CLAIMS

1. A composition comprising a salt of a compound represented by Formula (I):
R4 6 2
(R%p HORHORHOCH3HO Ho
o R° 0O R O R O RS o R (D)
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®, -CH,OR?®, 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

preferably-wherein

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

at least

2. The salt-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,
0x0, hydroxyl, —OR®, hydroxyalkyl, —CH,0R?®, and halo;
R® is substituted or unsubstituted alkyl, aryl, arylalkyl, or heterocyclyl;
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RS is hydrogen or substituted or unsubstituted alkyl; and

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

3. The salt-composition of claim 1 or 2, 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, -CN, -NO», =N-OH, -N3, -R?, -OR?, -SR?, -N(R%),, -N(R%)3*, =NR?, -
NHC(=O)R?, -C(=O)R?, -C(=O0)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(=O)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?);

R? independently for each occurrence, is hydrogen, or substituted or unsubstituted alkyl,

aryl, arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or cycloalkylalkylteyeloateybateyl;

and

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

arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or cycloalkylalkylfeyeloateybateyl.

4, The salt-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?)y, -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 cycloalkylalkylteyeloateybatay;

and

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

arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or cycloalkylalkyl{eyeloateyrhatlapt.
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5. The salt-composition of any one of claims 1-4, wherein R! is selected from OH |

H
O N
Tl tf EL T\@ Wﬁ I s T
O
CHs CH; _ “CHs  and

CHs CHs OH
H HSCICHfB E:CHS NK\CH3 CH3 4{©/
2 is selected from , , , N{N , ,
é r[ HyC_OH
and I ; and/or

3 is selected from

THHZF@OH,H&J v, N

CHs HO _H:N" 70 CH3 , and H: and/or
pis 1 or?2;and RY, independently for each occurrence, is selected from -CH3, halo, hydroxyl, ard
hydroxyalkyl, and oxo; and/or
R*isoxo—andfor
H,N._O

R® is -CH3 or . and/or
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R7 is (C1-Cio)alkyl; and/or
R® is -CH3 or —H; and/or
R’ is -CHj3 or —-H.

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

D-amino acid residue.

67. The saltcomposition of any one of claims 1-56, 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.

78. The salt-composition of claim 1, wherein the compound is selected from the following:

NJLEWNJLNAWNJL wa@y on
Hon S

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

N%EN%N«WN% L ﬂjw i L,
(¢] YNHz ﬁ\

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

b

H,N__O
HO
e e e L0 e
(Nj\”/N\)J\N N\)J\N/\"/N\)J\N/kﬂ/N\)J\N N\)J\OH
0 H oo <M o w/'" 0 o =
P AN

NH
Hyp Gly Gln Gln Gly Leu Ala Gly Pro Lys z
(25,4R)
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Hyp
(28,4R)

Hyp
(25,4R)

Hyp
(2S,4R)

Gly

Gly

Gly

H

GIn

Gln

GIn

BN
N
- N : N
NN
0
/N Y
HN-7
His Gly Leu
0} 0}

Ala

Ala

Gly

Pro
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Hyp
(2S5,4R)

(2S,4R)

Gly

GIn



HO
o Q H
N N\)LN N\:)J\N/\H/N .
H H R :H
o] o} . © o] o]
NH,
Hyp Gly Gin Trp Gly Leu Ala Gly Pro Lys
(25,4R) , and

Gin  Asp Val Leu Ala Gly Pro Lys

Hyp Gly
(2S,4R)

89. The salt-composition of claim 1, wherein the compound is selected from the following

K NJB\WNJL ﬁ(de LNNJLOY 1L,
e N

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

(2S,4R)

(2S,4R)
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NH
Hyp Gly Gin Asp Ala Leu Ala Gly Pro Lys 2
(25,4R) >
HQ
N\)L NJL \)L J\WWLOW A,
O \[]/OH
NH,
Hyp Gly Gin Asp Phe Leu Ala Gly Pro Lys
(2S,4R)
UE\NWL&LJ\WU@Y g
0 \H/OH
NH,
Hyp Gly Gin Asp Tyr Leu Ala Gly Pro Lys
(2S,4R)

NJLEWNJL g it me@w L A,
o \”/OH

NH
Hyp Gly Gin  Asp Trp Leu Ala Gly Pro Lys 2

(2S,4R)
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NJLENNJL Q? A kww@y S
LA *

NH
Hyp Gly Gin Asp His Leu Ala Gly Pro Lys 2

(2S,4R)
OH
H (6] H (0] H (6]
NJS\W N\_)LNJ\WN\)L(Nj\’(N\_)LOH
o z H o z

NH,

\\O

Hyp Gly Gin Asp Ser Leu Ala Gly Pro Lys

(25,4R)
N\)L\i( N\)J\ /H(N\)J\(\/'\”/ \)J\OH
% \H/OH

NH,

HQ

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

RERVERISTRYRES

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

NH,
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H

Ke)

H,N__O
/ h O Ho9 h O Ho9 h O
%N\)LH L AR BT,
o) O _o0_0 Y o) 0 =
T

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

(25,4R)

H,N._O

HQ

' H Q H Q H Q H @ H Q

?YN\)LN 1~ AR LR
0o H o _\]48 o Y* o 0o

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

GNULNERNEEEE NEN
o 0 Y © Y ° ’ -\©\0H

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

HN

NH,

H

H

0] 0] Y 0] Y 0] 0] Y

Hyp Gly Gin Leu Gly Leu Ala Gly Pro Leu

(2S,4R) , and

QDT a0,
(@] (@) Y (@] Y (@) (@] j\

o]

H

OH

Hyp Gly GIn Leu Gly Leu Ala Gly Pro Glu
(2S5,4R)
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910. The salt-composition of claim 1, wherein the compound is selected from the following:

H,N._O
HO

N
N )

O~ "NH,
Hyp Gly Gin Leu Gly Leu Ala Gly Pro Gin
(2S,4R)
H,N.__O
HO
H Q H Q H Q H Q H Q
N NI N N NI
N N - N/\"/ - N N <" OH
H H z H z H z
O 0] Y 0] Y 0] 0]
OH
Hyp Gly Gin Leu Gly Leu Ala Gly Pro Nle(6-OH)
(2S,4R)

H,N__O

0 0 0 0 0
N N E\,(H\)J\N/\[(H\)LNJ\,(H\)L{:\J\,(H\J\OH
Ho5 H o Y* o) Y* o) o) '\H

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

(25,4S)

H,N._O
o)

H Q H Q H Q H Q H Q
R PP AP 1 P (P
"o H o ﬁ/H 0 Y’ o 0 \H

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

’

HO
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oﬂnj:lgnjﬁgniukgﬁiﬁj\g“iw
T T \

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

b

0] @) Y 0] Y 0] o =

NH,

B

Pro Gly Gin Leu Gly Leu Ala Gly Pro Lys
H,N.__O

HO—,

/ y O y O y O y O y O

SR L IR L R J\WN\)L P
N - N/\n/ < N N ~" “OH

Ho o H o _W/H o) _W/H o) o) '\H

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

O O Y o} Y o} o} '\H

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

H,N._O
4O 40 L0 L0 4O
N N\)J\N/\"/N\)J\N/L”/N\)J\N N\:)J\OH
H oo H/H o) H/H 0 o =

H
(0] \I\‘
NH,
(4-Dimethyl)Pro Gly Gin Leu Gly Leu Ala Gly Pro Lys
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(4-Me)Pro  Gly Gin Leu Gly Leu Ala Gly Pro
(4R)

NS YT RERUT NS
A

Lys

NH,

H,N__O
e e e e e
(Nj\ffN\)LN N\_)J\N/\H/N\_)J\N/'\”/N\)J\N N\_)LOH
H % H oo W/H o M o :

(5-Me)Pro  Gly Gin Leu Gly Leu Ala Gly Pro
(5R)

H,N__O

HO

/ Lo b0 b0 e "
Q\WN¢L5WN¢&NAWN¢LNJ\WN¢LN y
H' o = H ¢ W/H o W/H 0 0

Hyp Ala GIn Leu Gly Leu Ala Gly Pro
(2S5,4R)

HoN (0]
HO
/ 0 0 0 0 0
H H H H H
(NjYN N N\;)'LNWN . N/HrN N N\;)'LOH
H H :OH i H
o) o) o] o)
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H,N._O

HQ

/ e e y 9 y 9 y 9
s A AR A IR
Hoo H o W/H o W/H o} o \H
Hyp Gly GIn Leu Ala Leu Ala Gly Pro Lys
(2S,4R)

1011. The salt-composition of claim 1, wherein the compound is selected from the following:

H,N__O
HO

/ H Q H Q H Q H Q H Q
AR A IR I
"o H o W/H o = H o 0 \H

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

?jWJSWﬂW %JW J@Yﬂ"
T T \

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

H

b

H,N__O
Ho

/ u © u 9 u 9 e u 9
%NQLN N\)LNWN\)LN%(N\)LN N\)kOH
o0 H oo ﬁ/H 0 w/H 0 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 =

D-Hyp Gly GIn Leu Gly Leu Ala Gly Pro Lys
(2R,4S)
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H2N o)
HO

ﬁkﬁr”ﬂ e ¢ﬁr ¢ﬁr“¢*

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

wa*ww ¢w ﬁw“ﬂ

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

“ZWE PO,
| Y

NH

DHyp Ala Gn Leu Gy Leu Aa Gy Pro Lys 2

(2R 4S) ’

H,N__O
HO
2\; H (0] H (0] H (0] H (0] H (0]
N/}(N\)LN N\:)LN/}(N\L)LNHN\)LN N\:)kOH
H H : H : H :
(o] (o] \’/ (o] \'/ (o] (o] =

D-Hyp Gly Gin Leu Gly Leu Ala Gly Pro Ala

(2R 49) , and

H,N__O
HO

k 4 0 e . e 4O
N/\[rN\;)LN N\:)J\N/\H/N\:)J\N/H‘/N\)J\N N\:)J\OH
H o = H g ﬁ/H o M o I

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

+H12. The salt-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.__O
\f

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

(25,4R) ; and
HoN__O
HQ
/ o) 0 o = o) o)
H H H : H H
Q\WNJLN PSP NWN¢L@\KNJOH
H H H H H
O O (6] O o \H
NH,
Hyp Gly GIn D-Leu Gly D-Leu D-Ala Gly Pro Lys
(2S8,4R)

+213. 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

atleast-one-oceurrence-0f R erand R° is are each independently heterocyclylalkyl,
cycloalkyl, or cycloalkylalkyl¢eyeloaleyrbatayt;

(©) 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:

[N oNER
) A G O \

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

(2R, 4S)

QN\WN% /}( \¢/}( \¢/}(N\)k OH

D-Hyp Gly D-GIn D-Leu Gly D-Leu D-Ala D-Pro DLys
(2R,4S)
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Q“W'VLNW ¢ﬁr ﬁw“ﬁ on

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 (0] H (0] H (0] H (0] H (0]
N/ﬁ(N\)LN N\Z)‘LNWN\L)LNHN\)LN N\)kOH
H H z H z 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 ¢ HoQ H § H §
iy NJNWNJNLWWLN L,
"o H oo w/"' o M o o °

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

1314. The compound of claim 1213, wherein at least one of R', R?, and R? is substituted or
unsubstituted (C2-Cip)haloalkyl.

1+415. The compound of claim 42-13 or 4314, 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?, -
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N(R?)2, -N(R%3*, =NR? -NHC(=O)R, -C(=O)R®, -C(=0)N(R%)2, -S(=0)2R¢, -OS(=0)0R?, -
S(=0)20R?, -S(=0)2N(R%)z, -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?), and -C(-NR*)N(R?)2; and

atleast-one-ocewrrence-of R* erand R is-are each independently heterocyclylalkyl, cycloalkyl, or
cycloalkylalkyl¢eyeloalleyhateydt.

1+516. The compound of any one of claims +213-4415, 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;
RY 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.

1+617. The compound of any one of claims +213-1516, 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(=0O)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(=O)N(R%)., -
C(=S)N(R%)2, and -C(-NR*)N(R%).; and

R?, independently for each occurrence, is hydrogen, or substituted or unsubstituted alkyl,

aryl, arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or cycloalkylalkylteyeloateybatay;

and

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

arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or cycloalkylalkylteyeloaleyhatlest.
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1+718. The compound of any one of claims +213-1617, 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%),, -N(R?)3*, -NHC(=O)R®, -C(=0)RS, -
C(=0O)N(R)2, -C(=0)OR?, -(alkylene)-C(=0)OR?, and -(alkylene)-C(=O)N(R%); and

R?, independently for each occurrence, is hydrogen, or substituted or unsubstituted alkyl,

aryl, arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or cycloalkylalkylteyeloabeybateyl;

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

arylalkyl, heterocyclyl, heterocyclylalkyl, cycloalkyl, or cycloalkylalkylfeyeloateyhatayl.

O

1819. The compound of any one of claims +213-1718, wherein R is selected from OH |

H
O N
& T EL ﬁ@ oL e T
HO O NH2 H2N O N NH2 OH ch OH CH3’ ch CH3’
? O
HA:CH3 H3C\;N ’K©\ L
CH3 CH3 CH3 and

CH
I 3 s CH; CHj
2 is selected from , , , Nl" ,

Jg N
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R? is selected from CHs HO”So, H2N™ O CHs ,hg

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
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.

14920. The compound of claim 4213, wherein the compound is:

H,N._O
HQ,

o 0 o : 0 0
%JE( A I R
H oo H o oo H o o \H

NH,
Hyp Gly GIn D-Leu Gly D-Leu D-Ala Gly Pro Lys

(2s4R) , or a pharmaceutically

acceptable salt thereof.

2021. The compound of claim 4213, 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
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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 HyP-Gly-Gln-
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
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:

HQ Q HO— E

N N N N

H H
H O 9 H O b O b O b H O b H O b
HaC
H3C"'

N b N

o | O ,and O :and

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

2422. The compound of claim 26021, 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.
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2223. A compound having the following structure:

o o Y 0] Y o 0] -\H

HN\fO
Hyp Gly Gin Leu Gly Leu Ala Gly Pro  Lys(Ac)
(25.4R) ; or a pharmaceutically

acceptable salt thereof.
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Hyp Gly Gin Leu Gly Hyp Gly Gln  D-Leu  Gly
(2S,4R) . (284R)

H,N._O
HO, \g\!(
2\- (0] (0]

H H H

N N OH
N ;

T

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

=z

I
(@]

H,N._O
HZN\/(O \i
o)

HO

g S 0 / H 9 T w9

A M A A N o ?YWLPIN?LPH’“
H (0] B (@]

Iz
Iz

5 o e S N

D-Hyp Gly D-GIn D-Leu Gly Hyp Gly D-GIn Leu Gly
(2R,48) = (254R)

HN__O
HO, \i HN._O
2\ H\)OL : H\)OL OH H(}\: o9 Ho§
N N Y Y N N;\(N\)LN N%N/\H/OH
o) "0 ’\’/r' 0 3 g H/H S

D-Hp Gly D-GIn Leu Gly D-Hyp Gy GIn D-lew Gly
(2R 4S) = (2R4S) —and

Hyp Gly D-GIn D-Leu Gly

(2S4R) e
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Hyp Gly Gln Leu Gly Leu D-Hyp Gly D-GIn D-Leu Gly D-Leu
_  (2S4R) - OF (2R,4S) -
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Hyp
(25,4R)

Gly

H,N

GIn
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2924. A composition comprising a salt of a compound represented by Formula 8:

HoM._.0
RO

W 9 w9 g W 9 o9
Q\,(“\/Jj\m N A N AN I AN A,
H H ks z H s
0 0 \]{ 0 0 0
1 h W\I

NH
Hyp Gly GIn Aspatimicde Gly  Leu  Ala Gy Pro Lys :

(25.4R) [Formula 8]; or

represented by Formula 10:

HN O
sUSE VRIS RUS L TE Y
e

MH
Hyp Gly Gin Asp (N-Me}Gly Leau Ala Ghy FPra Lys 2

{25.4R) [Formula 10]; and,

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

3025. A pharmaceutical composition comprising a sal-composition of any-ene-ef-claims 1515~
19andor 29-24 or a compound of any one of claims 4213, 16-1920, and 2223-28 and a

pharmaceutically acceptable carrier.

3426. The pharmaceutical composition of claim 3025, wherein the pharmaceutical composition

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

3227. Use of a composition comprising a the-salt of-any-ene-of-elaimst7Hand29-or-the

ofelaims30-31 a compound selected from the following table:
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T
(@]
=
ZT
I
N
(@] P4
Iz
o]
@]
ZT
g 3:0
I:?
ZT
(@]
I:Zg—
ZT
O
=z
T
g:o
o
I

N
YDE-001 o =
0~ "OH
NH,
Hyp Gly Gin Glu Gly Leu Ala Gly Pro Lys
(2S,4R)
HN. __O
HO
o] 0] (0] o] (0]
H H H H H
%N y N\:)LHWN HJW/N \ N%OH
YDE-008 (0] o = Y o] (o} \%
NH,
Hyp Gly Gln Ala Gly Leu Ala Gly Pro Lys
(2S,4R)
HN._O
HQ
o] 0] o] 0] o]
H H H H H
%N N N\ANWN PR NQ&OH
H o H o : H H H
YDE-011 Y \H
NH,
Hyp Gly Gin Leu Gly Leu Ala Gly Pro Lys
(2S,4R)
HN.__O
HQ
H Q H Q H H H
NN NI N N N
N Y N Y N N OH
H o H o * H o * H o
YDE-015 ~poH Y
(0]
NH,
Hyp Gly GIn Asp Val Leu Ala Gly Pro Lys
(2S,4R)
HN.__O
HQ
/ o] o] o] o] o]
H H H H H
NN N N N N
YDE-016 NroH © Y ° o
(0]
NH,
Hyp Gly Gln Asp lle Leu Ala Gly Pro Lys
(25,4R)
HN___O
HQ
; OH
H H Q H H H
N N N N U N
N N Y N Y N N OH
H o = H o : H o
YDE-023 ~yoH Y
(0]
NH,

Hyp Gly Gln Asp Ser Leu Ala Gly Pro Lys
(2S,4R)
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H,N__O
HQ
/ y 0 y 0 y 0 v 9 y ©
AN R R TR R
H H : H :H :

0 (0] ﬁ (0] Y 0 (0]

YDE-026
OH
Hyp Gly GIn Homo-Ser Gly Leu Ala Gly Pro Lys NH;
(2S,4R)
H,N__O
HO~,‘_
/ o0 . b 0 e hoo
QYN\)LN N\:)LN/YN\:)LN/R(N\)LN N\;)kOH
YDE-038 e T NS e e o K
(4-hydroxyMe)Pro Gly Gin Leu Gly Leu Ala Gly Pro Lys NH;
(2S,4R)
HoN (0]
J H Q H Q H Q H Q H Q
(A A~ R LRI R,
! H H H : H H
YDE-044 H © o Y o Y o o \H
NH,
(4-Me)Pro  Gly Gln Leu Gly Leu Ala Gly Pro Lys
HoN (¢]
H o H o H o H o H o
LA AL IR L LRI R
! H H H H H H
YDE-045 H O 0o Y 0o Y 0o 0 \H
NH>
(5-Me)Pro  Gly Gin Leu Gly Leu Ala Gly Pro Lys
H.N__O
HO),
' n § H Q H 9 H o9 H Q
(N\J\n/N\.)J\N N\*N/ﬁ(”\_/l’\uj\(”\)\(pﬁ(”\)\on
[} R H 2 H 2 =
YDE-048 5 2 ¥ OYOYO °\|\'
NH,
Hyp Ala Gin Leu Gly Leu Ala Gly Pro  Lys
HO,
/ n (0] H (0] n (0] n (0] H (0]
. A A~ A AN,
YDE-049 S Y ° Y ° #

B

NH,
Hyp Gly Ala Leu Gly Leu Ala Gly Pro  Lys
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YDE-054 Y 0 Y \

Hyp Gly GIn Leu Gly Leu Ala Ala Pro Lys

Pyttt g
YDE-057 T Y ¢ Y ﬁ\

NH,
oHyp Gly GIn Leu Gly Leu Ala Gly Pro Lys
(2R,4S)
HaN. -0
HG‘ T
o f wof W T iw § 7 on g
N N N ” N )
N il M M N i N i v N I OH
oo g LA § (A4 5 |
YDE-058 [ T ]
|
MH
o-Hyp Gly p=Gin p-Low Gly lau  D-Ala Gily o-Pro  D-Lys
(2R 45)
HZN (o)
F NI i
N Nﬁr ﬁr “r /\r
YDE-060
oHyp Gly ©o-Gln p-leu Gly oleu 0o-Ala o-Pro  o-lys
(2R.4R)

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.

3328. The use of claim 3227, 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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