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(57) ABSTRACT 

The use of compounds of the formula 

R x R3 
HO O-Y-Z 

and pharmaceutically acceptable salts thereof, alone or in 
combination for the treatment of transplant rejection, 
wherein the substituents are further defined in the applica 
tion. 
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COMPOUNDS AND METHODS FOR TREATING 
TRANSPLANT REUECTION 

0001. This application claims priority to U.S. patent 
application Ser. No. 09/370,046, filed Aug. 6, 1999, which 
is a continuation of U.S. patent application Ser. No. 09/079, 
213, now U.S. Pat. No. 6,147,250, which claims priority to 
U.S. Patent Application No. 60/047,020 filed May 14, 1997. 
This application also claims priority, as a continuation-in 
part, to U.S. patent application Ser. No. 09/815,262, filed 
Mar. 21, 2001, and to U.S. Patent Application No. 60/191, 
046, filed Mar. 21, 2000. 

BACKGROUND OF THE INVENTION 

0002) 1. Field of the Invention 
0003. The current invention provides compounds, com 
positions and methods to modulate organ and tissue trans 
plant rejection and prolong the Survival of transplanted 
organs and tissues. 
0004 2. Background Art 
0005 Organ and tissue transplantation has become a 
standard surgical procedure. In 1990, 15,000 organ trans 
plantations were performed, and by 1999, this number was 
up to 21,000. The success of surgical transplantation of 
organs and tissue is largely dependent on the ability of the 
clinician to modulate the immune response of the transplant 
recipient. Specifically the immunological response directed 
against the transplanted foreign tissue must be controlled if 
the tissue is to survive and function. Currently, skin, kidney, 
liver, pancreas, lung and heart are the major organs or tissues 
with which allogeneic transplantations are performed. It has 
long been known that the normally functioning immune 
system of the transplant recipient recognizes the trans 
planted organ as “non-self tissue and thereafter mounts an 
immune response to the presence of the transplanted organ. 
Left unchecked, the immune response will generate a plu 
rality of cells and proteins that will ultimately result in the 
loss of biological functioning or the death of the transplanted 
Organ. 

0006. This tissue/organ rejection can be categorized into 
three types: hyperacute, acute and chronic. Hyperacute 
rejection is essentially caused by circulating antibodies in 
the blood that are directed against the tissue of the trans 
planted organ (transplant). Hyperacute rejection can occur in 
a very short time—often in minutes—and leads to necrosis 
of the transplant. Acute graft rejection reaction is also 
immunologically mediated and somewhat delayed com 
pared to hyperacute rejection. The chronic form of graft 
rejection that can occur years after the transplant is the result 
of a disease state commonly referred to as Graft Arterial 
Disease (GAD). GAD is largely a vascular disease charac 
terized by neointimal proliferation of smooth muscle cells 
and mononuclear infiltrates in large and Small vessels. This 
neointimal growth can lead to vessel fibrosis and occlusion, 
lessening blood flow to the graft tissue and resulting in organ 
failure. Current immunosuppressant therapies do not 
adequately prevent chronic rejection. Most of the gains in 
Survival in the last decade are due to improvements in 
immunosuppressive drugs that prevent acute rejection. 
However, chronic rejection losses remain the same and 
drugs that can prevent it are a critical unmet medical need. 
0007. It is additionally known that the transplant-host 
relationship is not restricted to rejection by the host organ 
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ism alone; in certain cases an immune reaction originating 
from the transplant and directed against the host tissue 
(Graft versus Host Disease (GVHD)) can occur (EP-A-217, 
206). A differentiation is therefore made between a rejection 
between transplant and host and between host and trans 
plant. 
0008 Tissue and organ transplant recipients are custom 
arily treated with one or more cytotoxic agents in an effort 
to Suppress the transplant recipient’s immune response 
against the transplanted organ or tissue. Current immuno 
Suppressant drugs include: cyclosporin, tacrolimus (FK506), 
Sirolimus (rapamycin), methotrexate, mycophenolic acid 
(mycophenolate mofetil), everolimus, azathiprine, steroids 
and NOX-100. All of these drugs have side effects (detailed 
below) that complicate their long-term use. For example, 
cyclosporin (cyclosporin A), a cyclic polypeptide consisting 
of 11 amino acid residues and produced by the fungus 
species Tolypocladium inflatum Gams, is currently the drug 
of choice for administration to the recipients of allogeneic 
kidney, liver, pancreas and heart (i.e., wherein donor and 
recipient are of the same species of mammals) transplants. 
However, administration of cyclosporin is not without draw 
backs as the drug can cause kidney and liver toxicity as well 
as hypertension. Moreover, use of cyclosporin can lead to 
malignancies (such as lymphoma) as well as opportunistic 
infection due to the “global nature of the immunosuppres 
sion it induces in patients receiving long term treatment with 
the drug, i.e., the hosts normal protective immune response 
to pathogenic microorganisms is down-regulated thereby 
increasing the risk of infections caused by these agents. 
0009 FK506 (tacrolimus) has also been employed as an 
immunosuppressive agent as a stand-alone treatment or in 
combination. Although its immunosuppressive activity is 
10-100 times greater than cyclosporin, it still has toxicity 
issues. Known side effects include kidney damage, seizures, 
tremors, high blood pressure, diabetes, high blood potas 
sium, headache, insomnia, confusion, seizures, neuropathy, 
and gout. It has also been associated with miscarriages. 
0010 Methotrexate is commonly added to the treatment 
of the cytotoxic agent. Methotrexate is given in Small doses 
several times after the transplant. Although the combination 
of cyclosporin and methotrexate has been found to be 
effective in decreasing the severity of transplant rejection, 
there are side effects, such as mouth Sores and liver damage. 
0011. Severe transplant rejection can be treated with 
steroids. However, the side effects of steroids can be 
extreme. Such as weight gain, fluid retention, elevated blood 
Sugar, mood Swings, and/or confused thinking. 
0012 Rapamycin, a lipophilic macrollide used as an and 
rejection medication can be taken in conjunction with other 
anti-rejection medicines (i.e., cyclosporin) to reduce the 
amount of toxicity of the primary cytotoxic agent, but it too 
has specific side effects, such as causing high cholesterol, 
high triglycerides, high blood pressure, rash and acne. 
Moreover, it has been associated with anemia, joint pain, 
diarrhea, low potassium and a decrease in blood platelets. 
0013 Vitamin D has been employed to decrease bone 
loss caused by cyclosporin (U.S. Pat. No. 6,071,897) and 
was shown to decrease the possibility of infection noted by 
the use of cyclosporin. 
0014) Although many approaches have been conceived to 
treat transplant rejection, there is still room for improve 
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ment. (See U.S. Pat. Nos. 6,239,124, 6,071,897, 5,788,968, 
5,728,721, 5,308,847, 5,298,523, 5,212,155, 5,100,899 all 
herein incorporated by reference in their entirety.) 

0015 U.S. Pat. No. 5,262.439 to Parthasarathy, which is 
assigned to AtheroGenics, Inc. discloses analogs of probucol 
with increased water solubility in which one or both of the 
hydroxyl groups are replaced with ester groups that increase 
the water solubility of the compound. In one embodiment, 
the derivative is selected from the group consisting of a 
mono- or di-probucol ester of Succinic acid, glutaric acid, 
adipic acid, Seberic acid, Sebacic acid, azelaic acid, or maleic 
acid. In another embodiment, the probucol derivative is a 
mono- or di-ester in which the ester contains an alkyl or 
alkenyl group that contains a functionality selected from the 
group consisting of a carboxylic acid group, amine group. 
salt of an amine group, amide groups, amide groups, and 
aldehyde groups. 

0016 U.S. Pat. No. 6,121,319, which issued on Sep. 19, 
2000, and corresponding WO 98/51662 filed by AtheroGen 
ics, Inc. and published on Nov. 18, 1998, describes certain 
compounds of formula having the structure 

X 
Me Me 

OH O-Z 

Ra S S R 

wherein: 

0017 R. R. R. and Rare independently any group that 
does not otherwise adversely affect the desired properties of 
the molecule, including hydrogen, straight chained, 
branched, or cyclic alkyl which may be substituted, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, alkaryl, 
substituted alkaryl, aralkyl or substituted aralkyl; substitu 
ents on the Rs, R. R. and R groups are selected from the 
group consisting of hydrogen, halogen, alkyl, nitro, amino, 
haloalkyl, alkylamino, dialkylamino, acyl, and acyloxy; 

0018 Z is selected from the group consisting of hydro 
gen, alkyl, Substituted alkyl, alkenyl, Substituted alkenyl, 
alkynyl, Substituted alkynyl, aryl, aralkyl, alkaryl, het 
eroaryl, heteroaralkyl, a carbohydrate group, —(CH2)—R. 
C(O)—R and —C(O)-(CH2), R, wherein (a) when 

each of R. R. R., and Rd are t-butyl, Z cannot be hydrogen; 
and 

the other variables are as defined in those specifications, for 
the treatment of disorders mediated by VCAM-1, and 
inflammatory and cardiovascular disorders. 

0019 WO 01/7757 filed by AtheroGenics, Inc. and pub 
lished on Sep. 27, 2001, describes the use of certain thio 
ethers of the following formula, and pharmaceutically 
acceptable salts thereof: 
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(I) 

0020 wherein 
0021 a) R. R. R., and Rd are independently any 
group that does not adversely affect the desired prop 
erties of the molecule, including hydrogen, alkyl, Sub 
stituted alkyl, aryl, substituted aryl, heteroaryl, substi 
tuted heteroaryl, alkaryl, substituted alkaryl, aralkyl, or 
substituted aralkyl; and 

0022 b) Z is (i) a substituted or unsubstituted carbo 
hydrate, (ii) a substituted or unsubstituted alditol, (iii) 
Coalkyl or substituted Coalkyl, terminated by Sul 
fonic acid, (iv) Coalkyl or Substituted Coalkyl, 
terminated by phosphonic acid, (v) Substituted or 
unsubstituted Coalkyl-O C(O)—C Coalkyl, (vi) 
straight chained polyhydroxylated Coalkyl (vii) 
—(CR). COOH, wherein R is independently 
hydrogen, halo, amino, or hydroxy, and wherein at least 
one of the R substituents is not hydrogen; or (viii)- 
(CR) X, wherein X is aryl, heteroaryl, or hetero 
cycle, and R is independently hydrogen, halo, amino, or 
hydroxy. 

for use in treating organ transplant rejection. 
0023 Given the strong side effects of the current drugs, 
typically immunosuppressant drugs, that are now commonly 
used in treating Solid organ transplant rejection, there is a 
strong need to provide new methods in the tissue and 
transplant field that have low toxicity and are effective in 
transplant rejection either alone or in combination with 
known treatment regimens. 

BRIEF SUMMARY OF THE INVENTION 

0024. The present invention provides a method of inhib 
iting organ or tissue transplant rejection in a mammal, either 
alone or in combination with other medications, wherein the 
method comprises administering a compound of the formula 

HO O-Y-Z 

R S S R3 

R2 R4 

or a pharmaceutically acceptable salt thereof wherein: 
Y is a bond or 
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R. R. R. and Ra are independently selected from the group 
consisting of hydrogen, hydroxy, Coalkyl, aryl, het 
eroaryl, Coalkaryl, and aryl Coalkyl, wherein all non 
hydrogen and hydroxy Substituents may optionally be Sub 
stituted from one or more of the group selected from 
Coalkyl, halogen, nitro, amino, halo Coalkyl, 
Coalkylamino, diCoalkylamino, acyl, and acyloxy, 
Z is selected from the group consisting of Coalkyl, 
Coalkenyl, Coalkynyl, hydroxyCoalkyl, aryl, het 
eroaryl, Coalkaryl, arylCoalkyl, heteroarylCoalkyl, 
CoalkoxyCoalkyl, Coalkylamino Coalkyl, car 
boxyCoalkyl, Codialkylamino Coalkyl, aminoC 
loalkyl, heterocycle, heterocyclCoalkyl, RNH. R.R.N. 
carboxy, carbohydrate group, carbohydrate lactone group, 
and an alditol group wherein all may optionally be substi 
tuted by one or more Rs: 
Rs is independently selected from the group selected from 
hydroxy, Coalkyl, Coalkoxy, halo, nitro, amino, cyano, 
Coalkylamino, di Coalkylamino, acyl, acyloxy, COOH, 
COOR, OC(O)R CH(OH)R, NHR, NRR, C(O)NH, 
C(O)NHR, CONRR, NHC(O)C R, OSOH, SOH, 
SONHR, SONR,R, P(O)(OH)OR POHP(O)(OH)R, 
P(O)(OR7), P(O)R(OR7), OPOH, POH, hydroxym 
ethyl, and cyclic phosphate, wherein when possible, all may 
be optionally substituted by one or more R: 
R is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, halo Coalkyl Coalkylamino, di 
Coalkylamino, acyl, and acyloxy. 
R, is independently selected from the group consisting of 
Coalkyl, C2-loalkenyl, C2-loalkynyl, Coalkoxy, 
CoalkoxycarbonylCoalkyl, aryl, carboxyCoalkyl, 
CoalkylcarboxyCoalkyl, Coalkylcarboxy Coaryl, 
heterocycle, heterocyclCoalkyl, and heteroaryl, wherein 
all may be optionally substituted by one or more Rs, and 
Rs is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, and carboxy; 
wherein two R, groups may come together to form a 4 to 7 
membered ring. 
0.025 The present invention also provides a method of 
moderating transplant rejection and a method to increase 
transplant survival. Other advantages of the invention will 
become clearer in light of the detailed description, drawings 
and claims. 

0026. This method can be used to treat tissue/organ 
rejection categorized as either or a combination of hyper 
acute, acute and chronic. The invention is particularly useful 
in treating the chronic form of organ rejection, and in 
particular Graft Arterial Disease. The method can be used to 
treat rejection of any organ, and in particular, skin, kidney, 
liver, pancreas, lung and heart. 
0027. The invention also includes pharmaceutical com 
positions Suitable for the treatment of transplant rejection. 

BRIEF DESCRIPTION OF THE DRAWINGS 

0028 FIG. 1 is a bar chart graph showing the mean 
intima-to-media ratio measured 90 days post operation ver 
SuS dosage. 
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0029 FIG. 2 shows the percent luminal narrowing of the 
graft section 90 days post operation. 

0030 FIG. 3 is a graph of the relative plasma levels of 
Compound A found in the groups of animals 7, 14, 30, 60. 
and 90 days after subcutaneous administration in PTC/saline 
1:5 vehicle. 

DETAILED DESCRIPTION OF THE 
INVENTION 

0031. The present invention addresses the need for an 
alternate method of treating organ and tissue transplant 
rejection. The method provides means whereby the rejection 
of tissue or organs after transplantation can be prevented or 
controlled, thus prolonging the Survival of the tissue or 
organ. The present invention can be used in hyperacute, 
acute and chronic rejection of tissue or organs. Combina 
tions of drugs and treatment regimens are also contemplated 
by the invention. 
0032. Many of the compounds used in the invention are 
described in detail in U.S. Pat. No. 6,147,250, herein incor 
porated by reference in its entirety. 

0033 Suitable compounds of the invention are described 
by the following formula 

R S 

HO O-Y-Z 

or a pharmaceutically acceptable salt thereof wherein: 
Y is a bond or 

R. R. R. and Ra are independently selected from the group 
consisting of hydrogen, hydroxy, Coalkyl, aryl, het 
eroaryl, Coalkaryl, and aryl Coalkyl, wherein all non 
hydrogen and hydroxy Substituents may optionally be Sub 
stituted from one or more of the group selected from 
Coalkyl, halogen, nitro, amino, halo Coallyl, Coalky 
lamino, diCoalkylamino, acyl, and acyloxy; 
Z is selected from the group consisting of Coalkyl, 
Coalkenyl, Coalkynyl, hydroxylCoalkyl, aryl, het 
eroaryl, Coalkaryl, arylCoalkyl, heteroarylCoalkyl, 
CoalkoxyCoalkyl, CoalkylaminoCoalkyl, car 
boxyCoalkyl, CodialkylaminoCoalkyl, aminoC 
loalkyl, heterocycle, heterocyclCoalkyl, RNH. R.R.N. 
carboxy, carbohydrate group, carbohydrate lactone group, 
and an alditol group wherein all may optionally be substi 
tuted by one or more Rs: 
Rs is independently selected from the group selected from 
hydroxy, Coalkyl, Coalkoxy, halo, nitro, amino, cyano, 
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Coalkylamino, di Coakylamino, acyl, acyloxy, COOH, 
COOR, OC(O)R CH(OH)R, NHR, NRR, C(O)NH, 
C(O)NHR, CONRR, NHC(O)O R, OSOH, SO, 
SONHR, SONR,R, P(O)(OH)OR POH-P(O)(OH)R, 
P(O)(OR7), P(O)R(OR7), OPOH, POH, hydroxymethyl, 
and cyclic phosphate, wherein when possible, all may be 
optionally Substituted by one or more Re; 

R is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, halo Coalkyl, Coalkylamino, di 
Coalkylamino, acyl, and acyloxy. 

R, is independently selected from the group consisting of 
Coalkyl, C2-loalkenyl, C2-loalkynyl, Coalkoxy, Co 
alkoxycarbonyl Coalkyl, aryl, carboxyCoalkyl, 
Coalkylcarboxy Coalkyl, Coalkylcarboxy Coaryl, 
heterocycle, heterocyclCoalkyl, and heteroaryl, wherein 
all may be optionally Substituted by one or more Rs, and 

Rs is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, and carboxy; 

wherein two R, groups may come together to form a 4 to 7 
membered ring. 

0034. In a narrower embodiment, the compound may be 
chosen from the formula 

S S 

X 
HO O-Y-Z 

or a pharmaceutically acceptable salt wherein: 

Y is a bond; 

Z is selected from the group consisting of Coalkyl, 
Coalkenyl, Coalkynyl, hydroxyCoalkyl, aryl, het 
eroaryl, Coalkaryl, arylCoalkyl, heteroaryl Coalkyl, 
CoalkoxyCoalkyl, Coalkylamino Coalkyl, carboxy 
Coalkyl, Codialkylamino Coalkyl, aminoCoalkyl, 
heterocycle, heterocyclCoalkyl, R.NH. R.R.N., carbohy 
drate group, carbohydrate lactone group, and an alditol 
group wherein all may optionally be substituted by one or 
more Rs: 

Rs is independently selected from the group selected from 
hydroxy, Coalkyl, Coalkoxy, halo, nitro, amino, cyano, 
Coalkylamino, di Coalkylamino, acyl, acylpxy, COOH, 
COOR, OC(O)R CH(OH)R, NHR, NRR, C(O)NH, 
C(O)NHR, CONRR, NHC(O)C R, OSOH, SOH, 
SONHR, SONRR, P(O)(OH)OR, POH, 
P(O)(OH)R, P(O)(OR), P(O)R(OR), OPOH, POH, 
hydroxymethyl, and cyclic phosphate, wherein when pos 
sible, all may be optionally substituted by one or more R: 
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R is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, halo Coalkyl, Coalkylamino, diC 
loalkylamino, acyl, and acyloxy; 

R, is independently selected from the group consisting of 
Coalkyl, C2-loalkenyl, C2-oalkynyl, Coalkoxy, 
CoalkoxycarbonylCoalkyl, aryl, carboxy Coalkyl, 
Coalkylcarboxy Coalkyl, Coalkylcarboxy Coaryl, 
heterocycle, heterocyclCoalkyl, and heteroaryl, wherein 
all may be optionally substituted by one or more Rs, and 

Rs is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, and carboxy; 

wherein two R, groups may come together to form a 4 to 7 
membered ring. 

0035) In another embodiment of the above formula, Z is 
selected from the group consisting of Calkyl, hydroxyC. 
6alkylCalkoxy Calkyl, and carboxy Calkyl, wherein 
all may optionally be substituted by one or more Rs: 

0036 Rs is independently selected from the group 
selected from hydroxy, amino, halo, COOH, COOR7. 
CH(OH)R NHR, NR,R, C(O)NH, C(O)NHR, 
CONR,R, OSOH, SOH, SONHR, SONR,R, P(O)(O- 
H)OR, P(O)(OH)R, P(O)HR, P(OR), P(O)R(OR), 
OPOH, POH, and hydroxymethyl, wherein when pos 
sible, all may be optionally substituted by one or more R: 

R is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, halo Coalkyl, Coalkylamino, di 
Coalkylamino, acyl, and acyloxy. 

0037 R is independently selected from the group con 
sisting of Coalkyl, Coalkenyl, C2-galkynyl, C-calkoxy, 
CalkoxycarbonylCalkyl, carboxy Calkyl, and 
CalkylcarboxyCalkyl, wherein all may be optionally 
Substituted by one or more Rs, and 

Rs is independently selected from the group consisting of 
hydroxy, Cigalkyl, C-calkoxy, acyloxy, halo, amino, cyano, 
and carboxy. 

0038. In another embodiment of the above formula, Z is 
Calkyl, optionally Substituted by one or more Rs. 

Rs is independently selected from the group consisting of 
halo, COOH, COOR, CONH CONHR, CONR,R, and 
amino; 

R, is independently selected from the group consisting of 
Calkyl, carboxyCoalkyl, CalkoxycarbonylCalkyl, 
and CalkylcarboxyC-alkyl, wherein all may be option 
ally substituted by one or more Rs; and 

Rs is independently selected from the group consisting of 
hydroxy, halo, amino, and carboxy. 

0039. In another embodiment of the above formula, Z is 
Calkyl, optionally Substituted by one or more Rs, and 
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R is COOH. 

0040 Specific compounds of the above formula are 

Compound A 

S X S 
HO o1N1 NcooH, and 

Compound B 

S X S 
HO o1N1 Ncool. 

0041. In another embodiment of the above formula, Z is 
an alditol, optionally substituted with one or more Rs, and 

Rs is independently selected from the group consisting of 
halo, amino, carboxy, diCalkylamino, and Calky 
lamino. 

0.042 Specific compounds of the above formula are 

S S 

X OH 
OH, 

HO O 

OH 

S. S 
X OH OH 

OH, and 
HO O 

OH OH 

Compound C 

S S 

X OH OH 
OH. 

HO O 

6H H 

0043. In another embodiment of the above formula, Z is 
a carbohydrate or a carbohydrate lactone, optionally Substi 
tuted by one or more Rs, and 
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Rs is independently selected from the group consisting of 
halo, amino, carboxy, diCalkylamino, acyloxy, and 
Coalkylamino. 

0044 Specific compounds of the above formula are 

Compound D 

S S 

X O 
OH. 

HO O OH 

HO HO 

0045 
is selected from the group consisting of Calkyl, 
C-galkoxyCoalkyl, Coalkylamino Coalkyl, C-dialky 
laminoCalkyl, and amino Calkyl, wherein all may 

In yet another embodiment of the above formula, Z 

optionally be substituted by one or more Rs: 

0046 Rs is independently selected from the group 
selected from hydroxy, Calkyl, Calkoxy, acyloxy, halo, 
nitro, amino, cyano, Calkylamino, di C-alkylamino, 
acyl, acyloxy, COOH, COOR, OC(O)R, CH(OH)R, 
NHR, NRR, C(O)NH, C(O)NHR, CONRR, 
NHC(O)O R, OSOH, SOH, SONHR SONRR, 
P(O)(OH)OR, P(O)HR, P(O)(OH)R, P(OR), 
P(O)R,(OR7), OPOH, POH, hydroxymethyl, and cyclic 
phosphate, wherein when possible, all may be optionally 
substituted by one or more R: 

R is independently selected from the group consisting of 
hydroxy, Calkyl, Calkoxy, acyloxy, halo, amino, cyano, 
haloCalkyl, Calkylamino, di C-alkylamino, acyl, and 
acyloxy; 

0047 R is independently selected from the group con 
sisting of C1-alkyl, Coalkenyl, Coalkynyl, 
Coalkoxy, CoalkoxycarbonylCoalkyl, carboxy 
Calkyl, CalkylcarboxyCoalkyl, and heteroaryl, 
wherein all may be optionally substituted by one or more Rs: 
and 

Rs is independently selected from the group consisting of 
hydroxy, halo, amino, and carboxy 
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0.048 Specifically, the compound may be chosen from 

S 

X 
HO r 

OH 

S 1n 
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Compound E 

ne' 

~~~~ and 
O 

Compound F 

S S 

HO 1--1a- "3 

0049) 
selected from the group consisting of Calkyl, aryl, het 

In another embodiment of the above formula, Z is 

eroaryl, Calkaryl, aryl Calkyl, heteroaryl C-alkyl, 
heterocycle, and heterocyclCalkyl, wherein all may 
optionally be substituted by one or more Rs: 

0050 Rs is independently selected from the group 
selected from hydroxy, Calkyl, Calkoxy, acyloxy, halo, 
nitro, amino, cyano, Calkylamino, di C-alkylamino, 
acyl, acyloxy, COOH, COOR, OC(O)R, CH(OH)R, 
NHR, NRR, C(O)NH, C(O)NHR, CONRR, 
NHC(O)O R, OSOH, SOH, SONHR SONRR, 
P(O)(OH)OR, P(O)HR, P(O)(OH)R, P(OR), 
P(O)R,(OR7), OPOH, POH, hydroxymethyl, and cyclic 
phosphate, wherein when possible, all may be optionally 
substituted by one or more R: 

R is independently selected from the group consisting of 
hydroxy, Calkyl, Calkoxy, acyloxy, halo, amino, cyano, 
halo Calkyl, C-alkylamino, di Calkylamino, acyl, and 
acyloxy; 

0051 R, is independently selected from the group con 
sisting of Cigalkyl, Coalkenyl, Coalkynyl, 
Coalkoxy, Coalkoxycarbonyl Coalkyl, aryl, carboxy 
Calkyl, Calkylcarboxy Calkyl, Calkylcarboxy 
Caryl, heterocycle, heterocyclCalkyl, and heteroaryl, 
wherein all may be optionally substituted by one or more Rs: 
and 

Rs is independently selected from the group consisting of 
hydroxy, halo, amino, and carboxy; 

wherein two R, groups may come together to form a 4 to 7 
membered ring. 

0052) 
pound may be chosen from the following formula 

In another embodiment of the invention, the com 

or a pharmaceutically acceptable salt wherein: 
Y is 

Z is selected from the group consisting of Coalkyl, 
Coalkenyl, Coalkynyl, hydroxyCoalkyl, aryl, het 
eroaryl, Coalkaryl, arylCoalkyl, heteroaryl Coalkyl, 
CoalkoxyCoalkyl, Coalkylamino Coalkyl, car 
boxyCoalkyl, Codialkylamino Coalkyl, aminoC 
loalkyl, heterocycle, heterocyclCoalkyl, RNH. R.R.N. 
carboxy, carbohydrate group, carbohydrate lactone group, 
and an alditol group wherein all may optionally be substi 
tuted by one or more Rs: 
Rs is independently selected from the group selected from 
hydroxy, Coalkyl, Coalkoxy, halo, nitro, amino, cyano, 
Coalkylamino, diCoakylamino, acyl, acyloxy, COOH, 
COOR, OC(O)R CH(OH)R, NHR, NR.R., C(O)NH, 
C(O)NHR, CONRR, NHC(O)C R, OSOH, SOH, 
SONHR, SONR,R, P(O)(OH)OR POH-P(O)(OH)R, 
P(O)(OR7), P(O)R(OR7), OPOH, POH, hydroxym 
ethyl, and cyclic phosphate, wherein when possible, all may 
be optionally substituted by one or more R: 
R is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, halo Coalkyl, Coalkylamino, di 
Coalkylamino, acyl, and acyloxy. 



US 2006/0189581 A1 

R, is independently selected from the group consisting of 
Coalkyl, C2-loalkenyl, C2-loalkynyl, Coalkoxy, 
Coalkoxycarbonyl Coalkyl, aryl, carboxyCoalkyl, 
CoalkylcarboxyCoalkyl, Coalkylcarboxy Coaryl, 
heterocycle, heterocyclCoalkyl, and heteroaryl, wherein 
all may be optionally substituted by one or more Rs, and 
Rs is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, and carboxy; 

wherein two R, groups may come together to form a 4 to 7 
membered ring. 

0053. In another embodiment of the above formula, Z is 
selected from the group consisting of Calkyl, hydroxyC. 
6alkyl, Calkoxy Calkyl, and carboxyCoalkyl, wherein 
all may optionally be substituted by one or more Rs: 

0054 Rs is independently selected from the group 
selected from hydroxy, amino, halo, COOH, COOR7. 
CH(OH)R, NHR, NRR, C(O)NH, C(O)NHR, 
CONR,R, OSOH, SOH, SONH, SONR,R, P(O)(O- 
H)OR, P(O)(OH)R, P(O)HR, P(OR), P(O)R. (OR), 
OPOH, POH, and hydroxymethyl, wherein when pos 
sible, all may be optionally substituted by one or more R: 

0055 R, is independently selected from the group con 
sisting of Coalkyl, Coalkenyl, C2-galkynyl, C-calkoxy, 
Calkoxycarbonyl Calkyl, carboxyCoalkyl, and 
Calkylcarboxy Calkyl, wherein all may be optionally 
Substituted by one or more Rs, and 
Rs is independently selected from the group consisting of 
hydroxy, Cigalkyl, Cigalkoxy, acyloxy, halo, amino, cyano, 
and carboxy. 

0056. In another embodiment of the above formula c, Z 
is Calkyl, optionally Substituted by one or more Rs. 
Rs is independently selected from the group consisting of 
halo, COOH, COOR, CONH CONHR, CONR,R, and 
amino; 

R, is independently selected from the group consisting of 
Calkyl, carboxyC-alkyl, and CalkylcarboxyC. 
6alkyl, wherein all may be optionally substituted by one or 
more Rs, and 
Rs is independently selected from the group consisting of 
hydroxy, halo, amino, and carboxy. 

0057. In another embodiment of the above formula, Z is 
Calkyl, optionally Substituted by one or more Rs, and 

R is COOH. 
0.058 Specifically, the compound may be chosen from 

Compound G 

S S 

X O 
HO o1N1-coon, and 
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-continued 
Compound H 

S S 

X O 
-N-N-COOH. HO O 

0059. In another embodiment of the above formula, Z is 
selected from the group consisting of Calkyl, Calkoxy 
Calkyl, Calkylamino Calkyl, and amino Calkyl, 
wherein all may optionally be substituted by one or more Rs: 
0060 Rs is independently selected from the group 
selected from hydroxy, Calkyl, Calkoxy, acyloxy, halo, 
nitro, amino, cyano, Calkylamino, di C-alkylamino, 
acyl, acyloxy, COOH, COOR, OC(O)R, CH(OH)R. 
NHR, NRR, C(O)NH, C(O)NHR, CONRR, 
NHC(O)O-R, OSOH, SOH, SONR, SONRR, 
P(O)(OH)OR, P(O)HR, P(O)(OH)R, P(OR), 
P(O)R(OR), OPOH, POH, hydroxymethyl, and cyclic 
phosphate, wherein when possible, all may be optionally 
substituted by one or more R: 
R is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, amino, cyano, 
halo Calkyl, Calkylamino, diCalkylamino, acyl, and 
acyloxy; 

0061 R, is independently selected from the group con 
sisting of C1-alkyl, Coalkenyl, Coalkynyl, 
Coalkoxy, CoalkoxycarbonylCoalkyl, carboxyC. 
6alkyl, CoalkylcarboxyCoalkyl, and heteroaryl, wherein 
all may be optionally Substituted by one or more Rs, and 
Rs is independently selected from the group consisting of 
hydroxy, halo, amino, and carboxy 

0062. In another embodiment of the above formula, the 
compound may be 

Compound I 

X O 
-N- NH2 HO O 

0063. In another embodiment of the above formula, Z is 
selected from the group consisting of Calkyl, aryl, het 
eroaryl, Calkaryl, arylCalkyl, heteroarylCalkyl, het 
erocycle, and heterocyclic-alkyl, wherein all may option 
ally be substituted by one or more Rs: 
0064 Rs is independently selected from the group 
selected from hydroxy, Calkyl, Calkoxy, acyloxy, halo, 
nitro, amino, cyano, Calkylamino, di C-alkylamino, 
acyl, acyloxy, COOH, COOR, OC(O)R, CH(OH)R. 
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NHR, NRR, C(O)NH, C(O)NHR, CONRR, 
NHC(O)O R, OSOH, SOH, SONHR SONRR, 
P(O)(OH)OR, P(O)HR, P(O)(OH)R, P(OR), 
P(O)R(OR), OPOH, POH, hydroxymethyl, and cyclic 
phosphate, wherein when possible, all may be optionally 
substituted by one or more R: 
R is independently selected from the group consisting of 
hydroxy, Calkyl, Calkoxy, acyloxy, halo, amino, cyano, 
halo Calkyl, Calkylamino, diCalkylamino, acyl, and 
acyloxy; 
0065 R, is independently selected from the group con 
sisting of Calkyl, Coalkenyl, Coalkynyl, 
Coalkoxy, CoalkoxycarbonylCoalkyl, aryl, carboxy 
Coalkyl, CalkylcarboxyCoalkyl, Calkylcar 
boxylCaryl, heterocycle, heterocyclCalkyl, and het 
eroaryl, wherein all may be optionally substituted by one or 
more Rs, and 
Rs is independently selected from the group consisting of 
hydroxy, halo, amino, and carboxy; 
wherein two R, groups may come together to form a 4 to 7 
membered ring. 
0.066 The term “alkyl, alone or in combination, means 
an acyclic, saturated Straight, branched, or cyclic, primary, 
secondary, or tertiary hydrocarbon, including those contain 
ing from 1 to 10 carbon atoms or from 1 to 6 carbon atoms. 
Said alkyl radicals may be optionally substituted with 
groups as defined below. Examples of such radicals include 
methyl, ethyl, chloroethyl, hydroxyethyl, n-propyl, oxopro 
pyl, isopropyl. n-butyl, cyanobutyl, isobutyl, sec-butyl, tert 
butyl, pentyl, aminopentyl, iso-amyl, hexyl, octyl and the 
like. 

0067. The term “alkylene' radical denotes linear or 
branched radicals including having from 2 to 10 carbon 
atoms or 2 to 6 carbon atoms and having attachment points 
for two or more covalent bonds. Examples of such radicals 
are methylene, ethylene, methylethylene, and isopropy 
lidene. 

0068 The term “alkynyl refers to an unsaturated, acy 
clic hydrocarbon radical, linear or branched, in so much as 
it contains one or more triple bonds, including Such radicals 
containing about 2 to 10 carbon atoms or having from 2 to 
6 carbon atoms. Said alkynyl radicals may be optionally 
substituted with groups as defined below. Examples of 
Suitable alkynyl radicals include ethynyl, propynyl, hydrox 
ypropynyl, butyn-1-yl, butyn-2-yl, pentyn-1-yl, pentyn-2-yl, 
4-methoxypentyn-2-yl, 3-methylbutyn-1-yl, hexyn-1-yl, 
hexyn-2-yl, hexyn-3-yl, 3.3-dimethylbutyn-1-yl radicals and 
the like. 

0069. The term “acyl, alone or in combination, means a 
carbonyl or thionocarbonyl group bonded to a radical 
selected from, for example, hydrido, alkyl, alkenyl, alkynyl, 
haloalkyl, alkoxy, alkoxyalkyl, haloalkoxy, aryl, heterocy 
clyl, heteroaryl, alkylsulfinylalkyl, alkylsulfonylalkyl, 
aralkyl, cycloalkyl, cycloalkylalkyl, cycloalkenyl, alkylthio. 
arylthio, amino, alkylamino, dialkylamino, aralkoxy, 
arylthio, and alkylthioalkyl. Examples of “acyl are formyl, 
acetyl, benzoyl, trifluoroacetyl, phthaloyl, malonyl, nicoti 
nyl, and the like. 
0070 The terms “alkoxy” and “alkoxyalkyl embrace 
linear or branched oxy-containing radicals each having alkyl 
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portions of one to about ten carbon atoms, such as methoxy 
radical. The term “alkoxyalkyl also embraces alkyl radicals 
having one or more alkoxy radicals attached to the alkyl 
radical, that is, to form monoalkoxyalkyl and dialkoxyalkyl 
radicals. Other alkoxy radicals are “lower alkoxy' radicals 
having one to six carbon atoms. Examples of Such radicals 
include methoxy, ethoxy, propoxy, butoxy, and tert-butoxy 
alkyls. The “alkoxy' radicals may be further substituted with 
one or more halo atoms, such as fluoro, chloro or bromo, to 
provide “haloalkoxy' radicals. Examples of such radicals 
include fluoromethoxy, chloromethoxy, trifluoromethoxy, 
difluoromethoxy, trifluoroethoxy, fluoroethoxy, tetrafluoro 
ethoxy, pentafluoroethoxy, and fluoropropoxy. 
0071. The term “alkylamino” denotes “monoalkylamino” 
and “dialkylamino” containing one or two alkyl radicals, 
respectively, attached to an amino radical. The terms ary 
lamino denotes "monoarylamino” and "diarylamino” con 
taining one or two aryl radicals, respectively, attached to an 
amino radical. The term “Aralkylamino', embraces aralkyl 
radicals attached to an amino radical. The termaralkylamino 
denotes “monoaralkylamino” and “diaralkylamino” contain 
ing one or two aralkyl radicals, respectively, attached to an 
amino radical. The term aralkylamino further denotes 
"monoaralkyl monoalkylamino” containing one aralkyl 
radical and one alkyl radical attached to an amino radical. 
0072 The term “aryl', alone or in combination, means a 
carbocyclic aromatic system containing one, two or three 
rings wherein such rings may be attached together in a 
pendent manner or may be fused. The term “aryl embraces 
aromatic radicals such as phenyl, naphthyl, tetrahydronaph 
thyl, indane and biphenyl. Said “aryl group may have 1 to 
3 substituents termed "heteroaryl such as heteroarylamino, 
N-aryl-N-alkylamino, N-heteroarylamino-N-alkylamino, 
haloalkylthio, alkanoyloxy, alkoxy, heteroaralkoxy, 
cycloalkoxy, cycloalkenyloxy, hydroxy, amino, thio, nitro, 
lower alkylamino, alkylthio, alkylthioalkyl, arylamino, 
aralkylamino, arylthio, alkylsulfinyl, alkylsulfonyl, alkylsul 
fonamido, alkylaminosulfonyl, anidosulfonyl, monoalkyl 
amidosulfonyl, dialkyl amidosulfonyl, monoarylamidosul 
fonyl, arylsulfonamido, diarylamidosulfonyl, monoalkyl 
monoaryl amidosulfonyl, arylsulfinyl, arylsulfonyl, het 
eroarylthio, heteroarylsulfinyl, heteroarylsulfonyl, alkanoyl, 
alkenoyl, aroyl, heteroaroyl, aralkanoyl, heteroaralkanoyl, 
haloalkanoyl, alkyl, alkenyl, alkynyl, alkylenedioxy, 
haloalkylenedioxy, cycloalkyl, cycloalkenyl, lower 
cycloalkylalkyl, lower cycloalkenylalkyl, halo, haloalkyl, 
haloalkoxy, hydroxyhaloalkyl, hydroxyaralkyl, hydroxy 
alkyl, hydoxyheteroaralkyl, haloalkoxyalkyl, aryl, aralkyl, 
aryloxy, aralkoxy, aryloxyalkyl, Saturated heterocyclyl, par 
tially saturated heterocyclyl, heteroaryl, heteroaryloxy, het 
eroaryloxyalkyl, arylalkyl, heteroarylalkyl, arylalkenyl, het 
eroarylalkenyl, carboalkoxy, carboaralkoxy, cyano, and 
carbohaloalkoxy. 

0073. The term “heterocyclic” alone or in combination 
refers to a nonaromatic cyclic group that can include alkyl 
moieties which may be substituted, and wherein there is at 
least one heteroatom, Such as oxygen, Sulfur, nitrogen, or 
phosphorus in the ring. Nonlimiting examples are morpho 
line, piperidine, piperazine, pyrrolidine, aZetidine, and tet 
rahydrofwran. The heterocyclic group can be optionally 
substituted with one or more moieties selected from the 
group consisting of hydroxyl, acyl, amino, alkylamino, 
arylamino, alkoxy, aryloxy, nitro, cyano, Sulfonic acid, Sul 
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fate, phophonic acid, phosphate, or phosphonate, either 
unprotected, or protected as necessary, as known to those 
skilled in the art, for example, as taught in Greene, et al., 
“Protective Groups in Organic Synthesis.' John Wiley and 
Sons, Second Edition, 1991, hereby incorporated by refer 
CCC. 

0074 The term “alditol” as referred to herein, and unless 
otherwise specified, refers to a carbohydrate in which the 
aldehyde or ketone group has been reduced to an alcohol 
moiety. The alditols of the present invention can also be 
optionally substituted or deoxygenated at one or more 
positions. Exemplary Substituents include hydrogen, halo, 
haloalkyl, carboxyl, acyl, acyloxy, amino, amido, carboxyl 
derivatives, alkylamino, dialkylamino, arylamino, alkoxy, 
aryloxy, nitro, cyano, Sulfonic acid, thiol, imine, Sulfonyl, 
Sulfanyl, Sulfinyl, Sulfamonyl, ester, carboxylic acid, amide, 
phosphonyl, phosphinyl, phosphoryl, thioester, thioether, 
oXime, hydrazine, carbamate, phosphonic acid, phospho 
nate, or any other viable functional group that does not 
inhibit the pharmacological activity of this compound. Par 
ticular exemplary Substituents include amine and halo, par 
ticularly fluorine. The substituent or alditol can be either 
unprotected, or protected as necessary, as known to those 
skilled in the art, for example, as taught in Greene, et al., 
Protective Groups in Organic Synthesis, John Wiley and 
Sons, Second Edition, 1991, hereby incorporated by refer 
ence. The alditol may comprise 3, 4, 5, 6, or 7 carbons. 
Examples of useful alditols are those derived from reduction 
of monosaccharides, including specifically those derived 
from the reduction of pyranose and faranose Sugars. 

0075) The term “carbohydrate” as referred to herein, and 
unless otherwise specified, refers to a compound of carbon, 
hydrogen, and oxygen that contains an aldehyde or ketone 
group in combination with at least two hydroxyl groups. The 
term “carbohydrate lactone' represents a carbohydrate, 
wherein the anomeric hydroxy group has been formally 
oxidized to a carbonyl group thus forming a substituted or 
unsubstituted cyclic ester or lactone. The carbohydrates and 
carbohydrate lactones of the present invention can also be 
optionally substituted or deoxygenated at one or more 
positions. Carbohydrates and carbohydrate lactones thus 
include Substituted and unsubstituted monosaccharides, dis 
accharides, oligosaccharides, and polysaccharides. The sac 
charide can be an aldose or ketose, and may comprise 3, 4, 
5, 6, or 7 carbons. In one embodiment they are monosac 
charides. In another embodiment they can be pyranose and 
furanose Sugars. They can be optionally deoxygenated at 
any corresponding C-position, and/or Substituted with one or 
more moieties 15 Such as hydrogen, halo, haloalkyl, car 
boxyl, acyl, acyloxy, amino, amido, carboxyl derivatives, 
alkyl amino, dialkylamino, arylamino, alkoxy, aryloxy, 
nitro, cyano, Sulfonic acid, thiol, irine, Sulfonyl, Sulfanyl. 
Sulfinyl, Sulfamonyl, ester, carboxylic acid, amide, phospho 
nyl, phosphinyl, phosphoryl, thioester, thioether, oXime, 
hydrazine, carbamate, 

0076) The term “carbonyl' or 
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denotes a carbon radical having two of the four covalent 
bonds shared with an oxygen atom. The term “carboxy” 
embraces a hydroxyl radical, attached to one of two 
unshared bonds in a carbonyl group. The term "aldoxy 
carbonyl denotes a carbon radical having two of the four 
covalent bonds shared with an oxygen atom, and a third 
covalent bond shared with another oxygen, also denoted by 

phosphonic acid, phosphonate, or any other viable func 
tional group that does not inhibit the pharmacological activ 
ity of this compound. Particular exemplary substituents 
include amine and halo, particularly fluorine. The substitu 
ent, carbohydrate, or carbohydrate lactone can be either 
unprotected, or protected as necessary, as known to those 
skilled in the art, for example, as taught in Greene, et al., 
Protective Groups in Organic Synthesis, John Wiley and 
Sons, Second Edition, 1991, hereby incorporated by refer 
CCC. 

0077. The term “carboxyalkyl denotes a carboxy group 
attached to an alkyl group. 
0078. The term “alkoxycarbonyl denotes a radical hav 
ing the formula alkyl-O-(O)—, wherein alkyl is defined 
herein. 

0079 The term “cyano' radical denotes a carbon radical 
having three of four covalent bonds shared by a nitrogen 
atOm. 

0080. The term “halo' and “halogen' means halogens 
Such as fluorine, chlorine, bromine or iodine atoms. 
0081. The term “hydroxyalkyl embraces radicals 
wherein any one or more of the alkyl carbon atoms is 
substituted with a hydroxyl. Specifically embraced are 
monohydroxyalkyl, dihydroxyalkyl and polyhydroxyalkyl 
radicals. 

0082 The term “aralkyl as used herein, and unless 
otherwise specified, refers to an aryl group as defined above 
linked to the molecule through an alkyl group as defined 
above. 

0083. The term “alkoxy” as used herein, and unless 
otherwise specified, refers to a moiety of the structure 
—O-alkyl, wherein alkyl is as defined above. 
0084. The term “amino” includes primary, secondary, 
and tertiary amines. An amino moiety can be represented 
generally by the formula - NR'R'', wherein R' and Rare 
independently hydrogen or substituted or unsubstituted 
alkyl. 

0085. The term “aminoalkyl denotes an amino group 
attached to an alkyl group, for example alkyl-NH2. 
0086) The term “therapeutically effective amount” shall 
mean that amount of drug or pharmaceutical agent that will 
elicit the biological or medical response of a tissue, system, 
animal or human that is being sought. 
0087. The term “pharmaceutically acceptable salts' refer 
to salts or complexes that retain the desired biological 
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activity of the compounds of the present invention and 
exhibit minimal undesired toxicological effects. Nonlimiting 
examples of such salts are (a) acid addition salts formed with 
inorganic acids (for example, hydrochloric acid, hydrobro 
mic acid, Sulfuric acid, phosphoric acid, nitric acid, and the 
like), and salts formed with organic acids such as acetic acid, 
oxalic acid, tartaric acid, Succinic acid, malic acid, ascorbic 
acid, benzoic acid, tannic acid, pamoic acid, alginic acid, 
polyglutamic acid, naphthalenesulfonic acid, naphthalene 
disulfonic acid, and polygalcturonic acid; (b) base addition 
salts formed with metal cations such as Zinc, calcium, 
bismuth, barium, magnesium, aluminum, copper, cobalt, 
nickel, cadmium, sodium, potassium, and the like, or with a 
cation formed from ammonia, N,N-dibenzylethylenedi 
amine, D-glucosamine, tetraethylammonium, drethylenedi 
amine; or (c) combinations of (a) and (b); e.g., a Zinc tannate 
salt or the like. Also included in this definition are pharma 
ceutically acceptable quaternary salts known by those 
skilled in the art, which specifically include the quaternary 
ammonium salt of the formula —NRA, wherein R is as 
defined above and A is a counterion, including chloride, 
bromide, iodide, —O-alkyl, toluenesulfonate, methylsul 
fonate, Sulfonate, phosphate, or carboxylate (such as ben 
Zoate, Succinate, acetate, glycolate, maleate, malate, citrate, 
tartrate, ascorbate, benzoate, cinnamoate, mandeloate, ben 
Zyloate, and diphenylacetate). 
0088. In cases where compounds are sufficiently basic or 
acidic to form stable nontoxic acid or base salts, adminis 
tration of the compounds as salts may be appropriate. 
Examples of pharmaceutically acceptable salts are organic 
acid addition salts formed with acids which form a physi 
ological acceptable anion, for example, tosylate, methane 
Sulfonate, acetate, citrate, malonate, tartarate. Succinate, 
benzoate, ascorbate, C.-ketoglutarate, and O-glycerophos 
phate. Suitable inorganic salts may also be formed, includ 
ing, Sulfate, nitrate, bicarbonate, and carbonate salts. 
0089 Pharmaceutically acceptable salts may be obtained 
using standard procedures well known in the art, for 
example by reacting a Sufficiently basic compound Such as 
an amine with a Suitable acid affording a physiologically 
acceptable anion. ALkali metal (for example, sodium, potas 
sium or lithium) or alkaline earth metal (for example cal 
cium) salts of carboxylic acids can also be made. 
0090. It is appreciated that compounds of the present 
invention having a chiral center may exist in and be isolated 
in optically active and racemic forms. Some compounds 
may exhibit polymorphism. It is to be understood that the 
present invention encompasses any racemic, optically-ac 
tive, diastereomeric, polymorphic, or stereoisomeric form, 
or mixtures thereof, of a compound of the invention, which 
possess the useful properties described herein, it being well 
known in the art how to prepare optically active forms (for 
example, by resolution of the racemic form by recrystalli 
Zation techniques, by Synthesis from optically-active starting 
materials, by chiral synthesis, or by chromatographic sepa 
ration using a chiral stationary phase). 
0.091 Examples of methods to obtain optically active 
materials are known in the art, and include at least the 
following. 

0092 i) physical separation of crystals—a technique 
whereby macroscopic crystals of the individual enan 
tiomers are manually separated. This technique can be 
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used if crystals of the separate enantiomers exist, i.e., 
the material is a conglomerate, and the crystals are 
visually distinct; 

0093 ii) simultaneous crystallization—a technique 
whereby the individual enantiomers are separately 
crystallized from a solution of the racemate, possible 
only if the latter is a conglomerate in the Solid state; 

0094) iii) enzymatic resolutions—a technique whereby 
partial or complete separation of a racemate by virtue 
of differing rates of reaction for the enantiomers with an 
enzyme; 

0.095 iv) enzymatic asymmetric synthesis—a syn 
thetic technique whereby at least one step of the 
synthesis uses an enzymatic reaction to obtain an 
enantiomerically pure or enriched synthetic precursor 
of the desired enantiomer, 

0096 V) chemical asymmetric synthesis—a synthetic 
technique whereby the desired enantigmer is synthe 
sized from an achiral precursor under conditions that 
produce asymmetry (i.e., chirality) in the product, 
which may be achieved using chiral catalysts or chiral 
auxiliaries; 

0097 vi) diastereomer separations—a technique 
whereby a racemic compound is reacted with an enan 
tiomerically pure reagent (the chiral auxiliary) that 
converts the individual enantiomers to diastereomers. 
The resulting diastereomers are then separated by chro 
matography or crystallization by virtue of their now 
more distinct structural differences and the chiral aux 
iliary later removed to obtain the desired enantiomer, 

0.098 vii) first- and second-order asymmetric transfor 
mations—a technique whereby diastereomers from the 
racemate equilibrate to yield a preponderance in solu 
tion of the diastereomer from the desired enantiomer or 
where preferential crystallization of the diastereomer 
from the desired enantiomer perturbs the equilibrium 
such that eventually in principle all the material is 
converted to the crystalline diastereomer from the 
desired enantiomer. The desired enantiomer is then 
released from the diastereomer, 

0099 viii) kinetic resolutions—this technique refers to 
the achievement of partial or complete resolution of a 
racemate (or of a further resolution of a partially 
resolved compound) by virtue of unequal reaction rates 
of the enantiomers with a chiral, non-racemic reagent 
or catalyst under kinetic conditions; 

0.100 ix) enantiospecific synthesis from non-racemic 
precursors—a synthetic technique whereby the desired 
enantiomer is obtained from non-chiral starting mate 
rials and where the stereochemical integrity is not or is 
only minimally compromised over the course of the 
synthesis; 

0101 X) chiral liquid chromatography—a technique 
whereby the enantiomers of a racemate are separated in 
a liquid mobile phase by virtue of their differing 
interactions with a stationary phase. The stationary 
phase can be made of chiral material or the mobile 
phase can contain an additional chiral material to 
provoke the differing interactions; 



US 2006/0189581 A1 

0102 xi) chiral gas chromatography—a technique 
whereby the racemate is volatilized and enantiomers 
are separated by virtue of their differing interactions in 
the gaseous mobile phase with a column containing a 
fixed non-racemic chiral adsorbent phase; 

0.103 xii) extraction with chiral solvents—a technique 
whereby the enantiomers are separated by virtue of 
preferential dissolution of one enantiomer into a par 
ticular chiral solvent; 

0.104 xiii) transport across chiral membranes—a tech 
nique whereby a racemate is placed in contact with a 
thin membrane barrier. The barrier typically separates 
two miscible fluids, one containing the racemate, and a 
driving force Such as concentration or pressure differ 
ential causes preferential transport across the mem 
brane barrier. Separation occurs as a result of the 
non-racemic chiral nature of the membrane which 
allows only one enantiomer of the racemate to pass 
through. 

0105 Some of the compounds of the present invention 
can exist in tautomeric, geometric or stereoisomeric forms. 
The present invention contemplates all such compounds, 
including cis- and tans-geometric isomers, E- and Z-geo 
metric isomers, R- and S-enantiomers, diastereomers, d-iso 
mers, l-isomers, the racemic mixtures thereof and other 
mixtures thereof, as falling within the scope of the invention. 
Pharmaceutically acceptable sales of such tautomeric, geo 
metric or stereoisomeric are also included within the inven 
tion. The terms “cis' and “trans' denote a form of geometric 
isomerism in which two carbon atoms connected by a 
double bond will each have two high ranking groups on the 
same side of the double bond (“cis') or on opposite sides of 
the double bond (“trans'). Some of the compounds 
described contain alkenyl groups, and are meant to include 
both cis and trans or “E” and “E” geometric forms. Some of 
the compounds described contain one or more stereocenters 
and are meant to include R, S, and mixtures of Rand S forms 
for each stereocenter present. 
0106 Some of the compounds described herein may 
contain one or more ketonic or aldehydic carbonyl groups or 
combinations thereof alone or as part of a heterocyclic ring 
system. Such carbonyl groups may exist in part or princi 
pally in the “keto' form and in part or principally as one or 
more "enol forms of each aldehyde and ketone group 
present. Compounds of the present invention having alde 
hydic or ketonic carbonyl groups are meant to include both 
“keto' and "enol tautomeric forms. 

0107 Some of the compounds described herein may 
contain one or more imine or enamine groups or combina 
tions thereof. Such groups may exist in part or principally in, 
the “imine' form and in part or principally as one or more 
“enamine' forms of each group present. Compounds of the 
present invention having said imine or enamine groups are 
meant to include both “imine' and “enamine' tautomeric 
forms. 

0108) While it may be possible for the compounds of the 
invention to be administered as the raw chemical, it is 
preferable to present them as a pharmaceutical composition. 
According to a further aspect, the present invention provides 
a pharmaceutical composition comprising a compound of 
the invention or a pharmaceutically acceptable salt or Sol 
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vate thereof, together with one or more pharmaceutically 
acceptable carriers thereof and optionally one or more other 
therapeutic ingredient. The carrier(s) must be acceptable in 
the sense of being compatible with the other ingredients of 
the formulation and not deleterious to the recipient thereof. 
0.109 The formulations include those suitable for oral, 
parenteral (including Subcutaneous, intradermal, intramus 
cular, intravenous and intraarticular), rectal and topical 
(including dermal, buccal, Sublingual and intraocular) 
administration although the most Suitable route may depend 
upon for example the condition and disorder of the recipient. 
The formulations may conveniently be presented in unit 
dosage form and may be prepared by any of the methods 
well known in the art of pharmacy. All methods include the 
step of bringing into association a compound of the inven 
tion or a pharmaceutically acceptable Salt or Solvate thereof 
(“active ingredient') with the carrier which constitutes one 
or more accessory ingredients. In general, the formulations 
are prepared by uniformly and intimately bringing into 
association the active ingredient with liquid carriers or finely 
divided solid carriers or both and then, if necessary, shaping 
the product into the desired formulation. 
0110 Formulations of the present invention suitable for 
oral administration may be presented as discrete units such 
as capsules, cachets or tablets each containing a predeter 
mined amount of the active ingredient; as a powder or 
granules; as a solution or a suspension in an aqueous liquid 
or a non-aqueous liquid; or as an oil-in-water liquid emul 
sion or a water-in-oil liquid emulsion. The active ingredient 
may also be presented as a bolus, electuary or paste. 
0.111 A tablet may be made by compression or molding, 
optionally with one or more accessory ingredients. Com 
pressed tablets may be prepared by compressing in a Suitable 
machine the active ingredient in a free-flowing form Such as 
a powder or granules, optionally mixed with a binder, 
lubricant, inert diluent, lubricating, Surface active or dis 
persing agent. Molded tablets may be made by molding in 
a Suitable machine a mixture of the powdered compound 
moistened with an inert liquid diluent. The tablets may 
optionally be coated or scored and may be formulated so as 
to provide slow or controlled release of the active ingredient 
therein. 

0112 Formulations for parenteral administration include 
aqueous and non-aqueous sterile injection solutions which 
may contain anti-oxidants, buffers, bacteriostats and solutes 
which render the formulation isotonic with the blood of the 
intended recipient; and aqueous and non-aqueous sterile 
Suspensions which may include Suspending agents and 
thickening agents. The formulations may be presented in 
unit-dose or multi-dose containers, for example sealed 
ampuls and vials, and may be stored in a freeze-dried 
(lyophilized) condition requiring only the addition of the 
sterile liquid carrier, for example, saline, water-for-injection, 
immediately prior to use. Extemporaneous injection solu 
tions and Suspensions may be prepared from sterile powders, 
granules and tablets of the kind previously described. 

0113 Formulations for rectal administration may be pre 
sented as a Suppository with the usual carriers such as cocoa 
butter or polyethylene glycol. 

0114 Formulations for topical administration in the 
mouth, for example buccally or Sublingually, include loZ 
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enges comprising the active ingredient in a flavored basis 
Such as Sucrose and acacia or tragacanth, and pastilles 
comprising the active ingredient in a basis Such as gelatin 
and glycerin or Sucrose and acacia. 
0115 Preferred unit dosage formulations are those con 
taining an effective dose, as hereinbelow recited, or an 
appropriate fraction thereof, of the active ingredient. 
0116. It should be understood that in addition to the 
ingredients particularly mentioned above, the formulations 
of this invention may include other agents conventional in 
the art having regard to the type of formulation in question, 
for example those Suitable for oral administration may 
include flavoring agents. 
0117 The compounds of the invention may be adminis 
tered orally or via injection at a dose of from 0.001 to 2500 
mg/kg per day. The dose range for humans is generally from 
0.005 mg to 10 g/day. Tablets or other forms of presentation 
provided in discrete units may conveniently contain an 
amount of compound of the invention which is effective at 
Such dosage or as a multiple of the same, for instance, units 
containing 5 mg to 500 mg, usually around 10 mg to 200 mg. 
0118. The compounds of the invention are preferably 
administered orally or by injection (intravenous or Subcu 
taneous). The precise amount of compound administered to 
a patient will be the responsibility of the attendant physician. 
However, the dose employed will depend on a number of 
factors, including the age and sex of the patient, the precise 
disorder being treated, and its severity. Also, the route of 
administration may vary depending on the condition and its 
severity. 
0119) The above compounds may be administered alone 
or in combination with other therapeutic drugs, including 
those used in connection with organ rejection therapy and 
particularly including an immunosupressant or other drug 
mentioned in the Background of the Invention. Specifically, 
the above compounds may be administered with one or more 
drug selected from cyclosporin, tacrolimus (FK506), siroli 
mus (rapamycin), methotrexate, mycophenolic acid (myco 
phenolate mofetil), everolimus, azathiprine, Steroids and 
NOX-1OO. 

0120 In addition, the above compounds are useful in the 
treatment of congestive heart failure, multiple Sclerosis, 
systemic lupus, erythematosis, inflammatory bowel disease 
(IBD), autoimmune diabetes, diabetic vasculopathies 
(including diabetic retinopathy and diabetic nephropathy), 
rhinitis, ischemia-reperfusion injury, cystic fibrosis, chronic 
obstructive pulmonary disease, glomerulonephritis, bron 
chial asthma, rheumatoid arthritis, Graves disease, gas 
trointestinal allergies, and conjunctivitis. 
0121 The compounds of the present invention may also 
be administered by use of an intraluminal stent. Although 
stents are commonly used as part of an angioplasty proce 
dure, intraluminal stents can be used to maintain or control 
any bodily luminal opening. The compound of the present 
invention could be used alone or as part of a composition 
allowing for a controlled release of the therapeutically active 
compound. The compounds could be coated on the stent or 
made a part of the stent. They may be layered so as to 
provide limited release of the active compound, or used in 
any manner known in the art. See U.S. Patent Application. 
Nos. 20010029660 and 20010032014, herein incorporated 
by reference in their entirety. 
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EXAMPLE 1. 

0.122 Methods for the preparation of the compounds of 
the invention are disclosed in U.S. Pat. No. 6,147,250. The 
following is a method of producing Compound A. 

0123 Probucol (5,9.69 mmol) and methyl 4-chlorobu 
tyrate (3.1 g. 1.4 eq) were stirred in DMF (15 mL) and 
potassium fluoride on alumina (7 g. 5 eq) was added. The 
mixture was stirred at room temperature under nitrogen for 
20.5 hours. It was filtered, diluted with ethyl acetate (100 
mL), washed with water and brine, dried over sodium 
sulfate, and evaporated. Chromatography (MPLC, 10% to 
80% of dichloromethane in hexanes) gave 0.98 g of methyl 
4-4-1-3,5-bis(1,1-dimethylethyl)-4-hydroxyphenyl 
thiol-1-methylethylthio-2,6-bis(1,1-dimethylethyl)phe 
noxybutyrate. 

0.124 Methyl 4-4-1-3,5-bis(1,1-dimethylethyl)-4-hy 
droxyphenylthiol-1-methylethylthio-2,6-bis(1,1-dimeth 
ylethyl)phenoxybutyrate (0.95 g, obtained above) was dis 
solved in ThF/MeOH/H2O (4:1:1, 15.4 mL) and lithium 
hydroxide hydrate (0.19 g) was added The mixture was 
stirred at room temperature for four hours and then acidified 
with 0.3 NHC1. The mixture was poured into brine and 
extracted with ethyl acetate. The organic phase was dried 
over sodium sulfate and evaporated to give 0.60 g of 
4-4-1-3,5-bis(1,1-dimethylethyl)-4-hydroxyphenyl 
thiol-1-methylethylthio-2,6-bis(1,1-dimethylethyl)phe 
noxybutyric acid (Compound A) as a solid. 

EXAMPLE 2 

Smooth Muscle Cell Inhibition 

0.125 Cultured human aortic smooth muscle cells 
(AoSMC) were obtained from Clonetics, Inc. and were used 
below passage 10. Cells were seeded in 24-well plates. 
When cells were 80% confluent, they were made quiescent 
by adding media containing 0.2% serum (as compared to 5% 
serum in normal culture media) for 48 hours. The cells were 
then stimulated by 5% serum in the presence or absence of 
compounds dissolved in DMSO. To establish a dose curve 
and ICso for each compound, multiple concentrations (20. 
15, 10, 5 uM) were used. Rapamycin (at 1 and 0.1 uM) was 
used as a positive control for the assay. After a 20 hr 
incubation with or without test compounds, 3H-thymidine 
(0.5 LLCi/per well) was added to the cells for 4 hours of 
labeling. Washed cells were then lysed in NaOH and the 
amount of 3H-thymidine incorporation was determined by a 
scintillation counter. Table 1 contains the ICsos for com 
pounds A-I. 

TABLE 1. 

SMC Proliferation 
Compound Inhibition (IC.so) 

A. 5.5 
B 7 
C 7.2 
D 6 
E 3.7 
I 8 
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EXAMPLE 3 

Rat Aortic Allograft Model 
0126 Compound A was evaluated for graft arterioscle 
rosis resulting from aortic heterotropic transplantation. This 
is a model of graft arteriopathy which is the major obstacle 
to long term Success of Solid organ transplantation. 

0127 Donor descending aortas from ACI rats were het 
erotypically transplanted into Lewis rat abdomens in end 
to-end fashion with minimal ischemic time. 55 rats were 
assigned to five groups as follows: 
0128 0 mg/kg/d Compound A(vehicle)(N=10); 
0129 10 mg/kg/d Compound A (N=10); 
0130 20 mg/kg/d Compound A (N=10), 
0131 40 mg/kg/d Compound A (N= 10), cyclosporin 10 
mg/kg/d, PO(N=10); and 

0132) isograft negative control (Lewis-to-Lewis, N=5). 
0.133 Compound A was administered subcutaneously to 
recipient animals three days prior to the Surgery and once 
daily for 90 days thereafter. Due to failure to gain weight and 
skin irritation, the group receiving 40 mg/kg/d received this 
dose for only 13 days. Thereafter, the dose was reduced to 
30 mg/kg/d for 6 days and then further reduced to 5 mg/kg/d 
for the remainder of the study. 

0134. On day 90, the allograft segment was removed, 
fixed in 10% buffered formalin and paraffin embedded. 
Sections were stained with von Geisson’s elastic stain, and 
intima-to-media area (IM) ratio and percent luminal narrow 
ing (% LN) were assessed by digital morphometry (See 
FIGS. 1 and 2). Blood was collected at regular intervals 
throughout the study and plasma evaluated for compound 
levels (See FIG. 3). 
0135 The treatment with Compound A was well tolerated 
at the 10, and 20 mg/kg/d doses and animals regained weight 
post Surgery. The group treated with the 40 mg/kg/d initially 
lost weight until the dose was dropped to 5 mg/kg/d after 
which time the gained weight similar to vehicle controls. 
Recipient animals treated with Compound A had signifi 
cantly lower IM ratio and % LN when compared to the 
vehicle group at the 20 mg and 40/30/5 mg/kg/d doses. The 
group receiving the 40/30/5 mg/kg/d dose of Compound A 
evidenced the highest degree of inhibition despite the fact 
that it received only a 40 mg/kg/d dose for 13 days prior to 
dosing down. The percent inhibition of IM ratio in Com 
pound A treated animals were 11%. 28% and 49%, at the 10, 
20 and 40/30/5 doses respectively when compared to vehicle 
control animals. The percent inhibition of the % LN was 
22%, 33% and 52% at the 10, 20 and 40/30/5 treated animals 
when compared to vehicle control animals. Cyclosporin 
(CSA) inhibited IM and % IN by 98% and 94% compared 
with vehicle control. After 90 days of dosing, the trough 
plasma levels were 10, 18 and 28 uM for the 10, 20 and 
40/30/5 mg/kg/d doses, respectively. 

0136 Compound A evidenced dose-dependent inhibition 
of aortic neointimal growth, a feature of graft arteriosclero 
sis associated with chronic transplantation rejection. At the 
20 mg/kg/d dose it was efficacious without grossly discern 
able toxic side effects. The 40/30/5 mg/kg/d dose given for 
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14 days resulted in the greatest degree of inhibition Sug 
gesting that an initial high dose of compound may provide 
long term beneficial effects. 
We claim: 

1. A method for treating transplant rejection in a mammal 
comprising administering to said mammal an effective 
amount of a compound of formula 

R S 

HO O-Y-Z 

or a pharmaceutically acceptable salt thereof wherein: 
Y is a bond or 

-C-: 

R. R. R. and Ra are independently selected from the 
group consisting of hydrogen, hydroxy, Coalkyl, 
aryl, heteroaryl, Coalkaryl, and aryl Coalkyl, 
wherein all nonhydrogen and hydroxy Substituents may 
optionally be substituted from one or more of the group 
selected from Coalkyl, halogen, nitro, amino, 
haloCoalkyl Coalkylamino, diCoalkylamino, 
acyl, and acyloxy; 

Z is selected from the group consisting of Coalkyl, 
Coalkenyl, Coalklynyl, hydroxyCoalkyl, aryl, 
heteroaryl, Coalkaryl, arylCoalkyl, heteroarylC. 
loalkyl, CoalkoxyCoalkyl, Coalkylamino 
Coalkyl, carboxy Coalkyl, Codialkylamino 
Coalkyl, aminoCoalkyl, heterocycle, heterocy 
clCoalkyl, RNH. R.R.N., carboxy, carbohydrate 
group, carbohydrate lactone group, and analditol group 
wherein all may optionally be substituted by one or 
more Rs: 

Rs is independently selected from the group selected from 
hydroxy, Coalkyl, Coalkoxy, halo, nitro, amino, 
cyano, Coalkylamino, di Coalkylamino, acyl, acy 
loxy, COOH, COOR, OC(O)R, CH(OH)R, NHR, 
NRR, C(O)NH, C(O)NHR, CONRR, 
NHC(O)O R, OSOH, SOH, SONHR, 
SONRR, P(O)(OH)OR, POHP(O)(OH)R. 
P(O)(OR), P(O)R(OR), OPOH, POH, 
hydroxymethyl, and cyclic phosphate, wherein when 
possible, all may be optionally substituted by one or 
more R: 

R is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, halo Coalkyl, Coalkylamino, di 
Coalkylamino, acyl, and acyloxy; 

R, is independently selected from the group consisting of 
Coalkyl, C2-loalkenyl, C2-loalkynyl. Coalkoxy, 
Coalkoxycarbonyl Coalkyl, aryl, carboxy 
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Coalkyl, Coalkylcarboxy Coalkyl, Coalkyl 
carboxy Caryl, heterocycle, heterocyclc-alkyl, 
and heteroaryl, wherein all may be optionally substi 
tuted by one or more Rs, and 

Rs is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, and carboxy; 

wherein two R, groups may come together to form a 4 to 
7 membered ring. 

2. A method for treating transplant rejection in a mammal 
comprising administering to said mammal an effective 
amount of a compound of formula 

S S 

X 
HO O-Y-Z 

or a pharmaceutically acceptable salt wherein: 

Y is a bond; 
Z is selected from the group consisting of Coalkyl, 
Coalkenyl, Coalkynyl, hydroxyCoalkyl, aryl, 
heteroaryl, Coalkaryl, aryl Coalkyl, heteroarylC. 
loalkyl, CoalkoxyCoalkyl, Coalkylamino 
Coalkyl, carboxy Coalkyl, Codialkylamino 
Coalkyl, aminoCoalkyl, heterocycle, heterocy 
clCoalkyl, R-NH. R.R.N., carbohydrate group, car 
bohydrate lactone group, and an alditol group wherein 
all may optionally be substituted by one or more Rs: 

Rs is independently selected from the group selected from 
hydroxy, Coalkyl, Coalkoxy, halo, nitro, amino, 
cyano, Coalkylamino, diCoalkylamino, acyl, acy 
loxy, COOH, COOR, OC(O)R, CH(OH)R, NHR, 
NRR, C(O)NH, C(O)NHR, CONRR, 
NHC(O)O R, OSOH, SOH, SONHR, 
SONR,R, P(O)(OH)OR POHP(O)(OH)R. 
P(O)(OR), P(O)R(OR), OPOH, POH, 
hydroxymethyl, and cyclic phosphate, wherein when 
possible, all may be optionally substituted by one or 
more Re; 

R is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, halo Coalkyl, Coalkylamino, di 
Coalkylamino, acyl, and acyloxy; 

R, is independently selected from the group consisting of 
C-loalkyl, C2-loalkenyl, C2-loalkynyl. Coalkoxy, 
Coalkoxycarbonyl Coaloyl, aryl, carboxy 
Coalkyl, CoalkylcarboxyCoalkyl, Coalkyl 
carboxy Caryl, heterocycle, heterocyclc-alkyl, 
and heteroaryl, wherein all may be optionally substi 
tuted by one or more Rs, and 

Rs is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, and carboxy; 
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wherein two R, groups may come together to form a 4 to 
7 membered ring. 

3. The method of claim 2, wherein: 

Z is selected from the group consisting of Calkyl, 
hydroxy Calkyl, CalkoxyCoalkyl, and carboxy 
Calkyl, wherein all may optionally be substituted by 
one or more Rs: 

Rs is independently selected from the group selected from 
hydroxy, amino, halo, COOH, COOR, CH(OH)R, 
NHR, NRR, C(O)NH, C(O)NHR, CONRR, 
OSOH, SOH, SONHR, SONRR, P(O)(O- 
H)OR, P(O)(OH)R. P(O)HR, P(OR), 
P(O)R(OR7), OPOH, POH, and hydroxymethyl, 
wherein when possible, all may be optionally substi 
tuted by one or more R: 

R is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, halo Coalkyl, Coalkylamino, di 
Coalkylamino, acyl, and acyloxy; 

R, is independently selected from the group consisting of 
Calkyl, Coalkenyl, C-alkyl, Calkoxy, 
Calkoxycarbonyl C-alkyl, carboxy Calkyl, and 
Calkylcarboxy Calkyl, wherein all may be option 
ally substituted by one or more Rs; and 

Rs is independently selected from the group consisting of 
hydroxy, Coalkyl, Cigalkoxy, acyloxy, halo, amino, 
cyano, and carboxy. 

4. The method of claim 3, wherein: 

Z is Calkyl, optionally Substituted by one or more Rs. 

Rs is independently selected from the group consisting of 
halo, COOH, COOR, CONH CONHR, CONRR, 
and amino; 

R, is independently selected from the group consisting of 
Calkyl, carboxy Calkyl, CalkoxycarbonylC. 
6alkyl, and Calkylcarboxy Calkyl, wherein all 
may be optionally Substituted by one or more Rs, and 

Rs is independently selected from the group consisting of 
hydroxy, halo, amino, and carboxy. 

5. The method of claim 4, wherein: 

Z is Calkyl, optionally substituted by one or more Rs: 
and 

R is COOH. 
6. The method of claim 5, wherein the compound or its 

pharmaceutically acceptable salt is selected from the group 
consisting of 

HO o1N1 NcooH, and 
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10. The method of claim 2, wherein: 
-continued 

Z is a carbohydrate or a carbohydrate lactone, optionally 
substituted by one or more Rs; and 

S S Rs is independently selected from the group consisting of 
X halo, amino, carboxy, diCalkylamino, acyloxy, and 

Coalkylamino. 
HO o1 NcooH. 11. The method of claim 10, wherein the compound or its 

pharmaceutically acceptable salt is selected form the group 
consisting of 

7. The method of claim 6, wherein the compound or its 
pharmaceutically acceptable salt is 

x 
O O, and 

S S S 2. 

X OH OH 
OH. 

HO ~~ 
O S S 

X O 
OH. 

8. The method of claim 2, wherein: HO O OH 

HO HO Z is an alditol, optionally substituted with one or more Rs: 
and 

Rs is independently selected from the group consisting of 12. The method of claim 2, wherein: 
halo, amino, carboxy, diCalkylamino, and Calky 
lamino. Z is selected from the group consisting of Calkyl, 

C-galkoxyCoalkyl, C-alkylaminoC1-alkyl, Codi 
alkylamino Calkyl, and amino Calkyl, wherein all 
may optionally be substituted by one or more Rs: 

9. The method of claim 8, wherein the compound or its 
pharmaceutically acceptable salt is selected from the group 
consisting of 

Rs is independently selected from the group selected from 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, Calkylamino, di C-alkylamino, acyl, 
acyloxy, COOH, COOR, OC(O)R. CH(OH)R, 

S NHR, NRR, C(O)NH, C(O)NHR, CONRR, 
X OH NHC(O)O R, OSOH, SOH, SONHR, 

O OH, P(OR), P(O)R(OR7), OPOH, POH, hydroxym 
ethyl, and cyclic phosphate, wherein when possible, all 

S 

OH may be optionally substituted by one or more R: 

R is independently selected from the group consisting of 

S 

HO 

S hydroxy, Calkyl, Calkoxy, acyloxy, halo, amino, 
X OH OH cyano, haloC1-alkyl, Cigalkylamino, diC-alky 

OH, and lamino, acyl, and acyloxy; 
HO O y 

ÖH H R, is independently selected from the group consisting of 

X 
HO 

C-calkyl, C2-loalkenyl, C2-loalkynyl, C-loalkoxy, 
CoalkoxycarbonylCoalkyl, carboxy Coalkyl, 
CalkylcarboxyCoalkyl, and heteroaryl, wherein all 

S OH OH may be optionally Substituted by one or more Rs, and 

OH. Rs is independently selected from the group consisting of 
O hydroxy, halo, amino, and carboxy. 

OH OH 13. The method of claim 12, wherein the compound or its 
pharmaceutically acceptable salt is selected form the group 
consisting of 
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S 1n 
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ne 
O , and 

HO ~~~~ N-1 
OH O 

S S 

HO 1--1a NH2. 

14. The method of claim 2, wherein: 

Z is selected from the group consisting of Calkyl, aryl, 
heteroaryl, Calkaryl, arylCalkyl, heteroaryl 
Calkyl, heterocycle, and heterocyclO-alkyl, 
wherein all may optionally be substituted by one or 
more Rs: 

Rs is independently selected from the group selected from 
hydroxy, Calkyl, Calkoxy, acyloxy, halo, nitro. 
amino, cyano, C-alkylamino, di Coalkylamino, acyl, 
acyloxy, COOH, COOR, OC(O)R. CH(OH)R., 
NHR, NR.R., C(O)NH, C(O)NHR, CONR,R, 
NHC(O)O R, OSOH, SOH, SONHR, 
SONR,R, P(O)(OH)OR, P(O)HR, P(O)(OH)R, 
P(OR), P(O)R(OR7), OPOH, POH, hydroxym 
ethyl, and cyclic phosphate, wherein when possible, all 
may be optionally substituted by one or more Ro: 

R is independently selected from the group consisting of 
hydroxy, C-alkyl, Cigalkoxy, acyloxy, halo, amino, 
cyano, halo Coalkyl, C-alkylamino, di Coalky 
lamino, acyl, and acyloxy: 

R is independently selected from the group consisting of 
C-calkyl, C2-loalkenyl, C2-loalkynyl, C-loalkoxy, 
CoalkoxycarbonylCoalkyl, aryl, carboxy 
Calkyl, CalkylcarboxyCoalkyl, C-alkylcar 
boxyCaryl, heterocycle, heterocycl Coalkyl, and 
heteroaryl, wherein all may be optionally substituted by 
one or more Rs, and 

Rs is independently selected from the group consisting of 
hydroxy, halo, amino, and carboxy; wherein two R7 
groups may come together to form a 4 to 7 membered 
ring. 

15. A method for treating transplant rejection in a mam 
mal comprising administering to said mammal an effective 
amount of a compound of formula 

or a pharmaceutically acceptable salt wherein: 
Y is 

Z is selected from the group consisting of Coalkyl, 
Coalkenyl, Coalkyl, hydroxyCoalkyl, aryl, het 
eroaryl, Coalkaryl, arylCoalkyl, heteroarylC 
loalkyl, CoalkoxyCoalkyl, Coalkylamino 
Coalkyl, carboxy Coalkyl, Codialkylamino 
Coalkyl, aminoCoalkyl, heterocycle, heterocy 
clCoalkyl, R.NH, R,R.N., carboxy, carbohydrate 
group, carbohydrate lactone group, and an alditol group 
wherein all may optionally be substituted by one or 
more Rs: 

R is independently selected from the group selected from 
hydroxy, Coalkyl, Coalkoxy, halo, nitro, amino, 
cyano, Coalkylamino, di Coalkylamino, acyl, acy 
loxy, COOH, COOR, OC(O)R, CH(OH)R7, NR, 
NR.R., C(O)NH, C(O)NHR, CONR,R, 
NHC(O)O R, OSOH, SOH, SONHR, 
SONR,R, P(O)(OH)OR, PO.H.P(O)(OH)R, 
P(O)(OR), P(O)R(OR), OPOH, PO.H., 
hydroxymethyl, and cyclic phosphate, wherein when 
possible, all may be optionally substituted by one or 
more Ro: 
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R is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, halo Coalkyl, Coalkylamino, diC. 
loalkylamino, acyl, and acyloxy; 

R is independently selected from the group consisting of 
Coalkyl, C2-loalkenyl, C2-loalkynyl. Coalkoxy, 
CoalkoxycarbonylCoalkyl, aryl, carboxy 
Coalkyl, CoakylcarboxyCoalkyl, Coalkylcar 
boxy Caryl, heterocycle, heterocyclc-alkyl, and 
heteroaryl, wherein all may be optionally substituted by 
one or more Rs, and 

Rs is independently selected from the group consisting of 
hydroxy, Coalkyl, Coalkoxy, acyloxy, halo, nitro, 
amino, cyano, and carboxy; 

wherein two R, groups may come together to form a 4 to 
7 membered ring. 

16. The method of claim 15, wherein: 

Z is selected from the group consisting of Calkyl, 
hydroxy Calkyl, Calkoxy Calkyl, and car 
boxyCoalkyl, wherein all may optionally be substi 
tuted by one or more Rs: 

Rs is independently selected from the group selected from 
hydroxy, amino, halo, COOH, COOR, CH(OH)R. 
NHR, NR.R., C(O)NH, C(O)NHR, CONRR, 
OSOH, SOH, SONHR, SONRR, P(O)(O- 
H)OR, P(O)(OH)R. P(O)HR, P(OR), 
P(O)R(OR), OPOH, POH, and hydroxymethyl, 
wherein when possible, all may be optionally substi 
tuted by one or more Re; 

R is independently selected from the group consisting of 
Calkyl, Coalkenyl, C2-alkylyl, Calkoxy, 
Calkoxycarbonyl Calkyl, carboxyCoalkyl, and 
Calkylcarboxy Calkyl, wherein all may be option 
ally substituted by one or more Rs; and 

Rs is independently selected from the group consisting of 
hydroxy, Calkyl, Calkoxy, acyloxy, halo, amino, 
cyano, and carboxy. 

17. The method of claim 16, wherein: 

Z is Calkyl, optionally substituted by one or more Rs: 
Rs is independently selected from the group consisting of 

halo, COOH, COOR CONH CONHR, CONRR, 
and amino; 

R is independently selected from the group consisting of 
Calkyl, carboxy Calkyl, and CalkylcarboxyC. 
6alkyl, wherein all may be optionally substituted by one 
or more Rs, and 

Rs is independently selected from the group consisting of 
hydroxy, halo, amino, and carboxy. 

18. The method of claim 17, wherein: 

Z is Calkyl, optionally substituted by one or more Rs: 
and 

R is COOH. 
19. The method of claim 18, wherein the compound or its 

pharmaceutically acceptable salt is selected from the group 
consisting of 
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20. The method of claim 19, wherein the compound or its 
pharmaceutically acceptable salt is 

21. The method of claim 15, wherein: 

Z is selected from the group consisting of Calkyl, 
CalkoxyCXalkyl, CalkylaminoCalkyl, and 
amino Calkyl, wherein all may optionally be substi 
tuted by one or more Rs: 

Rs is independently selected from the group selected from 
hydroxy, Calkyl, Calkoxy, acyloxy, halo, nitro, 
amino, cyano, Calkylamino, diC-alkylamino, acyl, 
acyloxy, COOH, COOR: OC(O)R, CH(OH)R, 
NHR, NRR, C(O)NH, C(O)NHR, CONRR, 
NHC(O)O R, OSOH, SOH, SONHR, 
SONRR, P(O)(OH)OR, P(O)HR, P(O)(OH)R. 
P(OR), P(O)R(OR7), OPOH, POH, hydroxym 
ethyl, and cyclic phosphate, wherein when possible, all 
may be optionally substituted by one or more R: 

R is independently selected from the group consisting of 
hydroxy, Coalkyl, Cigalkoxy, acyloxy, halo, amino, 
cyano, haloCo alkyl, C-alkylamino, di C-alky 
lamino, acyl, and acyloxy; 

R, is independently selected from the group consisting of 
C-calkyl, C2-loalkenyl, C2-loalkynyl, C-loalkoxy, 
Coalkoxycarbonyl Coalkyl, carboxyCoalkyl, 
CalkylcarboxyC-alkyl, and heteroaryl, wherein all 
may be optionally Substituted by one or more Rs, and 

Rs is independently selected from the group consisting of 
hydroxy, halo, amino, and carboxy. 

22. The method of claim 21, wherein the compound or its 
pharmaceutically acceptable salt is 
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HO 

23. The method of claim 15, wherein: 
Z is selected from the group consisting of Calkyl, aryl, 

heteroaryl, Calkaryl, arylCalkyl, heteroarylC. 
6alkyl, heterocycle, and heterocyclc-alkyl, wherein 
all may optionally be substituted by one or more Rs: 

Rs is independently selected from the group selected from 
hydroxy, Calkyl, Calkoxy, acyloxy, halo, nitro, 
amino, cyano, Calkylamino, diC1-alkylamino, acyl, 
acyloxy, COOH, COOR, OC(O)R, CH(OH)R, 
NHR, NRR, C(O)NH, C(O)NHR, CONRR, 
NHC(O)O R, OSOH, SOH, SONHR, 
SONR,R, P(O)(OH)OR, P(O)HR, P(O)(OH)R. 
P(OR), P(O)R(OR7), OPOH, POH, hydroxym 
ethyl, and cyclic phosphate, wherein when possible, all 
may be optionally Substituted by one or more Re: 

R is independently selected from the group consisting of 
hydroxy, Calkyl, Calkoxy, acyloxy, halo, amino, 
cyano, haloC1-alkyl, C-alkylamino, diC1-alky 
lamino, acyl, and acyloxy; 

R is independently selected from the group consisting of 
C1-alkyl, C2-oalkenyl, C2-oalkynyl, Coalkoxy, 
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Coalkoxycarbonyl Coalkyl, aryl, carboxy 
Coalkyl, CigalkylcarboxyCoalkyl, Cigalkylcar 
boxy Caryl, heterocycle, heterocyclc-alkyl, and 
heteroaryl, wherein all may be optionally substituted by 
one or more Rs, and 

Rs is independently selected from the group consisting of 
hydroxy, halo, amino, and carboxy; 

wherein two R, groups may come together to form a 4 to 
7 membered ring. 

24. A method for treating transplant rejection in a mam 
mal comprising administering to said mammal in combina 
tion a compound of claim 1, claim 2, or claim 15 and one or 
more compound selected from the group consisting of 
cyclosporin, tacrolimus (FK506), Sirolimus (rapamycin), 
methotrexate, mycophenolic acid (mycophenolate mofetil), 
everolimus, azathiprine, steroids and NOX-100, said com 
bination being administered in an amount effective to inhibit 
or modulate transplant rejection. 

25. A compound of the formula 

S S 

X 
OH 

O 

or its pharmaceutically acceptable salt thereof. 

k k k k k 


