WO 2014/194407 PCT/CA2014/000484

What is claimed is:

Use of a compound, the compound having the structure of Formula I:

E
E, A
E3 D
Ea I
wherein,
5 E.is H, OF\ NH,, R, OR, NHR, NR,, SH, SR, F, Cl, Br, or I;
E.is H, OH, 2, R, O, NHR, NR,, SH, SR, F, Cl, Br, or I;

E;is H, OH, NH\ R, OR, NHR, NR., SH, SR, F, Cl, Br, or I;
E,is H, OH, NH,, R, OR, NHR, NR,, SH, SR, F, C}, Br, or I;
R is a 1 to 20 carbo
10 linear, cyclic, branched cyclic,

may be optionally replaced by O,

roup that is optionally saturated, unsaturated, linear, branched
omatic, partially aromatic or non aromatic, where each carbon
, SO, SO,, NH, or NR’, and each carbon may be optionally

substituted with one or more of: ON, OR’, R’, F, Cl, Br, I, =0, SH, SR’, NH,, NHR’, N(R’),

0SO;H, OPO;H;, CO,.H, CON(R’), and
R’ is independently selected from t

15 is optionally saturated, unsaturated, linear,
partially aromatic or non aromatic;
Ais H, or NHy;

WW

Dis O N4 or O N+

A and D form a 6 membered ring selected fro

O 0] o)
o on o I Hon 3
¥ > > 7

L1 : L2 : L3 : L1

O O 0
:L‘:G 0X,4 :LGJ OX5 :LQJI OX3
M T M, "

: Lo ; or Ls

the following:

20

L1
GisCHorN;
JisSorO;
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L,is OH, OQ, NH,, NHQ, NQ., SH, or SQ;

L.is O, SQ’, or NQ’;

L;is OH, 0Q, NH,, NHQ, NQ., SH, or SQ;

Q is a 1 to 20 carbon group that is optionally saturated, unsaturated, linear, branched
linear, c)¢lic, branched cyclic, aromatic, partially aromatic or non aromatic, where each carbon
may be oplpnally replaced by O, S, SO, SO,, NH, or NQ’, and each carbon may be optionally
substituted one or more of: OH, OQ’, Q, F, Cl, Br, I, =0, SH, SQ’, NH,, NHQ’, N(Q").,
0SO0;H, OPO;H,\CO-H, CON(Q"). and CO.Q’;

M.is H, OH, NH,, T, O, NHT, NT,, SH, ST, F, Cl, Br, or I;

M, is H, OH, NH,, T, OT, NHT, NT,, SH, ST, F, Cl, Br, or I;

M4is OH, NH,, T, OT, NH 2 SH, ST, F, Cl, Br, or I;

T is H, or a 1 to 20 carbon Xroup that is optionally saturated, unsaturated, linear,
branched linear, cyclic, branched cyclic\aromatic, partially aromatic or non aromatic, where
each carbon may be optionally replaced by ], S, SO, SO., NH, or NT’, and each carbon may be
optionally substituted with one or more of: , 0T, T, F, Cl, Br, I, =0, SH, ST, NH,, NHT,
N(T’),, OSO;H, OPO;H,, CO.H, CON(T’). and COX[’;

T is independently selected from the group oyusisting of: a one to ten carbon group that
is optionally saturated, unsaturated, linear, branched Ynear, cyclic, branched cyclic, aromatic,
partially aromatic or non aromatic;

X,is H, OH, NH,, Z, OZ, NHZ, NZ,, SH, SZ, F, Cl, Br,\r I;

X.is H, OH, NH,, Z, OZ, NHZ, NZ,, SH, SZ, F, Cl, Br, or\}

Xsis H, OH, NH,, Z, OZ, NHZ, NZ., SH, SZ, F, Cl, Br, or I; A\pd

Z is a 1 to 20 carbon group that is optionally saturated, undaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic, where each carbon
may be optionally replaced by O, S, SO, SO., NH, or NZ’, and each carDgn may be optionally
substituted with one or more of: OH, OZ, Z', F, Cl, Br, I, =0, SH, SZ’, NH., NHZ’, N(Z").,
0OSO;H, OPOsH;, CO.H, CON(Z’). and CO,Z’; and

Z is independently selected from the group consisting of: a one to ten carbyn group that
is optionally saturated, unsaturated, linear, branched linear, cyclic, branched cyclic\aromatic,

partially aromatic or non aromatic;

33



yoke.yee
Line


10

15

20

WO 2014/194407 PCT/CA2014/000484
for the treatment of fibrotic disease.

Use of a compound, the compound having the structure of Formula I:

=
E, A

E3 D
Es I
wherein,

E:is H, OH, 2, R, OR, NHR, NR,, SH, SR, F, C], Br, or I;

E.is H, OH, NH)\ R, O, NHR, NR., SH, SR, F, Cl, Br, or I;

E;is H, OH, NH,, R\ OR, NHR, NR,, SH, SR, F, Cl, Br, or I;

E,is H, OH, NH,, R, OR, NHR, NR;, SH, SR, F, Cl, Br, or I;

R is a 1 to 20 carbon giQup that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromkatic, partially aromatic or non aromatic, where each carbon
may be optionally replaced by O, S, YO, SO, NH, or NR’, and each carbon may be optionally
substituted with one or more of: OH, QR’, R’, F, Cl, Br, I, =0, SH, SR’, NH,, NHR’, N(R’),,
0OSO;H, OPO5H,, CO.H, CON(R’). and CO.

partially aromatic or non aromatic;
Ais H, or NHy;

Dis © N2 or O N -or

A and D form a 6 membered ring selected from th following:

OH A “oH
M,

o 9*
Ly 1
@]
A8 Noxy "‘g
Y,
L
GisCHorN;
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JisSorO;

L,is OH, 0Q, NH., NHQ, NQ., SH, or SQ;

L. is O, SQ’, or NQ’;

L, is OH, OQ, NH., NHQ, NQ., SH, or SQ;

is a 1 to 20 carbon group that is optionally saturated, unsaturated, linear, branched
linear, cyclX,, branched cyclic, aromatic, partially aromatic or non aromatic, where each carbon
may be optionally replaced by O, S, SO, SO., NH, or NQ’, and each carbon may be optionally
substituted withN\one or more of: OH, 0Q’, Q’, F, Cl, Br, I, =0, SH, SQ’, NH,, NHQ’, N(Q’),,
0S0;H, OPO;H;, CQ.H, CON(Q"). and CO,Q’;

Q’ is independdptly selected from the group consisting of: a one to ten carbon group that
is optionally saturated, \gsaturated, linear, branched linear, cyclic, branched cyclic, aromatic,
partially aromatic or non arymatic;

M, is H, OH, NH,, T, O, NHT, NT,, SH, ST, F, Cl, Br, or I,

M. is H, OH, NH,, T, OT,NHT, NT,, SH, ST, F, Cl, Br, or I;

M, is H, OH, NH,, T, OT, NIX[, NT,, SH, ST, F, Cl, Br, or I;

M4 is OH, NH,, T, OT, NHT, ,SH, ST, F, Cl, Br, or I;

T is H, or a 1 to 20 carbon grdyp that is optionally saturated, unsaturated, linear,
branched linear, cyclic, branched cyclic, argmatic, partially aromatic or non aromatic, where
each carbon may be optionally replaced by O, '§, SO, SO., NH, or NT’, and each carbon may be
optionally substituted with one or more of: OH\QT’, T, F, Cl, Br, I, =0, SH, ST’, NH,, NHT’,
N(T")., OSO3H, OPO3;H,, CO.H, CON(T"), and CO.T

T is independently selected from the group con¥sting of: a one to ten carbon group that
is optionally saturated, unsaturated, linear, branched linwar, cyclic, branched cyclic, aromatic,
partially aromatic or non aromatic;

X, is H, OH, NH,, Z, 0Z, NHZ, NZ,, SH, SZ, F, C, Br, orX;

X, is H, OH, NH,, Z, 0Z, NHZ, NZ,, SH, SZ, F, Cl, Br, or I;

X5is H, OH, NH,, Z, OZ, NHZ, NZ,, SH, SZ, F, Cl, Br, or I; an

Z is a 1 to 20 carbon group that is optionally saturated, unsatNrated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromat¥;, where each carbon
may be optionally replaced by O, S, SO, SO., NH, or NZ’, and each carbon\may be optionally
substituted with one or more of: OH, OZ’, Z’, F, Cl, Br, I, =0, SH, SZ’, NH\, NHZ’, N(Z').,
0OSO;H, OPO;H,, CO.H, CON(Z"). and CO,Z’; and

35



yoke.yee
Line


10

15

20

25

30

WO 2014/194407 PCT/CA2014/000484

Z is independently selected from the group consisting of: a one to ten carbon group that
3\ optionally saturated, unsaturated, linear, branched linear, cyclic, branched cyclic, aromatic,
parNally aromatic or non aromatic;

or the manufacture of a medicament to treat fibrotic disease.

3. The \se of claim 1 or 2, wherein the fibrotic disease is selected from one or more of the
following: keldd; hypertrophic scaring; pulmonary fibrosis; kidney fibrosis; liver cirrhosis;
chronic inflammajon of tunica albugenia (CITA); endomyocardial fibrosis; mediastinal fibrosis;
myelofibrosis; retroperitoneal fibrosis; progressive massive fibrosis; nephrogenic systemic
fibrosis; Crohn's diseage; old myocardial infarction; scleroderma; systemic sclerosis; uterine
fibroids; and restenosis.
4. The use of claim 1, 2 or ), wherein,
that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aroma¥c, partially aromatic or non aromatic;

R is a 1 to 6 carbon group tha\ is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, p&Xtially aromatic or non aromatic;

T is a 1 to 6 carbon group that is oRtionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partiallk aromatic or non aromatic; and
Z is a 1 to 6 carbon group that is option\|ly saturated, unsaturated, linear, branched

linear, cyclic, branched cyclic, aromatic, partially arotRatic or non aromatic.

5. The use of any one of claims 1-4, wherein,
Q’ is a 1 to 6 carbon group that is optionally saturald, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or no

R’ is a 1 to 6 carbon group that is optionally saturated,

Z is a 1 to 6 carbon group that is optionally saturated, linear, branched

linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic.

6. The use of any one of claims 1-5, wherein
E.is H, OH, NH,, OCH,, CH;, SH, F, Cl, Br, or I;
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E.is H, OH, NH,, OCH,, CH;, SH, F, Cl, Br, or I;
E,is H, OH, NH,, OCH,, CH,4, SH, F, Cl, Br, or I;
E,is H, OH, NH., OCH3, CH,, SH, F, Cl, Br, or I;
is H or NHy;

; or

@)
G
AP ox,
=
Y
GisCHorN;
L, is OH, NH,, or SH;
M,is H, OH, NH,, SH, F, Cl, Rr, or I;

M4 is OH, NH,, SH, F, Cl, Br, oNN; and
X,is H, OH, NH,, SH, F, Cl, Br, or

The use of any one of claims 1-6, wherei
E,is H, OH, NH., OCHj, or CHj;
E.is H, OH, NH., OCH,, or CH,;
E;is H, OH, NH,, OCHj, or CHj;
E,is H, OH, NH., OCHj, or CHg;
Ais Hor NHy;
0

~

OH
Dis © N& .o

;or L ;
GisCHorN;
L, is OH or NH.; and
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M, is H, OH, or NH..

The use of any one of claims 1-7, wherein
E,is H, OH, NH., OCHg, or CH3;
is H, OH, NH,, OCHj;, or CHg;
, OH, NH,, OCHj;, or CHj;
OH, NH,, OCH3, or CH3;

10 A and D forly a 6 membered ring having the following structure:

9. The use of any one of claims 1-8, whe
E.is H, OH, or NH,;
15 E.is H, OH, or NH,;
E;is H, OH, or NH,;
E,is H, OH, or NHy;
Ais H, or NH,; and
0

A o

Dis O N .o

20 A and D form a 6 membered ring having the followin@d\structure:

:L‘,N OH
N

~

OH

10. The use of any one of claims 1-9, wherein the compound has the structure o
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E,
E, A o
E3 OH
Es O NH, 1L

E1 @)
E2 N\ OH
E3 2
Ea Ly III.
The use of claim ), wherein L, is OH or NH..

herein L, is OH.

ims 1-13, wherein

The use of claim 11,
The use of any one of
E.is H or OH;

E.is H, OH, or NH;
E;is H, OH, or NH,; and
E,is H, OH, or NH..

The use of any one of claims 1-13, wher&n
E.is H, OH, or NH,;
E.is H or OH;

Esis H, OH, or NH,; and
E,is H, OH, or NH..

The use of any one of claims 1-13, wherein
E.is H, OH, or NH,;

E.is H, OH, or NH;

E;is H or OH; and

E,is H, OH, or NH.,.

The use of any one of claims 1-13, wherein
E,is H, OH, or NH,;

E.is H, OH, or NH,;

E;is H or OH; and

E,is H or NH..
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The use of any one of claims 1-13, wherein
E:is H or OH;

E.is H or OH;

is H or OH; and

E, \H or NH..

19.  The use dany one of claims 1-18, wherein the compound is selected from one or more of

the following:
0]
N
S OH N o 0
=
OH OH
. . 0] NH, ; NH, O NH, :
NH» o
OH
O Nt ; and

20.  The use of any one of claims 1-18, wherein the ecdmpound is selected from one or more of
the following;:

0O OH 0]

21. A method of treating fibrotic disease, the method comprising administ&ing to a
mammalian cell a compound or pharmaceutically acceptable salt thereof, the compoun

the structure of Formula I:
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E3 D
E4 I
wherein,

E,is\d, OH, NH,, R, OR, NHR, NR., SH, SR, F, Cl, Br, or I;
E.is H\OH, NH,, R, O, NHR, NR,, SH, SR, F, Cl, Br, or I;
5 E;is H, ON, NH,, R, OR, NHR, NR;, SH, SR, F, Cl, Br, or I;
E,is H, OH,NH,, R, OR, NHR, NR,, SH, SR, F, Cl, Br, or [;
R is a 1 to 20 &rbon group that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cylic, aromatic, partially aromatic or non aromatic, where each carbon
0, S, SO, SO., NH, or NR’, and each carbon may be optionally
10  substituted with one or more Rf: OH, OR’, R’, F, Cl, Br, I, =0, SH, SR’, NH,, NHR’, N(R’),,
OSO3H, OPO3;H,, CO.H, CON(R’)Nand CO.R’;

R’ is independently selected thom the group consisting of: a one to ten carbon group that

may be optionally replaced

is optionally saturated, unsaturated, lizear, branched linear, cyclic, branched cyclic, aromatic,
partially aromatic or non aromatic;
15 Ais H, or NHy;

O 0
WOH }en)\‘/lLOH

A and D form a 6 membered ring selecteq from the following:

L . 2 : 3 :
o) 0 o
Y ox BN o BN ox,
S M g M, bl M,
Ly ; L ;or Ls ;
20 GisCHorN;
JisSorO;

L.is OH, OQ, NH,, NHQ, NQ., SH, or SQ;
L,is O, SQ’, or NQ’;
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L, is OH, 0Q, NH,, NHQ, NQ., SH, or SQ;
Q is a 1 to 20 carbon group that is optionally saturated, unsaturated, linear, branched

linegr, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic, where each carbon

partially aromatic o\non aromatic;

M, is H, OH, », T, OT, NHT, NT,, SH, ST, F, Cl, Br, or I;

M. is H, OH, NH\T, OT, NHT, NT, SH, ST, F, Cl, Br, or I,

M;is H, OH, NH,, T, NHT, NT,, SH, ST, F, Cl, Br, or I;

M4 is OH, NH,, T, OT, NHT, NT,, SH, ST, F, Cl, Br, or I;

T is H, or a 1 to 20 calon group that is optionally saturated, unsaturated, linear,
branched linear, cyclic, branched cXclic, aromatic, partially aromatic or non aromatic, where
each carbon may be optionally replace¥ by O, S, SO, SO., NH, or NT’, and each carbon may be
optionally substituted with one or more &: OH, OT’, T, F, Cl, Br, I, =0, SH, ST, NH,, NHT,
N(T")., OSO;H, OPO;H;, CO.H, CON(T’), an¥y CO,T’;

T’ is independently selected from the gryup consisting of: a one to ten carbon group that
is optionally saturated, unsaturated, linear, brandhed linear, cyclic, branched cyclic, aromatic,
partially aromatic or non aromatic;

X,is H, OH, NH,, Z, OZ, NHZ, NZ,, SH, SZ, F,

X, is H, OH, NH,, Z, OZ, NHZ, NZ,, SH, SZ, F, C],

X51is H, OH, NH,, Z, OZ, NHZ, NZ,, SH, SZ, F, Cl, Br,

Z is a 1 to 20 carbon group that is optionally saturate

Br, orl;
,orl;

I; and
unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non\aromatic, where each carbon
may be optionally replaced by O, S, SO, SO., NH, or NZ’, and each
substituted with one or more of: OH, OZ’, Z', F, Cl, Br, I, =0, SH,
0SO3H, OPOs;H3, CO,H, CON(Z). and CO.Z’; and

Z’ is independently selected from the group consisting of: a one to te

rbon may be optionally
', NHz, NHZ’, N(Z).,

is optionally saturated, unsaturated, linear, branched linear, cyclic, branched

partially aromatic or non aromatic.
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22. A method of treating fibrotic disease, the method comprising administering to a subject
need thereof, a compound or pharmaceutically acceptable salt thereof, the compound having

the\tructure of Formula I:

wherein,
E,is H, OH, NH,, R, OR, NHR, NR,, SH, SR, F, Cl, Br, or I;
E.is H, OH, NI§, R, O, NHR, NR,, SH, SR, F, Cl, Br, or I,
E;is H, OH, NH,, R, OR, NHR, NR,, SH, SR, F, C}, Br, or I;
E,is H, OH, NH,, R, QR, NHR, NR,, SH, SR, F, Cl, Br, or I;
R is a 1 to 20 carbon gxpup that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aroxatic, partially aromatic or non aromatic, where each carbon
may be optionally replaced by O, S,\SO, SO., NH, or NR’, and each carbon may be optionally
substituted with one or more of: OH,\QR’, R’, F, Cl, Br, I, =0, SH, SR’, NH,, NHR’, N(R’),
0SOsH, OPO3H;, CO-H, CON(R’). and CO
R’ is independently selected from the Xroup consisting of: a one to ten carbon group that
is optionally saturated, unsaturated, linear, bragched linear, cyclic, branched cyclic, aromatic,
partially aromatic or non aromatic;

Ais H, or NHy;

WW

NH; or O NH

A and D form a 6 membered ring selected from tRe following:

0
:LQG OXq :LQJ
PJ' ~
L4
GisCHorN;
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Jis Sor O;

L,is OH, OQ, NH,, NHQ, NQ., SH, or SQ;

L.is O, SQ’, or NQ’;

is OH, OQ, NH., NHQ, NQ., SH, or SQ;

ONs a 1 to 20 carbon group that is optionally saturated, unsaturated, linear, branched
linear, cyclid\, branched cyclic, aromatic, partially aromatic or non aromatic, where each carbon
may be option\ly replaced by O, S, SO, SO, NH, or NQ’, and each carbon may be optionally
substituted with \ne or more of: OH, OQ’, Q, F, Cl, Br, I, =0, SH, SQ’, NH., NHQ’, N(Q)-,
0SO0;H, OPO,H,, COH, CON(Q’), and CO,Q’;

Q’ is independeXtly selected from the group consisting of: a one to ten carbon group that
is optionally saturated, uNsaturated, linear, branched linear, cyclic, branched cyclic, aromatic,
partially aromatic or non arognatic;

M, is H, OH, NH,, T, ONNHT, NT,, SH, ST, F, Cl, Br, or I;

M;is H, OH, NH,, T, OT, T, NT,, SH, ST, F, Cl, Br, or I;

M, is H, OH, NH,, T, OT, NH\, NT;, SH, ST, F, Cl, Br, or I;

Mg is OH, NH,, T, OT, NHT, SH, ST, F, Cl, Br,or I;

T is H, or a 1 to 20 carbon groyp that is optionally saturated, unsaturated, linear,
branched linear, cyclic, branched cyclic, ardnatic, partially aromatic or non aromatic, where
each carbon may be optionally replaced by O, 8, SO, SO., NH, or NT’, and each carbon may be
optionally substituted with one or more of: OH,QT’, T, F, Cl, Br, I, =0, SH, ST, NH,, NHT,
N(T)., 0SO;H, OPO;H;, CO.H, CON(T"). and CO.T’;

T is independently selected from the group consigting of: a one to ten carbon group that
is optionally saturated, unsaturated, linear, branched lindqr, cyclic, branched cyclic, aromatic,
partially aromatic or non aromatic;

X, is H, OH, NH,, Z, OZ, NHZ, NZ,, SH, SZ, F, Cl, Br, or X

X, is H, OH, NH,, Z, 0Z, NHZ, NZ,, SH, SZ, F, Cl, Br, or I;

X;is H, OH, NH,, Z, OZ, NHZ, NZ,, SH, SZ, F, Cl, Br, or I; an

Z is a 1 to 20 carbon group that is optionally saturated, unsatiated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromat, where each carbon
may be optionally replaced by O, S, SO, SO., NH, or NZ’, and each carbon\pay be optionally
substituted with one or more of: OH, 0Z’, Z’, F, Cl, Br, I, =0, SH, SZ’, NH)\ NHZ’, N(Z’).,
0SO;H, OPO3H;, CO.H, CON(Z’), and CO.Z’; and
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Z’ is independently selected from the group consisting of: a one to ten carbon group that
N\ optionally saturated, unsaturated, linear, branched linear, cyclic, branched cyclic, aromatic,

parNally aromatic or non aromatic.

23. e method of claim 21 or 22, wherein the fibrotic disease is selected from one or more
of the folwing: keloid; hypertrophic scaring; pulmonary fibrosis; kidney fibrosis; liver
cirrhosis; chiQnic inflaimmation of tunica albugenia (CITA); endomyocardial fibrosis;
mediastinal fibrysis; myelofibrosis; retroperitoneal fibrosis; progressive massive fibrosis;
nephrogenic systelic fibrosis; Crohn's disease; old myocardial infarction; scleroderma;

systemic sclerosis; uteNne fibroids; and restenosis.

24.  The method of claimNg1, 22 or 23, wherein,

Q is a 1 to 6 carbon gxoup that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, arogpatic, partially aromatic or non aromatic;

R is a 1 to 6 carbon group\hat is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromati®y partially aromatic or non aromatic;

T is a 1 to 6 carbon group that X optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, parNally aromatic or non aromatic; and

Z is a 1 to 6 carbon group that is optpnally saturated, unsaturated, linear, branched

linear, cyclic, branched cyclic, aromatic, partially dromatic or non aromatic.

25. The method of any one of claims 21-24, wherein

Q’ is a 1 to 6 carbon group that is optionally satyrated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic of\pon aromatic;

R’ is a 1 to 6 carbon group that is optionally saturateN, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non dromatic;

T is a 1 to 6 carbon group that is optionally saturated, unMaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non arom¥ic; and

Z' is a 1 to 6 carbon group that is optionally saturated, unsaturded, linear, branched

linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic.
26.  The method of any one of claims 21-25, wherein

E.is H, OH, NH., OCH,, CH3;, SH, F, Cl, Br, or I;
E.is H, OH, NH,, OCHj;, CH;, SH, F, Cl, Br, or I;
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E;is H, OH, NH,, OCH,, CHg, SH, F, Cl, Br, or I;
E,is H, OH, NH,, OCH,, CH3, SH, F, Cl, Br, or I;
Ais Hor NHy;

or O N& -or

s OX;4

GisCHorN;

L,is OH, NH,, or SH;
M,is H, OH, NH,, SH, F, §, Br, or I;

10 M4 is OH, NH,, SH, F, Cl, Br)\or I; and
X,is H, OH, NH,, SH, F, Cl, Br,\r L.

27.  The method of any one of claims 21-
E.is H, OH, NH., OCHj;, or CHg;
15 E.is H, OH, NH., OCHj, or CHj3;
E;is H, OH, NH., OCHj, or CHj;
E,is H, OH, NH,, OCH,, or CHg;
Ais H or NHy;

, wherein

20 A and D form a 6 membered ring selected from the foNowing:

X
Q
XL
5
o
I

GisCHorN;
L;is OH or NH.; and
M, is H, OH, or NH..
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The method of any one of claims 21-277, wherein
E.is H, OH, NH,, OCH,, or CH.;
» is H, OH, NH,, OCHj, or CHj;
5 ENs H, OH, NH,, OCH,, or CHj;

a 6 membered ring having the following structure:

10 OH

29.  The method of any one of claims 2
E.is H, OH, or NH,;
E.is H, OH, or NH,;
15 E;is H, OH, or NH;;
E,is H, OH, or NHy;
Ais H, or NH,; and
0

8, wherein

OH
Dis © N .or

A and D form a 6 membered ring having the follow1
O

BN on
Pr/

20 OH

structure:

30.  The method of any one of claims 21-29, wherein the compound has
Formula II:

structure of
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E4
The method of clai

The method of any one oi\¢laims 21-33, wherein

E,is H or OH;

E.is H, OH, or NH,;
E;is H, OH, or NH,; and
E,is H, OH, or NH..

The method of any one of claims 21-33, wherein

E.is H, OH, or NH.;
E:is H or OH;

E;is H, OH, or NH,; and
E,is H, OH, or NH..

The method of any one of claims 21-33, wherein

E,is H, OH, or NH,;
E.is H, OH, or NH,;
E;is H or OH; and

E,is H, OH, or NH..

The method of any one of claims 21-33, wherein

E,;is H, OH, or NH,;
E:is H, OH, or NH,;
E;is H or OH; and

Ly

II1.

1, wherein L, is OH or NH..
The method of claim 3\ wherein L, is OH.
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E,is H or NH..

The method of any one of claims 21-33, wherein

10

15 40. The method of any one of claims 21-38, wherein

more of the following:
O OH O
N SoH N on @;N;\')i
= =
OH . OH . o]

NH O NHz .4 0
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41. A pharmaceutical composition for treating fibrotic disease, the pharmaceutical
mposition comprising a compound or pharmaceutically acceptable salt thereof and a

phXmaceutically acceptable excipient, wherein the compound has the structure of Formula I:
Es A

E3 D
E4 I
5  wherein,
E,is H, OH, NH, R, OR, NHR, NR,, SH, SR, F, Cl, Br, or I;
E.is H, OH, NH\, R, O, NHR, NR,, SH, SR, F, Cl, Br, or I;
E;is H, OH, NH,, R, OR, NHR, NR,, SH, SR, F, Cl, Br, or I;
E,is H, OH, NH,, R, §R, NHR, NR,, SH, SR, F, Cl, Br, or I;
10 R is a 1 to 20 carbon gN\up that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aroNatic, partially aromatic or non aromatic, where each carbon
may be optionally replaced by O, S, R0, SO., NH, or NR’, and each carbon may be optionally

substituted with one or more of: OH, QR’, R’, F, Cl, Br, I, =0, SH, SR’, NH., NHR’, N(R’).,

15 R’is independently selected from the §youp consisting of: a one to ten carbon group that

partially aromatic or non aromatic;
Ais H, or NH,;

O M, O
Ao HrN o
Dis O N or O Nb or
20 A and D form a 6 membered ring selected from th¢ following;:
) 0] O o o)
AP Non N on %! v oH A on X X ¥ o
2 > P A
L ;o L ; L ;b ; L3 ;
o) o) 0
G
WY ox BINTox, X 0%
WM T W, M
L ;L ;or Ls ;
GisCHorN;
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JisSorO;

L,is OH, OQ, NH., NHQ, NQ., SH, or SQ;

Lyis O, SQ’, or NQ’;

is OH, 0Q, NH,, NHQ, NQ., SH, or SQ;

QNis a 1 to 20 carbon group that is optionally saturated, unsaturated, linear, branched
linear, cycliy\ branched cyclic, aromatic, partially aromatic or non aromatic, where each carbon
may be option\]ly replaced by O, S, SO, SO., NH, or NQ’, and each carbon may be optionally
substituted with \ne or more of: OH, OQ’, Q, F, Cl, Br, I, =0, SH, SQ’, NH,, NHQ’, N(Q").,
0SO;H, OPO;H,, CO¢H, CON(Q’). and CO.Q’;

Q’ is independetly selected from the group consisting of: a one to ten carbon group that
is optionally saturated, aturated, linear, branched linear, cyclic, branched cyclic, aromatic,
partially aromatic or non aroxpatic;

M.is H, OH, NH,, T, ONNHT, NT,, SH, ST, F, Cl, Br, or I;

M. is H, OH, NH,, T, OT, NHT, NT,, SH, ST, F, Cl, Br, or I;

M,;is H, OH, NH,, T, OT, NHY| NT,, SH, ST, F, Cl, Br, or I;

M4 is OH, NH,, T, OT, NHT, SH, ST, F, Cl, Br, or I;

T is H, or a 1 to 20 carbon groNp that is optionally saturated, unsaturated, linear,
branched linear, cyclic, branched cyclic, ardgnatic, partially aromatic or non aromatic, where
each carbon may be optionally replaced by O, $ SO, SO,, NH, or NT’, and each carbon may be
optionally substituted with one or more of: OH, QT’, T, F, Cl, Br, I, =0, SH, ST, NH,, NHT’,
N(T’)., OSO3H, OPO;H3, CO.H, CON(T’), and CO.T’;

T is independently selected from the group consKting of: a one to ten carbon group that
is optionally saturated, unsaturated, linear, branched lineéyr, cyclic, branched cyclic, aromatic,
partially aromatic or non aromatic;

X,is H, OH, NH,, Z, OZ, NHZ, NZ., SH, SZ, F, Cl, Br, or I

X, is H, OH, NH,, Z, OZ, NHZ, NZ,, SH, SZ, F, Cl, Br, or I;

Xs5is H, OH, NH,, Z, OZ, NHZ, NZ,, SH, SZ, F, Cl, Br, or I; an

Z is a 1 to 20 carbon group that is optionally saturated, unsatuxated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromati®\ where each carbon
may be optionally replaced by O, S, SO, SO., NH, or NZ’, and each carbon Way be optionally
substituted with one or more of: OH, OZ’, Z', F, Cl, Br, I, =0, SH, SZ’, NHA\NHZ’, N(Z).,
OSOsH, OPO3H;, CO.H, CON(Z’), and CO.Z’; and
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7’ is independently selected from the group consisting of: a one to ten carbon group that is
tionally saturated, unsaturated, linear, branched linear, cyclic, branched cyclic, aromatic,

parNally aromatic or non aromatic.

42. e pharmaceutical composition of claim 41, wherein the fibrotic disease is selected
from one oy more of the following: keloid; hypertrophic scaring; pulmonary fibrosis; kidney
fibrosis; liver \girrhosis; chronic inflammation of tunica albugenia (CITA); endomyocardial
fibrosis; mediasNpal fibrosis; myelofibrosis; retroperitoneal fibrosis; progressive massive
fibrosis; nephrogeniy systemic fibrosis; Crohn's disease; old myocardial infarction; scleroderma;

systemic sclerosis; uteNpe fibroids; and restenosis.

43. The pharmaceutical dmposition of claim 41 or 42, wherein,

Q is a 1 to 6 carbon gN\Qup that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, arolatic, partially aromatic or non aromatic;

R is a 1 to 6 carbon group Nat is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic\partially aromatic or non aromatic;

T is a 1 to 6 carbon group that 1\ optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partiylly aromatic or non aromatic; and

Z is a 1 to 6 carbon group that is optignally saturated, unsaturated, linear, branched

linear, cyclic, branched cyclic, aromatic, partially akpmatic or non aromatic.

44. The pharmaceutical composition of any one of cI\ims 41-43, wherein,

Q’ is a 1 to 6 carbon group that is optionally satidxated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or Non aromatic;

R’ is a 1 to 6 carbon group that is optionally saturated) unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non axpmatic;

T’ is a 1 to 6 carbon group that is optionally saturated, unsh\turated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromaNg; and

Z’ is a 1 to 6 carbon group that is optionally saturated, unsaturald, linear, branched

linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic.
45. The pharmaceutical composition of any one of claims 41-44, wherein

E,is H, OH, NH,, OCH3, CH,, SH, F, Cl, Br, or I;
E.is H, OH, NH,, OCH,, CH,, SH, F, Cl, Br, or I;
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E, is H, OH, NH,, OCH,, CH,, SH, F, Cl, Br, or I;
E4 is H, OH, NHQ, OCH3, CHs, SH, F, Cl, BI‘, or I;
Ais Hor NHy;

o AN on
or O N -or
5 A and D form a 6 membered ring selected from the following:
0
AP Oy ox,
N wm
;or b ;
GisCHor N;
L, is OH, NH,, or SH;
M, is H, OH, NH,, SH, F, ({, Br, or I;

10 M4 is OH, NH,, SH, F, Cl, Br)or I; and
X,is H, OH, NH,, SH, F, Cl, Br, \r L.

46. The pharmaceutical composition of aky one of claims 41-45, wherein

E.is H, OH, NH,, OCHj, or CHg;

15 E.is H, OH, NH,, OCHj, or CH3;
E,is H, OH, NH,, OCH,, or CH;

E,is H, OH, NH,, OCHg, or CHg;

Ais H or NHy;
o]
k OH
Dis © N&2 .o
20 A and D form a 6 membered ring selected from the foNpwing:
o) o)

L4 ;or L
GisCH or N;
L,is OH or NH,; and
M, is H, OH, or NH..
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The pharmaceutical composition of any one of claims 41-46, wherein
E,is H, OH, NH,, OCHj,, or CHj;
E. is H, OH, NH,, OCHj, or CHjy;
is H, OH, NH,, OCH,, or CH3;

10

48.  The pharmaceutical composition o
E:is H, OH, or NH.;
E.is H, OH, or NH,;
15 E;is H, OH, or NH,;
E,is H, OH, or NH,;
Ais H, or NH,; and

ny one of claims 41-47, wherein

0
WOH
Dis © N .o

A and D form a 6 membered ring having the followi\g structure:

20 OH

49.  The pharmaceutical composition of any one of claims 41-48, wherein the ompound has

the structure of Formula II:
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L II1.

The pharmaceutical coxaposition of claim 50, wherein L, is OH.
The pharmaceutical compgsition of any one of claims 41-52, wherein
E,is H or OH;

E.is H, OH, or NH,;
E;is H, OH, or NH,; and
E,is H, OH, or NH..

The pharmaceutical composition of any ork of claims 41-52, wherein
E,is H, OH, or NH,;
E.is H or OH;

E;is H, OH, or NH,; and
E,is H, OH, or NH..

The pharmaceutical composition of any one of claims 41-5) wherein
E,is H, OH, or NH_;
E.is H, OH, or NH,;
E;is H or OH; and

E,is H, OH, or NH..

The pharmaceutical composition of any one of claims 41-52, wherein
E,is H, OH, or NH,;

E.is H, OH, or NH_;

E;is H or OH; and
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E,is H or NH..

The pharmaceutical composition of any one of claims 41-52, wherein
E,is Hor OH;

10

H
H N2 o o)
OH OH

NH, Nz O NHp
NH, 0
e OH
NH, O NH, O NH . and

NH, O NH,

15 59. The pharmaceutical composition of any one of c\ims 41-57, wherein the compound is

selected from one or more of the following:

(@) OH O
N
AN OH N\ OH NH, 0
~ ~
OH . OH . O ;

NH, O NH> - and

20 60. A commercial package comprising (a) a pharmaceutical composition of any one Xf claims

41-59; and (b) instructions for the wuse thereof for treating fibrotic disease.
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What is claimed is:

1. Use of a compound, the compound having the structure of Formula IT or III:
= E1 0]
E N
Ez A 0 2 N OH
=
E3 OH E3
Es O NH Jlor Es Ly III
wherein,

E.is H, OH, NH,, R, OR, NHR, NR», SH, SR, F, Cl, Br, or I;

E.is H, OH, NH,, R, O, NHR, NR,, SH, SR, F, Cl, Br, or I;

E;is H, OH, NH,, R, OR, NHR, NR,, SH, SR, F, Cl, Br, or I;

E,is H, OH, NH,, R, OR, NHR, NR., SH, SR, F, Cl, Br, or I;

R is a 1 to 20 carbon group that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic, where each carbon
may be optionally replaced by O, S, SO, SO,, NH, or NR’, and each carbon may be optionally
substituted with one or more of: OH, OR’, R’, F, Cl, Br, I, =0, SH, SR’, NH,, NHR’, N(R’).,
OSO;H, OPO3;H3, CO.H, CON(R’). and CO.R’; and

R’ is independently selected from the group consisting of: a one to ten carbon group that
is optionally saturated, unsaturated, linear, branched linear, cyclic, branched cyclic, aromatic,
partially aromatic or non aromatic;

Ais H, or NH;

L,is OH, OQ, NH,, NHQ, NQ., SH, or SQ;

Q is a 1 to 20 carbon group that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic, where each carbon
may be optionally replaced by O, S, SO, SO., NH, or NQ’, and each carbon may be optionally
substituted with one or more of: OH, OQ’, Q, F, Cl, Br, I, =0, SH, SQ’, NH,, NHQ’, N(Q").,
0SO,H, OPO,H,, CO.H, CON(Q"). and CO.Q’; and

Q’ is independently selected from the group consisting of: a one to ten carbon group that
is optionally saturated, unsaturated, linear, branched linear, cyclic, branched cyclic, aromatic,
partially aromatic or non aromatic; and

for the manufacture of a medicament to treat fibrotic disease, wherein the fibrotic
disease is selected from one or more of the following: keloid; hypertrophic scaring; pulmonary
fibrosis; kidney fibrosis; liver cirrhosis; endomyocardial fibrosis; mediastinal fibrosis;

myelofibrosis; retroperitoneal fibrosis; progressive massive fibrosis; nephrogenic systemic
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fibrosis; old myocardial infarction; scleroderma; systemic sclerosis; uterine fibroids; and

restenosis.

2, The use of claim 1, wherein the fibrotic disease is selected from one or more of the

following: keloid; and hypertrophic scaring.

3. The use of claim 1, or 2, wherein,

Q is a 1 to 6 carbon group that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic; and

R is a 1 to 6 carbon group that is optionally saturated, unsaturated, linear, branched

linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic.

4. The use of claim 1, 2, or 3, wherein,

Q’ is a 1 to 6 carbon group that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic; and

R’ is a 1 to 6 carbon group that is optionally saturated, unsaturated, linear, branched

linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic.

5. The use of any one of claims 1-4, wherein
E.is H, OH, NH,, OCH,, CH,, SH, F, Cl, Br, or I;
E.is H, OH, NH,, OCH;, CH,, SH, F, Cl, Br, or I;
E, is H, OH, NH., OCH,, CH,, SH, F, Cl, Br, or I;
E, is H, OH, NH., OCH,, CHs, SH, F, Cl, Br, or I;
Ais H or NH,; or7
L,is OH, NH., or SH.

6. The use of any one of claims 1-5, wherein
E.is H, OH, NH,, OCH,, or CH;
E.is H, OH, NH,, OCHj;, or CHj;
E;is H, OH, NH,, OCHj;, or CHg;
E,is H, OH, NH., OCHs, or CHg;
Ais H or NH,; and
L;is OH or NH..
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The use of any one of claims 1-6, wherein
E:is H, OH, NH., OCHs, or CHg;

E.is H, OH, NH,, OCH,, or CH,;

E;is H, OH, NH,, OCH,, or CHg;

E, is H, OH, NH,, OCHj;, or CHj; and
Ais H, or NH..

The use of any one of claims 1-7, wherein
E.is H, OH, or NH.;

E.is H, OH, or NH.;

E;is H, OH, or NH;

E, is H, OH, or NH,; and

Ais H, or NH..

The use of any one of claims 1-8, wherein L; is OH or NH..

The use of any one of claims 1-9, wherein L, is OH.

The use of any one of claims 1-8 and 9-10, wherein
E.is H or OH;

E.is H, OH, or NH;

E;is H, OH, or NH,; and

E,is H, OH, or NH..

The use of any one of claims 1-8 and 9-10, wherein
E,is H, OH, or NH;

E.is H or OH;

E;is H, OH, or NH,; and

E,is H, OH, or NH..

The use of any one of claims 1-8 and 9-10, wherein
E.is H, OH, or NH.;

E.is H, OH, or NH.;
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E;is H or OH; and
E,is H, OH, or NH..

14. The use of any one of claims 1-8 and 9-10, wherein
E,is H, OH, or NH.;
E.is H, OH, or NH.;
E;is H or OH; and
E, is H or NH..

15.  The use of any one of claims 1-8 and 9-10, wherein
E.is H or OH;
E.is H or OH;
E;is H or OH; and
E,is H or NH..

16.  The use of any one of claims 1-8 and 9-15, wherein the compound is selected from one or

more of the following;:

0 OH 0
N
Xy “OH Nor Son N g o
~
2 OH OH
OH : OH : O NH, . NH, O NH; .

NH2 O NHQ ; NH2 (@] NH2 : (@) NH, : and

0]

HO OH
NH, O NH;

17. The use of any one of claims 1-8 and 9-15, wherein the compound is selected from one or

more of the following;:
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) OH o)

OH ; OH ; 0] NH2 ; NH2 0 NHZ ;
¥ "OH OH OH
NH2 0] NH2 ; NH2 0] NH2 ;and 0] NH2
18. A pharmaceutical composition for use in treating fibrotic disease, the pharmaceutical

composition comprising a compound or pharmaceutically acceptable salt thereof and a
pharmaceutically acceptable excipient, wherein the compound has the structure of Formula II or
I1I:

E (= 0]
E N
E> A 0 2 N OH
s
E5 OH E3
Esz O NH, II or Es L4 111

wherein,

E,is H, OH, NH,, R, OR, NHR, NR,, SH, SR, F, Cl, Br, or I;

E.is H, OH, NH,, R, O, NHR, NR,, SH, SR, F, Cl, Br, or I;

E;is H, OH, NH,, R, OR, NHR, NR,, SH, SR, F, Cl, Br, or [;

E,is H, OH, NH,, R, OR, NHR, NR., SH, SR, F, Cl, Br, or I;

R is a 1 to 20 carbon group that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic, where each carbon
may be optionally replaced by O, S, SO, SO., NH, or NR’, and each carbon may be optionally
substituted with one or more of: OH, OR’, R’, F, Cl, Br, I, =0, SH, SR’, NH,, NHR’, N(R’).,
0OSO;H, OPO;H,, CO.H, CON(R’), and CO.R’; and

R’ is independently selected from the group consisting of: a one to ten carbon group that
is optionally saturated, unsaturated, linear, branched linear, cyclic, branched cyclic, aromatic,
partially aromatic or non aromatic;

Ais H, or NH,;

L, is OH, OQ, NH., NHQ, NQ., SH, or SQ;

Q is a 1 to 20 carbon group that is optionally saturated, unsaturated, linear, branched

linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic, where each carbon

36


yoke.yee
Line


may be optionally replaced by O, S, SO, SO., NH, or NQ’, and each carbon may be optionally
substituted with one or more of: OH, OQ’, Q, F, Cl, Br, I, =0, SH, SQ’, NH,, NHQ’, N(Q").,
OSO;H, OPO3;H,, CO.H, CON(Q")- and CO.Q’; and

Q’ is independently selected from the group consisting of: a one to ten carbon group that
is optionally saturated, unsaturated, linear, branched linear, cyclic, branched cyclic, aromatic,
partially aromatic or non aromatic; and

wherein the fibrotic disease is selected from one or more of the following: keloid;
hypertrophic scaring; pulmonary fibrosis; kidney fibrosis; liver cirrhosis; endomyocardial
fibrosis; mediastinal fibrosis; myelofibrosis; retroperitoneal fibrosis; progressive massive
fibrosis; nephrogenic systemic fibrosis; old myocardial infarction; scleroderma; systemic

sclerosis; uterine fibroids; and restenosis.

19. The pharmaceutical composition of claim 18, wherein the fibrotic disease is selected

from one or more of the following: keloid; and hypertrophic scaring.

20.  The pharmaceutical composition of claim 18 or 19, wherein,

Q is a 1 to 6 carbon group that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic; and

R is a 1 to 6 carbon group that is optionally saturated, unsaturated, linear, branched

linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic.

21. The pharmaceutical composition of any one of claims 18-20, wherein,

Q’ is a 1 to 6 carbon group that is optionally saturated, unsaturated, linear, branched
linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic; and

R’ is a 1 to 6 carbon group that is optionally saturated, unsaturated, linear, branched

linear, cyclic, branched cyclic, aromatic, partially aromatic or non aromatic.

22.  The pharmaceutical composition of any one of claims 18-21, wherein
E,is H, OH, NH.,, OCH;, CH,, SH, F, Cl, Br, or I;
E.is H, OH, NH,, OCH;, CH,, SH, F, Cl, Br, or I;
E;is H, OH, NH,, OCH;, CH,, SH, F, Cl, Br, or I;
E, is H, OH, NH.,, OCH;, CH,, SH, F, Cl, Br, or I;
Ais H or NH,; and
L,is OH, NH., or SH.
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23.

24.

25.

26.

27.

28.

29.

The pharmaceutical composition of any one of claims 18-22, wherein
E:is H, OH, NH., OCH,, or CHg;

E.is H, OH, NH,, OCH,, or CHg;

E;is H, OH, NH,, OCH,, or CHg;

E,is H, OH, NH,, OCH,, or CH,;

Ais H or NH,; and

L. is OH or NH..

The pharmaceutical composition of any one of claims 18-23, wherein
E:is H, OH, NH., OCH,, or CHg;

E. is H, OH, NH., OCH,, or CH.;

E;is H, OH, NH,, OCH,, or CHg;

E, is H, OH, NH,, OCHj,, or CHj; and

Ais H, or NH..

The pharmaceutical composition of any one of claims 18-24, wherein
E.is H, OH, or NH;

E.is H, OH, or NH.;

E;is H, OH, or NH;

E, is H, OH, or NH,; and

Ais H, or NH..

The pharmaceutical composition of any one of claims 18-25, wherein L, is OH or NH..
The pharmaceutical composition of any one of claims 18-25, wherein L, is OH.

The pharmaceutical composition of any one of claims 18-25 and 26-27, wherein

E.is H or OH;

E.is H, OH, or NH.;

E;is H, OH, or NH,; and

E,is H, OH, or NH..

The pharmaceutical composition of any one of claims 18-25 and 26-27, wherein
E.is H, OH, or NH.;
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E.is H or OH;
E;is H, OH, or NH,; and
E,is H, OH, or NH..

30. The pharmaceutical composition of any one of claims 18-25 and 26-27, wherein
E,is H, OH, or NH.;
E.is H, OH, or NH.;
E;is H or OH; and
E,is H, OH, or NH..

31. The pharmaceutical composition of any one of claims 18-25 and 26-27, wherein
E.is H, OH, or NH;
E.is H, OH, or NH;
E;is H or OH; and
E,is H or NH..

32. The pharmaceutical composition of any one of claims 18-25 and 26-27, wherein
E.is H or OH;
E.is H or OH;
E;is H or OH; and
E,is H or NH..

33. The pharmaceutical composition of any one of claims 18-25 and 26-32, wherein the

compound is selected from one or more of the following:
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NH, . NH, O  NH,

o)
N
s
OH OH
H ; ; ; ;
NH2
H, O

)
O NH2 0
OH OH
NH, O

O NH2 . and

NH, O

@m»

N

34. The pharmaceutical composition of any one of claims 18-25 and 26-32, wherein the

compound is selected from one or more of the following;:

O
OH
NH, O NHp
NH, O rfJH2 . NH, O GQNL
35. A commercial package comprising (a) a pharmaceutical composition of any one of claims

18-25 and 26-34; and (b) instructions for the use thereof for treating fibrotic disease, wherein
the fibrotic disease is selected from one or more of the following: keloid; hypertrophic scaring;
pulmonary fibrosis; kidney fibrosis; liver cirrhosis; endomyocardial fibrosis; mediastinal
fibrosis; myelofibrosis; retroperitoneal fibrosis; progressive massive fibrosis; nephrogenic
systemic fibrosis; old myocardial infarction; scleroderma; systemic sclerosis; uterine fibroids;

and restenosis.
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