CLAIMS

1. A salt of a compound represented by Formula (I):
4 6 2
(R%p HORHORHOCH3HO Ho
A P A A ML A R G T
o R " o r H o v H o e 0 R M
wherein:

R!, R?, and R? are each independently H or substituted or unsubstituted alkyl, alkoxy,
haloalkyl, alkenyl, alkynyl, aryl, arylalkyl, arylalkenyl, arylalkynyl, heteroalkyl, cycloalkyl,
heterocyclyl, or heterocyclylalkyl;

R*, independently for each occurrence, is selected from substituted or unsubstituted alkyl,
aryl, arylalkyl, heterocyclyl, oxo, —ORP, -CH,ORP, halo, hydroxyl, and hydroxyalkyl;

R® is substituted or unsubstituted alkyl, aryl, arylalkyl, or heterocyclyl;

pis 0, 1, or2;

RS is hydrogen or substituted or unsubstituted alkyl; and

R7, R, and R’ are each independently hydrogen or alkyl;

wherein the compound is not:

WBWWLN% LA A
L Y \

’

preferably wherein the compound comprises at least one D-amino acid residue.

2. The salt of claim 1, wherein:
R!, R% and R? are each independently H or substituted or unsubstituted alkyl, arylalkyl,
or heterocyclylalkyl;
R*, independently for each occurrence, is selected from substituted or unsubstituted alkyl,
0x0, hydroxyl, —OR®, hydroxyalkyl, —CH>ORP, and halo;
R® is substituted or unsubstituted alkyl, aryl, arylalkyl, or heterocyclyl;
RS is hydrogen or substituted or unsubstituted alkyl; and
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R7, R, and R’ are each independently hydrogen or alkyl.

3. The salt of claim 1 or 2, wherein, where indicated, alkyl, alkoxy, haloalkyl, alkenyl,
alkynyl, aryl, arylalkyl, arylalkenyl, arylalkynyl, heteroalkyl, cycloalkyl, heterocyclyl, or
heterocyclylalkyl is unsubstituted or is substituted with one or more substituents selected from
halo, haloalkyl, oxo, -CN, -NO2, =N-OH, -N3, -R?, -OR?, -SR?, -N(R%)., -N(R%)3*, =NR?, -
NHC(=O)R¢, -C(=0)R¢, -C(=0)N(R?¥)2, -S(=0)2R", -OS(=0)20R?, -S(=0)20R?, -S(=0)2N(R?)2, -
S(=0)R¢, -OP(=0)(OR?), -(alkylene)-C(=O)R®, -C(=S)R, -C(=0)OR?, -(alkylene)-C(=O)OR?, -
C(=S)OR?, -C(=0)SR?, -C(=S)SR?, -(alkylene)-C(=O)N(R?)2, -C(=S)N(R%)2, and -C(-
NRH)N(R)2;

R?, independently for each occurrence, is hydrogen, or substituted or unsubstituted alkyl,
aryl, arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or (cycloalkyl)alkyl; and

R¢, independently for each occurrence, is substituted or unsubstituted alkyl, aryl,

arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or (cycloalkyl)alkyl.

4. The salt of any one of claims 1-3, wherein, where indicated, alkyl, alkoxy, haloalky],
alkenyl, alkynyl, aryl, arylalkyl, arylalkenyl, arylalkynyl, heteroalkyl, cycloalkyl, heterocyclyl,
or heterocyclylalkyl is unsubstituted or is substituted with one or more substituents selected from
halo, haloalkyl, oxo, -R? -OR?, -N(R%)2, -N(R%)3*, -NHC(=O)R®, -C(=O)R®, -C(=0)N(R%)., -
C(=0)OR?, -(alkylene)-C(=0)OR?, and -(alkylene)-C(=O)N(R%).;

R? independently for each occurrence, is hydrogen, or substituted or unsubstituted alkyl,
aryl, arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or (cycloalkyl)alkyl; and

R®, independently for each occurrence, is substituted or unsubstituted alkyl, aryl,

arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or (cycloalkyl)alkyl.
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5. The salt of any one of claims 1-4, wherein R! is selected from OH  HO™ "0,

OH CHz H,C~ “CH; CHs

H
| r:f> NH; WEOH, He,Ci p :t ;CH3

NH, HoN

2 O,
e T Ty }5 t e T
CHs : OH, CH3 , and CH3 ; and/or
CH, CHa OH
y H3CICH3 S;CHg, rCHg CH ,f© ,f@(
2 is selected from , ) W{N , )

b

Jg N

3 is selected from

W@N TR

CHs HO ,HoN™ "0 CH3 , and OH ; and/or
pis 1 or?2; and R*, independently for each occurrence, is selected from -CH3, halo, hydroxyl, and
hydroxyalkyl; and/or
R* is oxo; and/or

H,N__O

R® is -CH3 or : and/or
R’ is (Ci-Cio)alkyl; and/or
R® is -CH3 or —H; and/or
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R’ is -CH3 or —-H.

6. The salt of any one of claims 1-5, wherein the compound comprises at least two, at least
three, at least four, at least five, at least six, at least seven, or at least eight D-amino acid

residues.

7. The salt of claim 1, wherein the compound is selected from the following:

NJ%MM O,
o OH W\

NH
Hpp Gy GIn Glu Gy Leu Aa Gy Pro Lys 2
(2S,4R)

JEY ﬁNwNﬁ Jwﬁow L
¢} YNHZ \H

NH
Hyp Gly GIn Asn Gly Leu Ala Gly Pro Lys 2
(25,4R)

H,N.__O
HO
e h 0 0 h e
AR L IR
H H : H : H :
0 o 1 o Y 0] 0
0~ "NH, \

NH
Hp Gy Gn Gn Gy Leu Aa Gy Po Llys  °
(25,4R) ,
0 b0 b0
U& QkN/WnQLNJWNQLN QkOH
H B H o
0 0
\K\N
HN—/
NH,

Hyp Gly Gln His Gly Leu Ala Gly Pro Lys
(2S,4R)

129



(25,4R)

Gly
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Hyp
(2S,4R)

(25,4R)

Gly GIn Leu Gly Leu
H,N.__O
o} (0]
H H
\IS\H/ N \)J\ N/\n/ N
H z H z
e} e}
Gly GIn Phe Gly Leu
HN.__O
o H o} H
L N
H = H z
OH
Gly Gin Tyr Gly Leu
HN._O
o} o
H H
\5\!( N\:)J\N/\H/N 7
H z H
e} _— e}
NH
Gly GIn Trp Gly Leu

Ala

Gly

Gly
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H,N__O
HQ
/ o Q o © o Q o @ o Q
Q\H/N\)J\N N A N\_)J\N/'\"/N\)J\(N\/'\WN\_)J\OH
Hoo Hoo L/, o0 w/H 0 0 \
NH,

o)
Gin  Asp Val Leu Ala Gly Pro Lys

Hyp Gly
(2S,4R)

The salt of claim 1, wherein the compound is selected from the following

OWM i) fNM LWNJ@Y 1,
e 3

NH,

Ala Gly Pro Lys

lle Leu

Gln Asp

Hyp Gly

(2S,4R)

Hyp
(2S,4R)

NJLEWNJL Lot kww@y i 1,
O \

\”/OH
NH,

Gin Asp

Hyp Gly Ala Leu Ala Gly Pro Lys
(2S5,4R)
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\&D

Hyp
(2S,4R)

Gly

Gin

Asp

Phe Leu

Trp

Leu

Leu

Ala

Ala

Ala

Gly
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\\O

Hyp
(2S,4R)

HQ

Hyp
(28,4R)

HQ

Hyp
(25,4R)

I
\\O

Hyp
(28,4R)

JE P S e
B R AN

Gly GIn Asp Ser Leu Ala Gly Pro Lys

N\)LE\N N\)L J\r(N\)J\(j\!( \)J\OH
0 \H/OH \

NH,
Gly Gin Asp Thr Leu Ala Gly Pro Lys

H Q H Q H Q
N\)L N\)J\N/'\H/N\)J\N N\)J\OH
o o Y‘ o o =
NH,
Gly GIn  Homo-Ser Gly Leu Ala Gly Pro Lys

Wjj\( \)LN/\[rN\)L JYNJLO\W dkOH
N \

NH
Gly GIn Asp(Me) Gly Leu Ala Gly Pro Lys 2
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H

H

HQ

9.

H,N__O

o

/ ho © ho © e by by

AR I R T
o) H o '\]48 o M o 3

HN

NH
Hyp Gly GIn Asn(Me) Gly Leu Ala Gly Pro Lys 2

(25,4R)

Pty ey K,
0 D G O -\@LOH

Hyp Gly Gin Leu Gly Leu Ala Gly Pro Tyr
(2S,4R)

H,N._O
Q
/ o) o) o} o} o}
H H H H H
(Nj\’(N N N\:)J\N/\H/N : NJ\WN Y N\:)J\OH
H H z H z H =
o} o} o) o)

Hyp Gly GIn Leu Gly Leu Ala Gly Pro Glu
(2S,4R)

The salt of claim 1, wherein the compound is selected from the following:
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H,N._O
HQ

/ y 9 y © by O by O y 9
%N\)LN N\_)J\N/\H/N\_)J\N/L”/N\)J\N N\_)LOH
Ho O Ho § w/H o . H & H

Hyp Gly Gin Leu Gly Leu Ala Gly Pro Gin
(2S,4R)

C‘WJSYJLNJL*N@YJ
0 0 Y 0 Y 0 o =

OH
Hyp Gly Gin Leu Gly Leu Ala Gly Pro Nle(6-OH)
(2S,4R)

H,N__O
H 0} H o H 0} H o H 0}
N NS N\:)LN/\[rN\:)LN/H(N\)LN N\:)J\OH
H H z H = H z

o} O Y (0] Y (0] o \H

NH,

Hyp Gly Gin Leu Gly Leu Ala Gly Pro Lys
(25,4S)

H,N__O
o § Ho § Ho @ o § Ho §
NI NI N N NI
N N - N/\n/ <" N N ~" OH
H H z H =z H z
o 0} Y 0} Y o o \
NH,
(4-oxo)Pro  Gly Gin Leu Gly Leu Ala Gly Pro Lys ,
Ho,N._O
b0 b0 b0 b0 b0
o= A R I LRI R J\WN¢L P
N N YN N " OH
Ho 6 H o W/H o) W/H o o) \H

NH
(5-ox0)Pro  Gly GIn Leu Gly Leu Ala Gly Pro Lys 2

b

H

K®)

HO
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Owdjjwﬁﬁr%*mﬁ@w%
0 0 Y 0 Y o o

NH,

B

Pro Gly Gin Leu Gly Leu Ala Gly Pro Lys

HO\?YHJCLE“J”W“JNLW“&QYHJW
S S S

NH
(4-hydroxyMe)Pro Gly Gln Leu Gly Leu Ala Gly Pro Lys 2
(4R)

Gwigwﬁﬁrﬁ*mﬂj*&
A S S

NH
(4-Fluoro)Pro  Gly Gin Leu Gly Leu Ala Gly Pro Lys 2
(4R)

H,N__O
4O 40 L0 L0 4O
N NS N\)J\N/\"/N\)J\N/'\”/N\)J\N N\;)J\OH
H o W/H 0 W/H 0 o =

H
o} \H
NH,
(4-Dimethyl)Pro Gly Gin Leu Gly Leu Ala Gly Pro Lys

H,N__O
/ H Q H Q H Q H Q H Q
N N N N N
N N - N/\n/ < N N " OH
H H z H =z H =
(6] (6] Y (6] (6] (6]
(4-Me)Pro  Gly Gin Leu Gly Leu Ala Gly Pro Lys

(4R)
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XELFERUERVE VS
T T W\

(5Me)Pro Gly Gn  leu Gy Leu Aa Gy Pro Lys N2
(5R)
b
H,N__O
HO
e e e 4O e
\ N\:)J\N N\;)J\N/\[]/N\;)J\NJ\H/N\)LN N\:)J\OH
"o = H oo W/H o W/H o o \
NH,

Hyp Ala GIn Leu Gly Leu Ala Gly Pro Lys

Hyp Gly Ala Leu Gly Leu Ala Gly Pro Lys
(2S,4R)

HoN-_O
HO

o Ho§ Ho9 Ho9 Ho§
AN T R R
oo H o = H o W/H o) o) \H

NH
Hyp Gly GIn Ala Gly Leu Ala Gly Pro Lys 2
(25,4R) , and

FERFERFENE LY
o o Y o Y o 0] ﬁ\

NH
Hyp Gly GIn Leu Ala Leu Ala Gly Pro Lys 2

(2S,4R)

10. The salt of claim 1, wherein the compound is selected from the following:
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H,N__O
HO

H Q H Q H Q H Q H Q
AR A i R T
"o Hoo W/H o = H o o ¢

NH
Hyp Gly Gln Leu Gly Ala Ala Gly Pro Lys 2

(2S,4R)

NH
Hyp Gly Gln Leu Gly Leu Ala Ala Pro Lys 2

(25,4R)

9

HoN._O
HO
hoo 4o 4o yoo yoO
%N\)LN N\:)LNWN\L)LN%(N\)LN N\:)kOH
0 H oo ﬁ/H 0 w/H 0 o °

Hyp Gly GIn Leu Gly Leu Ala Gly Pro Ala

D-Hyp Gly GIn Leu Gly Leu Ala Gly Pro Lys
(2R,4S)

<Nkw“ﬂ Y ﬁw ﬁw“ﬁ

D-Hyp Gly D-GIn D-Leu Gly D-Leu D-Ala D-Pro DLys
(2R4S)
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H2N o)

Q“W'VLNW ¢ﬁr ﬁw“ﬁ

D-Hyp Gly D-GIn D-Leu Gly D-Leu D-Ala D-Pro DLys
(2R 4R)

“ZWE PO,
| \

NH
D-Hyp Ala GIn Leu Gly Leu Ala Gly Pro Lys 2
(2R,4S)
2
HoN._O
HO
2\: H o} H o} H o} H (e} H (e}
N/ﬁ‘rN\)LN N\;)LNWN\L)LN%‘(N\)LN N\)kOH
H H H H H H :
(o] (0] Y (0] Y (@] (@] =
D-Hyp Gly Gin Leu Gly Leu Ala Gly Pro Ala
(2R,4S) , and

H,N_O
HO

2\ o § Ho § Ho 9 Ho § Ho §
N/'\H/N\:)J\N N\:)J\N/\H/N\:)J\N/'\H/N\)J\N N\:)J\OH
H 0 H H o :\|/H o = H o o H

D-Hyp Ala Gin Leu Gly Leu Ala Gly Pro  Ala
(2R,4S)

11. The salt of claim 1, wherein the compound is selected from the following:
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[ERRCMERRERRS
T T \

HN\fO

Hyp Gly GIn Leu Gly Leu Ala Gly Pro  Lys(Ac)

(25,4R) ; and
H,N._O

HO

/ o) o} o = o} 0

H H H I H H

(Nj\ﬂ/N\)J\N N e N/\H/N\)J\{\lj\H/N\:)J\OH

Ho o H o H o H o o) \H

NH,
Hyp Gly GIn D-Leu Gly D-Leu D-Ala Gly Pro Lys
(2S8,4R)

12. A compound represented by Formula (I):

6 2
‘ O R X O R ‘ o} CH3“ o) ‘ o}
o P A A A AR IR IR K
O R° O R O R’ O R® o R® (D)

or a pharmaceutically acceptable salt thereof;

(R

wherein:

R!, R?, and R? are each independently H or substituted or unsubstituted alkyl, alkoxy,
haloalkyl, alkenyl, alkynyl, aryl, arylalkyl, arylalkenyl, arylalkynyl, heteroalkyl, cycloalkyl,
heterocyclyl, or heterocyclylalkyl;

R*, independently for each occurrence, is selected from substituted or unsubstituted alkyl,
aryl, arylalkyl, heterocyclyl, oxo, ~OR®, -CH2OR®, halo, hydroxyl, and hydroxyalkyl;

R® is substituted or unsubstituted alkyl, aryl, arylalkyl, or heterocyclyl;

pis 0, 1, or2;

RS is hydrogen or substituted or unsubstituted alkyl; and

R, R®, and R’ are each independently hydrogen or alkyl;
wherein at least one of:

(a) at least one of R!, R?, and R? is substituted or unsubstituted (C2-Cjo)haloalkyl;
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(b) at least one of alkyl, alkoxy, haloalkyl, alkenyl, alkynyl, aryl, arylalkyl,
arylalkenyl, arylalkynyl, heteroalkyl, cycloalkyl, heterocyclyl, or heterocyclylalkyl is substituted
with one or more substituents selected from -R?, -OR?, -SR?, -N(R%),, -N(R?¥)3*, =NR?, -
NHC(=O)R¢, -C(=0)R¢, -C(=0)N(R?¥)2, -S(=0)2R¢, -OS(=0)20R?, -S(=0)20R?, -S(=0)2N(R?)2, -
S(=0)R¢, -OP(=0)(OR?), -(alkylene)-C(=O)R®, -C(=S)R®, -C(=0O)OR?, -(alkylene)-C(=O)OR?, -
C(=S)OR?, -C(=0)SR?, -C(=S)SR?, -(alkylene)-C(=O)N(R?)2, -C(=S)N(R%)2, and -C(-
NR*N(R?%),; and

at least one occurrence of R* or R¢ is heterocyclylalkyl, cycloalkyl, or (cycloalkyl)alkyl;

(©) the compound comprises at least one D-amino acid residue; or

(d) at least two occurrences of R?;

at least two occurrences of R; or
at least one occurrence of R?* and at least one occurrence of R¢; and
at least one occurrence of R?* and/or R differs from the other occurrences; and

wherein the compound is not:

[
! Y % Yy ° o \

NH
D-Hyp  Gly Gln Leu Gly Leu Ala Gly Pro Lys 2
(2R,4S)

ﬁw“ﬂ Y ¢w ¢~m“¢ or

D-Hyp Gly D-GIn D-Leu Gly D-Leu D-Ala D-Pro DLys Hz

(2R,4S)

Qw“m ﬁw ﬁw“ﬂ on

D-Hyp Gly D-GIn D-Leu Gly D-Leu D-Ala D-Pro DLys
(2R4R)
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2\ ho 9 h © ho0 hoo ho 9
\ N\;)kN N\)kN/}(N y N\)kN N\:)kOH
H H H H H z
- Y (0] \H
NH,
D-Hyp Ala GIn Leu Gly Leu Ala Gly Pro Lys
(2R,4S)
9
HoN. O
HO
2\: H (0] H (0] H o} H (0] H (0]
H H z H z H H
(o] (0] Y (0] Y (@] (@] =
D-Hyp Gly Gin Leu Gly Leu Ala Gly Pro Ala
(2R,4S) , Or

H;N._O
HO
2\:- H 9 H § Ho§ Ho D Ho§
H/'\[rN\:)LN N\:)J\N/\H/N\:)J\N/L”/N\)J\N N\:)J\OH
o = H o w/H o Mo :

D-Hyp Ala Gln Leu Gly Leu Ala Gly Pro  Ala
(2R,4S)

13. The compound of claim 12, wherein at least one of R!, R?, and R? is substituted or

unsubstituted (C2-Cio)haloalkyl.

14. The compound of claim 12 or 13, wherein at least one of alkyl, alkoxy, haloalkyl,
alkenyl, alkynyl, aryl, arylalkyl, arylalkenyl, arylalkynyl, heteroalkyl, cycloalkyl, heterocyclyl,
or heterocyclylalkyl is substituted with one or more substituents selected from -R?, -OR?, -SR?, -
N(R%)z2, -N(R*3", =NR?, -NHC(=0O)R¢, -C(=0)R¢, -C(=0)N(R%2, -S(=0)2R¢, -OS(=0)20R?, -
S(=0)20R?, -S(=0)2N(R%), -S(=0)R¢, -OP(=0)(OR?),, -(alkylene)-C(=O)R®, -C(=S)R®, -
C(=0)OR?, -(alkylene)-C(=0)OR?, -C(=S)OR?, -C(=0)SR?, -C(=S)SR?, -(alkylene)-
C(=0)N(R?)2, -C(=S)N(R%)y, and -C(-NR*)N(R%); and

at least one occurrence of R* or R€ is heterocyclylalkyl, cycloalkyl, or (cycloalkyl)alkyl.
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15. The compound of any one of claims 12-14, wherein:

R!, R% and R? are each independently H or substituted or unsubstituted alkyl, arylalkyl,
or heterocyclylalkyl;

R*, independently for each occurrence, is selected from substituted or unsubstituted alkyl,
0x0, hydroxyl, —OR®, hydroxyalkyl, —CH>ORP, and halo;

R® is substituted or unsubstituted alkyl, aryl, arylalkyl, or heterocyclyl;
RS is hydrogen or substituted or unsubstituted alkyl; and
R7, R, and R’ are each independently hydrogen or alkyl.

16. The compound of any one of claims 12-15, wherein, where indicated, alkyl, alkoxy,
haloalkyl, alkenyl, alkynyl, aryl, arylalkyl, arylalkenyl, arylalkynyl, heteroalkyl, cycloalkyl,
heterocyclyl, or heterocyclylalkyl is unsubstituted or is substituted with one or more substituents
selected from halo, haloalkyl, oxo, -CN, -NO», =N-OH, -N3, -R?, -OR?, -SR?, -N(R%), -N(R%)3",
=NR?, -NHC(=O)R¢, -C(=O)R®, -C(=0)N(R?), -S(=0)2R¢, -OS(=0).0R?, -S(=0).0R?, -
S(=0)2N(R%),, -S(=0)R¢, -OP(=0)(OR?)., -(alkylene)-C(=O)R, -C(=S)R°, -C(=O)OR?, -
(alkylene)-C(=O)OR?, -C(=S)OR?, -C(=0)SR?, -C(=S)SR?, -(alkylene)-C(=O)N(R?), -
C(=S)N(R%., and -C(-NR*)N(R%)2; and

R?, independently for each occurrence, is hydrogen, or substituted or unsubstituted alkyl,
aryl, arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or (cycloalkyl)alkyl; and

R®, independently for each occurrence, is substituted or unsubstituted alkyl, aryl,

arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or (cycloalkyl)alkyl.

17. The compound of any one of claims 12-16, wherein, where indicated, alkyl, alkoxy,
haloalkyl, alkenyl, alkynyl, aryl, arylalkyl, arylalkenyl, arylalkynyl, heteroalkyl, cycloalkyl,
heterocyclyl, or heterocyclylalkyl is unsubstituted or is substituted with one or more substituents
selected from halo, haloalkyl, oxo, -R? -OR?, -N(R%)2, -N(R?)3*, -NHC(=O)R®, -C(=0)RS, -
C(=0)N(R?)y2, -C(=0)OR?, -(alkylene)-C(=0)OR?, and -(alkylene)-C(=O)N(R?)2; and

R? independently for each occurrence, is hydrogen, or substituted or unsubstituted alkyl,
aryl, arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or (cycloalkyl)alkyl; and

R¢, independently for each occurrence, is substituted or unsubstituted alkyl, aryl,

arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or (cycloalkyl)alkyl.
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18. The compound of any one of claims 12-17, wherein R! is selected from OH |

H
@) N V\t jitj :t
HO O NH2 H2N O N NH2 OH H3C OH CH3 , H3C CH3 ,

o
CHj CHs "CHs and
ﬁfo

HN .
CH;s ; and/or

CH, CHa OH
y HscICHg S;CHQ, ﬁCHs CH ’f@(
2 is selected from , , , N{N , 5
é ’fE OH
WK I ; and/or
NH2’ OH, CHj H2N O CH3 , and

R3 is selected from , HO

OH
and/or p is 1 or 2; and R*, independently for each occurrence, is selected from -CHs, halo,

hydroxyl, hydroxyalkyl, and oxo; and/or
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H,N__O

R®is -CH3 or : and/or
R’ is (Ci-Cio)alkyl; and/or

R® is -CH3 or —H; and/or

R is —CH3 or -H.

The compound of claim 12, wherein the compound is:

ﬁw ¢w ¢ww@w i

NH;,
Hyp Gly GIn D-Leu Gly D-Leu D-Ala Gly Pro Lys
(2S.4R) , or a pharmaceutically
acceptable salt thereof.
20. The compound of claim 12, wherein the compound is a peptide having an amino acid

sequence represented by HyP-Gly-Gln-Xaa-Gly-Leu-Ala-Gly-Pro-Lys;
or a pharmaceutically acceptable salt and/or stereoisomer thereof;
wherein Xaa is selected from Glu, Asn, Gln, His, Lys, Ser, Thr, Ala, Val, Ile, Leu, Phe, Tyr, Trp,
homo-Ser, Asp(Me), and Asn(Me); and
at least one amino acid residue in the peptide is a D-amino acid residue; or
the compound is a peptide having an amino acid sequence represented by HyP-Gly-GIn-
Asp-Xaa-Leu-Ala-Gly-Pro-Lys;
or a pharmaceutically acceptable salt and/or stereoisomer thereof;
wherein Xaa is selected from Val, Ile, Leu, Ala, Phe, Tyr, Trp, Ser, Thr, and (N-Me)Gly; and
at least one amino acid residue in the peptide is a D-amino acid residue; or
the compound is a peptide having an amino acid sequence represented by HyP-Gly-GIn-
Leu-Gly-Leu-Ala-Gly-Pro-Xaa;
or a pharmaceutically acceptable salt and/or stereoisomer thereof;

wherein Xaa is selected from Tyr, Leu, Glu, Gln, Ala, and Nle(6-OH); and
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at least one amino acid residue in the peptide is a D-amino acid residue; or

the compound is a peptide having an amino acid sequence represented by Xaa-Gly-Gln-
Leu-Gly-Leu-Ala-Gly-Pro-Lys;
or a pharmaceutically acceptable salt and/or stereoisomer thereof;

wherein Xaa is selected from:

HO o HO— E
2j\!(k 2\3\"* OW (Nj\ﬂ)i % %

N N N N

H H
H O b H O b O b O b H O b H O b
HsC
H3C"'
o , O and O ;and

at least one amino acid residue in the peptide is a D-amino acid residue.

21. The compound of claim 20, wherein at least two, at least three, at least four, at least five,

at least six, or at least seven amino acid residues in the peptide are D-amino acid residues.

22. A compound having the following structure:

H,N_O
HQ

/ 0

H
(A A WkNwwk J\Wwdj\ﬂ
IR A \
HN\fO
Hyp Gly Gin Leu Gly Leu Ala Gly Pro  Lys(Ac)
(25.4R) ; or a pharmaceutically

acceptable salt thereof.

23. A compound represented by Formula (V):

I DV

(R
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or a pharmaceutically acceptable salt thereof;

wherein:

R! and R? are each independently H or substituted or unsubstituted alkyl, alkoxy,
haloalkyl, alkenyl, alkynyl, aryl, arylalkyl, arylalkenyl, arylalkynyl, heteroalkyl, cycloalkyl,
heterocyclyl, or heterocyclylalkyl;

R*, independently for each occurrence, is selected from substituted or unsubstituted alkyl,
aryl, arylalkyl, heterocyclyl, oxo, —ORP, -CH,ORP, halo, hydroxyl, and hydroxyalkyl;

RY is substituted or unsubstituted alkyl, aryl, arylalkyl, or heterocyclyl;

pis 0, 1, or2;

RS is hydrogen or substituted or unsubstituted alkyl; and

R’ is hydrogen or alkyl;

wherein the compound is not:

H,N._O
HO HoN O
/ 0 0 "o
H H / 0 0
NI NI OH H H
N N H
(”j\ﬂ/ N : H/\ﬂ/ N \)J\N N ©

Hyp Gly GIn Leu Gly Hyp Gly Gin D-Leu Gly
(25,4R) ;. (2S4R) ; or

H,N._O
HQ
& Jjjw j
s N N OH
R RS I

JH
'\’/ O
D-Hyp  Gly Gin Leu Gly

(2R,4S)

24.  The compound of claim 23, selected from the following:
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HQ HzN\io 2 \E
@Mw¢wwaﬂw¢VH

D-Hyp Gly D-GIn D-Leu Gly Hyp Gly D-GIn Leu Gly
(2R,49) . (2S,4R)
9

S SR
wwm“iw mM ¢w

D-Hyp Gly D-GIn Leu Gly D-Hyp Gy Gin D-leu
(2R,4S) . (2R49)

H,N._O
HQ \i
SEERES

N ~ N OH
Y ﬁ*

Hyp Gly D-GIn D-Leu Gly
(25.4R) , or a pharmaceutically acceptable salt thereof.

25. A compound represented by Formula (VI):

ey e

(VD;

(R

or a pharmaceutically acceptable salt thereof;

wherein:

R! and R? are each independently H or substituted or unsubstituted alkyl, alkoxy,
haloalkyl, alkenyl, alkynyl, aryl, arylalkyl, arylalkenyl, arylalkynyl, heteroalkyl, cycloalkyl,
heterocyclyl, or heterocyclylalkyl

R*, independently for each occurrence, is selected from substituted or unsubstituted alkyl,
aryl, arylalkyl, heterocyclyl, oxo, ~OR®, -CH2OR®, halo, hydroxyl, and hydroxyalkyl;

R® is substituted or unsubstituted alkyl, aryl, arylalkyl, or heterocyclyl;

pis 0, 1, or 2;

RS is hydrogen or substituted or unsubstituted alkyl;

R’ is hydrogen or alkyl; and
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R’ is hydrogen or alkyl;
wherein the compound is not:
H,N._O
HoN_O HO ji
"o 3 o ™ o) o
HJCL HQCL Hﬂ s H\)k N N
N N N N~ NWN <~ “OH ﬁ/ﬁf ﬁ/}( ﬁ/ﬁf OH
H H z H z (0] (o} (6}

0] 0] Y O Y

Hyp Gly Gln Leu Gly Leu D-Hyp Gly D-GIn D-Leu Gly D-Leu
(2S,4R) ; or (2R,4S)

26. A compound represented by Formula (VII):

(R%p h O R o R O CH
e
O R O R O R O  (VID;

or a pharmaceutically acceptable salt thereof;

wherein:

R! and R? are each independently H or substituted or unsubstituted alkyl, alkoxy,
haloalkyl, alkenyl, alkynyl, aryl, arylalkyl, arylalkenyl, arylalkynyl, heteroalkyl, cycloalkyl,
heterocyclyl, or heterocyclylalkyl;

R*, independently for each occurrence, is selected from substituted or unsubstituted alkyl,
aryl, arylalkyl, heterocyclyl, oxo, ~OR®, -CH>OR?", halo, hydroxyl, and hydroxyalkyl;

RY is substituted or unsubstituted alkyl, aryl, arylalkyl, or heterocyclyl;

pis 0, 1, or2;

RS is hydrogen or substituted or unsubstituted alkyl;

R is hydrogen or alkyl; and

R’ is hydrogen or alkyl;
wherein the compound is not:

H,N__O
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HO
G\WH ji H ji H ji
N N N OH
” (o] H (o] : ”/\([)]/ < n/\([)]/
Oj\”

(25,4R) amide bond

27. A compound represented by Formula (IX):

(R“)pb y © R, O R O CH O
N N%N)\[(N%N)\[(N%N)\[(N%N J
H o H 1 H 7 H 8
O R O R O R O R o (IX):

or a pharmaceutically acceptable salt thereof;

wherein:

R! and R? are each independently H or substituted or unsubstituted alkyl, alkoxy,
haloalkyl, alkenyl, alkynyl, aryl, arylalkyl, arylalkenyl, arylalkynyl, heteroalkyl, cycloalkyl,
heterocyclyl, or heterocyclylalkyl;

R*, independently for each occurrence, is selected from substituted or unsubstituted alkyl,
aryl, arylalkyl, heterocyclyl, oxo, —ORP, -CH,ORP, halo, hydroxyl, and hydroxyalkyl;

R® is substituted or unsubstituted alkyl, aryl, arylalkyl, or heterocyclyl;

pis 0,1, or2;

RS is hydrogen or substituted or unsubstituted alkyl;

R7, R, and R’ are each independently hydrogen or alkyl;

J is OH or —-NR*RY; and

R* and R? are each independently selected from H, optionally substituted alkyl, optionally

substituted alkoxylalkyl, or R* and RY taken together with the intervening nitrogen atom form a

ring.

28. A compound represented by Formula (X-am):
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(R“)p? H 0 R® o0 R? H 9 CHy O o0
N N N
o A N R A A AR G RO
H o re A o R B o R H 5 gs o R

or a pharmaceutically acceptable salt thereof;

(X-am);

wherein:

R!, R?, and R? are each independently H or substituted or unsubstituted alkyl, alkoxy,
haloalkyl, alkenyl, alkynyl, aryl, arylalkyl, arylalkenyl, arylalkynyl, heteroalkyl, cycloalkyl,
heterocyclyl, or heterocyclylalkyl;

R*, independently for each occurrence, is selected from substituted or unsubstituted alkyl,
aryl, arylalkyl, heterocyclyl, oxo, ~OR®, -CH2OR®, halo, hydroxyl, and hydroxyalkyl;

R® is substituted or unsubstituted alkyl, aryl, arylalkyl, or heterocyclyl;

pis 0, 1, or2;

RS is hydrogen or substituted or unsubstituted alkyl;

R7, R, and R’ are each independently hydrogen or alkyl;

Jis OH or —-NR*RY; and

R* and R are each independently selected from H, optionally substituted alkyl, optionally
substituted alkoxylalkyl, or R* and RY taken together with the intervening nitrogen atom form a

ring.

29. A salt of a compound represented by Formula 8:

HoM._.0
RO

H 0 H &) H 8] H O H 0
0 0 “r( 0 \I/ 0 o =
MH2
Hyp Gly Gin Aspatimide Gly  Leu Ala Gy Fro Lys
(254 [Formula 8]; or

represented by Formula 10:
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vﬁw SN J\NN\JLCLW i,
e \

Hyp Gly Gin Asp (N-Me}Gly Leau Ala Ghy FPra Lys Nk
fam AR [Formula 10].
30. A pharmaceutical composition comprising a salt of any one of claims 1, 15-19, and 29 or

a compound of any one of claims 12, 19, and 22-28 and a pharmaceutically acceptable carrier.

31. The pharmaceutical composition of claim 30, wherein the pharmaceutical composition is

formulated for topical administration to the eye, e.g., as eye drops.

32. Use of the salt of any one of claims 1, 7-11, and 29, or the compound of any one of
claims 12, 19, and 22-28, or the pharmaceutical composition of any one of claims 30-31 in the

manufacture of a medicament for the treatment of an eye disease.
33. The use of claim 32, wherein the eye disease is selected from retinopathy, keratitis, dry-

macular degeneration, wet-macular degeneration, dry eye syndrome, heratoconjunctivitis sicca

and keratoconjunctival epithelium disorder.
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