CLAIMS

1. A composition comprising a salt of a compound represented by Formula (I):
4 6 2
(R%p HORHORHOCH3HO Ho
A P A A L AR R I T
o re " o r " o r " o re o 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:

H,N__O

wherein at least 90% of the compound in the composition is present as the salt.

2. The composition 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,
oxo, hydroxyl, ~OR®, hydroxyalkyl, -CH,OR®, 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 composition 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 cycloalkylalkyl; and

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

arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or cycloalkylalkyl.

4. The composition of any one of claims 1-3, 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(=0)R¢, -C(=0)R, -
C(=0)N(R?)2, -C(=0)OR?, -(alkylene)-C(=0O)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 cycloalkylalkyl; and

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

arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or cycloalkylalkyl.

0]
5. The composition of any one of claims 1-4, wherein R! is selected from OH |
T\fo E N t% Wt :t :t
W
HO™ ~O, NH2, HoN O, N, OH CH H3 CHj3

b
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o
CHs , CH; , OH "CHs and
tfo

HN .
CH;s ; and/or

CHs CHj OH
H HSCICHfB %ECHS f\CH3 CH3 ’f©/
2 is selected from , , N{A' , )

B

i / ,fE HsC_OH
and I ; and/or

3 is selected from

%HZF@N LT

CH; Ho CH3 , and OH'; and/or
pis 1 or 2; and R*, independently for each occurrence, is selected from -CHs, halo, hydroxyl,

hydroxyalkyl, and oxo; and/or
H,N.__O

R® is -CH3 or . and/or
R7 is (Ci-Cio)alkyl; and/or

R® is —-CH3 or —H; and/or

R is -CH3 or —H.

6. The composition of any one of claims 1-5, wherein the compound comprises at least one

D-amino acid residue.
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7. The composition of any one of claims 1-6, 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.

8. The composition of claim 1, wherein the compound is selected from the following:

MENMM O,
o OH \H

NH
Hpp Gy Gin Gu Gy Leu Aa Gy Pro Lys 2
(25,4R)

N¢EN¢NWN¢ J\( ¢0\m ﬂOH
[¢] YNHZ W\

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

b

HoN._O
HO
b0 b e e 4O
%NJ&N N%N/}(N%N/H(N\)k’\l N\)kOH
0 H oo M o w/'" 0 o =
o I8

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

H,N__O
o Q TR o @ o © o 9
%NJ&N NJNWN%NHNQ&N N\)kOH
0 H o =1 o = M o o =
P 1
HN-/

NH
Hyp Gly GIn His Gly Leu Ala Gly Pro Lys 2
(25,4R)
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(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)
Hyp Gly Gin  Asp Val Leu Ala Gly Pro Lys

(2S,4R)
The composition of claim 1, wherein the compound is selected from the following

OWM i) fNM LWNJ@Y 1,
e 3

NH,

9.

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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\\O

Hyp
(2S,4R)

Hyp
(28,4R)

Hyp
(2S,4R)

Hyp
(2S,4R)

,vjjwwL J;(O R L J\WNJLOW Ao
0 \H/OH

NH
Gly Gin Asp Phe Leu Ala Gly Pro Lys 2

Wijw“ﬁ ﬁkww@w Lo
o \H/OH

NH,
Gly Gln Asp Tyr Leu Ala Gly Pro Lys

o0,
0 \"/OH

NH
Gly Gin Asp Trp Leu Ala Gly Pro Lys 2

SN Q? A kww@y i 1,
LA %

NH,
Gly Gin Asp His Leu Ala Gly Pro Lys
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\\O

Hyp
(2S,4R)

HQ

Hyp
(28,4R)

HQ

Hyp
(25,4R)

\\O

Hyp
(28,4R)

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

WSW \)LN/\[rN\)L JYNJLOW JkOH
N \

NH
Gly GIin Asp(Me) Gly Leu Ala Gly Pro Lys 2
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H,N__O

Ho

/ by h h h by

AR LR G T,
o) H o '\FS o M o 2

HN

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

(2S,4R)

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

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

N EENE PSRN NN
R G G ¢

H

H

Hyp Gly Gin Leu Gly Leu Ala Gly Pro Leu

(2S,4R) , and

HoN

QDT a0,
(0] O Y (0] Y O (0] j\

H

0~ “OH
Hyp Gly GIn Leu Gly Leu Ala Gly Pro Glu
(2S,4R)
10. The composition of claim 1, wherein the compound is selected from the following:
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H,N._O
HQ

/ y 0 y © by O by O y 9
%N\)LN N\_)J\N/\H/N\_)J\N/L”/N\)J\N N\_)LOH
H 8 H § 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 Q H Q H Q H Q H Q
N N N N N
N N - N/\"/ Y N " OH
H H B H z H B
o (0] Y (0] Y (0] (o] \
NH,

Hyp Gly Gin Leu Gly Leu Ala Gly Pro Lys

(2S,4S)

H,N__O
H (0] H 0 H (0] H (0] H 0
N N N NG N
N <N <N N -~ OH

H H B H =z H H
0] ] Y ] Y 0] 0] \
NH,
(4-oxo)Pro  Gly Gin Leu Gly Leu Ala Gly Pro Lys ,

H,N._O

H (0] H (0] H (0] H (0] H (0]

0= AN N N N N
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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SFELPEINEIVE TS
(e} O Y (0] Y (0] O <

NH,

B

Pro Gly Gin Leu Gly Leu Ala Gly Pro Lys

HO\?YHJLEWNJNW“JNLW“J@*HJW
S S SR

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

Y Y L

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

H,N._O
H (0} H (0] H (0] H (0} H (0}
R PP P L PP L N
H H : H : H :
(e} (e} \‘/ (0] \‘/ (e} (e} \H
NH,
(4-Dimethyl)Pro Gly Gin Leu Gly Leu Ala Gly Pro Lys

! SRR ! \

(4-Me)Pro  Gly Gin Leu Gly Leu Ala Gly Pro Lys NH,
(4R)
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XELFERUERVE VS
T T W\

(5Me)Pro Gly Gn  leu Gy Leu Aa Gy Pro Lys N2
(5R) ,
H,N__O
HO
e e b0 hoO e
NP NJNAWNJNJ\WNﬁN -
z H = H z H z
O o Y (0] Y O O \H
NH,
Hyp Ala Gin Leu Gly Leu Ala Gly Pro Lys
(2S,4R)
HO

Qi te 8 0T,
YooYt W\

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

Zﬂj\wniug\f“ﬂu%“ﬂuj\w“ﬂ@ﬁf“iw
o} (e] = o} Y (e] (e] \H

NH
Hyp Gly Gln Ala Gly Leu Ala Gly Pro Lys 2
(2S5,4R) , and

-FELVEPRERRE NN
o} o} Y o} Y o} 0 \%

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

(2S,4R)

11. The composition 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
Ho o Hoo W/H o = H o 0 \H

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

H?njwnﬂ:jwunﬁfuu%“ﬂ%“i‘”
0 0 Y 0 Y o - 0 \H

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

B

H,N__O
HO

L0 40 40 yoo 4o
Q}(”\)ﬂj N%N/ﬁ(N\)kN/H(N\)kN N\)kOH
H 8§ H g w/H 0 w/H o o :

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

H,N__O

HO

2\ e e e e e
N/}(N\)LN N\L)kN/ﬁrN\:)LN/H(N\)LN N\:)kOH
Ho o H o w/'" o Mo o =

NH
D-Hyp Gly GIn Leu Gly Leu Ala Gly Pro Lys 2
(2R,4S) ,
H2N (e}
2\ N\)k N\)L
D-Hyp Gly D-GIn D-Leu Gly D-Leu D-Ala D-Pro D- Lys

(2R,4S)
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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)

HON«WWEY ~Ah Jw%% 02,
° \

NH
DHyp Ala Gn Leu Gy Leu Aa Gy Pro Lys 2
(2R,4S)
9
H,N._O
HO
2\: b0 b0 b0 e b0
N/ﬁ‘rN\)LN N\;)LNWN\L)LN%‘(N\)LN N\)kOH
H H :H I 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)

12. The composition of claim 1, wherein the compound is selected from the following:
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HN._O
Ho,
/ y O y y 0 e y
(HjYN\)LN N\)LNWN\)LNJ}(N\)LN N\:)kOH
ol H o W/H 0 ﬁ/H 0 o =

HN\fO

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

(2S,4R) - and
HoN__O

HQ

/ o) 0 o = o) o)

H H H : H H

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

H oo H o oo H o o) \H

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

13. A compound represented by Formula (I):

6 2
H 0] R H O R H 0] CHj3 H O H 0]
o R° o R 0O R’ O RS o R (D)

or a pharmaceutically acceptable salt thereof;

(R%)p

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;

RY 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 at least one of:

(a)  atleast one of R!, R? and R is substituted or unsubstituted (C2-Co)haloalky];
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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

R®* and R® are each independently heterocyclylalkyl, cycloalkyl, or cycloalkylalkyl;

(©) 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 ¢w“¢* or

D-Hyp Gly D-GIn D-Leu Gly D-Leu D-Ala D-Pro DLys
(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\ o Q o 9 o © Ho Q o Q
\ N\;)kN N\)kN/}(N NG A N\:)kOH
H = H H H et
Y (0] \H
NH,
D-Hyp Ala GIn Leu Gly Leu Ala Gly Pro Lys
(2R,4S)

~NELNE IV IUE LN
T T

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)

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

unsubstituted (C2-Cio)haloalkyl.

15. The compound of claim 13 or 14, 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%)2, -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

R®* and R® are each independently heterocyclylalkyl, cycloalkyl, or cycloalkylalkyl.
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16. The compound of any one of claims 13-15, 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.

17. The compound of any one of claims 13-16, 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, -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 cycloalkylalkyl; and

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

arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or cycloalkylalkyl.

18. The compound of any one of claims 13-17, 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 cycloalkylalkyl; and

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

arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or cycloalkylalkyl.
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19. The compound of any one of claims 13-18, 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
Lo ve ) t@ t@ Y
CHs , CHs “CHs_and
ﬁfo

HN .
CH;s ; and/or

CHs
H I CHa H3 CH3 r@
2 is selected from
[z ’f[ WK I ; and/or

NH, OH CHj H2N O CH3 , and

R3 is selected from , HO

OH .
and/or pis 1 or 2; and R*, independently for each occurrence, is selected from -CH3, 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 13, 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.
21. The compound of claim 13, 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-Gln-
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.

22. The compound of claim 21, 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.

23. A compound having the following structure:

H,N._O

HQ
/ y O y y 0 e y
N N\)kN N\)kN/}(N\)kN/H(N\)kN N\:)kOH
H H :H ER H

o o Y 0] Y o O \I\’
HN\fO
Hyp Gly Gin Leu Gly Leu Ala Gly Pro  Lys(Ac)
(25.4R) ; or a pharmaceutically

acceptable salt thereof.

24, A composition comprising a salt of a compound represented by Formula 8:
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25.

HoM._.0
HO

-

SN A N\JLC'W A,
0 \[( \I/ w\l

MNH
Hyp Gly Gin Aspatimide Gly  Leu Ala Gy Fro Lys :

(25.4R) [Formula 8]; or

represented by Formula 10:

\jﬁwuw i A J\WNJ\C’\W i,
LY \

MH.
Hyp Gly Gln Asp (MN-Me}Gly Leu Ala Ghy Pro Lys :
(25.4R) [Formula 10]; and,

wherein at least 90% of the compound in the composition is present as the salt.

A pharmaceutical composition comprising a composition of claim 1 or 24 or a compound

of any one of claims 13, 16-20, and 23 and a pharmaceutically acceptable carrier.

26.

The pharmaceutical composition of claim 25, wherein the pharmaceutical composition is

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

27.

Use of a composition comprising a salt of a compound selected from the following table:

N%EYN%NWN% L J 0T,
YDE-001 :L Y \H

NH,

Hyp Gly GIn Gly Leu Ala Gly Pro Lys
(2S,4R)
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H.N_O
. e e . e
%NQLN NQLN/YNQLNHNQLN N A,
oo H o = H o W/H o o =

YDE-008 \
NH,
Hyp Gly Gln Ala Gly Leu Ala Gly Pro Lys
(25,4R)
HN._O
HO
H 0] H (o} H 0] H (o} H 0]
(AN R R R T
H : H H
YDE-011 o Hoﬁ/'"oﬁ/”o o\
NH,
Hyp Gly GIn Leu Gly Leu Ala Gly Pro Lys
(2S5,4R)
HoN
N \E\WNQL \/Q(N\)L %f QL% OH
YDE-015 0 \WOH \H
NH,
Hyp Gly GIn Asp Val Leu Ala Gly Pro Lys
(2S,4R)
N\A\gﬁ‘/ \)LirN\)L /H(N\)L(j%r \AOH
YDE-016 0 YOH \H
NH,
Hyp Gly Gln Asp lle Leu Ala Gly Pro Lys
(2S,4R)
o}
H
N¢€W i L LWN¢ Jﬁr R IR R,
YDE-023 o \WOH O \
NH,
Hyp Gly Gln Asp Ser Leu Ala Gly Pro Lys
(2S,4R)
HN.__O
HO
/ H Q H Q H Q H Q H Q
| N¢u N%HWNJuJWN¢LN S,
YDE-026 o = o = s

R R §

NH
Hyp Gly GIn Homo-Ser Gly Leu Ala Gly Pro Lys 2
(2S,4R)
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H

H,N__O
0—,
H (0] H (0] H (0] H (0] H (0]
Q\WNﬁN 1 R ARG K,
Ao H o W/H 0 W/H 0 o =

YDE-038 \%
NH,
(4-hydroxyMe)Pro Gly Gin Leu Gly Leu Ala Gly Pro Lys
(2S,4R)
H,N._O
H Q H 9 H Q H 2 H Q
(A AT R LRI R,
YDE-044 | H © Ho o YH o YH 0 0 W\
NH,
(4-Me)Pro  Gly Gln Leu Gly Leu Ala Gly Pro Lys
H,N__O
o o o o (0]
. H H H H H
L
YDE-045 H O H 3 \(H o \
NH,
(5-Me)Pro  Gly Gin Leu Gly Leu Ala Gly Pro Lys
H.N__O
HO,
; H $ H Q o9 H $ H ¢
Qﬁr”gj\u “%NWN%HJ\W”J@Y”%OH
YDE-048 H oo ¢ SN ¢ Yl O-\I\'
NH,
Hyp Ala Gin Leu Gly Leu Ala Gly Pro Lys
HO,
/ n (o} H (o} “ o} H (o} H (o}
R
NH2
Hyp Gly Ala Leu Gly Leu Ala Gly Pro  Lys
H,N._O
HO,
f H 9 y @ 9 H 9 H ¢
GG M ALY H,
YDE-054 Hoo H i i H H I

\r 0 Y 0o \H
NH,
Hyp Gly GIn Leu Gly Leu Ala Ala Pro Lys
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YDE-057 © © \( © \( © © j\

NH,
o-Hyp Gly Gin Leu Gly Leu Ala Gly Pro Lys
(2R 4S)

HzM. 0
HCI‘ T
s D OODPU S sUN
N | - N N N |1 N7 OH
H © LAY L+ o i~ e o] I
YDE-058 ' - 1

|

MNHz
o-Hyp Gly p-Gin p-Leu Gly olew  o-Ala Gly o-Pro  p-Lys
(2R 45)

(o)

FoN
HO, j
(\%HO?HO H0§H0<~,:Ho
N/\H/N\/U\N/\H/N N/\n/N N/\n/N N/\n/N OH

YDE-060 H 0 H 0 LU Ho6 0
NH

o-Hyp Gly o-GIn  p-Leu Gly o-Lleu 0-Ala Gly o-Pro  o-lys
(2R.4R)

2

in the manufacture of a medicament for the treatment of an eye disease;

wherein at least 90% of the compound in the composition is present as the salt.
28.  The use of claim 27, 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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