRRS —2- 28 ) TN —1- BER 4%

NH5

O  OoH

[0391]  3-ZEE -1-(5- (- ‘LI ) VWIEMRR —2- 25 ) N —1- B S Efe) 14
DL BTl () 75 154l 4% o
[0392] IR 1. o T & H 2 /H=&AF E)-N-3-6-02- % C & & M &)
M —2- 3% ) -3- FNZE ) -2, 2, 2- =R LWERZ (0. 11g,0. 319mmol) F1Pd/C(10% wt,0. 037g)
71 EtOAc (10mL) *H VRGP, AR5 8 By F T3 iR i 40hr, it Celite i3, Jf
RS, 132 N-(3- (G- 2- MR L) AW —2- ) -3- RN ) -2,2,2- =4
Weig, e Famsraifbim BB T T —2.
[0393] D ER 2 fZ MRS 9 14 Tp A H B9 VA N-B-G- Q- 22 4 ) PUEA Mk
R —2-J5)-3- NI )-2,2,2- =R OB EAT AR AE P E A difl (4% -16 %
7N NH,/MeOH - CH,C1, 5 & ) J&5 3 B & J& 8 3 (19 52 J 71 15, 7= % (0. 033g,40 % ) ; 'H
NMR (400MHz, CD,0D) & 3. 62-3. 84 (m, 2H), 3. 45-3. 57 (m, 2H), 2. 71-2. 88 (m, 2H), 1. 80-2. 05 (
m, 2H), 1. 39-1. 80 (m, 10H), 1. 09-1. 37 (m, 6H), 0. 87-0. 99 (m, 2H) ;RP-HPLC t,= 9. 75min ;
ESI-MS m/z256. 3[M+H] ",

SEHE) 16-1- (2 (5— (3— 22k —1- FaN &L ) MEWy —3- 2% ) &3 ) R OEEHIH) %
NH,

8

OH I/

OH

[0394]  1-(2-(5-(3-&JE ~1- FRNEE ) WEWy —3- ) &%) ORI s 11 hHiR
(1) 77 728 4%

[0395]  JDER 1 - T 48 H ECOH 1B NSRS RS 15 T s FH I v28 s ilide) 9 1b 4T
SALLEIE T Celite b IF98 i MR 46 5 79 21 2 TE (O I SE R 16. =2 (0. 0558,77% ) ;'H
NMR (400MHz, CD,0D) 8 6. 88 (s, 1H), 6. 85 (s, 1H), 4. 91 (dd, J = 5. 8, 7. 8Hz, 1H), 2. 68-2. 80 (m
, 2H), 2. 58-2. 68 (m, 2H), 1. 86-2. 05 (m, 2H), 1. 40~1. 78 (m, 12H), 1. 2-1. 4 (m, [H) ;RP-HPLC t,
= 7.25min ;ESI-MS m/z 284. 2[M+H] .

SERER) 17-3- B -1-(4- Q- MO CE ) WEWy —2- &) TN -1 BERIH %
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NH
s 2

’/
OH

[0396]  3- 2 —1-(4- (- I LI ) WEWy —2-F%) TA —1— g RSLtids) 11 F 13 gl
N R il o

[0397] 4% J S 4] 11 A B 7 R A (B)-3- 2 2k —1-(4-(2- FF O 2 &4 2 ) M
Wy —2- 35 ) W —1- [ (Sl 13) BTSN B 2R E G sE e 17, 73 (0. 3g,
75 % ) s'H NMR (400MHz, DMSO-d,) 6 6. 89 (s, 1H), 6. 73 (s, 1H), 4. 82(t, ] = 6. 0Hz, 1H), 2.7
2-2.58(m, 4H), 1. 78-1. 56 (m, 9H), 1. 46-1. 36 (m, 2H) , 1. 24-1. 06 (m, 5H) , 0. 98-0. 80 (m, 2H) ;
RP-HPLC t,= 10. 85min ;ESI-MS m/z 221. 2[M+H] ",

S 18-3- F Ak —1-(4- (MR FAEE ) WEmy —2- 38 ) TN —1- BER il e%

s
OAOW

[0398]  3— % 2E —1-(4- (A I AL ) WEwy —2- 55 ) N —1- B ISt 1.2 LR
PR ) T 4%
[0399] R 1 .4 30min W, B EEE (1. 4mL, 16. Immol) 7ETE7K CH,CL, (10mL) AP HIVE TR
B IS 4- BBy —2— FIRER (3. 08g, 14. 9mmol) F DMF (0. 2mL) £ F/K CH,C1, (40mL)
(RIS IR S0 2505 T Bk 35min 2R 5 94 o [l AR WY)¥s I CH,C1, (30mL) ,
B 57 NS CAE T EE (1. 9mL, 15. 44mmol) A1 Et,N (2. 5mL, 17. 94mmol) o 4 NV IR-GYAE S
MNP, A EtOAe 5 25% NH,CL /K2 A1 4r B . A HLZ FH 3R KSR, 80k 4,
Frd PO JE Tl (2% —20% EtOAc - CREHEAE ), 193 20t ) 4- RIEEYy —2- R
WOAEPE, HEEH T2, ™% (3.61g,80% ).
[0400]  ZP4E 2 :[r] NaH (0. 080g, 3. 33mmol) 7EJC/K THF (5mL) A HETEHE - IMAM Ik H
B (0. 50mL, 4. 06mmo1) o A5 i) S VRSP N 4- IRIEEWy —2— FIRER CIE IS (0. 56¢,
1. 847mmo1) , Bifi f5 I Cul (0. 34g, 1. 79mmo1) o K [ N VR A 478 3 N HidE 12 K, SRIE A
NH,C1 /K¥W (25% ) o« 7KJZH EtOAc ZEHL, & I B WLIE H Eh /K BEs, HJE/K MgSo, 15,
R YE . PRI EN4il (2% -10% EtOAc - TR ) B3 LA 4- (RO HR
) MEWy —2- FERIN OISR, 775 (0.17¢,27% ) ;'H NMR (400MHz, CD,0D) 8 7. 35(d, J
= 1. THz, 1H), 6. 75(d, J = 1. THz, 1H), 4. 07 (d, J = 6. 3Hz, 2H), 3. 78 (d, ] = 6. 3Hz, 2H), 1.
65-1. 90 (m, 12H), 1. 15-1. 38 (m, 6H), 1. 00-1. 15 (m, 4H) .
[0401] D ER 3 MESZHE ) 1 hAE M ik A- (R C R F AR ) By —2- F IR IR
CHEFEET M ZEEREZE41h 6% -20% EtOAc - CEEREE) EAEIE2 A0
[F] A 13— (4- (3R O JE AR 2 ) My —2- 35 ) -3- S AR A JiE. 7= % (0. 084g,63 % ) ;'H
NMR (400MHz, CDC1,) & 7. 38(d, J = 2Hz, 1H), 6. 72(d, J] = 1. 5Hz, 1H), 3. 93 (s, 2H), 3. 76 (d, J
= 5.9Hz, 2H), 1. 67-1. 86 (m, 6H), 1. 13-1. 38 (m, 3H), 0. 95-1. 13 (m, 2H) »
[0402]  JDUE A A FESZEG) 2 WP SR B 5 vERT 3- (- OGRS AL ) ey —2- 35 ) -3- 4
R HEHEAT NG — — P LR AL R A DRI B 264K (296 —2096 TN NH,/MeOH - CH,CL AR )
JE S35 T ) SE ) 18, 773 (0. 037g,43% ) ;'H NMR (400MHz, CD,0D) 6 6. 62 (dm J =
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1Hz, 1H), 6. 22(d, J = 1. 4Hz, 1H), 4. 85(m, 1H), 3. 71 (d, ] = 6. 3Hz, 2H), 2. 71-2. 78 (m, 2H), 1
.64-1.97 (m, 8H), 1. 15-1. 37 (m, 3H), 1. 05—1. 15 (m, 2H) ;RP-HPLC t,=9. 63min ;ESI-MS m/z
223. 1[CH,50S, « +H] "B, [M-H ,0-CH,NH,+H] ",

SEHEAE) 19— (R) -3— 24k —1-(6- ((2- INZEREE ) U0k ) mbmg —2- 3% ) T4 —1- Bl 4%

R

o I”N"’ AN
‘ OH

[0403]  (R)-3- 22k —1-(6-((2- NZEHE ) ) MEme —2- 28 ) TN —1- B4 S ftife) 6
FRREIR IR T VA
[0404] DR 1 L SR 6 A8 A 1 7 VA% 6- YRMENE IR 5 2- TN IR —1- B e i 15 2
B AERERR 6-((2- NHEREE ) A58 nbne PR P s, Lo eFilk—PatbmEEH T F
— RN FEEE (1. 29g, EE) 3'H NMR (400MHz, DMSO—d,) 6 7.84 (t, ] = 8. 3Hz, 1H), 7. 63(d, J
= 7. 2Hz, 1H), 7. 04(d, ] = 8. 4Hz, 1H), 4. 18(d, ] = 6. OHz, 2H), 3. 84 (s, 3H), 1. 84-1. 58 (m,
1H), 1. 40-1. 20 (m, 8H), 0. 91-0. 80 (m, 6H) .
[0405]  JDR 2 A Sjds] 6 rPAE I ik 6- ((2- NSRS ) 4% ) nibme AR A e
BN CH,CN BLE &7 #6492 [ 44 3- 404X -3- (6 ((2- INZEE AL ) U8 ) mibne —2- 3% ) IS,
HoefFd—PatbmEREN T —RMN.
[0406]  JDUE 3 LML) 6t A R 7 v 3 AAR —3-(6-((2—- 2R S ) A% ) it
WE —2- 3% ) NG AT T RS 2 2 K A B4R (R)-3- 5228 -3-(6-((2- IWE )
L) mbeE —2- &) W, ol P abm B TR — kM. 7% (1 34g, E&)
'"H NMR (400MHz, DMSO—d,) 6 7.69 (t, ] = 8.0Hz, 1H),7.09(d, J = 6. 8Hz, 1H),6.68(d, ] =
8. 4Hz, 1H),6.09(d, ] = 5. 2Hz, 1H), 4. 80—4. 75 (m, 1H), 4. 20-4. 08 (m, 2H), 3. 01-2. 81 (m, 2H
), 1. 80-1. 68 (m, 1H), 1. 40-1. 21 (m, 8H), 0. 92-0. 80 (m, 6H) .
[0407]  ZD U 4 % M SE 45 6 P AT A I 7 VA (R -3- F ik -3-(6-((2- A 2 ) 38 )
L) mbmE —2- ) NIEHEATIC R A3 B 2 e 0 SERER] 19, 7= % (0.58,39% ) 5'H
NMR (400MHz, DMSO-d,) 8 7. 62 (t, J = 8. OHz, 1H), 7. 02(d, J = 7. 6Hz, 1H), 6. 58 (d, ] = 8. OHz
, 1H), 4. 56—4. 52 (m, 1H), 4. 08—4. 11 (m, 2H), 3. 18-3. 44 (br. m, 2H), 2. 65-2. 74 (m, 2H), 1. 7
8-1. 84 (m, 2H), 1. 64-1. 56 (m, 1H), 1. 38—1. 20 (m, 10H), 0. 92-0. 78 (m, 6H) ;RP-HPLC t,=
10. 56min ;ESI-MS m/z 281. 3[M+H]",

SEHE) 20— (B) -3- & JE —1-(5- (- K LM SE ) Wewy -3- 58 ) A —1- B4

s \ NH>

NS OH
[0408]  (E)-3-%2& —1-(5- - IR LIAEL ) MWy —3- 3% ) TN —1- g i Se sl 3 rhfl
I 51
[0409]  JDUE 1 AL HESLHEAs) 3 s I A AE P T BRI ER (1. 2g, 3. 72mmol) HIAFAE T
fiff B)-C-HCOELEE) MRS 5- &WEvy —3- FEEMEE AP EE 4tk (10% -50%
FtOAc - CBeMEE ) BB EEOMN EB)-5-Q- R OFFmE) By -3- FEE, F=x
(0. 4g,53% ) ;'H NMR (400MHz, DMSO-d,) 6 9. 77 (s, 1H), 8. 38 (s, 1H), 7. 29 (s, 1H), 6. 55(d, J
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= 8. 0Hz, 1H), 6. 13(dd, J] = 16. 4, 6. 8Hz, 1H), 2. 08-2. 02 (m, 1H), 1. 80-1. 58 (m, 5H), 1. 38-1
. 08 (m, 5H) .
[0410]  JDUR 2 4 HESCAs) 3 s M 7 (B) -5- (2- MR &Mt ) MEwy —3-
M CHON 3 3 25 (Y (B)-3-(5- (- RO S Mt ) MEwy —3- 5% ) -3- BRI,
HIEFE— Db+ . 7% (0.47g, 2 ) .
[0411] 20 B8 3 5 W STl 9 3 A FH (9 7 VE A (B)-3-(5-(2- 3 L 2 & Jd 2k ) M
Wy —3— 3% ) -3 FR AL U IEREAT L1ATH,IE 545 21 2 VR 0 (A 1R St s 200 7% (0. 28,49% ) 5
"H NMR (400MHz, DMSO-d,) & 6. 99 (s, 1H), 6. 88 (s, 1H), 6. 45(d, ] = 16. 8Hz, 1H),5.91(dd, J
= 16. 0, 6. 8Hz, 1H), 4. 60 (t, ] = 6. 4Hz, 1H), 2. 66-2. 56 (m, 2H), 2. 18-2. 08 (m, 1H), 1. 78-1.
58 (m, 7TH), 1. 38=1. 02 (m, 5H) ;RP-HPLC t,= 10.62min ;EST-MS m/z 219. 1[M+H] ",
SCHER] 21-3- Bk —1-(5-(2- R CFELHE ) WEWy —3- 55 ) T —1- B4
s\ NH;

B
OH

[0412]  3-Z K -1-(5- (- CIELIE) MWy —3-F%) T —1- FEF [ 20 111 TR R T7
% o

[0413]  JDIR 1 3 BESCHEM) 11 P 7365 (B) -3- &3 -1- (- 2- R L)
WEWy —3- 55 ) A —1- BT S AL 15 3 2 3 A 0 SE ) 21, 7% (0. 08g,90% ) ;'H
NMR (400MHz, DMSO—d,) & 6. 99 (s, 1H), 6. 78 (s, 1H), 4. 72(t, ] = 6. OHz, 1H), 2. 82-2. 68 (m, 4H
), 1.98-1.82(m, 2H), 1. 81-1. 61 (m, 6H), 1. 58—1. 46 (m, 2H), 1. 38—1. 06 (m, 3H) , 0. 98-0. 80 (m
, 2H) ;RP-HPLC t,= 10. 78min ;ESI-MS m/z 221. 1[M+H] ",

SEife) 22— (B) -3- &2k —1- (4~ - RO LM ) WRim —2- 2% ) T —1- BE &

(6]

OH
[0414]  (B)-3- &2k —1-(4- (2- MO LML) Wl —2- 25 ) T —1- B st ol 1 A 3
HRAER IR 7 VR 4
[0415]  SDIR 1 AL SR 3 PAEH W 5 vEAE (B) - Q- R B LEE) MIRE 4- IRWE
MR —2— AR [AJEAT Suzuki BATEPUEZHT4i4k (1% —15% EtOAc - ChebiE ) J53 2
FIHEME B)-4-Q- N CORELHE) Weng —2- FEE. % (0.188,21% ).
[0416]  SDIR 2 MESLHE ] 3 PAF A M vk (B)-4- (- M E 3 LG %L ) Wi -2
B TS N 2 A0 D 2 M 44k (10 % 50 % EtOAc - TEefh BE) J5 15 3 2 ¥ 0 (A i
[f) B)-3-(4-Q2- M & LM HE ) Wem —2- 5 )-3- BN IE. 7% (0.13g,60% ) ;'H
NMR (400MHz, CD,0D) 8 7. 38 (s, 1H), 6. 53 (s, 1H), 6. 17(d, ] = 16. 1Hz, 1H),5.90(dd, ] =
6.9, 16. 2Hz, 1H), 4.90(t, J = 6. 3Hz, LH), 2. 84-2. 97 (m, 2H), 1. 99-2. 12 (m, 1H), 1. 63-1. 81
(m, 5H), 1. 10~1. 40 (m, 5H) «
[0417] D IE 3 M SZ B | R AE A 0 7 EA B)-3-(4-C- K & & & M 2k ) mk
R —2- 2% )-3-J2 B N I AT LiAlHGE JR 78 P & J= M 4 4k (2 % 20 % 7N NH 5/
MeOH - CHCLB: £ ) J& 18 B 2 & @ 0 52 5 # 22, 7™ % (0.07¢,53 % ) ; 'H
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NMR (400MHz, CD,0D) & 7. 34 (s, 1H), 6. 41 (s, 1H), 6. 17(d, J = 17. 2Hz, 1H),5.88(dd, ] =
7.3, 16. 1Hz, 1H),4.67(t, ] = 6.9Hz, 1H), 2. 67-2. 80 (m, 2H), 2. 00-2. 109m, 1H), 1. 90-2
.00 (m, 2H), 1. 63-1. 81 (m, 5H), 1. 10-1. 40 (m, 5H) ;RP-HPLC t,= 10.42min ;ESI-MS m/z
232. 2[M-H,0+H] ",

SEHE) 23-3- 2 A —1-(5- (A CHREL ) Wemg —2- 58 ) TN —1- B 4%

[0418]  3- % —1- G- (M A LML) Wi —2— 25 ) T —1- B B s itafsl 1 AL
R T7 V2
[0419] DR 1 oFf 5 yRIKHE —2— IR (2. 64g,13. 8mmol) « (M CEFI ) ALY (2. 62g,
14. 8mmol) . K,CO, (2. 30g, 16. 64mmol) £ET5/K NMP HH VRS WIAE Ar T T +70°CHi#k 8hr, 2
JEIMNEING (FREHEE PR ) WAk (1. 55g,8. 75mmol) « 2k RE L2, R G ¥ S B IR
G HAR . AT AR PAE NaHCO KR (10% ) 5 The 2 18] 73 B, 2R 5 H bt 2 BUK
Zo BIFRIAENLZEH B K RS, Fa/K MgSO, 4, I s e 4d, 15 21 2 ik s (ol i) 5- IR
g —2- AR IR O3 S, % (2.22g,56 % ) ;'H NMR (400MHz, CDC1,) 8 7. 10(d, J =
3. 9Hz, 11), 6. 44 (d, J = 3. 4Hz, 11), 4. 10(d, J = 6. 4Hz, 2H), 1. 64-1. 84 (m, 6H), 1. 12-1. 34
m, 3H), 0. 95-1. 09 (m, 2H) .
[0420]  JDIR 2 @ik Ar BOOAE 5 IR —2- FERIF QA (0. 63g, 2. 19mmol) I L4k
MO (0. 32g, 2. 96mmol) 7E Et,N(10mL) F1AIRA M. N Cul (0. 023g,0. 119mmol)
F1 PAC1, (Ph,P), (0. 0412g,0. 0587mmo1) , FF il L A8 2 /Ar —IRAF IR G WIS %
NAREAE Ar T T +70°CHF L BOT IR IR AT o (R RYIAE Tt b NH,C1 K (25% ) 2
) 73 B, CRe 22 BUKE S K & IFRALIE B EhK P, FE R A0 22, 3 F JE 7K MgSo,
T MR IRAETS B ZHE G A 5- (RO SR ) Wl —2- BRI CEE G, B
AT EEH T R0, 7% (0. 75g, & & ) ;'H NMR(400MHz, CDC1,) 6 7.10(d, ] =
3. 9Hz, 1H), 6. 50 (d, J = 3. 9Hz, 1H), 4. 10(d, J = 6. 4Hz, 2H), 1. 56-2. 66 (m, 1H), 1. 63-1. 84 (
m, 9H), 1. 42-1. 60 (m, 4H), 1. 10-1. 40 (m, 6H) , 0. 96-1. 10 (m, 2H) .
[0421]  JDUR 3 MR SLHEE] | A AT G ik 5- (IR O3S L gt ) WRIR —2— IR 3%
AR A b 8 I 1S e D 2 BT 44k (10% -75% EtOAc - CUGEBRRE ) J5 15 31 2 8800 [ 44 (1)
3-(5- (M I LHIE ) MR —2- 55 ) 3-SR NE, HobTashaifbim B T —
(0. 64g, E&E ) o
[0422]  JDIR4 MBS 1 P A 7R 3- (- (MR CIE LR ) Wil —2- 35 ) -3- 4%,
R G AT LIALHIE R AE P EMraifh, (2% —20% 7N NH ,/MeOH - CH,CLBE ) K B J5 (1)
UG T R AL BE S 15 ) B R O ) ST 23, P (0. 14g,26% ) ;'H NMR (400MHz, CD,0D)
66.39(d, J = 3. 4Hz, 1H), 6. 24 (d, ] = 3. 9Hz, 1H), 4. 68 (t, ] = 6. 8liz, 1H), 2. 69-2. 79 (m, 2
H), 2. 56-2. 64 (m, 1H), 1. 90—1. 98 (m, 2H), 1. 81-1. 90 (m, 2H), 1. 68—1. 80 (m, 2H), 1. 28-1. 68 (
m, 6H) ;RP-HPLC t,= 9. 95min ;ESI-MS m/z 230. 2[M-H,0+H] ",

SEH) 24-3- A -1- G- (MR CE AR ) Wemg —2- 5 ) W -1- B4
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@O%NHZ
OH

[0423]  3- 2k —1-(5- (AR DAL AL ) MR —2- 55 ) N —1- B d R SEifs) 1,23 shpinL
TR TV
[0424]  JDIR 1 AF Ar FEICIEFEE (1. 60g, 14. Ommol) ZEIE A EIAEI (0°C ) EAbth
(0. 30g, 12. 5mm01) FEJE/K NMP (5mL) A FR B o o] S VRGP NN 5 IR —2—
E&H CILFES (1. 79g,6. 23mmol) 7E 57K NMP <6mL> WA JRE IR TR . AR

NYRGILE NH,CL KW (25% ) 50K TR, KEH CRAER, &IFRANEHH %
7J<45*E/%3Hﬂ2&ﬂ‘zéﬁo Wt Eraiil (2% -10% EtOAc - TEBEEE ) B3 2 L EmMT
5 (MRCAE AL ) MR —2- RN CEE RS, 7% (1. 05g,53% ) 5'H NMR (400MHz, CDC1,)
§7.10(d, ] = 3.4Hz, 1H),5.27(d, ] = 3.9Hz, 1H),4.05(d, ] = 6.4Hz, 2H),3.91(d, ] =
5.9Hz, 2H), 1. 62-1. 85 (m, 12H), 1. 10-1. 33 (m, 6H), 0. 94-1. 10 (m, 4H) »
[0425] DU 2 i ESZR) 1 A B VRN 5- (IR AL ) R —2- FRIF O
FIEEHEAT LiAIH G5 AR s 24tk (10% —50% EtOAc - T ) JREIMEN ST
FEPERNRAE D G- (O PR ) e —2- 58 ) Bl Hoowid—2aifbim Al T
—, 7= (0. 75g, B8 ) ;'HNMR (400MHz, DMSO~dy) 6 6.09(d, J = 3. 4Hz, 1H), 5. 17(d, ] =
2.9Hz, 1H), 4. 98 (t, J = 5. 4Hz, 1H), 4. 19(d, J = 5. 9Hz, 2H), 3. 77(d, ] = 5. 9Hz, 2H), 1. 55—
1. 77 (m, 6H), 1. 05-1. 25 (m, 3H), 0. 94-1. 05 (m, 2H) .
[0426] JDER 3 (5-( M CREF AL ) Mo —2- 25 ) FREM M O & FEE (0. 75g) M
MnO, (3. 16g, 36. 3mmo1) 7EJG7K CH,CL, (16mL) (IR -&WE =R FHidE 3 Ko B RMNIEA
Vil Celite ;B FF R4 . PR ZHr4lifh (10% —50% EtOAc - CUERRAL ) 1532
VREE R 5 (PRI AU ) Wi —2— A, oS A B O AR 240, 7 2 (0. 68g,
99 % ) ;'H NMR(400MHz, DMSO-d,) 6 9. 20 (s, 1H), 7.52(d, ] = 3.8Hz, 1H),5.79(d, ] =
3. 8Hz, 1H), 4. 03(d, J = 5. 8Hz, 2H), 1. 55-1. 80 (m, 6H) , 0. 96—1. 25 (m, 5H) .
[0427] DR 4 A RESHEH] 3 AT Tk 5- (AT 2 4SS ) MR —2- s
CIEAEDGHE 4L (10% ~50% EtOAc - CUBEM ) Jeb o s thm A3 515 3] 2 56
M 3-(5- (AT AL ) R —2- 38 ) -3- AN, HEHEH T 15, /% (0. 568,
69% ).
[0428]  DURS L MESTHA] | HP S FH B 55T 3- (5- (R IR 4L ) Wi —2- 2% ) -3- 72
FERFEHEAT LIAIHIE R AR 8 2 Hr 4tk (2% -20% 7N NH./MeOH - CH,CL B0 ) J5 153
SR E M K 92 ) 24, HAE TR E A . 77 % (0. 262,46 % ) ;'H NMR (400MHz, CD,0D)
§6.11(d, ] = 3.4Hz, 1H),5.10(d, ] = 3.4Hz, 1H),4.56(t, ] = 6. 8Hz, 1H),3.79(d, ] =
6. 3Hz, 2H) , 2. 65-2. 77 (m, 2H), 1. 82-1. 96 (m, 2H), 1. 66—1. 82 (m, 6H), 1. 15-1. 37 (m, 3H), 1. 0
0-1. 13 (m, 2H) ;ESI-MS m/z 254. 2[M+H]",

SERER] 25— (R) -3- 2 2E —1-(6- (( AR ) M) nbne —2- &) W -1- BRI &

s N/ NH,
OH

[0429]  (R)-3- 2 J& —1-(6- (( MR CFEHFE ) Wik ) nbwg —2-F ) N —1- B B S5 6
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FHULT B ads i 77 V51l 4 o
[0430] D BB 1.3 i Ar BOIAF (VR 3L ) A 2 4t (0. 95g,5. 4mmol) Fi AcSK (0. 65,
5.4mmol) 7E DMF A (1) & V7 ¥ Wit 0, FF 7 60 °C F i #F 4hro 2R 5 1 R NIR G 1 m A
Cs,C0, (3. 1g, 10. 8mmo1) , Bifi Ji5 i A MeOH (1m1) F1 6— JRAtIE FHZ (1. 0g, 4. 9mmol) o £ 70°C K
ZREENEHE 18hr o [ NIR-GWIEIL Celite I UEIFIREIRAT o 0] SR ARSI T EE (20m1) , B 5
50 1. 25M HC1-MeOH (10m1) Fl¥ H,S0, (1ml) o AT #53 HITR A 4E 60°C R Bt #E 18 /N, 3k 4, £F
A1 NaHCO, (50m1) 5 L2 £ 5 (100m1) 2 8] 430 B o A HLJZE 53 B, Fl 7K Nay, SO, 48 FF j Hs
Wi o it e E M4k (30% -50% EtOAc - CEBRE) 193] 6- (R IEIL) BRIt ) nt
e AR A S . 7 % (0. 6g,46% ) ;'H NMR (400MHz, CDC1,) 6 7. 76 (d, J =8. OHz, 1H), 7. 58 (t, J
= 8. 0Hz, 1H), 7.31(d, J = 8. OHz, 1H), 3. 96 (s, 3H), 3. 14(d, J = 6. 4Hz, 2H), 1. 96~1. 84 (m,
2H), 1. 78-1. 58 (m, 4H) , 1. 26-1. 00 (m, 5H) »
[0431] DR 2 A Sjfs] 6 rPAE A 5k 6- (R CEEFE) midk ) nibre FER i
BN CH,CN 15 2 22K 3- (6- (MR CEF L) Bk ) mbre —2- %) -3- AW, Hoo
it PatbmH T, % (0.63g, E=& ).
[0432] 2 B 3 4% f SE it 5 6 th R 19 U7 vE A 3-(6-(( P 2 ) M AR ) it
e —2- 3% ) -3 EARWF AT FHIC /AR 2 EMT R -3-6-((HFCEFE) i)
ntmE —2- 25 ) -3- BEWNE, K LW —PaifbmAH +~F—2. 7% (0.63g, &)
[0433] D ER A4 i MESZE G 6 P RIAR K TTEN ®-3-6-((HFOEFE) i) it
WE —2- 3% ) —3— FRIL PG AT I S AE PR Z A 44k (156% —20% 7N NH,/MeOH — CH,C1, 86 )
JE A5 B 5 T i S i) 25, 7728 (0. 3g,43% ) '"H NMR (400MHz, CD,0D) 6 7.56 (t, J =
7.6Hz, 1H),7.17(d, J = 7.6Hz, 1H),7.09(d, ] = 8.0Hz, 1H), 4. 75-4. 72 (m, 1H), 3. 04(d, J
= 7. 2Hz, 2H), 2. 80 (t, ] = 7. 6Hz, 2H), 2. 03-1. 98 (m, 1H), 1. 94-1. 54 (m, 7TH), 1. 30—0. 99 (m,
5H) ;RP-HPLC t,= 9. 63min ;ESI-MS m/z 281.2[M+H] *,

SEHE) 26— (R) -3— 25 —1-(6- (MO IEAEE ) mbme —2- 25 ) IV —1- BER il &

O\OQY\/NHQ
OH

[0434]  (R)-3- &2 —1-(6- (MR CAEAEEL ) bme —2- 38 ) T —1- B4 I SE i) 6 iR i
Tk

[0435]  JDIR 1 L MESEHEW 6 A I 728 6 IRILIE R IR 5 B CURE S N 75 31 2 2
(1) 6- ( BRCAEAEEL ) nbwe G NG, HOLFHRsr i+ F—2F. =% (1. 15g, &) .
[0436] DR 2 % HASE ] 6 P #1971 6- (3R US4 3R ) ntbme TR MRS S N
CH,CN 7331 2 F (0  1) 3- (6- (PR RIS ) nibmg —2- 35 ) -3- &N I, e i — 24tk
MAF . 7% (1. 28, &),

[0437]  JDIR 3 St 6 th R 7 vEN 3- (6- (MR B IEE S ) ke —2- %) -3-EAQ
ARERT PR R AR 28 A R) -3-(6- (IR CFEEIE ) g —2- 3% ) -3- BIEH I,
HIETRH— AT~ —H. /=% (1. 2g, &) ;'H NMR (400MHz, DMSO-dg) 6 7. 77 (t, J
= 7.6Hz, 1H),7.06(d, ] = 7. 6Hz, 1H), 6. 63(d, ] = 8. 4Hz, 1H), 6. 07 (d, ] = 5. 2Hz, 1H), 5.
02-4. 92 (m, 1H), 4. 76 (g, ] = 5. 6Hz, 1H), 3. 0-2. 86 (m, 2H), 2. 0—1. 06 (m, 10H) .
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[0438] 20 IR 4. % M i)‘iﬂﬂﬁw R R N R -3-(6-(H O &R ) it
WE —2— %5 ) -3- B RN G 3E 4T 16 SR 70 P UE BT 44k (15% —25% 7N NH,/MeOH — CH,CL, %6
FE) )ﬁfﬁi”z%@/ﬁﬁ‘];&ﬁ@fﬂ 26, 7% (0.4g,33% ) ;'H NMR(400MHz, CD,0D) & 7. 61 (t, J
= 7.8Hz, 10),7.00(d, ] = 7.6Hz, 1H),6.58(d, ] = 8. 4Hz, 1H), 5. 05-4. 96 (m, 1H), 4. 40—
4.28 (m, 1H), 2. 84 (t, ] = 6. 8Hz, 2H), 2. 08—1. 74 (m, 6H), 1. 62-1. 32 (m, 6H) ;RP-HPLC t,=
7.04min ;ESI-MS m/z 251. 2[M+H] ",

SEHA) 27— (R) -3— &2 —1- (6- (MR ) RAMERL ) mibwe —2- 55 ) T8 —1- BERY )

%

OAtS)fQ\{VW
0 OH
[0439] (R)-3-ZJ& —1-(6-(( A FEFE ) WEIEEL ) kg —2- ) T —1- I IR 6
s T V4%
TLFE 6.

I = %
) NHBoc
s Nf NH5 + {(Boc)0 O/\
L. CH2012
(NH2)gM07044H;0 Q | NHBog | TCVFPTOH » NH, - HCI
T . S —_ = N
I

Hs0,, EtOH 0 EtOAc
[0440] BB 1 . %5 2 it 1) 25 (0. 2g,0. Tlmmol) AUAK BE — A T BE (0. 17g,0. 78mmol) {E
DCM(10m1) A FRAYIEZEIR N HiFE 18hr. IR EIRAE1S B 2 3% 78 (0 i (1) 20 % 7P IR B 18, 1L
Tt — Al T T —%. 7% (0. 27g, E& ) .
[0441] DR 2 . ] i Bk 18 (0. 27g,0. Timmol) F1 PY /K & 4H R %% (0. 28g,0. 22mmol) 7£ &
BE (1oml) PRNESW P A EALE (Iml,30% ) o ¥ NV IRSWLE 208 T Bkt 18hr,
FH7K (15m1) #fe, W E4E . 7K BtOAc (3x20ml) #£HL, & I KA HLE FH /K Na,So, T
PEIER R R A5 . 18 i Pl E M 44k (60% —75% EtOAc — CERh A ) 153 2 0 I (1 R
19, 7= % (0. 16g,55 % ) ;'H NVR (400MHz, CD,0D) 6 8. 10 (t, J] = 7. 6Hz, 1H),7.95(d, J =
7.6Hz, 1H),7.83(d, ] = 7.6Hz, 1H), 4. 84-4. 81 (m, 1H), 3. 47-3. 42 (m, 2H) , 3. 30-3. 12 (m, 2H
), 2.10-1. 98 (m, 1H), 1. 94-1. 54 (m, 7TH), 1. 43 (s, 9H) , 1. 30-0. 99 (m, 5H) .
[0442] DR 3 4% & K& B IS 19(0. 16g,0. 39mmol) F1 HC1/i-PrOH (2. Oml, 1 1mmol) 7E
EtOAc<5m1) HRVR A AR IR R Bl R 18hr H ek e v 4a, 43 B 2 0 68 I St 4] 27 £
s . 7 % (0. 12g,88 % ) ;'H NMR(400MHz, CD,0D) 6 8.10(t, J = 6. 8Hz, 1H), 7.95(d, J
= 7.2Hz, 1H), 7.83(d, ] = 8.0Hz, 1H), 4. 94-4. 86 (m, 1H), 3. 14-3. 04 (m, 2H), 2. 24-2. 14 (
m, 1H), 2. 06-1. 96 (m, 1H), 1. 94-1. 54 (m, 7TH), 1. 30-0. 99 (m, 6H) ;RP-HPLC t,= 7. 82min ;
ESI-MS:m/z 313. 2[M+H] ",

SEEf5) 28— (R, E) —5-(2—(6— (3— 24k —1- Fa N3k ) mbbe —2- 55 ) &M%k ) F -5 B

O=CD‘-'O

il %
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oH : NH
XN 2
OH
[0443] (R, E) -5—(2-(6-(3— &2k —1- FRIAFE ) Mbng —2- &) LM ) T -5 Bz s
7 PRI TR
MR T.

PACI,(PPha),, Cul

H RN
OH )\\/J\ OH_z" "N” "CO,Et
' + Br” NT “CO.Et TEA 20

Ry
. T

CH4CN, FBUOK" | P (18, 2R) “BuC1TsDEEN {XF 4 F.92)

. OH_z" "N CN .
THF o HCOOH-Et;N, EtOH, EtOAc

21
SN
LiAIH, OH |

NH,

i
/
\

OH

[0444] B IB 1.0 5- £ B FE T -5- FE (0. 76g,5. Ommol) \6— YR 0L g A lig £ fiE (1. Og,
5. 0mmol) 1 PACL, (PPh,), (0. 1g,0. 14mmol) 7E TEA (20ml) 1 ¥ ¥& -4 4+ fm A Cul (0. 07g,
0.37mmol) o J N VR & ) H & B, SR J5 7E +70 °C K B #F 18hr, & #H) &2 =R, H
EtOAc (40ml) #i%, JFidid Celite ;P8 JRIIRAETT BIHEE 20, HOL Tk — S At H T
& E (1.59g, E&E ) .
[0445]  JDIR 2 A JE S 6 HHREIR 1) 7 A R 20 Hr AN CHLCON 15 21 5 2 Ay IR i i 21,
R — LA AT T2, 7% (1.63g, E& ).
[0446]  DUR 3 MRS 6 rhfst A B 5 iR BT 21 14T T B A0 E ik PR 2 A Atk
(35% —50% EtOAc — TRehfE) 193] & FAE AR R) - RN 22, 5% (1. 208,70% ) ;
"H NMR (400MHz, DMSO—d,) 6 7.85(t, J = 8.0Hz, 1H),7.49(d, J = 7.6Hz, 1H),7.33(d, J =
8. 0Hz, 1H), 4. 88-4. 82 (m, 1H), 3. 02-2. 82 (m, 2H), 1. 66—1. 52 (m, 4H), 1. 50-1. 34 (m, 4H), 1. 3
2-1. 22 (m, 4H), 0. 92-0. 80 (m, 6H) .
[0447]  JDIR A4 Az FSCHEH) 3 P AE B9 7 iE (R) - B ARG 22 AT LiATHIE JR 76 Pk
JERT 44k (20% —-30% TN NHy/MeOH - CH,CLBRFE ) J5 15 2 Bk i Lyl 1 s g 28, ;= 3
(0. 23g,21% ) ;'H NMR (400MHz, DMSO—d,) 6 7.65(t, J = 7. 80Hz, 1H), 7. 26-7. 20 (m, 2H), 6.
63(d, ] = 16Hz, 1H), 6.50(d, ] = 16Hz, 1H), 4. 65—4. 56 (m, 1H), 2. 72-2. 58 (m, 2H) , 1. 82-1.
72 (m, 2H), 1. 50—1. 38 (m, 4H), 1. 32-1. 10 (m, 8H) , 0. 86—0. 76 (m, 6H) ;RP-HPLC t,= 7. 62min ;
ESI-MS m/z 321. 1[M+H] ",

SEHRE] 29— (R) -5-(2-(6-(3- & —1- FRASE ) Mbng —2- %) &%) T -5- BRIl &

R

OH | P NH,

N
OH
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[0448]  (R)-5-(2-(6-(3— & 2& —1- FRN L ) MbiE —2- 3% ) &3 ) £ -5 B SEtif 11
FHULT B ads i 77 251l 4 o

[0449] DR 1 AL BESHEE] 11 A At FH I 7 Vo0 S fg) 28 EAT A0S 21 2 9% 5 (TR 1 5K
i 29,77 (0. 092,90% ) ;'H NMR (400MHz, DMSO-d,) 6 7. 60 (t, J = 7. 80Hz, 1H), 7. 24(d, J
= 8. 0Hz, 1H), 7. 04(d, J = 8. 0Hz, 1H), 4. 65-4. 56 (m, 1H), 2. 72-2. 58 (m, 4H), 1. 84-1. 68 (m,
2H), 1. 66-1. 54 (m, 2H), 1. 36-1. 26 (m, 4H), 1. 25-1. 14 (m, 8H), 0. 88-0. 78 (m, 6H) ;RP-HPLC t;
= 7.50min ;ESI-MS m/z 323. 3[M+H],

S 30— (R) —3— 2% —1-(6-(2— LEET 4L ) Mbme —2- 28 ) N -1- Bl 4%

N

OH

[0450]  (R)-3- %2 —1-(6-(2- LI T ) Mbme —2- 2% ) TN —1- BEfZ HSLify) 6 Hh iR
[ 77 114 o
[0451] DR 1 R HESEHA9) 6 A8 FH (1 7 vEAE 6- IRk AR 5 2- & T -1- IR MY
BRI R A 6-(2- SETHEE) e B PN, Lewd—Paifm A+ 1 —2>.
P 3% (1.19g, & &) ;'H NMR(400MHz, DMSO-d,) 8 7.83(t, J = 8.0Hz, 1H),7.62(d, J =
7.6Hz, 1H), 7. 02(d, ] = 8. OHz, 1H), 4. 18(d, ] = 6. OHz, 2H) , 3. 82 (s, 3H), 1. 66-1. 56 (m, 1H)
,1.42-1. 32 (m, 4H), 0. 86 (t, J = 7. 61z, 61) .
[0452]  JDIR 2 FESCHEH] 6 hHEAR K 7 6-(2- LFE T4 ) nibng FER R i
CH,ON 15 21| S B A i 1) 3— (6- (2— L& T4 ) b —2- 55 ) -3- ARG, Rt — P4l
AT 0. 7% (1. 2g, &) .
[0453]  JDIR 3 St 6 Hh AR K VA 3- (6- (2- LI THREE ) mkmE —2- 3 ) -3- 4,
£ TN i 10E AT W0 30 I 70 PR 33 2 BT 44 (25°% —30 % 7N NH,/MeOH - CH,C1, 86 B ) Ji5 13 3
5O I S2 ) 30 77 R (0. 11g,25 % ) ;'H NMR (400MHz, DMSO-d,) 8 7. 61(t, J =
7.6Hz, 1H),7.0(d, J = 7. 6Hz, 1H), 6. 57 (d, J = 8. 4Hz, 1H), 4. 57-4. 50 (m, 1H), 4. 15-4. 06 (m
, 2H), 2. 70-2. 58 (m, 2H), 1. 84-1. 76 (m, 1H), 1. 64—1. 52 (m, 2H), 1. 42-1. 28 (m, 4H) , 0. 85 (t, J
= 7. 2Hz, 6H) ;RP-HPLC t,= 8.51min ;ESI-MS m/z 253. 2[M+H] *,

SEHEA 31- (R) —3— &3 —1-(6- ( MRBEFE AL ) ke —2- 25 ) T —1- BER il 4%

R

o N/ NHZ
OH

[0454]  (R)—3-&(J& —1-(6- (M PEEE R ) mbhe —2- 25 ) N —1- BEdg ISy 6 Hh ik
7 V2%

[0455]  JDR 1 A% ML) 6 P4 I 7 vAAT 6— YRIbRe R 53 B8 e e A5 31 2 3
M 6— (FRBEIE A4S ) mibme IR ARG, Ho it — DAkl T F— 2. 7% (2. 0g, &
&) ;'H NMR (400MHz, DMSO—d,) & 7. 82 (t, J = 8. OHz, 1H), 7. 61(d, ] = 7. 2Hz, 1H), 7. 03(d, J
= 8. 0lz, 1H), 4. 05(d, J = 6. 4Hz, 2H), 3. 82 (s, 3H), 1. 99-1. 01 (m, 13H) .

[0456]  JDUR 2 L HESCHEM) 6 A% FH I 55 1) 6— (BRBRIE A4S ) nibie R AR i
CH,CN 753 2| 2 E (A1) 3— (6- (FABEIE AL ) mbme —2- 2% ) -3- AN I, HoeTHdt—Daf
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AT F—0. 7% (2. 128, 8/ ) »
[0457]  JDUE 3 & ST 6 AR IR A 5 VR 3- (6- (BRPEFE AR EE ) nibie —2- 3% ) -3- 48,
AT G AT T 1 38 JE AE o b i 2 A 4lidk (30 % —50% EtOAc - CUbiBh ) Jaf9 5 &
) (R)-3-(6-(BR Pk AL ) mbme —2- J5 ) -3- W g, 72 (0.77g,36% ) ;
'"H NMR (400MHz, DMSO—d,) 6 7.67(t, ] = 8.0Hz, 1H),7.06(d, J = 7. 4Hz, 1H),6.66(d, ] =
8. 2Hz, 1H), 6. 05(d, ] = 5. OHz, 1H), 4. 78-4. 70 (m, 1H), 4. 18-3. 96 (m, 2H), 3. 01-2. 82 (m, 2H
), 1.99-1. 01 (m, 13H) .
[0458] U BR 4 : i B SZ ) 1A R B 7 VR (R) -3 (6-C BR BE S A4 AR ) ik
WE —2- 2 ) —-3— FR 55 A S 1R AT LiATHE JR 78 P 3k J2 #r 44k (20 % —-30 % 7N NH ,/MeOH -
CH,CLBRE ) JE19 3] 2 il s 31. 7% (0. 11g,25% ) 5 'H NMR (400MHz, DMSO—d;)
67.60(t, ] =8.0Hz, 1H),7.00(d, ] = 6.8Hz, 1H), 6.67(d, ] = 7. 6Hz, 1H), 4. 56-4. 50 (m, 1
H), 4. 02-3. 98 (m, 2H) , 2. 72-2. 60 (m, 2H), 1. 92-1. 6 (m, 15H) ;RP-HPLC t;=9. 59min ;ESI-MS
m/z279. 2[M+H] ",

SEHRE] 32— (R) -3- 2 JE —1- (5 ((2- TNEEIIE ) S ) Wil —2- 28 ) T —1- BEi i &

OH

[0459]  (R)-3- %2k —1-(5—((2—- NZEMIE ) U0k ) MR —2- 2 ) TN —1- B di R SEife) 5.
18 FHLLF Brads i 77 vl 4 o
[0460]  JDUR 1 A% SCHM] 18 i st FH 1 VAT 5- IRIEI —2- IR 2- TNEE IR —1-
() T Ak 76 B i E T 44k (5% —20 % EtOAc - CAe b ) 518 3 2 6 @ a1 5- IRk
M —2—- B g 2—- TA & JR g 77 % (4.85g2,98 % ) ;'H NMR (400MHz, CDC1,) 6 7.07(d, J =
3.9Hz, 1H), 6. 43(d, J = 3. 4Hz, 1H), 4. 18(d, J = 5. 9Hz, 2H), 1. 70—1. 80 (m, 1H), 1. 25-1. 40 (
m, 8H), 0. 83-0. 95 (m, 6H) »
[o461] DR 2 :BRATH NP AE AV AMEH Cul JF HAE Ar F T +50°C Il # s IR G4
1. Bhr &, 2 B St ] 18 Ho A FH IR 77 vEAT 2— N ZE 1 -1 - I 55 5 SRR —2— AR 2— TAT 2 G IR
Z BT I AR R E M Alifk, (2% —5% EtOAc - CRehbfE ) JEERI2 B 5- (- 7/
T ) I ) MR —2- R 2- TN LG, 77 (0.62g,48% ) ;'H NMR (400MHz, CD,0D)
§7.15(d, J = 3.9Hz, 1H),5.47(d, ] = 3.9Hz, 1H), 4. 14(d, ] = 5.9Hz, 2H), 4. 06 (d, ] =
5.9Hz, 2H), 1. 70-1. 84 (m, 2H), 1. 28-1. 44 (m, 16H), 0. 86—0. 97 (m, 12H) »
[0462] DR 3 407K MeOH (75mL) HP iy 5-((2—- TN IZE ) A2 ) MR —2- g 2- N2
g (0.62g, 1. 76mmol) « NaOMe (30 %, 75 MeOH H7, 2mL) 75256 NPkt 4, SR 5 18 R e 4
TRARVAE NIL,CL KW (25% ) 5Okt A Bl. A HLEHERKEER, FJEK MgsSo, 15,
R AE . Pod EHTAifL (5% —20% EtOAc - ThekRE ) 123 2 LA 5- ((2- A
) AL ) W —2- AR AR, % (0. 382,85% ) ;'H NMR (400MHz, CDC1,) 6 7.12(d, J =
4. 0Hz, 1H), 5. 27(d, J = 3. 5Hz, 1H), 3. 99 (d, J = 5. 9Hz, 2H), 3. 03 (s, 3H), 1. 74-1. 83 (m, 1H)
, 1. 20—1. 40 (8H), 0. 86-0. 94 (m, 6H) »
[0463] B 4. fEME ST T -75°C [f) LiHMDS %5 9 (IM/THF, 3. OmL, 3. Ommo1) 7 i
A JG7K CH,CN (0. 15mL, 2. 87Tmmol) o F 44 S N VR & P 4k #F dmin. 1] x MR -& 9 N A
5-((2- N ZE Mk ) &2 ) Wl —2- F R AR (1. 337mmol) 7F JC /K THF (7mL) 7 () ¥ ¥,
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HH R NAR AR AR N BRI S8 R 2 0 CR¥F @ 7omin. R NVIREGWTE
NaHSO K (10% ) 5 EtOAc Z M43 Bite A HLZE FH #h /K e, kR iRk 46 TRIE 2 B 4l
1 (10% —50% EtOAc - CRERREE ) 19312 K A BAR) 3- 548 -3- (65— ((2- N2 )
SRR ) MM -2- 3 ) A, 7% (0.232,66% ) ;'H NMR (400MHz, DMSO-d,) 8 7.57(d, J =
3.8Hz, 1H), 5. 78(d, J = 3. 8Hz, 1H), 4. 30 (s, 2H), 4. 08 (d, J = 5. 6Hz, 2H), 1. 69-1. 79 (m, 1H)
, 1. 23-1. 35 (m, 8H), 0. 80—0. 88 (m, 6H) »
[0464] D BR 5« 4% S 5 rp A ) VA X 3 AR AR -3- (5 (- N 58 ) A )
WM —2- 2% ) NG 3R AT F PR Ak JRAE P 2 pr 2k 4k (20% -100% EtOAc - Cfi#hi ) J&
PR REHEAMMB R-3-FE -3-6-(C-NHERIEL) AH&E) kg -2- &) AiE. 7~
% (0.14g,61 % ) ;'H NMR (400MHz, DMSO-d,) 6 6.19(d, J = 2. 4Hz, 1H),5.86(d, ] =
5.4Hz, 1H), 5. 22(d, J = 3. 4Hz, 1H), 4. 67 (g, ] = 5. 8Hz, 1H), 3. 84(d, ] = 5. 4Hz, 2H), 2. 77~
2.91(m, 2H), 1. 64-1. 75 (m, 1H), 1. 20—1. 35 (m, 8H), 0. 78-0. 90 (m, 6H) .
[0465]  JDIR 6 % MESHER] 1 A R 50 (R) -3- 323k -3-(5-((2- A3 ) AE)
Weigg —2— 55 ) NIEREAT LiATH I S AR PRIEE M aiifk. (2% —20% 7N NH,/MeOH - CH,CL & )
S5 A5 B T [ S 32, 772 (0. 080g,61% ) 5'H NMR (400MHz, CD,0D) 6. 6. 11(d, J =
2.9Hz, 10),5.11(d, ] = 2.9Hz, 11), 4.56 (t, ] = 6.9Hz, 111), 3. 88(d, ] = 5. 9Hz, 211), 2. 6
5-2. 78 (m, 2H), 1. 88-1. 96 (m, 2H), 1. 70-1. 80 (m, 1H), 1. 30—1. 44 (m, 8H), . 085-0. 97 (m, 6H) ;
ESI-MS 270. 2m/z [M+H] ",

SERE) 33— (R) -3— & —1-(6- (MR ) mewe —2- 55 ) TN -1- BERHI#%

=

e
OH

[0466]  (R)-3— &2 —1-(6- (I FAREE ) Mbme —2- 2% ) TN —1- BEfc S iify] 6 rh ik
[0 5514 o

[0467]  DIR 1 LRSI 6 AT K 7S 6 WRIENE AR IR 55 B4 e TP i A9 3] 2 3
I 6— (BRSO I AUE ) ki PR TR, Hon it — Ak m Al T F — 2. 77 % (1. 1g, &
&) ;'H NMR (400MHz, DMSO—d,) 8 7. 83 (t, J = 8. OHz, 1H), 7. 62(d, J = 7. 2Hz, 1H), 7. 03(d, J
= 8. 0Hz, 1H), 4. 14(d, ] = 6. 4Hz, 2H), 3. 82 (s, 3H), 2. 32-2. 22 (m, 1H), 1. 80-1. 62 (m, 2H), 1
.60-1. 44 (m, 4H), 1. 38-1. 21 (m, 2H) ,

[o468] DU 2 . MRS 6 G 1) 75 6- (BRI AL ) MERE R s
CH,ON 15 31| 2 B (A 1) 3— (6— (IR JRIE AL ) ke —2- 28 ) -3- /ARG, ot —P 4l
i+ 0. =% (1. 228, E& ) »

[0469]  DUE 3 3 ML) 6 HPREIR A T vERT 3- (6- (R FE 4R IE ) nibie —2- 35 ) -3- 4,
A IEBEAT THEE A 3 LB (R) —3— (6- ( BF 3R AL ) atbne —2- 55 ) -3- ;3
W, R —PaifbmH FF—®. % (1.22g, 2 &) ;'H NMR (400MHz, DMSO-d,)
§7.68(t,] = 7.6Hz, 1H),7.07(d, ] = 7.6Hz, 1H),6.66(d, ] = 8.0Hz, 1H),6.06(d, ] =
5.6Hz, 1H), 4. 78-4. 72 (m, 1H), 4. 18-4. 04 (m, 2H), 3. 01-2. 82 (m, 2H), 2. 32-2. 02 (m, 1H), 1. 7
8-1. 62 (m, 2H), 1. 60-1. 42 (m, 4H), 1. 36—1. 21 (m, 2H) .

[0470] 30 BR 4 . & BEOSZ B L HE R B J7 VR X (R) -3 (6- (BRI R A OARC R ) ik
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WE —2- 3L ) —-3— FR 5L N i EAT LiATHE JR 78 P 3l J2 #r 44k (20 % —-30 % 7N NH ,/MeOH -
CH.CL B ) JE19 3] 2 LSl 33. 7% (0. 33g,24% ) 5 'H NMR (400MHz, DMSO—d;)
§7.60(t, ] = 7.6Hz, 1H),7.00(d, ] = 6. 8Hz, 1H), 6. 56 (d, ] = 8. OHz, 1H), 4. 57-4. 51 (m, 1
H), 4. 10-4. 04 (m, 2H), 2. 71-2. 58 (m, 2H), 2. 30-2. 02 (m, 1H), 1. 82—1. 21 (m, 10H) ;RP-HPLC t,
= 7. 71min ;ESI-MS m/z 251. 3[M+H]",

St 34— (R) =3— 22k —1- (6— ( MRPEIRAIE ) bR —2- 55 ) TN —1- Bl #%

QO@YVNHZ
OH

[0471]  (R)-3- 2 Jk —1-(6- (FRBEFEAEEL ) bme —2- 38 ) TN —1- 4L IR SE ] 6 A i
DaRr K-
[0472] DR | 3 BESZHEH] 6 A AT 1 5 VAT 6 Rtk IR 5 PR PR I S R AT B R
T 6- (PRBEREARAL ) mibne FRE M, K EFd— DAtk 1 —2. % (1. 24g, 52
&) ;'H NMR (400MHz, DMSO-d,) 8 7. 80 (t, J = 8. OHz, 1H), 7. 58 (d, J] = 7. 2Hz, 1H), 6. 57(d, J
= 8. 8Hz, 1H), 5. 25-5. 15(m, 1H), 3. 80 (s, 3H), 2. 0~1. 82 (m, 2H), 1. 76~1. 40 (m, 10H) .
[0473]  DIR 2 47 HASEHER] 6 AP R 177 V5 1R 6- (FRBRSE AL ) nibme 7R S A n
CH,CN 7531 2 (0 (1) 3- (6- (FRPEREAEE ) nibmg —2- 35 ) -3- SN I, e i — 24tk
MHATF—2. % (1.29¢, €& ) -
[0474] DU 3 ST 6 FR IR A 5 EERT 3- (6- (BRPEFEEESE ) mbng —2- 55 ) —3- AR
PIIE BT PR IR AR 3] S A (R)—3-(6- ( FRPERESEIE ) nthmg —2- 35 ) -3- BIELNE,
HEFE— LA+ T, =% (1.29g, &) .
[0475] 20 R 4. 4% B OSE R ) L P R R 0 7 vk R -3-(6- (3R PE R A S ) it
WE —2- %5 ) -3- FR EE U IS 24T LiATHIE JRU7E P IE 2 A 4l 4k (20 % —30 % 7N NH 5/MeOH -
CHCLBRAE ) Ja19 3 2 i s 34. 7=% (0. 19g,14% ) 5 'H NMR (400MHz, DMSO—d,)
§7.58(t,] = 8.0Hz, 1H),6.97(d, ] = 7.2Hz, 1H),6.51(d, ] = 8.0Hz, 1H), 5. 16-5. 08(
m, 1H), 4. 56—4. 48 (m, 1H), 2. 72-2. 56 (m, 2H), 1. 98-1. 36 (m, 14H) ;RP-HPLC t,= 7.98min ;
ESI-MS m/z 265. 2[M+H] ",

St 35— (R) —4- (((6- (3- & Fk —1- FENIE ) nibhe —2- 56 ) S0 ) L) URme -1-

R LRI %
/@\‘/\/NHZ
\/OTIOAO " OH
Q

[0476]  (R)-4-(((6-(3- & -1-FENE) Mbwe -2- &) ) FE) URiE -1- FIR LB
T RS 6 LA BTk i 7 VA 4% o

[0477] D IR 1 32 HE S 6 b A4 FH 9 5 1548 6- R ke AR R SR g —4- 5L R
N 15 3 28l 6- (WRIE —4- JE AR ) mbne R P BR. 77 % (0.3g,24% ) 5'H
NMR (400MHz, DMSO-d) 6 7.82(t, ] = 8.0Hz, 1H),7.62(d, ] = 7.4Hz, H),7.02(d, ] =
8. 0Hz, 1H), 4. 08(d, ] = 6. 4Hz, 2H), 3. 82 (s, 3H), 2. 98-2. 86 (m, 2H) , 2. 51-2. 28 (m, 2H), 1. 8
4-1.71(m, 1H), 1. 66-1. 58 (m, 2H) , 1. 20—1. 06 (m, 24H) .
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[0478] JPER2:7E 0°C T o) 6—(WRAE —4— 2% A4 3% ) b we A% AR s (0. 3g, 1. 2mmol) |
Et,N(0. 2g, 1. 8mmol) 7£ DCM(10m1) TR G I A T EE L B8 (0. 2g, 1. 8mmol) o i e i,
TR 22 %36, A IN HCL (20m1) $eids, A Na,SO, T4, I k4, 43 31 6- ((1- ( S5 BREE )
Wi —4- 2k ) F4EE ) mbie PR P, Hobwdk—2aitbm i T F—2. 73 (0. 38g, &
i) o
[0479]  ZDHR 3 A% MASLHEMT) 6 TP RIR K7V 6- ((1-( S5URAE ) WRIE —4- 25) FIAE)
M e AR R AR AR N CHLON 1331 4- (((6- (2- AR S BESE ) mibme —2- 3% ) ) H3E) IR
WE —1- IR SR SR SRS, e feidt— Ptk T84,
[0480] D IR 4 % BESC W] 6 h R 1y vEXT 4- (((6-(2— FAE S BEEE ) mbwe —2-2%)
AAE) P URIE -1- IR S EREEAT FHE R E R Z Hraifh (20% -75% EtOAc - &
W) AR SR OME R -4-(((6-2- F I -1- RE ) e —2- ) &)
FEL) WRIE —1- IR 45, 7% (0.272,81% ) ;'H NMR (400MHz, DMSO—d,) 6 7. 67 (t, ] =
8. 0Hz, 1H),7.12(d, J = 7. 2Hz, 1H), 6. 68 (d, J = 8. 4Hz, 1H), 4. 92-4. 83 (m, 1H), 4. 21-4. 04 (
m, 6H) , 3. 02-2. 68 (m, 4H) , 2. 04-1. 98 (m, 1H), 1. 88-1. 78 (m, 2H), 1. 38-1. 21 (m, 5H) ,
[0481]  ZDIR 5 o (R)-4-(((6-(2-F 2 -1-RELE) mbme —2-3) A& ) FH) Ik
WE —1- IR LM (0. 27g,0. 81mmol) g 4 B4 4k 1) A-4000 (0. 1g, Johnson Mathey) 7E 7N
NH,/MeOH (20m1) =R A WIAE Parr S A5 T 50psi A3 ¥ H, T 50 ‘CH4% 18hr, 1% 4]
W, T, RS B )EHT 44k (20% —30% TN NH,/MeOH - CH,C1, 56 /% ) 74
B SR B (0 A S ) 35, 77 EE (0. 268,95 % ) 3'H NMR (400MHz, CD,0D) 8 7. 64 (t, ] =
8. 4Hz, 1H),7.04(d, ] = 8.4Hz, 1H),6.63(d, ] = 8.0Hz, 1H), 4. 70-4. 62 (m, 1H), 4. 18-4. 0
8 (m, 6H) , 2. 82-2. 78 (m, 4H) , 2. 08—-1. 81 (m, 5H), 1. 25-1. 21 (m, 5H) ;RP-HPLC t,= 6. 99min ;
ESI-MS m/z 338. 3[M+H]",

S5 36— (R) —4- (((6-(3— 2% —1- Fa Nk ) mibhe —2- %8 ) %% ) M3k ) WRiE -1-
PR Rl ) &

N

oM NH,
Q,o rO/\O " OH

T
[0482]  (R)-4-(((6-(3—ZJk —1- FRNHE ) MbmE —2- 2k ) AL ) F3E) URIE -1 7R 1As
MRS 6 F1 35 HR IR I 77 VE 4%
[0483] 5 BR 1 - 4% M St 49 35 Hh i ik 1) U7 VA AL 6- (IR IE —4— 2 A 405 ) mbme A IR
PP i 5 0 4 G T IR 6 S D AE PR JR M 4k (30 % —50 % BtOAc - Cpt i) Ja 15 2
6-((1-(CREESSE ) Bt ) URIE —4- 55 ) 4L ) mbwg FIRTRE. /=% (1.5¢,61% ) ;'H
NMR (400MHz, DMSO—d,) 6 7. 84 (t, J = 8. 4Hz, 1H), 7. 63(d, J = 8. OHz, 1H), 7. 36-7. 24 (m, 5H)
,7.04(d, J = 8. 0Hz, 1H), 5. 04 (s, 2H), 4. 12(d, J = 6. 8Hz, 2H) , 4. 07-3. 96 (m, 4H) , 3. 02 (s, 3
H), 2.01-1. 81 (m, 1H), 1. 78-1. 66 (m, 2H) , 1. 21-1. 12 (m, 2H) .
[0484]  JDUR 2 AZMESIHY] 6 HFGIA M VAR 6- ((1- (CREESEIL ) Bk ) WRIE —4- 4E)
AL ) MEIE P RS AN CHCON 73 21 4- (((6-(2- {2k S BLAE ) mbne -2- 3% ) %) /7
B URME —1- FRTNEE, HoE RS R . R (1. 538, E R ) o
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[0485]  DHR 3 FZHESCHE] 6 IR AT 4-(((6- (2- FIAE OB ) mEwg -2- %) 4
) L) WREE -1- AR REs AT FHEIE IR AR g E M4t (50% —-75% EtOAc - ekl
) R R R AP (R) -4-(((6-(2- F & -1- FELE) ntwg —2- &) H&E) Fi)
WRIE —1- IR FEE. 7% (1.0g,65% ) ;'H NMR (400MHz, CD,0D) 6 7. 66 (t, J = 8. OHz, 1H),
7.36-7.25(m, 5H), 7. 12(d, J] = 7. 2Hz, 1H), 6. 67(d, ] = 8. 4Hz, 1H), 5. 10 (s, 2H), 4. 87 (t, J
= 6. OHz, 1H), 4. 21-4. 10 (m, 4H), 3. 02-2. 76 (m, 4H) , 2. 06-1. 98 (m, 1H), 1. 90-1. 78 (m, 2H), 1
. 36-1. 20 (m, 2H) ,
[0486]  DUR 4 M) 2 PR B A VEX (R) —4-(((6-(2- F I -1- BHEE L) it
WE —2- 3 ) SR ) FE) WREE —1- B IR R MR EAT AT — = B R K R A PR IE JE AT 4l
1k (30% —40% 7N NH;/MeOH - CH,CL 8 5 ) Ji5 15 21 2 TG (a3 (1 S48 36. 7= 2 (0. 27g,
27 % ) ;'"H NMR(400MHz, CD,0D) & 7.63(t, J = 8. 4Hz, 1H), 7. 38-7. 25 (m, 5H), 7. 03(d, ] =
7. 2Hz, 1H), 6.62(d, ] = 8.0Hz, 1H), 5. 10 (s, 2H), 4. 70-4. 62 (m, 1H), 4. 21-4. 10 (m, 4H), 2.
88-2. 78 (m, 4H), 2. 02-1. 70 (m, 5H) , 1. 34-1. 20 (m, 2H) ;RP-HPLC t,= 9. 40min ;ESI-MS m/
z400. 3[M+H] ",

S 37-3— F Ak —1-(6-((2- LRSS ) L) mbmE —2- 2% ) TN -1- Bl 4%

Ij\r\,NH
\QAO N 2
o

[0487]  3— 2 —1-(6-((2- NI IGIE ) A3 ) mbre —2- 2% ) N —1- Bl F St 27 F1 LA
TS B 7V
[0488] DR 1 4L HESKEM) 27 Fh G 1) 7 A0 SEH] 19 SRR — U7 B R NAS B AL T
W) (R) - (3- FdE -3-(6-((2- AZE ML ) L) kg —2- 55) N3k ) ZZEM AT
B, H:H PCC(0. 16g,0. 76mmol) L= T IR A4 18hr. KNV IRA YL Celite 1T UE,
WREWAE, B Pl 24tk (50% —75% EtOAc - CERhfE ), B3 R E A 3- 4
R -3-(6-((2- INEE I ) S8 ) mbwe —2- 2% ) L) &AEFRHUT B, LI — P4
fhe 77 % (0.03g,21 % ) ;'H NMR(400MHz, CD,0D) 8 7. 80 (t, ] = 8.4Hz, 1H),7.58(d, ] =
7. 2Hz, 1H), 6. 97(d, ] = 8. OHz, 1H), 4. 31 (d, J] = 5. 6Hz, 2H), 3. 48-3. 40 (m, 2H), 3. 38-3. 32(
m, 2H), 1. 91-1. 84 (m, 1H), 1. 48-1. 35 (m, 17H), 0. 92-0. 82 (m, 6H) »
[0489] 2D BE 2 ;4% W SE M9 27 v f R 1) 7 AR (3- A AR -3-(6-((2- W EE ) A
FE) mbRE -2- 255 ) PR ) IR T ER AT KRR AT AR A B 2 0 64 i Y SE ) 37 EhiR
e % (0.01g,38 % ) ;'H NMR(400MHz, CD,0D) 6 7. 84 (t, J = 8.4Hz, 1H),7.66(d, ] =
8. 0Hz, 1H), 7.04(d, ] = 8.4Hz, 1H),4.30(d, ] = 5.6Hz, 2H),3.60(t, ] = 6. 4Hz, 2H), 3.
38-3.32(m, 2H), 1. 92-1. 82 (m, LH), 1. 54-1. 35 (m, 8H), 0. 92-0. 82 (m, 6H) ;RP-HPLC t,=
11. 33min ;ESI-MS m/z 279. 3[M+H] ",

SEiEf 38-3- 2k —1-(6- ((PUEK —2H- NEmg —4- 36 ) B4 ) nibme —2- 3% ) N -1- %
()il 2%

N

|

0" N NH
0 OH
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[0490]  3— 2 —1-(6— ((PUE —2H- ML —4- 2k ) FI4UIE) bmg —2- 2% ) TA —1- Bdi i SK
JEfF) 2 F 6 AT ) 5 i

[0491]  JDR 1 AR Sits) 6 AT T EAE (PUS —2H- ki —4- 25 ) FIEES Nal JR W
b5 I 6- YRIERE R 12, /£ 5 HC1/MeOH Btk J5 43 31 6- (( DS —2H- NibAR —4- & ) 4R
55 ) mHbmE R AR

[0492] DR 2 AR IRSCHER] 6 A8 77243 6- (( DU —2H- mbieg —4- 2% ) FI4REE ) it
W AR 7 i & CHLON 2 [8) e WA 3] 3— 484X —3- (6 (( DU S —2H- LA —4- 2% ) FISE ) it

g —2- 2% ) .
[0493]  JDIR 3 A ST 2 F A 777 LiATHGE IR 3- 484K -3— (6 (( PU&L —2H- it
M —4— 5L ) FIAREE ) mtbmg —2- 35 ) TN AE1R 352 38.

SERE] 39— (S) —3- & IE —1-(6- (2~ NEERIE ) ) ki —2- 38 ) N —1- BRIl &

fa

0 lN/ . N,
OH

[0494]  (S)-3- 2 —1-(6-((2- NEE I ) ) mbwe —2- 28 ) T —1- B F St 6
Hr AL IR VR
[0495]  JDIR 1 A (1S, 2S) -RuCl (TsDPEN) ( XJ<EAEde ) 1B AL, #& B Se ity 6 At
HW TR 3- AR -3-(6-((2- TN 2R ) 3 ) Meng —2- 55 ) I T FHE R, 133
SBIRACGEAR (S)-3-FF -3-(6-((2- W EE ) A5 ) ntre —2- &) WG, He/al
i EREH T 5. 7% (0.83¢, &),
[0496] D UR 2 & WA ST 6 Hh A FH (1 7 VA (S)-3- 2 5L -3-(6-((2- W IE ) 4
) mbmE —2- 2 ) WAFEEATIC )R, B 5 A HC1-MeOH Ak 2, 75 31 5 TG (5 3 1 SE i 451 39,
7= % (0.25g,39 % ) ;'H NMR (400MHz, DMSO-dy) 6 7. 63 (t, ] = 8.4Hz, 1H),7.03(d, ] =
8. 0Hz, 1H), 6.62(d, J] = 7. 6Hz, 1H), 4. 70-4. 66 (m, 1H), 4. 20-4. 14 (m, 2H), 2. 82-2. 78 (m, 2H
), 2.02-1. 78 (m, 3H), 1. 44-1. 38 (m, 8H) , 0. 98-0. 84 (m, 6H) ;RP-HPLC t,= 10. 38min ;ESI-MS
m/z 281. 2[M+H]",

SEHER] 40— (R) -3— & —1-(6- (WRNE —4- FEFAEIE ) e —2- %5 ) N -1- BERH4%

R

HN OH

[0497]  (R)-3— & ZE —1-(6- (WRNE —4- ZEFASE ) mbie —2- 58 ) A —1- BEd B Sty 6
FILL N HER 1 77 V2 4%

[0498]  SDIR | 2 BASLHER] 27 HPAT A 0 5 vE AT SEE ] 36 SR — AU T B S N AE PLIEJE
etk (50% -75% EtOAc - CURERRE ) S22 L Em i (R) —4-(((6- (G- ((HUT &%
L) JWE)-1-RNE) ke -2- %) A& FE) IR -1- FERFEE. %K (0. 3g,
61 % ) ;'H NMR(400MHz, CD,0D) & 7.62(t, ] = 8. 4Hz, 1H), 7. 36-7. 28 (m, 5H), 7. 01 (d, ] =
7.6Hz, 1H),6.61(d, ] = 7.6Hz, IH), 5. 10(s, 2H), 4. 64-4. 57 (m, 1H), 4. 21-4. 04 (m, 4H) , 3. 2
2-3. 08 (m, 2H) , 2. 98-2. 78 (m, 2H), 2. 08-1. 98 (m, 1H), 1. 88—1. 66 (m, 2H), 1. 42 (s, 9H), 1. 36—
1. 08 (m, 2H) ,
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[0490] DI 2 FEMESTHH] 11 AEH i & X (R) —4-(((6- (3 ((BUT A EE Ik
) AE)-1-FNE) ke -2- ) A FE) URNE -1- FRRF AT IR 1S 2
ERAME R) - (3- FHE —3-(6- (WRIE —4- FL P4 ) mbng —2- 58 ) W) &EEF R
THE. % (0. 25g, E&) ;'H NMR (400MHz, CD,0D) & 7. 62 (t, ] = 8. 4Hz, 1H),7.02(d, ] =
6. 8Hz, 1H), 6.61(d, J] = 7. 6Hz, 1H), 4. 64-4. 58 (m, 1H), 4. 18-4. 12 (m, 2H), 3. 10-3. 06 (m, 2H
), 2.72-2.61 (m, 2H), 2. 06-1. 84 (m, 3H), 1. 86-1. 78 (m, 4H) , 1. 45—1. 20 (m, 11H) ;ESI-MS m/
2366. 3[M+H] ",

[0500] PR 3 :k T AEH 2M HC1-Et,0 H1 CH,CLAE A4, 42 B SEife] 27 th ik i) 77
PXF (R) - (3= 523 -3-(6- (WRkheE —4- 2L AL ) mbme —2- 28 ) 3L ) & PR BHUT Beidk
AT WOART 19 31 20 0 I S 40 2hEREE. 722 (0. 16¢,86% ) ;'H NMR (400MHz, CD;0D)
68.30(t, ] =8.0Hz, 1H),7.47(d, ] = 7. 6Hz, 1H), 7. 34(d, ] = 8. 8Hz, 1H), 5. 06-5. 03 (m, 1
H), 4.38(d, J] = 6. 4Hz, 2H), 3. 52-3. 44 (m, 2H), 3. 18-3. 14 (m, 2H), 3. 10-3. 04 (m, 2H) , 2. 36—
2.02(m, 5H), 1. 78-1. 64 (m, 2H) ;RP-HPLC t,= 1. 69min ;ESI-MS m/z 266. 2[M+H] .

SEE) 41— (R) -3- 280E —1- (6 2K CAUFEMERE —2- 58 ) A —1- BRIl 4%

=¥
@\/\0 IN/ NH,
OH
[0501]  (R)-3-2dJ& —1-(6- 2R LAUFEIERE —2- 5% ) N —1- B FESLHifs) 6 sh Rl i 77
il 4% o
[0502]  ZDHR 1 M SLHt) 6 th A FH I 5 vEAT 6 JRIENE IR 5 2- R Ol R VAT B 2 3%
IR 6— 248 LA ENERE AR 1, HOLTuE— B4l T F — 2. 3% (1. 28g, & &) ;
'"H NMR (400MHz, DMSO—d,) 6 7. 85 (t, ] = 8. 4Hz, 1H), 7. 65(d, ] = 8. 4Hz, 1H), 7. 15-7. 35 (m,
5H),7.04(d, ] = 8. 0Hz, 1H), 4. 48 (t, ] = 7. 2Hz, 2H), 3. 84 (s, 3H), 3. 04 (t, ] = 6. 8Hz, 2H) .
[0503]  ZDHR 2 F% ML 6 S RIR I 7% ) 6 2K LA EENERE TR R R i N CHACN 13
B EONG 3- S -3-(6- 2K S FEMEE —2- 3 ) W, HEFH— S atb i T —
o 7% (1.33g, EH) .
[0504]  ZL R 3 : 4% MR SE 9] 6 A 35 IA 16 7 vE T 3- AR —-3- (6 2K LA FE L e -2 3E)
P AT T MR SR A P 2 HT 44k (40% —50% EtOAc - TRBRRE ) J5 153 % Tt i 1)
(R) -3- F2Fk —3- (6- F LA FEML e —2- %5 ) TN 773 (0. 6g,45% ) ;'H NMR (400MHz, CD,0D)
§7.66(t, ] =8.0Hz, 1H), 7. 30-7. 15 (m, 5H), 7. 11 (d, ] = 8. OHz, 1H), 6. 65 (d, ] = 8. OHz, 1
H), 4. 90-4. 86 (m, 1H), 4. 55—4. 51 (m, 2H), 3. 08-2. 84 (m, 4H) ,
[0505] DU 4 AL HRSZiER] 1 PR 7k (R) -3 FE3E -3- (6- 2K LA FEnk e —2- 35)
P HEAT LIALH, IR JE AE Bl 2 AT alifl, (20% —30% 7N NH./MeOH - CH,CLBERE ) 5153 26
ML) 41, 772 (0. 13g,21% ) ;'H NMR (400MHz, DMSO-d,) 8 7. 62(t, J = 8. OHz, 1H)
,7.28-7.16(m, 5H), 7. 02(d, ] = 8. 0Hz, 1), 6.60(d, ] = 8. 0Hz, 1H), 4. 70-4. 68 (m, 11), 4.
78(t, J = 7.2Hz, 2H), 3. 05 (t, ] = 7. 2Hz, 2H), 2. 78 (t, ] = 6. 8Hz, 2H), 2. 04-1. 82 (m, 2H) ;
RP-HPLC t,= 7.83min ;ESI-MS m/z 273.2[M+H] ",
S 42-3-(6- (MR AL ) MEmE —2- 38 ) T -2 —1- Rl &
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[0506]  3-(6-( P CAEFEIE ) MEIE —2- 3L ) N —2- Bk —1- B ARS8 P I U7 il

WiLFE 8.
‘ R - NHBoc
OH 2 NaH, THF
+ Br N™ "Br ’
Pd(PPh3),Cly
23 Cul, #Pry,NH

\ 1

> 1. HClii-PrOH, EtOAc , Q\/
U\O ::\/NHBOC N O/\o NN,
[0507] D IR 1 & BESK ] 6 s I 7 vEAE 2, 6— —VRLRE (23) 53 5 FERE RV
73 2 2 0 (il B U ML RE 24, HOEF Atk ] TR 20, 7% (1.34g, B &) ;
'H NMR (400MHz, DMSO—d,) 8 7. 61 (t, J = 8.0Hz, 1H),7.17(d, J] = 8.0Hz, 1H), 6.82(d, J] =
8. 4Hz, 1H), 4. 00(d, J = 6. OHz, 2H), 1. 80-1. 61 (m, 6H), 1. 24-0. 98 (m, 5H) .
[0508] b IR 2. % 2- R Ak B¢ 24 (0. 68g, 2. 53mmol) | Pd (PPh,) ,C1, (0. 09¢g, 0. 12mmol) .
CuI(O 03g,0. 15mmol) 7E i—Pr,NH(15m1) H (1% % A & A A, IF ) s IR & A

—2- B —1- FEEIE P EAUT B (0. 35g, 2. 25mmol) o FT43 HITR-GHAE 50°C T i Ht 18hr, i
Ezwﬁé IN HC1 (10ml) \ NH,C1 (30m1) F1 EtOAc (80ml) Z [8)/3El. A HLE R NaySO, T4,
PRI, B P JE Hralifh (50% —75% EtOAc - CUREREE ) , 1531 5 VR 28 (0 1 ok TR
EERE 250 773 (0. 38g,44% ) ;'H NMR (400MHz, CD,OD) & 7. 59 (t, ] = 8. OHz, 1H), 7. 01 (d, J
= 7.2Hz, 1H), 6. 72(d, ] = 8. 4Hz, 11), 4. 08-4. 02 (m, 4H), 1. 88-1. 66 (m, 6H), 1. 46 (s, 91), 1
. 38-1. 02 (m, 5H) »
[0500] AU 3 - 4% M St 45 27 v A ) U7 v A 2 Jk TR IR 25 1EAT AL E R A AR
Best 2 M 4lifk (15 % —25% 7N NH,/MeOH — CH,CL, 86 B ) )i 15 31 5 3% €8 i1 1) 55 i f41) 42,
77 % (0.03g,27 % ) ;'H NMR(400MHz, CD,0D) 6 7.62(t, ] = 8.0Hz, 1H),7.36(d, ] =
7.6Hz, 1H), 6. 64(d, ] = 8. 8Hz, 1H), 4. 09(d, ] = 6. 4Hz, 2H), 3. 54 (s, 2H), 1. 86-1. 64 (m, 6H)
, 1. 28-1. 02 (m, 5H) ;RP-HPLC t,= 10. 42min ;EST-MS m/z 281.1[M+H] ",

SEE) 43-3- ( IR EHE ) —1-(6- ((2- INZEREE ) U ) mbre —2- 3% ) N —1- BEA

%

[0510]  3—( FFFLEHL ) -1-(6-((2- WHEL RS ) AL ) meme —2- 5L ) N —1- FE 2 M ST s

6 PP IR IR VA
[0511]  PIR 1 fﬁﬂiﬁﬁfﬁJ 6 H AL HI I TVERT 8- AN —3- (6- ((2- NEE IS ) 0k ) it
Wg —2-25E) WHEIETIR IR AE DU 2 T (2096 =309 7N NH,/MeOH - CHLC1, %) Jaf3 3 2t
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TR 3 2 —1-(6- ((2- NZEIGEE ) 58 ) mbme —2- 38 ) N —1- B, 7% (0. 16g,28% ) ;
'H NMR (400MHz, CD,0D) & 7. 63(t, J =8. 4Hz, 1H), 7. 03 (d, ] = 8. OHz, 1H), 6. 62(d, ] = 8. OHz
, 1H), 4. 70-4. 67 (m, 1H), 4. 21-4. 14 (m, 2H), 2. 82-2. 78 (m, 2H), 2. 06-1. 78 (m, 3H), 1. 48-1. 2
8 (m, 8H), 0. 98-0. 86 (m, 6H) ;ESI-MS m/z 281. 2[M+H]",
[0512]  JDUR 2 A fASits) 27 rh IR I 7T 3- 23k —1-(6- ((2- INZEREE ) 458 ) it
WE —2- 3k ) TN —1- BE SRR U T ME S VAR PR JZ T alifk (50% —75% EtOAc - ChtHifE)
JEA B BIE A (3- Ik -3-(6-((2- INZE ML ) AL ) mbmg —2- 2% ) N3k ) TR
BUT B, HEFaemAH T —2. 7% (0.09g,41% ) »
[0513] D IR 3L MESC ) 1 PG 1 o vEXT (3- A -3-(6-((2- WK E ) A
FE) MERE —2- 55 ) NI ) 2R FERARUT BE AT LiATHGE JR AE Pd )= M 44k (30% —40%
7N NH,/MeOH - CH,CL, % & ) J& 13 B 2 J& €6 i 1 52 3 6 43 5 7= % (0. 04g,62 % ) 5 'H
NMR (400MHz, DMSO-d,) 6 7.63(t, J] = 8.4Hz, 1H),7.03(d, ] = 8.0Hz, lH),6.62(d, ] =
8. 0Hz, 1H), 4. 69—4. 66 (m, 1H), 4. 18—-4. 16 (m, 2H), 2. 76-2. 72 (m, 2H) , 2. 40 (s, 3H), 2. 10-
1. 68 (m, 3H), 1. 46-1. 26 (m, 8H) , 0. 96-0. 88 (m, 6H) ;RP-HPLC t,= 10.66min ;ESI-MS m/z
295. 3[M+H] ",

S 44-N- (3- F2 2% —3-(6- ((2—- NZEIGEE ) 438 ) mbme —2- 55 ) N ) SBRIXH)

OH

%

[0514]  N-(3-Jdk —3-(6- ((2- WA AL ) Ak ) MEIE —2- 55 ) 3L ) LB 2 i Se i 91

A3 HRORTEA I A B 3 4%

[0515] 20 3R 1« £E BUB A1 Bt,N (K 47 £E #2358 = (1% 57 o AL Ac,0 51 AcCl X 3- 2

B -1-6-((2- WEEEE ) k) mbie —2- 55 ) I -1- IEibAT QB 19 3 5L tifs) 44,
S 45-3- & —1- - (M ORI HEEE ) WEnE —4- 2% ) N -1- BERgai#%

Nl R
OJ\N/ NH»
OH

[0516]  3— 7k —1-(2- (AT P ) MENE —4- JL ) T4 —1- BRSO ) 6 o ik frg A
WRE 9 T B s IR 7 iR 2 o

TUFE 9.

N =
NaH, THF ojf:Nj >[/\J< O/\ oijj\CHo

DMF
NT
|
CH,CN, tBuO-K* N N B-Me,SH Cﬂo)\N*’ NH3
e )\ = Fr———
THF 0" N CN THF OH

OH
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[0517]  JPER 1 oFf NaH(1. 1 248 ) I 2 (Rmmg FIR O 2 R AE THE )55 BERTR &
Wb B R NREYIALE +60°C R HERE 18 /N, A I R =IE, 45 1,0 5 L8 ZBEZ 18/ k. 5y
BANLES 73, FHJE/K NaySO, 48, FH R4, 1331 2- (R CIE A4k ) WEnE .
[0518] IR 2.7E -78°C T I 2-( ¥f 2 AL JE ) MEIE 76 THE IR &9 T A
Knochel-Hauser 7] (2, 2, 6, 6- PUFIENRIE LR ERB R 5D ) , fikk 15min, 2850
N DMF. 34 [z IR A IAE —30°C R HERE, B NH,CL /KSR, Fl OB OB 2B, &3 F
BLZ I JG7K Na, SO, 458 ok R ik 4, 15 31 2- (FF A AR ) — WemE —4- FIE,
[0519]  JDIR 3 % HE ST 6 Hr i (9 7 v 2- (IR A AR ARSE ) g —4- RPN N
CH,CN 153 3—- (2- (A A AL ) WEng —4- 2% ) -3- JRENIE.
[0520]  SDIR 4 4% BESEHEM) 2 Hh G 17 15 BHMe,S 3B JR 3 (2 (3F U A2 ) W8
W —4- 2 ) —3- FRIE TG 2 SL 1) 45

SERER] 46— (R) -3- ZJE —1- (- (MO AR ) meng -2- 55) N -1- BERHl#%

| ~N

[0521]  (R)-3- &2 —1-(4- (ML ) Weng —2- 2% ) T —1- BEfe HSLify) 6 mh iR
[0 77 4% o
[0522]  JDUR 1 ARMESCHER 6 hRER I AT O P RS 4- Rmng —2- FER R NV AS E
A- (R COREFEE ) mng —2- TP,
[0523]  JDIR 2 . HESTHEH 6 iR 7 vA I A- (RO AR ) WENE —2- R e
TN CH,ON 133 3-(4- (BRI AL ) Mg —2- 3 ) -3- ARG .
[0524]  JDUE 3 MRS 6 HRRER A AR 3- (4- (R E IR AL ) Mg —2- 3L ) -3- 48,
RN FEFHATFHIEIRAFE] R) -3 (4=~ (R CIEF AL ) meng —2- 58 ) -3- RN F .
[0525]  SDUR 4 A MESLHEH] 2 T RGAR 1) JE A BH,Me,S IR (R) -3 (4- (R A 4R )
WEIE —2- JE ) —3— FRIETANE 1S B SE ) 46 .

1. AW EvEmy

SEHEE) 1 - ARG A B
[0526]  ffisE T AN SCAFF AL G DI SR SE 06 B0 S A B v PE O RE O . BRI &, 2644
Golczak 2% . Proc. Natl. Acad. Sci. (2005) 102, 8162-8167 F1 Imanishi %% . J. Cell Biol.
(2004), 164, 373-383 A AT ARG TR .

N A EE A M B B 4 & 8 (] (CRALBP) [ B4
[0527]  FRIBFRUES FAEW 27715 ( S0, Crabb %%, Protein Science 7:746-57 (1998) ;
Crabb Z5 , J. Biol. Chem. 263:18688-92 (1988)) v [ J & ik T 41 A i 4l 55 41 Btw A0 o5 I 45
A (CRALBP) o T8 5 2, MAERWERYT ARPELO 41 Mg ( 38 [ #1552 (- 5 0> (American
Type Culture Collection), Manassas, VA) 1] £ & RNA, {8 FHH Z 28 (dTD) ., 51 ¥ &
cDNA, 2R Ji5 18 i PR AN T 252 1) 26 BBk S N 7 15 2B CRALBP (1) DNA ( 22D, Crabb %% | J. Biol.
Chem. 263:18688-92 (1988) ;Intres %% , J.Biol. Chem. 269:25411-18(1994) ;GenBank %
;5 134219. 1) . MRIEHIER I 7% (nvitrogen Inc., Carlsbad, CA ; H 35 K4400-01)
¥ PCR 7= W)W 3 % 3 pTrcHis2—-TOPO TA 244 1, SX J5 MR 4 br AEAZ 1 B I 7 R 7 02 17
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%) 7E One Shot TOP 10 4L22EK522 KA B 41 ML (Invitrogen) R IEE A 6x A2
R b ic 1 A\ CRALBP, 3 H.{# HI A T HPLC i) 4% (Ni) Sepharose XK16-20 #% (Amersham
Bioscience, Pittsburgh, PA ; H 3¢5 17-5268-02) 1 i85 55 A1 2 81 M AT B8 48 B 24 42
R EEAZIR. 1o 1, 3- X ((ZRFE) 22 ) Wt (bis—tris—Propane) (BTP)
FENTAAL ) 6x 2L ERARICHI A CRALBP, 3@ it SDS-PAGE BT /0 #7. FEZH A CRALBP ff143 1
=2 39kDal

AL

[0528] A SCAFF AL GRS AL B WTE SBEP E N 0. 1M il & AL S TE L
R 10 £ R AFRRER (102,10°,1074.,10°,10°W) , J T-7E S A BRI h 4T 2347

[0529]  FIAEEZH A RPE65 F LRAT [ HEK293 40 i 7[5 1) &0 2 Ky A5k g ) SR st , FAd FH 471
kA e A - MBI (29200 M) PE IR IIANTEZH A CRALBP (29 80 1 g/mL) DL 3
11= M - W BERE . 5T 200 0 L 1 Bis—Tris SRR ERZEMIE (10mM, pH 7. 2) 1 i
REWIETA 0.5% BSA A 1mM NaPPi. fEiiEh, RN-—XWETE 37°C AT 1 /i,
FREE M 300w L LR b i o F BRGESE B M VRS ) 2 Ja 38 HPLC 43 Bl 5 Jse v
Y11= X - R EE A B . s HPLC @it A i 1 11— X, — P B f e T AR B (PAU)
JFifIE GraphPad Prism 7 fril FEHEIME 2ok T8 1C, i X ARSC A TG S 430 il
T I Y (R e AT 2 & JFRE L& B 10, M. BLT 3 2 Jgh 7 i b Frd il sE (i 48 3
AT P AP 1C, M

x 2 NARSMDEIEE

1Cs0 (UM) R 5
< 0.1 uM Iv 2y 3. 4. 5. 65 105 115 125 13, 14,
16, 17, 18, 19, 20. 21, 22, 23, 24, 25
v 265 28, 30, 31. 32, 33. 34. 35. 36.
37, 39, 41, 43
>0l uM-<1uM |7+ & 9. 15, 27, 29
>l uM -<10 uM |40

>10 uM
TV A &y B
S 2 - AR P SR A I
[0530]  Jd it A4k P R A TN o 90 2 A S R IR S D ) S ARG I BB D o R TI G E
BTt (AR ORI A7 B “EEE”) S M E S JLF A 1) 11-
A - EEE R AR, 11— W - P AT B 5 B P 52 R PP Al R Py e A g £
WP WV 11 5 — AR B AP P AR SR B S IR VR R 78 1 X S A4 A S R g 411

Hl. FE AR I Golezak 25 |, Proc. Natl. Acad. Sci. USA 102:8162-67 (2005) A7 iA& i3k 47 ¢
fE. 12 W Deigner %, Science, 244:968-71(1989) ;Gollapalli 2§ ,Biochim Biophys
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Acta. 1651:93-101(2003) ;Parish %% ,Proc. Natl. Acad. Sci. USA, 14609-13 (1998) ;Radu
4 Proc Natl Acad Sci USA 101:5928-33(2004) ,
[0531] 6 JEJ WS HIIEIE Y. CD-1 ( (0K ) HEME/NRZE O 5RBI% T 1000 1 54 10% SEET)
FKMEAAY) 0. 03-3mg/ke) (4 5 Hahy) . fERWEH 2-24 /N, ¥/ E# R T
5,000 #FTHF I 6 R 10 2836 A o b/ AR BRI 2 /. RGN —
FALTRAEIESI) o AR P R HCS A B B I 5 N [R) [R) B VAl 11— M — PR B 1 7

HE 10 e
[0532]  Fr A3 0 MR 0 AE 2 e AR B 0 40 o' BB 1) PR S A R AT R 75 2R AR
W ESMA L IEN T HEH T RS ) (S0, # 41, Maeda %5 , J. Neurochem
85:944-956, 2003 ;Van Hooser %%, J Biol Chem 277:19173-82, 2002) . AbFE/)EJiS » 37 B
Y AR 8 L A AT
[0533] HFHRHEE T 500n L A (( = FE) FRE) W (10mM, pH~ 7.3) Fl
200 L1 0. 8MFZHE (pH~ 7. 3) W /ML BRE AR S U1 Rl e, 2R 5 7805 Hh WL ST 2K
#% (Polytron PT 1300D) LA 30000rpm 787334 H RN Jev] WAL » mB A A
500 1 L FFEZFN 500 v L Fege. B EHEERImIER (vortexer) b, UAF N AEWEER T 78
SHRE 15 23 8p. I AE ACTLL 13K rpm B0 10 8P AEA HIAH 5 KA 2. A8 35
Bias N EE CEVUAE) BHL 240 v L T 5 22 HPLC /M N ST (1) 300 w 1 B8 4T
P, IR BRI B MR
[0534] 7F B A IF AH #F (¥ Agilent 1100HPLC Z& % b 4 ¥7 FE /% :SILICA (Beckman
Coutlier, dp 5um,4. 6mM x 250mM) o IZAT/7VEKH 1. 5ml/min BV R4 A 15%
(1) 1 (1% SRR T8 LSV ) I 85 % HIEEHI 2 (100% Tkt ) o BANFE L K ke A4
A 100w 1 K K4 360nm. it Agilent Chemstation #AFHH&IFT Tid: 11—
ARG R 2 T A . R Prizm PARSEAT A b2
[0535]  KbFE e A N R FH P BN B CRIBERIAL G4 ) 5 IR 50 IR LB I . Ak At
(AR ) XTR/NE (CREREY ), FRE AT 5 S R1 53 B 0 A B B
[0536]  FEAT HS )i FRAIF 5T LA & SR A W 0 S AL BRI v M o HETE Balb/c /N (4
/) G O REZ MR G . RSGIEL 255 2.4.8.16 Fl 24 /NI XS AT « e
7 (5000 #1553 A6 10 23080 ) , IR B 3 R RE A DUEIR Py 11- 0 - MBS ek E . &
(15 2 /NHARZE/N R, 35 IR, FRd Tt HPLC B R B & =
[0537]  XPPR SR HE /R (A BARALEE Y ) BEAT AL, IF HAEALSEIF o B 2 Bt 2 76
MG RIS 2 ANET . SR RRANEL (AU ER R BRI ) FEOEIEE A5 SRR SE LR T 2 #T

CN 104703598 A 151'1 120/124 71

[0538] & 3 4R T ASCA T A ML G WL BT 715 IR 570 B A0 T) s (5 14 P B 5 A B
4R
R 3 RPN RS R B E A
ERCERB] ([FEL % (IR (ng/ke) |WHA] (/M)
1 0 1 2
1 0 1 4

135




CN 104703598 A OB B 121/124 71

3 0 1 2
4 29.3+4.3 |1 2
5 0 1 2
6 68.916.5 |1 2
6 37.7+14.9 |1 4
6 93.24+0.9 |3 2
6 85.561+2.9 |3 4
6 62.313.8 |3 6
6 30.8%£9.9 |3 8
6 0 3 16
6 0 3 24
9 8.6x4.2 1 2
12 0 1 2
19 98.2+2.3 |1 4
19 90.7+3.3 |1 8

SEH) 3 - ARG/ SRS
[0539]  ASEHEFIHEAR T A A TR A LER N e 45/ BB RS /R A .
[0540] MY % 25 T 3R ZU 0 6 mT S 300 M B 1 e B« AL B S5 4545 R 3 ok )
HE Py 40 B s 4 2 1 4560 16 DNA v B CER /MR RN /N R ) 8 8RR VRAS (230, 4,
Wenzel 2%, Prog. Retin. Eye Res. 24:275-306 (2005)) .
[0541] 25 HEIE MY (I HEYE Balb/c CEAGAR, 10 L/ 41) /b EEERBIAFFIE (0. 03.0. 1,0. 3.1
1 3mg/kg) IRV SAUE IR IER . 25 2505 75/ INiF s X AT e Ak 3 (8, 000 #) 5w
WA EHRESE /NI ) o 7E RIS R IRE 40 /NI LS ARFE/N R, FFU0 R AR o 22 i )3 7 1)
PR VE UL AT 40 M 2E T4 I ELTSA Wl 5E (ROCHE APPLIED SCIENCE, Cell Death Detection
ELISA plus Kit) . JUE 40 R P A BeAk DNA -8 B DAPEAS IR AL A (A0 R0 AR 3 v M

SERE] 4 - ALK (BRG) BFST
[0542]  ERG S50 A% A PRI 11) 16 FE I BALB/c /NRIHAT (n = 5) . Frawsy e
XTHEE R ) CHE R, PR 32 30 ) FIOGIE R (B, A04E = 19 ) ERG i 1 2538025 VP4
s IR A AT SESS . BT 0 SR AR P 3 3 AR (R 07 S R4 A AR RN e & kAT . T0 8
NG R DL AR RO 1]
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[0543]  FEERIR ORI EY) CHEMAET KM ) J5 4 /AN Bk 8 TS M7 5T 45
RA TR DA IR S W45 25 55 AL b B0 2 17284k (0. 0led. s/m”) 2Z [A) [)55)
il NS R A
[0544]  JLTAEGIERAAT I AT ERG b= IR — Wi I o 0P 1 SRR 22K VAl 6 AL AE R
BRI o FEIX AL BT, T8 PR S 2228 - DLRROR by S 0 2 1 e R . (V) » FHTEA
cd. s/m’ Ay B I B AT B (K) o
[0545]  Kpok B =ANHRALAH TR G5 SR A I R DLVR AL IR AL A ) 5 — 45 25 X0 Dl TE Y. ERG
(K5 (PRSI 11-16 JERS BALB/c /M, n = 5) .

TTL. 528 [y il 2%

SEHE 1 B AN AW
[0546] i T il & & T B H 4 2 i B AN AL 54, K 100mg 2 (A) LB PIIK
W T R K, ARG 5 10mL 0. 9% R /KRG . BRAEWIINES T BT
¢h IR A A

LW 2 CUIRAAS )
[0547] AT #il&H T O REE K Z4MAEY), # 100mg X (A) FHLEW 5 750mg JE# TR
Ho FHREW I NG S T HIRES 25 1 IR & Fp A an fll B R R g v

SEHER) 3 R (REEET ) AW
[0548] & T il F TG I W WAL & W, WntEEE R, % 100mg X (A) L& 5
420mg HEA 1. 6mL 520 FOKREHRK L 2. AmL ZE1R/KFN 0. 42mL S 2N & . WIREGWER
BIRIHE B R T DUE RS & T 0048 25 1 EER .

SR 4 PRI R R AR
[0549] JEILIRA 48.5 HE %A () (L&MW 44. 5 EE XM E 4 E (K6-802) 5 &
% MR BUR N ZE A 4E 25 (50 wm) 1 2 5 % FO RS I R 5 thil 4 DR i i 5 ). i
W E B EH (AAPS PharmSciTech. 2006 ;7 (2) :E41) 46 H 7o Ji il ) 5k B B4 4
150mg. Wit =4 FshiR 49 (Inversina ®, Bioengineering AG, Fh-1-) JR&iZ &N
X (W) B YS BB EYEE MCC) Fil 2/3 BREUCERNIEL 42 (L-HPC) 4. 5 4y
B2 HIFR] . TEVRE S ACHT 30 I BT A IR EE (MS) FIRIAR K 1/3 &= L-HPC,

SEHER] 5 RN A
[0550] & T il & H TN IEIE I ZMAEY), # 20mg X (A) AP 50mg TLKFTE
B A 100mL 0. 9% AN TRIR & KR EW T INIE & TR 25 IR NI 525 570 A 55
e,

SEitf) 6 : EmE AL A
[0551] & T Hil4& H T EiS ik i a6, % 100mg 5 (A) FIHLEY)S 2. 58 AL 4
7 (1500mPa)  100mg X FRHEE 2K R R 5g HIMAT 100mL 204k KRG o 2R I A3 m e
REVTINES T B e 250 B bk oo i H48 1

SEHE T R EE AL A )
[0552] 24 T il REREEIR AL G, F 100mg 2 (A) IG5 1. Tog FRINFLLT4E % .
10mL 7 % . 10mL [A G BR S AT IS AT 100mL 4040 USP YR 4 . SR B T3 B RIR &5
NIEE TR A AZRmE . SCf) 8 MR (Ophthalmic) WKHAAEY
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[0553] 4 T il & IR BHAR AL G, K 100mg 2 (A) LS5 0. 9gNaCl £F 100mL 4§
KRG, FHEA 0. 2 BOKIESS I UE . SR JE 13 B SRS W5 | NS A IR 25 25 1 IR R}
T 3% G AN IR R A

SEHE 9 : B E VA
[0554] A T il 4 25 SR S5 B 10g 2 (A) LAY 5 30mL 0. 05M IR #h 9% s i
(pH 4. 4) VBE . FXEEE TR Rl A I6IE 100 1w 1 555 1) S 2 2548

VI GRS

SEHE | - AR 2GR E ORI LA BT
[0555]  JEAT LAy BEALAL O 22 R0 BRI R 1 1A IR, DL e X (A) (L
N 3- &I -1-(6- - IR CFELHE) nibie —2- 3% ) TN —1- B (SZhEf] 4) 18— DR E
AR 23502 E R, 1 I S TS A R R (BRG) BEATINE . BFR S 538 AP RR Ik
SR AR R, AE S 55-80 &, /A 50 &8 110kg. = HERR bRt 35 H AR IR FE o3tk (434,
P B T G T 280 8 B RO A X S A7 T sh ME G R 4% ), 2 BT 28 RN KL 7 254
(AR, b —4F SR A R B AL S 03B T > b 8] P SR R MO R D Mo R S L Ath & A sl iy
MR AH TR AE 3T BCR 22 MR 25 DUAi AR 24 L kG A PR 0T v i OB R3S . L-DOPA 5
W N 4 B R SN I R i BT R 29 B TRy iR 8 AMD [ 29K R VR T o 8
ABEALL5: 1/ 259 « RFIMALL, JF5r Bl 2 2mg. Tmg. 10mg . 20mg . 40mg . 60mg FI 75mg [¥]
TR . e Bl TR AR I M 2R o 6 BT A R 2D e WA i 2R P (C ) ~ VBRI R
FEWTTE] (T, R RIERR M (t) o
[0556]  FEZ5ZTI2525)5 4-6 /NN (25 1 K ERG) (25 24 )5 24 /MBF (28 2 K ERG) (26 4 K
FEE 7 RIEAT ERG BF5T. X T45 T2 R B3, W0 BRG S AE e L i Pk b T+, 48745
BIKZ) 20 43Pt W SRS 90% o A T4 12X () WAL &40 3- 22k -1- (6- - H
FEOHE) mbwE —2- 55 ) T -1 (LR 4) 1R, M ERG 15k i A 17 S AH QI K
SO AR S R, ST R B R B ) B TR R

SEHER) 2 - RV RS AR OCHE T B PR ()R YT
[0557]  #i2 WA T RUAERS AR SCHE B BE AR M I AN A H Bmg I IRFIE X (A) IR4L &4l
3- & -1-(6-(2- M COHEE L) mbme -2- 25 ) TN —1- . (S 4) #ATIRIT . 1658 2.4,
6.8, 12,1824 Fl1 30 K, XA ARUEAT R 9 5 e y8 P AS: 2 5 CAVPI VR 97 IR, JF ELIR IS A
FEIR WS IE N AN A 6 B G I DR S AN B RV
[0558] AR SCHOR i G B EE I R 1 A4 2E Rk 25 M T A VS L, BAE
AL REVE R B BT 45 R 124 DA A ) BRSOy &6
[0559]  ASCHEIRNZ Phsiiiti 77 S n] A &k AR BIdE— D RSl 75 %8 FEAR Ui
SIH AN/ BAE s B R T A1) T 28 B R 35 [ B il A T SR E SR |
HhL R B ER G FIEAE TR A 5 R AR,
[0560]  MLL b & B, RV T U0BH 0 H B ILRG IR T AR R SE it 77 8, ] L
AT Z P o ARSI AR N 50 S AR B BEE U A IS 56 550 B9 1/ 2 AX SR 9 B
RS T BT 2 SR &R NHIBCRER BEAEAFEREMSES0T %, — R, /£~
T FRTASCR) 2 SR o, I ASE FH PRI AR T8 A RV 12 B DA R SR B S R o) T 1 B P R SR A 2
IR B ARSIt 7 58, T R S Ay A I A T R R S it 8 L B R SR S )
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Il o DR, BORIEESRANSE 22 T A IR PR o

[0561]  JRVEAEASCH 2 o IF IR T A I PLIE St 7 58, (EX AU E AR 51 5
1115 2 DL IR 2, IX LSt 7 S ANAE A 7 B RAEM o FEA I B AR W I 26 T 5 AR GUEARN 5
LR = (BN 2 PR SRV A . MR ERAR , AR SCRGA A& S 7 S 1) 22 A Q07 5
AT SERRAR M o R = FEAAE, T P LA AASUR SR PR AR S B S ] 5 Eh P i I 48 A
ML SR TG T ) 7 VR MG A8 b L5820
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Abstract

The present invention relates generally to compositions and methods for treating
neurodegenerative diseases and disorders, particularly ophthalmic diseases and
disorders. Provided herein are substituted heterocyclic amine derivative compound
and pharmaceutical compositions comprising these compounds. The subject
compositions are useful for treating and preventing ophthalmic diseases and disorders,
including age-related macular degeneration (AMD) and Stargardt's Disease.
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