
US 200402425 66A1 

(19) United States 
(12) Patent Application Publication (10) Pub. No.: US 2004/0242566 A1 

Feng et al. (43) Pub. Date: Dec. 2, 2004 

(54) 

(75) 

(73) 

(21) 

(22) 

(60) 

DIPEPTIDYL PEPTIDASE INHIBITORS 

Inventors: Jun Feng, Carlsbad, CA (US); Stephen 
L. Gwaltney, San Diego, CA (US); 
Stephen W. Kaldor, San Diego, CA 
(US); Je?'rey A. Sta?'ord, San Diego, 
CA (US); Michael B. Wallace, San 
Diego, CA (US); Zhiyuan Zhang, San 
Diego, CA (US) 

Correspondence Address: 
SYRRX, INC. 
10410 SCIENCE CENTER DRIVE 
SAN DIEGO, CA 92121 (US) 

Assignee: Syrrx, Inc. 

Appl. No.: 10/809,638 

Filed: Mar. 24, 2004 

Related U.S. Application Data 

Provisional application No. 60/457,785, ?led on Mar. 
25, 2003. 

Publication Classi?cation 

(51) Int. Cl.7 ................... ..A61K 31/549; A61K 31/517; 
A61K 31/519 

(52) U.S. Cl. ...................... .. 514/223.2; 544/12; 544/255; 
544/280; 544/288; 514/2641; 

514/2663 

(57) ABSTRACT 

Compounds, pharmaceuticals, kits and methods are pro 
vided for use With DPP-IV and othe S9 proteases that 
comprise a compound comprising the formula: 

Wherein Q is selected from the group consisting of CO, SO, 
S02, or C=NR9; and R1, R2, R3 and R4 as de?ned herein. 
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FIGURE 1 
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FIGURE 2 

o o 0 

R1 

X N R2 

0 

N/ 

A 

R 
N/ 1 

A 
N Fi2 
o 

N N/R1 

X N R2 

0 O 

N/R1 N N/R1 \ N/R1 
/ / / / 

O 

X N/R1 X N/R1 \ N/R1 
l <\ l N \ / N / \ / / 

N R2 N R2 X N R2 

0 

X /R1 



Patent Application Publication Dec. 2, 2004 Sheet 3 0f 4 US 2004/0242566 A1 

FIGURE 3 



Patent Application Publication Dec. 2, 2004 Sheet 4 0f 4 US 2004/0242566 A1 

- FIGURE 4 



US 2004/0242566 A1 

DIPEPTIDYL PEPTIDASE INHIBITORS 

RELATED APPLICATION 

[0001] This application claims the bene?t of US. Provi 
sional Application No.60/457,785, ?led Mar. 25, 2003, 
Which is incorporated herein by reference. 

FIELD OF THE INVENTION 

[0002] The invention relates to compounds that may be 
used to inhibit dipeptidyl peptidases as Well as compositions 
of matter and kits comprising these compounds. The present 
invention also relates to methods for inhibiting dipeptidyl 
peptidases as Well as treatment methods using compounds 
according to the present invention. 

DESCRIPTION OF RELATED ART 

[0003] Dipeptidyl Peptidase IV (IUBMB EnZyme Nomen 
clature EC.3.4.14.5) is a type II membrane protein that has 
been referred to in the literature by a Wide a variety of names 
including DPP4, DP4, DAP-IV, FAPP, adenosine deaminase 
complexing protein 2, adenosine deaminase binding protein 
(ADAbp), dipeptidyl aminopeptidase WV; Xaa-Pro-dipepti 
dyl-aminopeptidase; Gly-Pro naphthylamidase; postproline 
dipeptidyl aminopeptidase IV; lymphocyte antigen CD26; 
glycoprotein GP10; dipeptidyl peptidase IV; glycylproline 
aminopeptidase; glycylproline aminopeptidase; X-prolyl 
dipeptidyl aminopeptidase; pep X; leukocyte antigen CD26; 
glycylprolyl dipeptidylaminopeptidase; dipeptidyl-peptide 
hydrolase; glycylprolyl aminopeptidase; dipeptidyl-ami 
nopeptidase IV; DPP IV/CD26; amino acyl-prolyl dipeptidyl 
aminopeptidase; T cell triggering molecule Tp103; X-PDAP. 
Dipeptidyl Peptidase IV is referred to herein as “DPP-IV.” 

[0004] DPP-IV is a non-classical serine aminodipeptidase 
that removes Xaa-Pro dipeptides from the amino terminus 
(N-terminus) of polypeptides and proteins. DPP-IV depen 
dent sloW release of dipeptides of the type X-Gly or X-Ser 
has also been reported for some naturally occurring peptides. 

[0005] DPP-IV is constitutively expressed on epithelial 
and endothelial cells of a variety of different tissues (intes 
tine, liver, lung, kidney and placenta), and is also found in 
body ?uids. DPP-IV is also expressed on circulating T-lym 
phocytes and has been shoWn to be synonymous With the 
cell-surface antigen, CD-26. DPP-IV has been implicated in 
a number of disease states, some of Which are discussed 
beloW. 

[0006] DPP-IV is responsible for the metabolic cleavage 
of certain endogenous peptides (GLP-1 (7-36), glucagon) in 
vivo and has demonstrated proteolytic activity against a 
variety of other peptides (GHRH, NPY, GLP-2, VIP) in 
vitro. 

[0007] GLP-1 (7-36) is a 29 amino-acid peptide derived 
by post-translational processing of proglucagon in the small 
intestine. GLP-1 (7-36) has multiple actions in vivo includ 
ing the stimulation of insulin secretion, inhibition of gluca 
gon secretion, the promotion of satiety, and the sloWing of 
gastric emptying. Based on its physiological pro?le, the 
actions of GLP-1 (7-36) are believed to be bene?cial in the 
prevention and treatment of type II diabetes and potentially 
obesity. For example, exogenous administration of GLP-1 
(7-36) (continuous infusion) in diabetic patients has been 
found to be ef?cacious in this patient population. Unfortu 
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nately, GLP-1 (7-36) is degraded rapidly in vivo and has 
been shoWn to have a short half-life in vivo (t1/2=1.5 

minutes). 
[0008] Based on a study of genetically bred DPP-IV knock 
out mice and on in vivo I in vitro studies With selective 
DPP-IV inhibitors, DPP-IV has been shoWn to be the 
primary degrading enZyme of GLP-1 (7-36) in vivo. GLP-1 
(7-36) is degraded by DPP-IV ef?ciently to GLP-1 (9-36), 
Which has been speculated to act as a physiological antago 
nist to GLP-1 (7-36). Inhibiting DPP-IV in vivo is therefore 
believed to be useful for potentiating endogenous levels of 
GLP-1 (7-36) and attenuating the formation of its antagonist 
GLP-1 (9-36). Thus, DPP-IV inhibitors are believed to be 
useful agents for the prevention, delay of progression, and/or 
treatment of conditions mediated by DPP-IV, in particular 
diabetes and more particularly, type 2 diabetes mellitus, 
diabetic dislipidemia, conditions of impaired glucose toler 
ance (IGT), conditions of impaired fasting plasma glucose 
(IFG), metabolic acidosis, ketosis, appetite regulation and 
obesity. 

[0009] DPP-IV expression is increased in T-cells upon 
mitogenic or antigenic stimulation (Mattem, T., et al., Scand. 
J. ImmunoL, 1991, 33, 737). It has been reported that 
inhibitors of DPP-IV and antibodies to DPP-IV suppress the 
proliferation of mitogen-stimulated and antigen-stimulated 
T-cells in a dose-dependant manner (Schon, E., et al., Biol. 
Chem, 1991, 372, 305). Various other functions of T-lym 
phocytes such as cytokine production, IL-2 mediated cell 
proliferation and B-cell helper activity have been shoWn to 
be dependent on DPP-IV activity (Schon, E., et al., Scand. 
J. ImmunoL, 1989, 29, 127). DPP-IV inhibitors, based on 
boroProline, (Flentke, G. R., et al., Proc. Nat. Acad. Sci. 
USA, 1991, 88, 1556) although unstable, Were effective at 
inhibiting antigen-induced lymphocyte proliferation and 
IL-2 production in murine CD4+ T-helper cells. Such 
boronic acid inhibitors have been shoWn to have an effect in 
vivo in mice causing suppression of antibody production 
induced by immune challenge (Kubota, T. et al., Clin. Exp. 
Immun, 1992, 89, 192). The role of DPP-IV in regulating T 
lymphocyte activation may also be attributed, in part, to its 
cell-surface association With the transmembrane phos 
phatase, CD45. DPP-IV inhibitors or non-active site ligands 
may possibly disrupt the CD45-DPP-IV association. CD45 
is knoWn to be an integral component of the T-cell signaling 
apparatus. It has been reported that DPP-IV is essential for 
the penetration and infectivity of HIV-1 and HIV-2 viruses 
in CD4+ T-cells (Wakselman, M., Nguyen, C., MaZaleyrat, 
J. -P., Callebaut, C., Krust, B., Hovanessian, A. G., Inhibi 
tion of HIV-1 infection of CD 26+ but not CD 26-cells by a 
potent cyclopeptidic inhibitor of the DPP-IV activity of CD 
26. Abstract P.44 of the 24.sup.th European Peptide Sym 
posium 1996). Additionally, DPP-IV has been shoWn to 
associate With the enZyme adenosine deaminase (ADA) on 
the surface of T-cells (Kameoka, J ., et al., Science, 193, 26 
466). ADA de?ciency causes severe combined immunode 
?ciency disease (SCID) in humans. This ADA-CD26 inter 
action may provide clues to the pathophysiology of SCID. It 
folloWs that inhibitors of DPP-IV may be useful immuno 
suppressants (or cytokine release suppressant drugs) for the 
treatment of among other things: organ transplant rejection; 
autoimmune diseases such as in?ammatory boWel disease, 
multiple sclerosis and rheumatoid arthritis; and the treatment 
of AIDS. 
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[0010] It has been shown that lung endothelial cell DPP 
IV is an adhesion molecule for lung-metastatic rat breast and 
prostate carcinoma cells (Johnson, R. C., et al., J. Cell Biol, 
1993, 121, 1423). DPP-IV is knoWn to bind to ?bronectin 
and some metastatic tumor cells are knoWn to carry large 
amounts of ?bronectin on their surface. Potent DPP-IV 
inhibitors may be useful as drugs to prevent metastases of, 
for example, breast and prostrate tumors to the lungs. 

[0011] High levels of DPP-IV expression have also been 
found in human skin ?broblast cells from patients With 
psoriasis, rheumatoid arthritis (RA) and lichen planus 
(Raynaud, F., et al., J. Cell. Physiol, 1992, 151, 378). 
Therefore, DPP-IV inhibitors may be useful as agents to 
treat dermatological diseases such as psoriasis and lichen 
planus. 

[0012] High DPP-IV activity has been found in tissue 
homogenates from patients With benign prostate hypertro 
phy and in prostatosomes. These are prostate derived 
organelles important for the enhancement of sperm forWard 
motility (Vanhoof, G., et al., Eur J. Clin. Chem. Clin. 
Biochem, 1992, 30, 333). DPP-IV inhibitors may also act to 
suppress sperm motility and therefore act as a male contra 
ceptive agent. Conversely, DPP-IV inhibitors have been 
implicated as novel for treatment of infertility, and particu 
larly human female infertility due to Polycystic ovary syn 
drome (PCOS, Stein-Leventhal syndrome) Which is a con 
dition characteriZed by thickening of the ovarian capsule and 
formation of multiple follicular cysts. It results in infertility 
and amenorrhea. 

[0013] DPP-IV is thought to play a role in the cleavage of 
various cytokines (stimulating hematopoietic cells), groWth 
factors and neuropeptides. 

[0014] Stimulated hematopoietic cells are useful for the 
treatment of disorders that are characteriZed by a reduced 
number of hematopoietic cells or their precursors in vivo. 
Such conditions occur frequently in patients Who are immu 
nosuppressed, for example, as a consequence of chemo 
therapy and/or radiation therapy for cancer. It Was discov 
ered that inhibitors of dipeptidyl peptidase type IV are useful 
for stimulating the groWth and differentiation of hematopoi 
etic cells in the absence of exogenously added cytokines or 
other groWth factors or stromal cells. This discovery con 
tradicts the dogma in the ?eld of hematopoietic cell stimu 
lation, Which provides that the addition of cytokines or cells 
that produce cytokines (stromal cells) is an essential element 
for maintaining and stimulating the groWth and differentia 
tion of hematopoietic cells in culture. (See, e.g., PCT Intl. 
Application No. PCT/US93/017173 published as WO 
94/03055). 
[0015] DPP-IV in human plasma has been shoWn to cleave 
N-terminal Tyr-Ala from groWth hormone-releasing factor 
and cause inactivation of this hormone. Therefore, inhibitors 
of DPP-IV may be useful in the treatment of short stature 
due to groWth hormone de?ciency (DWar?sm) and for 
promoting GH-dependent tissue groWth or re-groWth. 

[0016] DPP-IV can also cleave neuropeptides and has 
been shoWn to modulate the activity of neuroactive peptides 
substance P, neuropeptide Y and CLIP (Mentlein, R., 
Dahms, P., Grandt, D., Kruger, R., Proteolytic processing of 
neuropeptide Y and peptide YY by dipeptidyl peptidase IV, 
Regul. Pept, 49, 133, 1993; WetZel, W., Wagner, T., Vogel, 
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D., Demuth, H. -U., Balschun, D., Effects of the CLIP 
fragment ACTH 20-24 on the duration of REM sleep 
episodes, Neuropeptides, 31, 41, 1997). Thus DPP-I inhibi 
tors may also be useful agents for the regulation or normal 
iZation of neurological disorders. 

[0017] Several compounds have been shoWn to inhibit 
DPP-IV. Nonetheless, a need still exists for neW DPP-IV 
inhibitors that have advantageous potency, stability, selec 
tivity, toxicity and/or pharmacodynamics properties. In this 
regard, a novel class of DPP-IV inhibitors are provided 
herein. 

SUMMARY OF THE INVENTION 

[0018] The present invention relates to compounds that 
have activity for inhibiting DPP-IV. It is noted that these 
compounds may also have activity for inhibiting other S9 
proteases and thus may be used against these other S9 
proteases as Well as DPP-IV. The present invention also 
provides compositions, articles of manufacture and kits 
comprising these compounds. 

[0019] In one embodiment, a pharmaceutical composition 
is provided that comprises a DPP-IV inhibitor according to 
the present invention as an active ingredient. Pharmaceutical 
compositions according to the invention may optionally 
comprise 0.001%-100% of one or more DPP-IV inhibitors 
of this invention. These pharmaceutical compositions may 
be administered or coadministered by a Wide variety of 
routes, including for example, orally, parenterally, intraperi 
toneally, intravenously, intraarterially, transdermally, sublin 
gually, intramuscularly, rectally, transbuccally, intranasally, 
liposomally, via inhalation, vaginally, intraoccularly, via 
local delivery (for example by catheter or stent), subcuta 
neously, intraadiposally, intraarticularly, or intrathecally. 
The compositions may also be administered or coadminis 
tered in sloW release dosage forms. 

[0020] The invention is also directed to kits and other 
articles of manufacture for treating disease states associated 
With DPP-IV. 

[0021] In one embodiment, a kit is provided that com 
prises a composition comprising at least one DPP-IV inhibi 
tor of the present invention in combination With instructions. 
The instructions may indicate the disease state for Which the 
composition is to be administered, storage information, 
dosing information and/or instructions regarding hoW to 
administer the composition. The kit may also comprise 
packaging materials. The packaging material may comprise 
a container for housing the composition. The kit may also 
optionally comprise additional components, such as syringes 
for administration of the composition. The kit may comprise 
the composition in single or multiple dose forms. 

[0022] In another embodiment, an article of manufacture 
is provided that comprises a composition comprising at least 
one DPP-IV inhibitor of the present invention in combina 
tion With packaging materials. The packaging material may 
comprise a container for housing the composition. The 
container may optionally comprise a label indicating the 
disease state for Which the composition is to be adminis 
tered, storage information, dosing information and/or 
instructions regarding hoW to administer the composition. 
The kit may also optionally comprise additional compo 
nents, such as syringes for administration of the composi 
tion. The kit may comprise the composition in single or 
multiple dose forms. 
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[0023] Also provided are methods for preparing com 
pounds, compositions and kits according to the present 
invention. For example, several synthetic schemes are pro 
vided herein for synthesizing compounds according to the 
present invention. 

[0024] Also provided are methods for using compounds, 
compositions, kits and articles of manufacture according to 
the present invention. 

[0025] In one embodiment, the compounds, compositions, 
kits and articles of manufacture are used to inhibit DPP-IV. 

[0026] In another embodiment, the compounds, composi 
tions, kits and articles of manufacture are used to treat a 
disease state for Which DPP-IV possesses activity that 
contributes to the pathology and/or symptomology of the 
disease state. 

[0027] In another embodiment, a compound is adminis 
tered to a subject Wherein DPP-IV activity Within the subject 
is altered, preferably reduced. 

[0028] In another embodiment, a prodrug of a compound 
is administered to a subject that is converted to the com 
pound in vivo Where it inhibits DPP-IV. 

[0029] In another embodiment, a method of inhibiting 
DPP-IV is provided that comprises contacting DPP-IV With 
a compound according to the present invention. 

[0030] In another embodiment, a method of inhibiting 
DPP-IV is provided that comprises causing a compound 
according to the present invention to be present in a subject 
in order to inhibit DPP-IV in vivo. 

[0031] In another embodiment, a method of inhibiting 
DPP-IV is provided that comprises administering a ?rst 
compound to a subject that is converted in vivo to a second 
compound Wherein the second compound inhibits DPP-IV 
in vivo. It is noted that the compounds of the present 
invention may be the ?rst or second compounds. 

[0032] In another embodiment, a therapeutic method is 
provided that comprises administering a compound accord 
ing to the present invention. 

[0033] In another embodiment, a method of inhibiting cell 
proliferation is provided that comprises contacting a cell 
With an effective amount of a compound according to the 
present invention. 

[0034] In another embodiment, a method of inhibiting cell 
proliferation in a patient is provided that comprises admin 
istering to the patient a therapeutically effective amount of 
a compound according to the present invention. 

[0035] In another embodiment, a method of treating a 
condition in a patient Which is knoWn to be mediated by 
DPP-IV, or Which is knoWn to be treated by DPP-IV 
inhibitors, comprising administering to the patient a thera 
peutically effective amount of a compound according to the 
present invention. 

[0036] In another embodiment, a method is provided for 
using a compound according to the present invention in 
order to manufacture a medicament for use in the treatment 
of disease state Which is knoWn to be mediated by DPP-IV, 
or Which is knoWn to be treated by DPP-IV inhibitors. 
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[0037] In another embodiment, a method is provided for 
treating a disease state for Which DPP-IV possesses activity 
that contributes to the pathology and/or symptomology of 
the disease state, the method comprising: causing a com 
pound according to the present invention to be present in a 
subject in a therapeutically effective amount for the disease 
state. 

[0038] In another embodiment, a method is provided for 
treating a disease state for Which DPP-IV possesses activity 
that contributes to the pathology and/or symptomology of 
the disease state, the method comprising: administering a 
?rst compound to a subject that is converted in vivo to a 
second compound such that the second compound is present 
in the subject in a therapeutically effective amount for the 
disease state. It is noted that the compounds of the present 
invention may be the ?rst or second compounds. 

[0039] In another embodiment, a method is provided for 
treating a disease state for Which DPP-IV possesses activity 
that contributes to the pathology and/or symptomology of 
the disease state, the method comprising: administering a 
compound according to the present invention to a subject 
such that the compound is present in the subject in a 
therapeutically effective amount for the disease state. 

[0040] In another embodiment, a method is provided for 
treating a cell proliferative disease state comprising treating 
cells With a compound according to the present invention in 
combination With an anti-proliferative agent, Wherein the 
cells are treated With the compound according to the present 
invention before, at the same time, and/or after the cells are 
treated With the anti-proliferative agent, referred to herein as 
combination therapy. It is noted that treatment of one 
agent.before another is referred to herein as sequential 
therapy, even if the agents are also administered together. It 
is noted that combination therapy is intended to cover When 
agents are administered before or after each other (sequen 
tial therapy) as Well as When the agents are administered at 
the same time. 

[0041] Examples of diseases that may be treated by 
administration of compounds and compositions according to 
the present invention include, but are not limited to condi 
tions mediated by DPP-IV, in particular diabetes, more 
particular type 2 diabetes mellitus, diabetic dislipidemia, 
conditions of impaired glucose tolerance (IGT), conditions 
of impaired fasting plasma glucose (EFG), metabolic aci 
dosis, ketosis, appetite regulation, obesity, immunosuppres 
sants or cytokine release regulation, autoimmune diseases 
such as in?ammatory boWel disease, multiple sclerosis and 
rheumatoid arthritis, AIDS, cancers (prevention of 
metastases, for eXample, breast and prostrate tumors to the 
lungs), dermatological diseases such as psoriasis and lichen 
planus, treatment of female infertility, osteoporosis, male 
contraception and neurological disorders. 

[0042] It is noted in regard to all of the above embodi 
ments that the present invention is intended to encompass all 
pharmaceutically acceptable ioniZed forms (e.g., salts) and 
solvates (e.g., hydrates) of the compounds, regardless of 
Whether such ioniZed forms and solvates are speci?ed since 
it is Well knoWn in the art to administer pharmaceutical 
agents in an ioniZed or solvated form. It is also noted that 
unless a particular stereochemistry is speci?ed, recitation of 
a compound is intended to encompass all possible stereoi 
somers (e.g., enantiomers or diastereomers depending on the 
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number of chiral centers), independent of Whether the com 
pound is present as an individual isomer or a mixture of 
isomers. Further, unless otherWise speci?ed, recitation of a 
compound is intended to encompass all possible resonance 
forms and tautomers. With regard to the claims, the language 
“compound comprising the formula” is intended to encom 
pass the compound and all pharmaceutically acceptable 
ioniZed forms and solvates, all possible stereoisomers, and 
all possible resonance forms and tautomers unless otherWise 
speci?cally speci?ed in the particular claim. 

[0043] It is further noted that prodrugs may also be 
administered Which are altered in vivo and become a com 
pound according to the present invention. The various 
methods of using the compounds of the present invention are 
intended, regardless of Whether prodrug delivery is speci 
?ed, to encompass the administration of a prodrug that is 
converted in vivo to a compound according to the present 
invention. It is also noted that certain compounds of the 
present invention may be altered in vivo prior to inhibiting 
DPP-IV and thus may themselves be prodrugs for another 
compound. Such prodrugs of another compound may or may 
not themselves independently have DPP-IV inhibitory activ 
ity. 

BRIEF DESCRIPTION OF THE FIGURE 

[0044] FIG. 1 illustrates a ribbon diagram overvieW of the 
structure of DPP-IV, highlighting the secondary structural 
elements of the protein. 

[0045] FIG. 2 depicts different, representative 5 mem 
bered ring structures that may be formed When R3 and R4 are 
taken together to form a substituted or unsubstituted ring. 

[0046] FIG. 3 depicts different, representative 6 mem 
bered ring structures that may be formed When R3 and R 4 are 
taken together to form a substituted or unsubstituted ring. 

[0047] FIG. 4 depict additional representative 5 or 6 
membered ring structures that may be formed When R3 and 
R4 are taken together to form a substituted or unsubstituted 
ring. 

[0048] The rings shoWn in FIGS. 2, 3 and 4 are unsub 
stituted. It is noted that the rings may optionally be further 
substituted by one or more substituents. 

DEFINITIONS 

[0049] Unless otherWise stated, the folloWing terms used 
in the speci?cation and claims shall have the folloWing 
meanings for the purposes of this Application. 

[0050] “Alicyclic” means a moiety comprising a non 
aromatic ring structure. Alicyclic moieties may be saturated 
or partially unsaturated With one, tWo or more double or 
triple bonds. Alicyclic moieties may also optionally com 
prise heteroatoms such as nitrogen, oxygen and sulfur. The 
nitrogen atoms can be optionally quaterneriZed or oxidiZed 
and the sulfur atoms can be optionally oxidiZed. Examples 
of alicyclic moieties include, but are not limited to moieties 
With C3 - C8 rings such as cyclopropyl, cyclohexane, cyclo 
pentane, cyclopentene, cyclopentadiene, cyclohexane, 
cyclohexene, cyclohexadiene, cycloheptane, cycloheptene, 
cycloheptadiene, cyclooctane, cyclooctene, and cycloocta 
diene. 
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[0051] “Aliphatic” means a moiety characteriZed by a 
straight or branched chain arrangement of constituent carbon 
atoms and may be saturated or partially unsaturated With 
one, tWo or more double or triple bonds. 

[0052] “Alkenyl” represented by itself means a straight or 
branched, unsaturated, aliphatic radical having a chain of 
carbon atoms having at least one double bond betWeen 
adjacent carbon atoms. CX alkenyl and CX_Y alkenyl are 
typically used Where X and Y indicate the number of carbon 
atoms in the chain. For example, C2_6 alkenyl includes 
alkenyls that have a chain of betWeen 2 and 6 carbons. 

[0053] “Alkoxy” means an oxygen moiety having a fur 
ther alkyl substituent. The alkoxy groups of the present 
invention can be optionally substituted. 

[0054] “Alkyl” represented by itself means a straight or 
branched, saturated or unsaturated, aliphatic radical having 
a chain of carbon atoms, optionally With oxygen (See 
“oxaalkyl”) or nitrogen atoms (See “aminoalkyl” betWeen 
the carbon atoms. CX alkyl and CX_Y alkyl are typically used 
Where X and Y indicate the number of carbon atoms in the 
chain. For example, Oualkyl includes alkyls that have a 
chain of betWeen 1 and 6 carbons (e.g., methyl, ethyl, 
propyl, isopropyl, butyl, sec-butyl, isobutyl, tert-butyl, 
vinyl, allyl, l-propenyl, isopropenyl, l-butenyl, 2-butenyl, 
3-butenyl, 2-methylallyl, ethynyl, l-propynyl, 2-propynyl, 
and the like). Alkyl represented along With another radical 
(e.g., as in arylalkyl, heteroarylalkyl) means a straight or 
branched, saturated or unsaturated aliphatic divalent radical 
having the number of atoms indicated or When no atoms are 
indicated means a bond (e.g., (C6_1O)aryl(C1_3)alkyl 
includes, benZyl, phenethyl, l-phenylethyl, 3-phenylpropyl, 
2-thienylmethyl, 2-pyridinylmethyl and the like). 

[0055] “Alkylene”, unless indicated otherWise, means a 
straight or branched, saturated or unsaturated, aliphatic, 
divalent radical. CX alkylene and CX_Y alkylene are typically 
used Where X and Y indicate the number of carbon atoms in 
the chain. For example, CL6 alkylene includes methylene 
(—CH2—), ethylene (—CH2CH2—), trimethylene 
(—CH2CH2CH2—), tetramethylene 
(—CH2CH2CH2CH2—) 2-butenylene (—CH2CH= 
CHCH2—), 2-methyltetramethylene 
(—CH2CH(CH3)CH2CH2—), pentamethylene 
(—CH2CH2CH2CH2CH2—) and the like). 
[0056] “Alkylidene” means a straight or branched satu 
rated or unsaturated, aliphatic radical connected to the parent 
molecule by a double bond. CX alkylidene and CX_Y alky 
lidene are typically used Where X and Y indicate the number 
of carbon atoms in the chain. For example, C14 alkylidene 
includes methylene (=CH2), ethylidene (=CHCH3), iso 
propylidene (=C(CH3)2), propylidene (=CHCH2CH3), 
allylidene (=CH—CH=CH2), and the like). 

[0057] “Alkynyl” represented by itself means a straight or 
branched, unsaturated, aliphatic radical having a chain of 
carbon atoms having at least one triple bond betWeen 
adjacent carbon atoms. CX alkynyl and CX_Y alkynyl are 
typically used Where X and Y indicate the number of carbon 
atoms in the chain. For example, C2_6 alkynyl includes 
alkynyls that have a chain of betWeen 2 and 6 carbons. 

[0058] “Amino” means a nitrogen moiety having tWo 
furtier substituents Where a hydrogen or carbon atom is 
attached to the nitrogen. For example, representative amino 
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groups include —NH2, —NHCH3, —N(CH3)2, —NHC1_3 
alkyl, —N(C1_3-alkyl)2 and the like. Unless indicated oth 
erWise, the compounds of the invention containing amino 
moieties may include protected derivatives thereof. Suitable 
protecting groups for amino moieties include acetyl, tert 
butoXycarbonyl, benZyloXycarbonyl, and the like. 

[0059] “Aminoalkyl” means an alkyl, as de?ned above, 
eXcept Where one or more substituted or unsubstituted 

nitrogen atoms (—N—) are positioned betWeen carbon 
atoms of the alkyl. For example, an (C2_6) aminoalkyl refers 
to a chain comprising betWeen 2 and 6 carbons and one or 
more nitrogen atoms positioned betWeen the carbon atoms. 

[0060] “Animal” includes humans, non-human mammals 
(e.g., dogs, cats, rabbits;cattle, horses, sheep, goats, sWine, 
deer, and the like) and non-mammals (e.g., birds, and the 
like). 
[0061] “Aromatic” means a moiety Wherein the constitu 
ent atoms make up an unsaturated ring system, all atoms in 
the ring system are sp hybridiZed and the total number of pi 
electrons is equal to 4n+2. An aromatic ring may be such that 
the ring atoms are only carbon atoms or may include carbon 
and non-carbon atoms (see Heteroaryl). 

[0062] “Aryl” means a monocyclic or polycyclic ring 
assembly Wherein each ring is aromatic or When fused With 
one or more rings forms an aromatic ring assembly. If one 
or more ring atoms is not carbon (e.g., N, S), the aryl is a 
heteroaryl. CX aryl and CX_Y aryl are typically used Where X 
and Y indicate the number of atoms in the ring. 

[0063] “AryloXy” means an oXygen moiety having a fur 
ther aryl substituent. The aryloXy groups of the present 
invention can be optionally substituted. 

[0064] “Bicycloalkyl” means a saturated or partially 
unsaturated fused bicyclic or bridged polycyclic ring assem 
bly. 

[0065] “Bicycloaryl” means a bicyclic ring assembly 
Wherein the rings are linked by a single bond or fused and 
at least one of the rings comprising the assembly is aromatic. 
CX bicycloaryl and CX_Y bicycloaryl are typically used 
Where X and Y indicate the number of carbon atoms in the 
bicyclic ring assembly and directly attached to the ring. 

[0066] “Bridging ring” as used herein refers to a ring that 
is bonded to another ring to form a compound having a 
bicyclic structure Where tWo ring atoms that are common to 
both rings are not directly bound to each other. Non 
eXclusive examples of common compounds having a bridg 
ing ring include borneol, norbornane,7-oXabicyclo[2.2.1] 
heptane, and the like. One orboth rings of the bicyclic 
system may also comprise heteroatoms. 

[0067] “Carbamoyl” means the radical —OC(O)NR,Rb 
Where R8 and Rb are each independently tWo further sub 
stituents Where a hydrogen or carbon atom is attached to the 
nitrogen. 

[0068] “Carbocycle” means a ring consisting of carbon 
atoms. 

[0069] “Carbocyclic ketone derivative” means a carbocy 
clic derivative Wherein the ring contains a —CO— moiety. 

[0070] “Carbonyl” means the radical —CO—. It is noted 
that the carbonyl radical may be further substituted With a 
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variety of substituents to form different carbonyl groups 
including acids, acid halides, aldehydes, amides, esters, and 
ketones. 

[0071] “CarboXy” means the radical —O2—. It is noted 
that compounds of the invention containing carboXy moi 
eties may include protected derivatives thereof, i.e., Where 
the oXygen is substituted With a protecting group. Suitable 
protecting groups for carboXy moieties include benZyl, 
tert-butyl, and the like. 

[0072] 
[0073] “Cycloalkyl” means a non-aromatic, saturated or 
partially unsaturated, monocyclic, fused bicyclic or bridged 
polycyclic ring assembly. CX cycloalkyl and CX_Y 
cycloalkyl are typically used Where X and Y indicate the 
number of carbon atoms in the ring assembly. For eXample, 
C3_1O cycloalkyl includes cyclopropyl, cyclobutyl, cyclopen 
tyl, cycloheXyl, cycloheXenyl, 2,5-cycloheXadienyl, bicyclo 
[2.2.2]octyl, adamantan-l-yl, decahydronaphthyl, oXocyclo 

“Cyano” means the radical —CN. 

heXyl, dioXocycloheXyl, thiocycloheXyl, 2-oXobicyclo 
[2.2.1]hept-1-yl, and the like. 

[0074] “Cycloalkylene” means a divalent saturated or par 
tially unsaturated, monocyclic or polycyclic ring assembly. 
CX cycloalkylene and CX_Y cycloalkylene are typically used 
Where X and Y indicate the number of carbon atoms in the 
ring assembly. 
[0075] “Disease” speci?cally includes any unhealthy con 
dition of an animal or part thereof and includes an unhealthy 
condition that may be caused by, or incident to, medical or 
veterinary therapy applied to that animal, i.e., the “side 
effects” of such therapy. 

[0076] “Fused ring” as used herein refers to a ring that is 
bonded to another ring to form a compound having a 
bicyclic structure Where the ring atoms that are common to 
both rings are directly bound to each other. Non-exclusive 
eXamples of common fused rings include decalin, naphtha 
lene, anthracene, phenanthrene, indole, furan, benZofuran, 
quinoline, and the like. Compounds having fused ring sys 
tems may be saturated, partially saturated, carbocyclics, 
heterocyclics, aromatics, heteroaromatics, and the like. 

[0077] 
[0078] “Halo-substituted alkyl” , as an isolated group or 
part of a larger group, means “alkyl” substituted by one or 
more “halo” atoms, as such terms are de?ned in this Appli 
cation. Halo-substituted alkyl includes haloalkyl, diha 
loalkyl, trihaloalkyl, perhaloalkyl and the like (eg halo 
substituted (C1_3)alkyl includes chloromethyl, 
dichloromethyl, di?uoromethyl, tri?uoromethyl, 2,2,2-trif 
luoroethyl, per?uoroethyl, 2,2,2-tri?uoro-1,1,-dichloroet 
hyl, and the like). 

[0079] “Heteroaryl” means a cyclic aromatic group having 
?ve or siX ring atoms, Wherein at least one ring atom is a 
heteroatom and the remaining ring atoms are carbon. The 
nitrogen atoms can be optionally quaterneriZed and the 
sulfur atoms can be optionally oXidiZed. Heteroaryl groups 
of this invention include, but are not limited to, those derived 
from furan, imidaZole, isothiaZole, isoXaZole, oXadiaZole, 
oXaZole, 1,2,3-oXadiaZole, pyraZine, pyraZole, pyridaZine, 
pyridine, pyrimidine, pyrroline, thiaZole, 1,3,4-thiadiaZole, 
triaZole and tetraZole. “Heteroaryl” also includes, but is not 
limited to, bicyclic or tricyclic rings, Wherein the heteroaryl 

“Halo” means ?uoro, chloro, bromo or iodo. 
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ring is fused to one or tWo rings independently selected from 
the group consisting of an aryl ring, a cycloalkyl ring, a 
cycloalkenyl ring, and another monocyclic heteroaryl or 
heterocycloalkyl ring. These bicyclic or tricyclic heteroaryls 
include, but are not limited to, those derived from benZo[b] 
furan, benZo[b]thiophene, benZimidaZole, imidaZo[4,5-c] 
pyridine, quinaZoline, thieno[2,3-c]pyridine, thieno[3,2-b] 
pyridine, thieno[2,3-b]pyridine, indoliZine, imidaZo[ 1 ,2a] 
pyridine, quinoline, isoquinoline, phthalaZine, quinoxaline, 
naphthyridine, quinoliZine, indole, isoindole, indaZole, indo 
line, benZoxaZole, benZopyraZole, benZothiaZole, imidaZo[1, 
5-a]pyridine, pyraZolo[1,5-a]pyridine, imidaZo[1,2-a]pyri 
midine, imidaZo[1,2-c]pyrimidine, imidaZo[1,5-a] 
pyrimidine, imidaZo[1 ,5 -c]pyrimidine, pyrrolo[2,3 -b] 
pyridine, pyrrolo[2,3-c]pyridine, pyrrolo[3,2-c]pyridine, 
pyrrolo[3,2-b]pyridine, pyrrolo[2,3-d]pyrimidine, pyrrolo 
[3,2-d]pyrimidine, pyrrolo[2,3-b]pyraZine, pyraZolo[1,5-a] 
pyridine, pyrrolo[l,2-b]pyridaZine, pyrrolo[1,2-c]pyrimi 
dine, pyrrolo[ 1,2-a]pyrimidine, pyrrolo[1,2-a]pyraZine, 
triaZo[1,5-a]pyridine, pteridine, purine, carbaZole, acridine, 
phenaZine, phenothiaZene, phenoxaZine, 1,2-dihydropyrrolo 
[3,2, 1-hi]indole, indoliZine, pyrido[1,2-a]indole and 2(1H) 
pyridinone. The bicyclic or tricyclic heteroaryl rings can be 
attached to the parent molecule through either the heteroaryl 
group itself or the aryl, cycloalkyl, cycloalkenyl or hetero 
cycloalkyl group to Which it is fused. The heteroaryl groups 
of this invention can be substituted or unsubstituted. 

[0080] “Heteroaryloxy” means an oxygen moiety having a 
further heteroaryl substituent. The heteroaryloxy groups of 
the present invention can be optionally substituted. 

[0081] “Heteroatom” refers to an atom that is not a carbon 
atom. Particular examples of heteroatoms include, but are 
not limited to nitrogen, oxygen, and sulfur. 

[0082] “Heteroatom moiety” includes a moiety Where the 
atom by Which the moiety is attached is not a carbon. 
Examples of heteroatom moieties include —N=, 
—NRC—, —N+(O_)=, —O—, —S— or —S(O)2—, 
Wherein RC is further substituent. 

[0083] “Heterobicycloalkyl” means bicycloalkyl, as 
de?ned in this Application, provided that one or more of the 
atoms Within the ring is a heteroatom. For example het 
ero(C9_12)bicycloalkyl as used in this application includes, 
but is not limited to, 3-aZa-bicyclo[4.1.0]hept-3-yl, 2-aZa 
bicyclo[3.1.0]hex-2-yl , 3-aZa-bicyclo[3.1.0]hex-3-yl, and 
the like. 

[0084] “Heterobicycloaryl” means bicycloaryl, as de?ned 
in this Application, provided that one or more of the atoms 
Within the ring is a heteroatom. For example, hetero(C4_ 
1o)bicycloaryl as used in this Application includes, but is not 
limited to, 2-amino4-oxo-3,4-dihydropteridin-6-yl, tetrahy 
droisoquinolinyl, and the like. 

[0085] “Heterocycloalkyl” means cycloalkyl, as de?ned in 
this Application, provided that one or more of the atoms 
forming the ring is a heteroatom selected, independently 
from N, O, or S. Non-exclusive examples of heterocy 
cloalkyl include piperidyl, 4-morpholyl, 4-piperaZinyl, pyr 
rolidinyl, perhydropyrroliZinyl, 1,4-diaZaperhydroepinyl, 
1,3-dioxanyl, 1,4-dioxanyl and the like. 

[0086] “Heterocycloalkylene” means cycloalkylene, as 
de?ned in this Application, provided that one or more of the 
ring member carbon atoms is replaced by a heteroatom. 
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[0087] 
[0088] “Iminoketone derivative” means a derivative com 
prising the moiety -C(NR)-, Wherein R comprises a hydro 
gen or carbon atom attached to the nitrogen. 

[0089] “Isomers” mean any compound having an identical 
molecular formulae but differing in the nature or sequence of 
bonding of their atoms or in the arrangement of their atoms 
in space. Isomers that differ in the arrangement of their 
atoms in space are termed “stereoisomers.” Stereoisomers 
that are not mirror images of one another are termed 
“diastereomers” and stereoisomers that are nonsuperimpos 
able mirror images are termed “enantiomers” or sometimes 
“loptical isomers.” A carbon atom bonded to four noniden 
tical substituents is termed a “chiral center.” A compound 
With one chiral center has tWo enantiomeric forms of oppo 
site chirality. A mixture of the tWo enantiomeric forms is 
termed a “racemic mixture.” Acompound that has more than 
one chiral center has 2”“1 enantiomeric pairs, Where n is the 
number of chiral centers. Compounds With more than one 
chiral center may exist as ether an individual diastereomer or 

as a mixture of diastereomers, termed a “diastereomeric 
mixture.” When one chiral center is present a stereoisomer 
may be characteriZed by the absolute con?guration of that 
chiral center. Absolute con?guration refers to the arrange 
ment in space of the substituents attached to the chiral 
center. Enantiomers are characteriZed by the absolute con 
?guration of their chiral centers and described by the R- and 
S-sequencing rules of Cahn, Ingold and Prelog. Conventions 
for stereochemical nomenclature, methods for the determi 
nation of stereochemistry and the separation of stereoiso 
mers are Well knoWn in the art (e.g., see “Advanced Organic 
Chemistry” , 4th edition, March, Jerry, John Wiley & Sons, 
NeW York, 1992). 

[0090] 
[0091] “Oxaalkyl” means an alkyl, as de?ned above, 
except Where one or more oxygen atoms (—O—) are 
positioned betWeen carbon atoms of the alkyl. For example, 
an (C2_6)oxaalkyl refers to a chain comprising betWeen 2 and 
6 carbons and one or more oxygen atoms positioned 
betWeen the carbon atoms. 

[0092] “Oxoalkyl” means an alkyl, further substituted 
With a carbonyl group. The carbonyl group may be an 
aldehyde, ketone, ester, amide, acid or acid chloride. 

[0093] “Pharmaceutically acceptable” means that Which is 
useful in preparing a pharmaceutical composition that is 
generally safe, non-toxic and neither biologically nor oth 
erWise undesirable and includes that Which is acceptable for 
veterinary use as Well as human pharmaceutical use. 

[0094] “Pharmaceutically acceptable salts” means salts of 
inhibitors of the present invention Which are pharmaceuti 
cally acceptable, as de?ned above, and Which possess the 
desired pharmacological activity. Such salts include acid 
addition salts formed With inorganic acids such as hydro 
chloric acid, hydrobromic acid, sulfuric acid, nitric acid, 
phosphoric acid, and the like; or With organic acids such as 
acetic acid, propionic acid, hexanoic acid, heptanoic acid, 
cyclopentanepropionic acid, glycolic acid, pyruvic acid, 
lactic acid, malonic acid, succinic acid, malic acid, maleic 
acid, fumaric acid, tartatic acid, citric acid, benZoic acid, 
o—(4-hydroxybenZoyl)benZoic acid, cinnamic acid, mandelic 
acid, methanesulfonic acid, ethanesulfonic acid, 1,2 

“Hydroxy” means the radical —OH. 

“Nitro” means the radical —NO2. 
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ethanedisulfonic acid, 2-hydroxyethanesulfonic acid, benZe 
nesulfonic acid, p-chlorobenZenesulfonic acid, 2-naphthale 
nesulfonic acid, p-toluenesulfonic acid, camphorsulfonic 
acid, 4-methylbicyclo[2.2.2]oct-2-ene-1-carboxylic acid, 
glucoheptonic acid, 4,4‘-methylenebis(3-hydroxy-2-ene-1 
carboxylic acid), 3-phenylpropionic acid, trimethylacetic 
acid, tertiary butylacetic acid, lauryl sulfuric acid, gluconic 
acid, glutamic acid, hydroxynaphthoic acid, salicylic acid, 
stearic acid, muconic acid and the like. 

[0095] Pharmaceutically acceptable salts also include base 
addition salts Which may be formed When acidic protons 
present are capable of reacting With inorganic or organic 
bases. Acceptable inorganic bases include sodium hydrox 
ide, sodium carbonate, potassium hydroxide, aluminum 
hydroxide and calcium hydroxide. Acceptable organic bases 
include ethanolamine, diethanolamine, triethanolamine, 
tromethamine, N-methylglucamine and the like. 

[0096] “Prodrug” means a compound that is convertible in 
vivo metabolically into an inhibitor according to the present 
invention. The prodrug itself may or may not also have 
DPP-IV inhibitory activity. For example, an inhibitor com 
prising a hydroxy group may be administered as an ester that 
is converted by hydrolysis in vivo to the hydroxy compound. 
Suitable esters that may be converted in vivo into hydroxy 
compounds include acetates, citrates, lactates, tartrates, mal 
onates, oxalates, salicylates, propionates, succinates, fuma 
rates, maleates, methylene-bis-b-hydroxynaphthoates, gen 
tisates, isethionates, di-p-toluoyltartrates, 
methanesulfonates, ethanesulfonates, benZenesulfonates, 
p-toluenesulfonates, cyclohexylsulfamates, quinates, esters 
of amino acids, and the like. Similarly, an inhibitor com 
prising an amine group may be administered as an amide 
that is converted by hydrolysis in vivo to the amine com 
pound. 
[0097] “Protected derivatives” means derivatives of 
inhibitors in Which a reactive site or sites are blocked With 
protecting groups. Protected derivatives are useful in the 
preparation of inhibitors or in themselves may be active as 
inhibitors. A comprehensive list of suitable protecting 
groups can be found in T. W. Greene, Protecting Groups in 
Organic Synthesis, 3rd edition, John Wiley & Sons, Inc. 
1999. 

[0098] “Substituted or unsubstituted” means that a given 
moiety may consist of only hydrogen substituents through 
available valencies (unsubstituted) or may further comprise 
one or more non-hydrogen substituents through available 
valencies (substituted) that are not otherWise speci?ed by the 
name of the given moiety. For example, isopropyl is an 
example of an ethylene moiety that is substituted by —CH3. 
In general, a non-hydrogen substituent may be any substitu 
ent that may be bound to an atom of the given moiety that 
is speci?ed to be substituted. Examples of substituents 
include, but are not limited to, aldehyde, alicyclic, aliphatic, 
alkyl, alkylene, alkylidene, amide, amino, aminoalkyl, aro 
matic, aryl, bicycloalkyl, bicycloaryl, carbamoyl, carbocy 
clyl, carboxyl, carbonyl group, cycloalkyl, cycloalkylene, 
ester, halo, heterobicycloalkyl, heterocycloalkylene, het 
eroaryl, heterobicycloaryl, heterocycloalkyl, oxo, hydroxy, 
iminoketone, ketone, nitro, oxaalkyl, and oxoalkyl moieties, 
each of Which may optionally also be substituted or unsub 
stituted. 

[0099] “Sul?nyl” means the radical —SO—. It is noted 
that the sul?nyl radical may be further substituted With a 
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variety of substituents to form different sul?nyl groups 
including sul?nic acids, sul?namides, sul?nyl esters, and 
sulfoxides. 

[0100] “Sulfonyl” means the radical —SO2—. It is noted 
that the sulfonyl radical may be further substituted With a 
variety of substituents to form different sulfonyl groups 
including sulfonic acids, sulfonamides, sulfonate esters, and 
sulfones. 

[0101] “Therapeutically effective amount” means that 
amount Which, When administered to an animal for treating 
a disease, is suf?cient to effect such treatment for the 
disease. 

[0102] “Thiocarbonyl” means the radical —CS—. It is 
noted that the thiocarbonyl radical may be further substi 
tuted With a variety of substituents to form different thio 
carbonyl groups including thioacids, thioamides, thioesters, 
and thioketones. 

[0103] “Treatment” or “treating” means any administra 
tion of a compound of the present invention and includes: 

[0104] (1) preventing the disease from occurring in 
an animal Which may be predisposed to the disease 
but does not yet experience or display the pathology 
or symptomatology of the disease, 

[0105] (2) inhibiting the disease in an animal that is 
experiencing or displaying the pathology or symp 
tomatology of the diseased (ie., arresting further 
development of the pathology and/or symptomatol 
ogy), Or 

[0106] (3) ameliorating the disease in an animal that 
is experiencing or displaying the pathology or symp 
tomatology of the disease (ie., reversing the pathol 
ogy and/or symptomatology). 

[0107] It is noted in regard to all of the de?nitions pro 
vided herein that the de?nitions should be interpreted as 
being open ended in the sense that further substituents 
beyond those speci?ed may be included. Hence, a C1 alkyl 
indicates that there is one carbon atom but does not indicate 
What are the substituents on the carbon atom. Hence, a C1 
alkyl comprises methyl (ie., —CH3) as Well as -R,RbRC 
Where Ra, Rb, and R8 may each independently be hydrogen 
or any other substituent Where the atom attached to the 
carbon is a heteroatom or cyano. Hence, CF3, CHZOH and 
CHZCN, for example, are all C1 alkyls. 

DETAILED DESCRIPTION OF THE 
INVENTION 

[0108] The present invention relates to compounds, com 
positions, kits and articles of manufacture that may be used 
to inhibit dipeptidyl peptidases IV (referred to herein as 
DPP-WV). 
[0109] DPP-IV (EC.3.4.14.5 also knoWn as DPP4, DP4, 
DAP-IV, adenosine deaminase complexing protein 2, 
adenosine deaminase binding protein (ADAbp) or CD26) is 
a 766 residue, 240 kDa protein that is a highly speci?c 
membrane bound non-classical serine aminodipeptidase. 
DPP-IV has a serine type mechanism of protease activity, 
cleaving off dipeptides from the amino-terminus of peptides 
With proline or alanine at the penultimate position. In 
addition the sloW release of dipeptides of the type X-Gly or 
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X-Ser is reported for some naturally occurring peptides. 
DPP-IV is constitutively expressed on epithelial and endot 
helial cells of a variety of different tissues (intestine, liver, 
lung, kidney and placenta), and is also found in body ?uids. 
DPP-IV is also expressed on circulating T-lymphocytes and 
has been shoWn to be synonymous With the cell-surface 
antigen, CD-26. The Wild-type form of full length DPP-IV 
is described in GenBank Accession Number NMi001935 
(“Dipeptidyl peptidase IV (CD26) gene expression in 
enterocyte-like colon cancer cell lines HT-29 and Caco-2. 
Cloning of the complete human coding sequence and 
changes of dipeptidyl peptidase IV mRNA levels during cell 
differentiation”, Darmoul, D., Lacasa, M., Baricault, L., 
Marguet, D., Sapin, C., Trotot, P., Barbat, A. and Trugnan, 
G., J. Biol. Chem., 267 (7), 4824-4833, 1992). 

[0110] DPP-WV is a member of the S9 family of serine 
proteases, more particularly the S9B family. Other members 
of the S9 family include, but are not limited to: 

[0111] Subfamily S9A: Dipeptidyl-peptidase; Oli 
gopeptidase B (EC3.4.21.83); Oligopeptidase B; 
Prolyl oligopeptidase (EC3.4.21.26); 

[0112] Subfamily S9B: Dipeptidyl aminopeptidase 
A; Dipeptidyl aminopeptidase B Dipeptidyl-pepti 
dase IV (EC3.4.14.5); Dipeptidyl-peptidase V Fibro 
blast activation protein alpha subunit; Seprase 

[0113] Subfamily S9C: Acylaminoacyl-peptidase 
(EC3.4.19.1) 

[0114] It is noted that the compounds of the present 
invention may also possess inhibitory activity for other S9 
family members and thus may be used to address disease 
states associated With these other family members. 

1. CRYSTAL STRUCTURE OF DPP-IV 

[0115] Syrix, Inc. (San Diego, Calif.) recently solved the 
crystal structure of DPP-IV. Knowledge of the crystal struc 
ture Was used to guide the design of the DPP-IV inhibitors 
provided herein. 

[0116] FIG. 1 illustrates a ribbon diagram overvieW of the 
structure of DPP-IV, highlighting secondary structural ele 
ments of the protein. DPP-IV is a cylindrical shaped mol 
ecule With an approximate height of 70 A and a diameter of 
60 The catalytic triad of DPP-IV (Ser642, Asp720 and 
His752) is illustrated in the center of the ?gure by a “ball and 
stick” representation. This triad of amino acids is located in 
the peptidase domain or catalytic domain of DPP-IV. The 
catalytic domain is covalently linked to the [3-propeller 
domain. The catalytic domain of DPP-IV includes residues 
1-67 and 511-778. The catalytic domain of DPP-IV adopts 
a characteristic ot/[3 hydrolase fold. The core of this domain 
contains an 8-stranded [3-sheet With all strands being parallel 
except one. The ot-sheet is signi?cantly tWisted and is 
?anked by three ot-helices on one side and ?ve ot-helices on 
the other. The topology of the [3-strands is 1, 2, —1x, 2x and 
(1x) (J. S. Richardson: The anatomy and taxonomy of 
protein structure; (1981) Adv. Protein Chem. 269, 15076 
15084.). Anumber of residues Were identi?ed that contribute 
to the shape and charge characteristics of the active site. 
Knowledge of these residues has been an important contri 
bution to the design of DPP-IV inhibitors of the present 
invention. 
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2. DPP-IV INHIBITORS 

[0117] In one embodiment, DPP-IV inhibitors of the 
present invention comprise Formula I: 

R Q R 

31 \ N / 1 )\ 
R4 N R2 

[0118] Wherein 

[0119] Q is selected from the group consisting of CO, 
SO, SO2, or C=NR9; 

[0120] R1 is hydrogen or is selected from the group 
consisting of (C1_1O)alkyl, (C3_12)cycloalkyl, (C3_ 
12)cycloalkyl(C1_5)alkyl, hetero(C3_12)cycloalkyl, 
aryl(C1_1O)alkyl, (C9_12)bicycloaryl, hetero(C4_12)bi 
cycloaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (C1_3)alkyl, amino, cyano, aryl, heteroaryl, 
hydroxy, alkoxy, aryloxy, heteroaryloxy, carbonyl 
group, imino group, sulfonyl group and sul?nyl 
group, each substituted or unsubstituted; 

[0121] R2 is selected from the group consisting of 
halo, perhalo( C1_1O)alkyl, amino, cyano, thio, (C1_ 
1o)alkyl, cycloalkyl, heterocycloalkyl, aryl, het 
eroaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (C1_3)alkyl, hydroxy, alkoxy, aryloxy, het 
eroaryloxy, carbonyl group, imino group, sulfonyl 
group and sul?nyl group, each substituted or unsub 
stituted, and a substituted or unsubstituted 4, 5, 6 or 
7 membered ring; 

[0122] R3 and R4 are taken together to form a sub 
stituted or unsubstituted 5 or 6 membered ring; and 

[0123] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted. 

[0124] In another embodiment, DPP-IV inhibitors of the 
present invention comprise Formula II: 

II 
I Q R1 

6-Position —> K¢ l \N/ 

7-Position —> L§ )\ 
M N R2 

[0125] Wherein 

[0126] Q is selected from the group consisting of CO, 
SO, SO2, or C=NR9; 

[0127] J, K, L, and M are each independently 
selected from the group of moieties Where the ring 
atom is either C or N; 

[0128] R1 is hydrogen or is selected from the group 
consisting of (C1_1O)alkyl, (C3_12)cycloalkyl, (C3_ 
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12)cycloalkyl(C1_5)alkyl, hetero(C3_12)cycloalkyl, 
aryl(C1_10)alkyl, (C9_12)bicycloaryl, hetero(C4_12)bi 
cycloaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (C1_3)alkyl, amino, cyano, aryl, heteroaryl, 
hydroXy, alkoXy, aryloXy, heteroaryloXy, carbonyl 
group, imino group, sulfonyl group and sul?nyl 
group, each substituted or unsubstituted; 

[0129] R2 is selected from the group consisting of 
halo, perhalo(C1_1O)alkyl, amino, cyano, thio, (C1_ 
1o)alkyl, cycloalkyl, heterocycloalkyl, aryl, het 
eroaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (Cl-3)alkyl, hydroXy, alkoXy, aryloXy, het 
eroaryloXy, carbonyl group, imino group, sulfonyl 
group and sul?nyl group, each substituted or unsub 
stituted, and a substituted or unsubstituted 4, 5, 6 or 
7 membered ring; and 

[0130] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted. 

[0131] In one embodiment, DPP-IV inhibitors of the 
present invention having particular substitution patterns 
have signi?cantly improved stability in biological assays. 
Improvement in the stabilities of the compounds in rat liver 
microsomes, for eXample, as demonstrated by the increase in 
the half life of the test compound in microsomal assays, has 
been demonstrated in particular substitutions of the DPP-IV 
inhibitors of the present invention. 

[0132] In one particular embodiment, DPP-IV inhibitors 
comprising the Formula II With substitution at the 6 and/or 
the 7-positions result in enhanced stability as demonstrated 
in biological assays. In one particular embodiment, com 
pounds of the Formula II comprise quinaZolinones that are 
substituted at the 6-position, the 7-position, or both the 6 and 
7 positions of the compound of Formula II. Non-limiting 
eXamples of the compounds of the Formula II include 
quinaZolinone derivatives, naphthyridine derivatives, 
4H-pyrido[3,4-d]pyrimidine derivatives, etc. 

[0133] In one embodiment, DPP-IV inhibitors comprise 
compounds of the Formula II Wherein K is CR12, Where 
R12 is independently selected from the group consisting of 
halo, perhalo(C1_1O)alkyl, CF3, cyano, nitro, alkyl, aryl, 
heteroaryl, aminosulfonyl, alkylsulfonyl, arylsulfonyl, het 
eroarylsulfonyl, aryloXy, heteroaryloXy, arylalkyl, het 
eroarylalkyl, cycloalkyl, heterocycloalkyl, amino, thio, 
alkoXy, a carbonyl group, imine group, sulfonyl group and 
sulfmyl group, each substituted or unsubstituted. 

[0134] In yet another variation, K is CR12 Where R12 is 
independently selected from the group consisting of halo, 
perhalo(C1_1O)alkyl, CF3, cyano, nitro, alkyl, aryl, het 
eroaryl, aminosulfonyl, alkylsulfonyl, arylsulfonyl, het 
eroarylsulfonyl, aryloXy, heteroaryloXy, arylalkyl, het 
eroarylalkyl, cycloalkyl, heterocycloalkyl, amino, thio, 
alkoXy, a carbonyl group, imine group, sulfonyl group and 
sul?nyl group, each substituted or unsubstituted, and L is 
nitrogen. 

[0135] 
[0136] K is CR12, Where R12 is independently 

selected from the group consisting of halo, perha 

In another variation, 
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lo(C1_1O)alkyl, CF3, cyano, nitro, alkyl, aryloXy, het 
eroaryloXy, amino, and alkoXy, each substituted or 
unsubstituted; 

[0137] R1 is selected from the group consisting of 
—(CH2)-(2-cyano)phenyl, -(CH2)-(3-cyano)phenyl, 
—(CH2)-(2-hydroXy)phenyl, —(CH2)-(3-hydroX 
y)phenyl, —(CH2)-(2-alkenyl)phenyl, —(CH2)-(3 
alkenyl)phenyl, —(CH2)-(2-alkynyl)phenyl, 
—(CH2)-(3-alkynyl)phenyl, —(CH2)-(2-nitro)phe 
nyl, —(CH2)-(3-nitro)phenyl, —(CH2)-(2-carboX 
y)phenyl, —(CH2)-(3-carboXy)phenyl, —(CH2)-(2 
carboXarnido)phenyl, _(CH2)_(3_ 
carboXamido)phenyl, _(CH2)_(2_ 
sulfonamido)phenyl, _(CH2)_(3_ 
sulfonamido)phenyl, —(CH2)-(2-tetraZolyl)phenyl, 
—(CH2)-(3-tetraZolyl)phenyl, —(CH2)-(2-aminom 
ethyl)phenyl, —(CH2)-(3-aminomethyl)phenyl, 
—(CH2)-(2-amino)phenyl, —(CH2)-(3-amino)phe 
nyl, —(CH2)-(2-hydroXymethyl)phenyl, —(CH2) 
(3-hydroXymethyl)phenyl, —(CH2)-(2-phenyl)phe 
nyl, —(CH2)-(3-phenyl)phenyl, —(CH2)-(2 
CONH2)phenyl, -(CH2)-(3-CONH2)phenyl, 
—(CH2)-(2-CONH(C1_7)alkyl)phenyl, —(CH2)-(3 
CONH(C1_7)alkyl)phenyl, —(CH2)-(2-CO2(C1_ 
7)alkyl)phenyl, —(CH2)-(3-CO2(C17)alkyl)phenyl, 
—CH2—NH2, —CH2—OH, —CH213 (C3_7)alkyl, 
—CH2-alkene, —CH2-alcyne, —CH2-CCH, 
—CH2-(C3-7)cycloalkyl, and —CH2-aryl, each sub 
stituted or unsubstituted; and 

[0138] R2 is selected from the group consisting of 
3-amino-piperidin-1-yl, 3-aminomethyl-pyrrolidin 
1-yl, aZetidin-1-yl, 3-aminoaZetidin-1-yl, pyrrolidin 
1-yl, 3-aminocyclopent-1-yl, 3-aminomethylcyclo 
pent-1-yl, 3-aminomethylcycloheX-1-yl, 
heXahydroaZepin-1-yl, 3-aminoheXahydroaZepin-1 
yl, 3-amino-cycloheX-1-yl, piperaZin-1-yl, homopip 
eraZin-1-yl, 3-amino-pyrrolidin-1-yl, and R-3-ami 
nopiperidin-l-yl, each substituted or unsubstituted. 

[0139] 
[0140] K is CR12, Where R12 is independently 

selected from the group consisting of halo, perha 
lo(C1_1O)alkyl, CF3, cyano, nitro, alkyl, aryloXy, het 
eroaryloXy, amino, and alkoXy, each substituted or 
unsubstituted; 

In yet another variation, 

[0141] R1 is selected from the group consisting of 
—(CH2)-(2-cyano)phenyl, —(CH2)-(3-cyano)phe 
nyl, —(CH2)-(2-hydroXy)phenyl, —(CH2)-(3-hy 
droXy)phenyl, —(CH2)-(2-alkenyl)phenyl, 
—(CH2)-(3-alkenyl)phenyl, —(CH2)-(2-alkyl)phe 
nyl, —(CH2)-(3-alkynyl)phenyl, —(CH2)-(2-nitro 
)phenyl, —(CH2)-(3-nitro)phenyl, —(CH2)-(2-car 
boXy)phenyl, —(CH2)-(3-carboXy)phenyl, —(CH2) 
(2-carboXamido)phenyl, _(CH2)_(3_ 
carboXamido)phenyl, _(CH2)_(2_ 
sulfonamido)phenyl, _(CH2)_(3_ 
sulfonamido)phenyl, —(CH2)-(2-tetraZolyl)phenyl, 
—(CH2)-(3-tetraZolyl)phenyl, —(CH2)-(2-aminom 
ethyl)phenyl, —(CH2)-(3-aminomethyl)phenyl, 
—(CH2)-(2-amino)phenyl, —(CH2)-(3-amino)phe 
nyl, —(CH2)-(2-hydroXymethyl)phenyl, —(CH2) 
(3-hydroXymethyl)phenyl, —(CH2)-(2-phenyl)phe 
nyl, —(CH2)-(3-phenyl)phenyl, —(CH2)-(2 
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CONH2)phenyl, —(CH2)-(3-CONH2)phenyl, 
—(CH2)-(2-CONH(C1_7)alkyl)phenyl, —(CH2)-(3 
CONH(C1_7)alkyl)phenyl, —(CH2)-(2-CO2(C1_ 
7)alkyl)phenyl, —(CH2)-(3-CO2(C1_7)alkyl)phenyl, 
—CH2—NH2, —CH2—OH, —CH2-(C3_7)alkyl, 
—CH2-alkene, —CH2-allye, —CH2—CCH, 
—CH2-(C3_7)cycloalkyl, and —CH2-aryl, each sub 
stituted or unsubstituted; and 

[0142] R2 is selected from the group consisting of 
3-amino-piperidin-1-yl, 3-aminomethyl-pyrrolidin 
1-yl, aZetidin-1-yl, 3-aminoaZetidin-1-yl, pyrrolidin 
1-yl, 3-aminocyclopent-1-yl, 3-aminomethylcyclo 
pent-1-yl, 3-aminomethylcycloheX-1-yl, 
heXahydroaZepin-1-yl, 3-aminoheXahydroaZepin-1 
yl, 3-amino-cycloheX-1-yl, piperaZin-1-yl, homopip 
eraZin-1-yl, 3-amino-pyrrolidin-1-yl, and R-3-ami 
nopiperidin-l-yl, each substituted or unsubstituted. 

[0143] In another embodiment, DPP-IV inhibitors of the 
present invention comprise a member selected from the 

group consisting of Formulae IIIa, IIIb, IIIc, IIId, IIIe and 
IIIf: 

[H21 
0 

R19 Q R1 \N l \N/ 
)\ R19 \ N R2 

R19 

IIIb 

IF19 
o N O R1 \ / l N 

\ )\ 
R19 N R2 

R19 

1110 
R19 

R19\ \ Q\N/R1 

/ / 
o N R2 

R19 

IIId 
R19 

0 Q R1 
\ \N/ 

N )\ R11 / N R2 

R19 
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-continued 
IIIe 

R19 

R19 / Q\ / R1 | N 

A 
o T N R2 

R19 

IIIf 

[0144] Wherein 
[0145] Q is selected from the group consisting of CO, 

SO, S02, or C=NR9; 
[0146] R1 is hydrogen or is selected from the group 

consisting of (C1_1O)alkyl, (C3_12)cycloalkyl, (C3_ 
12)cycloalkyl(C1_5)alkyl, hetero(C3_12)cycloalkyl, 
aryl(C1_1O)alkyl, (C9_12)bicycloaryl, hetero(C4_12)bi 
cycloaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (C1_3)alkyl, amino, cyano, aryl, heteroaryl, 
hydroXy, alkoXy, aryloXy, heteroaryloXy, carbonyl 
group, imino group, sulfonyl group and sul?nyl 
group, each substituted or unsubstituted; 

[0147] R2 is selected from the group consisting of 
halo, perhalo(C1_1O)alkyl, amino, cyano, thio, (C1_ 
1o)alkyl, cycloalkyl, heterocycloalkyl, aryl, het 
eroaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (C1_3)alkyl, hydroXy, alkoXy, aryloXy, het 
eroaryloXy, carbonyl group, imino group, sulfonyl 
group and sul?nyl group, each substituted or unsub 
stituted, and a substituted or unsubstituted 4, 5, 6 or 
7 membered ring; 

[0148] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted; and 

[0149] each R19 is independently selected from the 
group consisting of hydrogen, halo, perhalo(C1_ 
1o)alkyl, CF3, cyano, nitro, alkyl, alkene, alkyne, 
aryl, heteroaryl, aminosulfonyl, alkylsulfonyl, aryl 
sulfonyl, heteroarylsulfonyl, aryloXy, heteroaryloXy, 
arylalkyl, heteroarylalkyl, cycloalkyl, heterocy 
cloalkyl, amino, thio, alkoXy, carbonyl group, imine 
group, sulfonyl group and sulfmyl group, each sub 
stituted or unsubstituted, With the proviso that R19 is 
not alkylthio, arylthio, halo, cyano, nitro, and thio in 
the case Where the ring atom to Which R19 is bound 
is nitrogen. 
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[0150] In another embodiment, DPP-IV inhibitors of the 
present invention comprise Formula IV: 

[0151] Wherein 

[0152] Q is selected from the group consisting of CO, 
SO, $02, or C=NR9; 

[0153] W, X, and Y are each independently selected 
from the group of moieties Where the ring atom is 
either C, N, O or S; 

[0154] R1 is hydrogen or is selected from the group 
consisting of (C1_1O)alkyl, (C3_12)cycloalkyl, (C3_ 
12)cycloalkyl(C1_5)alkyl, hetero(C3_12)cycloalkyl, 
aryl(Cl-Io)alkyl, (C9_12)bicycloaryl, hetero(C4_12)bi 
cycloaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (C1_3)alkyl, amino, cyano, aryl, heteroaryl, 
hydroXy, alkoXy, aryloXy, heteroaryloXy, carbonyl 
group, imino group, sulfonyl group and sul?nyl 
group, each substituted or unsubstituted; 

[0155] R2 is selected from the group consisting of 
halo, perhalo(C1_1O)alkyl, amino, cyano, thio, (C1_ 
1o)alkyl, cycloalkyl, heterocycloalkyl, aryl, het 
eroaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (C1_3)alkyl, hydroXy, alkoXy, aryloXy, het 
eroaryloXy, carbonyl group, imino group, sulfonyl 
group and sul?nyl group, each substituted or unsub 
stituted, and a substituted or unsubstituted 4, 5, 6 or 
7 membered ring; and 

[0156] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted. 

[0157] In another embodiment, DPP-IV inhibitors of the 
present invention comprise Formulae Va, Vb or Vc: 

Va 
R19 
\ Q R1 N \ / 

N 
O | 

/ 
N R2 

R19 R19 
Vb 

R19 R19 
Q R1 \ / 

N 
O | 

/ N N R 
/ 2 

R19 
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R19 

R19 

[0158] Wherein 

[0159] Q is selected from the group consisting of CO, 

[0160] R1 is hydrogen or is selected from the group 
consisting of (C1_1O)alkyl, (C3_12)cycloalkyl, (C3_ 
12)cycloalkyl(C1_5)alkyl, hetero(C3_12)cycloalkyl, 
aryl(C1_1O)alkyl, (C9_12)bicycloaryl, hetero(C4_12)bi 
cycloaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)allyl, 
imino (C1_3)alkyl, amino, cyano, aryl, heteroaryl, 
hydroXy, alkoXy, aryloXy, heteroaryloXy, carbonyl 
group, imino group, sulfonyl group and sul?nyl 
group, each substituted or unsubstituted; 

[0161] R2 is selected from the group consisting of 
halo, perhalo(C1_1O)alkyl, amino, cyano, thio, (C1_ 
1o)alkyl, cycloalkyl, heterocycloalkyl, aryl, het 
eroaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (C1_3)alkyl, hydroXy, alkoXy, aryloXy, het 
eroaryloXy, carbonyl group, imino group, sulfonyl 
group and sul?nyl group, each substituted or unsub 
stituted, and a substituted or unsubstituted 4, 5, 6 or 
7 membered ring; 

[0162] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted; and 

[0163] each R19 is independently selected from the 
group consisting of hydrogen, halo, perhalo(C1_ 
1o)alkyl, CF3, cyano, nitro, alkyl, alkene, aycyne, 
aryl, heteroaryl, aminosulfonyl, alkylsulfonyl, aryl 
sulfonyl, heteroarylsulfonyl, aryloXy, heteroaryloXy, 
arylalkyl, heteroarylalkyl, cycloalkyl, heterocy 
cloalkyl, amino, thio, alkoXy, carbonyl group, imine 
group, sulfonyl group and sul?nyl group, each sub 
stituted or unsubstituted, With the proviso that R19 is 
not alkylthio, arylthio, halo, cyano, nitro, and thio in 
the case Where the ring atom to Which R19 is bound 
is nitrogen. 

In another embodiment, DPP-IV inhibitors of the 
present invention comprise Formula VIa or Formula VIb: 

VIa 
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-continued 

2 

VIb 

[0165] wherein 

[0166] Q is selected from the group consisting of CO, 
SO, $02, or C=NR9; 

[0167] W, X, and Y are each independently selected 
from the group of moieties Where the ring atom is 
either C, N, O or S; 

[0168] R1 is hydrogen or is selected from the group 
consisting of (C1_1O)alkyl, (C3_12)cycloalyl, (C3_ 
12)cycloalkyl(C1_5)alkyl, hetero(C3_12)cycloalkyl, 
aryl(C1_10)alkyl, (C9_12)bicycloaryl, hetero(C4_12)bi 
cycloaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (C1_3)alkyl, amino, cyano, aryl, heteroaryl, 
hydroXy, alkoXy, aryloXy, heteroaryloXy, carbonyl 
group, imino group, sulfonyl group and sul?nyl 
group, each substituted or unsubstituted; 

[0169] R2 is selected from the group consisting of 
halo, perhalo(C1_1O)alkyl, amino, cyano, thio, (C1_ 
1o)alkyl, cycloalkyl, heterocycloalkyl, aryl, het 
eroaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)aLkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (C1_3)alkyl, hydroXy, alkoXy, aryloXy, het 
eroaryloXy, carbonyl group, imino group, sulfonyl 
group and sul?nyl group, each substituted or unsub 
stituted, and a substituted or unsubstituted 4, 5, 6 or 
7 membered ring; and 

[0170] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted. 

[0171] In another embodiment, DPP-IV inhibitors of the 
present invention comprise Formulae VIIa, VIIb, or VIIc: 

VIIa 

VIIb 
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VIIc 

Q R1 
/X\ \ N/ 

R19 — N 

/ / 
N R2 

R19 

[0172] Wherein 

[0173] Q is selected from the group consisting of CO, 
SO, $02, or C=NR9; 

[0174] X is selected from the group of moieties 
Where the ring atom is either C, N, O or S in Formula 
VIIa, or X is selected from the group of moieties 
Where the ring atom is either C or N in Formula VIIb 
or Formula VIc; 

[0175] R1 is hydrogen or is selected from the group 
consisting of (C1_1O)alkyl, (C3_12)cycloalkyl, (C3_ 
12)cycloalkyl(C1_5)alkyl, hetero(C3_12)cycloalkyl, 
aryl(C-1_1O)alkyl, C9_12)bicycloaryl, hetero(C4_12)bi 
cycloaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)aLkyl, 
imino (C1_3)alkyl, amino, cyano, aryl, heteroaryl, 
hydroXy, alkoXy, aryloXy, heteroaryloXy, carbonyl 
group, muino group, sulfonyl group and sul?nyl 
group, each substituted or unsubstituted; 

[0176] R2 is selected from the group consisting of 
halo, perhalo(C1_1O)alkyl, amino, cyano, thio, (C1_ 
1o)alkyl, cycloalkyl, heterocycloalkyl, aryl, het 
eroaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (C1_3)alkyl, hydroXy, alkoXy, aryloXy, het 
eroaryloXy, carbonyl group, imino group, sulfonyl 
group and sulfmyl group, each substituted or unsub 
stituted, and a substituted or unsubstituted 4, 5, 6 or 
7 membered ring; 

[0177] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted; and 

[0178] each R19 is independently selected from the 
group consisting of hydrogen, halo, perhalo(C1_ 
1o)alkyl, CF3, cyano, nitro, alkyl, alkene, alkyne, 
aryl, heteroaryl, aminosulfonyl, alkylsulfonyl, aryl 
sulfonyl, heteroarylsulfonyl, aryloXy, heteroaryloXy, 
arylalkyl, heteroarylalkyl, cycloalkyl, heterocy 
cloalkyl, amino, thio, alkoXy, carbonyl group, imine 
group, sulfonyl group and sul?nyl group, each sub 
stituted or unsubstituted, With the proviso that R19 is 
not alkylthio, arylthio, halo, cyano, nitro, and thio in 
the case Where the ring atom to Which R19 is bound 
is nitrogen. 
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In another embodiment, DPP-IV inhibitors of the 

VIIIa 
J Q R1 \ / 

‘FF | N 
L\ A 

M N R; 

VIIIb 
J Q R1 \ 

I?/ I N/ L A 
\M N R2 

VIIIc 
J Q R 

I|</ I \N/ 1 
L% )\ 

M N R; 

[0180] Wherein 

[0181] Q is selected from the group consisting of CO, 
SO, $02, or C=NR9; 

[0182] J, K, L, and M are each independently 
selected from the group of moieties Where the ring 
atom is either C, N, O or S; 

[0183] R1 is hydrogen or is selected from the group 
consisting of (C1_1O)alkyl, (C3_12)cycloalkyl, (C3_ 
12)cycloalkyl(C1_5)alkyl, hetero(C3_12)cycloalkyl, 
aryl(C1_10)alkyl, (C9-12)bicycloaryl, hetero(C4_ 
12)bicycloaryl, carbonyl (C1_3)alkyl, thiocarbonyl 
(C1_3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (C1_3)alkyl, amino, cyano, aryl, heteroaryl, 
hydroXy, alkoXy, aryloXy, heteroaryloXy, carbonyl 
group, imino group, sulfonyl group and sulfmyl 
group, each substituted or unsubstituted; 

[0184] R2 is selected from the group consisting of 
halo, perhalo(C1_1O)alkyl, amino, cyano, thio, (C1_ 
1o)alkyl, cycloalkyl, heterocycloalkyl, aryl, het 
eroaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sul?nyl (C1_3)alkyl, 
imino (C1_3)alkyl, hydroXy, alkoXy, aryloXy, het 
eroaryloXy, carbonyl group, imino group, sulfonyl 
group and sul?nyl group, each substituted or unsub 
stituted, and a substituted or unsubstituted 4, 5, 6 or 
7 membered ring; and 

[0185] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted. 

In another embodiment, DPP-IV inhibitors of the 

13 

[0193] 
present invention comprise Formula X: 
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[0187] Wherein 

[0188] Q is selected from the group consisting of CO, 
SO, $02, or C=NR9; 

[0189] J, K, L, and M are each independently 
selected from the group of moieties Where the ring 
atom is either C, N, O or S; 

[0190] R1 is hydrogen or is selected from the group 
consisting of (C1_1O)alkyl, (C3_12)cycloalkyl, (C3_ 
12)cycloalkyl(C1_5)alkyl, hetero(C3_12)cycloalkyl, 
aryl(C1_1O)alkyl, (C9_12)bicycloaryl, hetero(C4_12)bi 
cycloaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sulfMyl (C1_3)alkyl, 
imino (C1_3)alkyl, amino, cyano, aryl, heteroaryl, 
hydroXy, alkoXy, aryloXy, heteroaryloXy, carbonyl 
group, imino group, sulfonyl group and sul?nyl 
group, each substituted or unsubstituted; 

[0191] R2 is selected from the group consisting of 
halo, perhalo(C1_1O)alkyl, amino, cyano, thio, (C1_ 
1o)aLkyl, cycloalkyl, heterocycloalkyl, aryl, het 
eroaryl, carbonyl (C1_3)alkyl, thiocarbonyl (C1_ 
3)alkyl, sulfonyl (C1_3)alkyl, sulfmyl (C1_3)alkyl, 
imino (C1_3)alkyl, hydroXy, alkoXy, aryloXy, het 
eroaryloXy, carbonyl group, imino group, sulfonyl 
group and sul?nyl group, each substituted or unsub 
stituted, and a substituted or unsubstituted 4, 5, 6 or 
7 membered ring; and 

[0192] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted. 

In another embodiment, DPP-IV inhibitors of the 

[0194] Wherein 

[0195] Q is selected from the group consisting of CO, 
cs, so, 502, or C=NR9; 

[0196] R1 is —ZRm, Where Z is a moiety providing 
1-6 atom separation betWeen Rrn and the ring to 
Which R1 is attached, and Rrn is selected from the 
group consisting of a substituted or unsubstituted 
(C3_7)cycloalkyl and aryl; 

[0197] R2 is selected from the group consisting of a 
substituted or unsubstituted 3, 4, 5, 6 or 7 membered 
ring; 

[0198] R3 and R4 are taken together to form a sub 
stituted or unsubstituted 5 or 6 membered ring; and 

[0199] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted. 



US 2004/0242566 A1 

[0200] In another embodiment, DPP-IV inhibitors of the 
present invention comprise Formula XI: 

XI 

K4] I Q\ N/ R1 

I )\ L / 
%M N R2 

[0201] Wherein 

[0202] Q is selected from the group consisting of CO, 
cs, so, 502, or C=NR9; 

[0203] J, K, L, and M are each independently 
selected from the group of CR12 and N; 

[0204] R1 is —ZRm, Where Z is a moiety providing 
1-6 atom separation betWeen Rrn and the ring to 
Which R1 is attached, and Rrn is selected from the 
group consisting of a substituted or unsubstituted 
(C3_7)cycloalkyl and aryl; 

[0205] R2 is selected from the group consisting of a 
substituted or unsubstituted 3, 4, 5, 6 or 7 membered 
ring; 

[0206] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted; and 

[0207] each R12 is hydrogen or is independently 
selected from the group consisting of halo, perha 
lo(C1_1O)alkyl, CF3, alkyl, aryl, heteroaryl, amino 
sulfonyl, alkylsulfonyl, arylsulfonyl, heteroarylsul 
fonyl, aryloXy, heteroaryloXy, arylalkyl, 
heteroarylalkyl, cycloalkyl, heterocycloalkyl, amino, 
thio, cyano, nitro, alkoXy, a carbonyl group, imine 
group, sulfonyl group and sul?nyl group, each sub 
stituted or unsubstituted. 

[0208] In another embodiment, DPP-IV inhibitors of the 
present invention comprise Formulae XIIa, XIIb, XIIc, XIId, 
XIIe, and XIIf: 

XIIa 

R19 
| 

o N O R1 \ / I N 

\ )\ 
R19 

XIIb 
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-continued 
XIIc 

R19 

R19 Q R1 
\ N \ \ N/ 

/ A 
o N R2 

R19 
XIId 

R19 

0 Q R1 \ / \ N 

N / A 
R11 N R2 

R19 
XIIe 

R19 

R19 / Q\ N / R1 

)\ 
o T N R2 

R19 
XIIf 

[0209] Wherein 
[0210] Q is selected from the group consisting of CO, 

cs, so, 502, or C=NR9; 
[0211] R1 is —ZRm, Where Z is a moiety providing 

1-6 atom separation betWeen Rrn and the ring to 
Which R1 is attached, and Rrn is selected from the 
group consisting of a substituted or unsubstituted 
(C3_7)cycloalkyl and aryl; 

[0212] R2 is selected from the group consisting of a 
substituted or unsubstituted 3, 4, 5, 6 or 7 membered 
ring; 

[0213] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted; and 

[0214] each R19 is independently selected from the 
group consisting of hydrogen, halo, perhalo(C1_ 
1o)alkyl, CF3, cyano, nitro, alkyl, alkene, alkyne, 
aryl, heteroaryl, aminosulfonyl, alkylsulfonyl, aryl 
sulfonyl, heteroarylsulfonyl, aryloXy, heteroaryloXy, 
arylalkyl, heteroarylalkyl, cycloalkyl, heterocy 
cloalkyl, amino, thio, alkoXy, carbonyl group, imine 
group, sulfonyl group and sulfmyl group, each sub 
stituted or unsubstituted, With the proviso that R19 is 
not alkylthio, arylthio, halo, cyano, nitro, and thio in 
the case Where the ring atom to Which R19 is bound 
is nitrogen. 
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[0215] In another embodiment, DPP-IV inhibitors of the 
present invention comprise Formula XIII: 

XIII 

[0216] Wherein 

[0217] Q is selected from the group consisting of CO, 
cs, so, so,, or C=NR9; 

[0218] W, X, and Y are each independently selected 
from the group of moieties Where the ring atom is 
either C, N, O or S; 

[0219] R1 is —ZRm, Where Z is a moiety providing 
1-6 atom separation betWeen Rrn and the ring to 
Which R1 is attached, and Rrn is selected from the 
group consisting of a substituted or unsubstituted 
(C3_7)cycloalkyl and aryl; 

[0220] R2 is selected from the group consisting of a 
substituted or unsubstituted 3, 4, 5, 6 or 7 membered 
ring; and 

[0221] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted. 

[0222] In another embodiment, DPP-IV inhibitors of the 
present invention comprise Formulae XIVa, XIVb, and 
XIVc: 

XIVa 
R19 
\ Q R 
N \N/ 1 

O | 
/ 

N R2 

R19 R19 
XIVb 

R19 R19 
Q R1 \ N/ 

O | 
/ N N R 

R/ 2 
19 

XIVC 
R19 
\ 

N Q\N/R1 
O=< | 

/ N N R 
/ 2 

R19 

[0223] Wherein 

[0224] Q is selected from the group consisting of CO, 
cs, so, so,, or C=NR9; 
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[0225] R1 is -ZRm, Where Z is a moiety providing 1-6 
atom separation betWeen Rrn and the ring to Which 
R1 is attached, and Rm is selected from the group 
consisting of a substituted or unsubstituted (C3_ 
7)cycloalkyl and aryl; 

[0226] R2 is selected from the group consisting of a 
substituted or unsubstituted 3, 4, 5, 6 or 7 membered 
ring; 

[0227] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted; and 

[0228] each R19 is independently selected from the 
group consisting of hydrogen, halo, perhalo(C1_ 
1o)alkyl, CF3, cyano, nitro, alkyl, alkene, alkyne, 
aryl, heteroaryl, ainosulfonyl, alkylsulfonyl, arylsul 
fonyl, heteroarylsulfonyl, aryloXy, heteroaryloXy, 
arylalkyl, heteroarylalkyl, cycloalkyl, heterocy 
cloalkyl, amino, thio, alkoXy, carbonyl group, imine 
group, sulfonyl group and sul?nyl group, each sub 
stituted or unsubstituted, With the proviso that R19 is 
not alkylthio, arylthio, halo, cyano, nitro, and thio in 
the case Where the ring atom to Which R19 is bound 
is nitrogen. 

[0229] In another embodiment, DPP-IV inhibitors of the 
present invention comprise Formulae XVa and XVb: 

XVa 
Q R1 W \ / 

// I N / 
Y N R2 

Q R1 W \ / 

X/ | N 
\\ A 
Y N R2 

[0231] Q is selected from the group consisting of CO, 
cs, so, so,, or C=NR9; 

[0230] Wherein 

[0232] W, X, and Y are each independently selected 
from the group of moieties Where the ring atom is 
either C, N, O or S; 

[0233] R1 is -ZRm, Where Z is a moiety providing 1-6 
atom separation betWeen Rrn and the ring to Which 
R1 is attached, and Rrn is selected from the group 
consisting of a substituted or unsubstituted (C3_ 
7)cycloalkyl and aryl; 

[0234] R2 is selected from the group consisting of a 
substituted or unsubstituted 3, 4, 5, 6 or 7 membered 
ring; and 

[0235] R9 is hydrogen or is selected from the group 
consisting of alkyl, cycloalkyl, heterocycloalkyl, 
arylalkyl, heteroarylalkyl, bicycloaryl, and heterobi 
cycloaryl, each substituted or unsubstituted. 
































































































































