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INVENTION [1] The present invention is directed to
novel heterobicyclic compounds, their salts, and
compositions comprising them. In particular, the
present invention is directed to novel heterobicyclic
compounds that inhibit the activity of tyrosine kinase
enzymes in animals, including humans, for the
treatment and/or prevention of various diseases and
conditions such as cancer. [2] Protein tyrosine
kinases (PTKs) are enzymes that catalyse the
phosphorylation of specific tyrosine residues in
various cellular proteins involved in regulation of
cell proliferation, activation, or differentiation
(Schlessinger and Ullrich, 1992, Neuron 9:383- 391).
Aberrant, excessive, or uncontrolled PTK activity has
been shown to result in uncontrolled cell growth and
has been observed in diseases such as benign and
malignant proliferative disorders, as well as having
been observed in diseases resulting from an
inappropriate activation of the immune system (e.g.,
autoimmune disorders), allograft rejection, and graft
vs. host disease hi addition, endothelial-cell
specific receptor PTKs such as KDR and Tie-2 mediate
the angiogenic process, and are thus involved in
supporting the progression of cancers and other
diseases involving inappropriate vascularization
(e.g., diabetic retinopathy, choroidal
neovascularization due to age-related macular
degeneration, psoriasis, arthritis, retinopathy of
prematurity, infantile hemangiomas). [3] Tyrosine
kinases can be of the receptor-type (having
extracellular, transmembrane and intracellular
domains) or the non-receptor type (being wholly
intracellular). The Receptor Tyrosine Kinases (RTKs)
comprise a large family of transmembrane receptors
with at least nineteen distinct RTK subfamilies having
diverse biological activities. The RTK family includes
receptors that are crucial for the growth and
differentiation of a variety of cell types (Yarden and
Ullrich, Ann. Rev. Biochem. 57:433-478, 1988; Ullrich
and Schlessinger, Cell 61:243-254, 1990). The
intrinsic function of RTKs is activated upon ligand
binding, which results in phosphorylation of the
receptor and multiple cellular substrates, and
subsequently results in a variety of cellular
responses (Ullrich & Schlessinger, 1990, Cell
61:203-212). Thus, RTK mediated signal transduction is
initiated by extracellular interaction with a specific
growth factor (ligand), typically followed by receptor
dimerization, stimulation of the intrinsic protein
tyrosine kinase activity and receptor
transphosphorylation. Binding sites are thereby
created for intracellular signal transduction
molecules and lead to the formation of complexes with
a spectrum of cytoplasmic signaling molecules that
facilitate a corresponding cellular response such as
cell division, differentiation, metabolic effects, and
changes in the extracellular microenvironment
(Schlessinger and Ullrich, 1992, Neuron 9:1-20). [4]
Malignant cells are associated with the loss of
control over one or more cell cycle elements. These
elements range from cell surface receptors to the
regulators of transcription and translation, including
the insulin-like growth factors, insulin growth
factor-I (IGF-I) and insulin growth factor-2 (IGF-2)
(MJ. Ellis, "The Insulin-Like Growth Factor Network
and Breast Cancer", Breast Cancer, Molecular Genetics,
Pathogenesis and Therapeutics, Humana Press 1999). The
insulin growth factor system consists of families of
ligands, insulin growth factor binding proteins, and
receptors. [5] A major physiological role of the IGF-I
system is the promotion of normal growth and
regeneration. Overexpressed IGF-IR (type 1
insulin-like growth factor receptor) can initiate
mitogenesis and promote ligand-dependent neoplastic
transformation. Furthermore, IGF-IR plays an important
role in the establishment and maintenance of the
malignant phenotype. [6] IGF-IR exists as a
heterodimer, with several disulfide bridges. The
tyrosine kinase catalytic site and the ATP binding
site are located on the cytoplasmic portion of the
beta subunit. Unlike the epidermal growth factor (EGF)
receptor, no mutant oncogenic forms of the IGF-IR have
been identified. However, several oncogenes have been
demonstrated to affect IGF-I and IGF-IR expression.
The correlation between a reduction of IGF-IR
expression and resistance to transformation has been
seen. Exposure of cells to the mRNA antisense to
IGF-IR RNA prevents soft agar growth of several human
tumor cell lines. [7] Apoptosis is a ubiquitous
physiological process used to eliminate damaged or
unwanted cells in multicellular organisms.
Misregulation of apoptosis is believed to be involved
in the pathogenesis of many human diseases. The
failure of apoptotic cell death has been implicated in
various cancers, as well as autoimmune disorders.
Conversely, increased apoptosis is associated with a
variety of diseases involving cell loss such as
neurodegenerative disorders and AIDS. As such,
regulators of apoptosis have become an important
therapeutic target. It is now established that a major
mode of tumor survival is escape from apoptosis.
IGF-IR abrogates progression into apoptosis, both in
vivo and in vitro. It has also been shown that a
decrease in the level of IGF-IR below wild-type
levelscauses apoptosis of tumor cells in vivo. The
ability of IGF-IR disruption to cause apoptosis
appears to be diminished in normal, non-tumorigenic
cells. [8] Inappropriately high protein kinase
activity has been implicated in many diseases
resulting from abnormal cellular function. This might
arise either directly or indirectly by a failure of
the proper control mechanisms for the kinase, related
to mutation, over-expression or inappropriate
activation of the enzyme; or by an over- or
underproduction of cytokines or growth factors
participating in the transduction of signals upstream
or downstream of the kinase. In all of these
instances, selective inhibition of the action of the
kinase might be expected to have a beneficial effect.
[9] IGF-IR is a transmembrane RTK that binds primarily
to IGF-I but also to IGF-II and insulin with lower
affinity. Binding of IGF-I to its receptor results in
receptor oligomerization, activation of tyrosine
kinase, intermolecular receptor autophosphorylation
and phosphorylation of cellular substrates (major
substrates are IRSl and She). The ligandactivated
IGF-IR induces mitogenic activity in normal cells and
plays an important role in abnormal growth. [10] The
IGF-I pathway in human tumor development has an
important role: 1) IGF-IR overexpression is frequently
found in various tumors (breast, colon, lung, sarcoma)
and is often associated with an aggressive phenotype.
2) High circulating IGFl concentrations are strongly
correlated with prostate, lung and breast cancer risk.
Furthermore, IGF-IR is required for establishment and
maintenance of the transformed phenotype in vitro and
in vivo (Baserga R. Exp. Cell. Res., 1999, 253, 1-6).
The kinase activity of IGF-IR is essential for the
transforming activity of several oncogenes: EGFR,
PDGFR, SV40 T antigen, activated Ras, Raf, and v-Src.
The expression of IGF-IR in normal fibroblasts induces
neoplastic phenotypes, which can then form tumors in
vivo. IGF-IR expression plays an important role in
anchorage-independent growth. IGF-IR has also been
shown to protect cells from chemotherapy-, radiation-,
and cytokine-induced apoptosis. Conversely, inhibition
of endogenous IGF-IR by dominant negative IGF-IR,
triple helix formation or antisense expression vector
has been shown to repress transforming activity in
vitro and tumor growth in animal models. [11] Many of
the tyrosine kinases, whether an RTK or non-receptor
tyrosine kinase, have been found to be involved in
cellular signaling pathways involved in numerous
disorders, including cancer, psoriasis, fibrosis,
atherosclerosis, restenosis, auto-immune disease,
allergy, asthma, transplantation rejection,
inflammation, thrombosis, nervous system diseases, and
other hyperproliferative disorders or hyper-immune
responses. It is desirable toprovide novel inhibitors
of kinases involved in mediating or maintaining
disease states to treat such diseases. [12] The
identification of effective small compounds that
specifically inhibit signal transduction and cellular
proliferation, by modulating the activity of receptor
and non receptor tyrosine and serine/threonine
kinases, to regulate and modulate abnormal or
inappropriate cell proliferation, differentiation, or
metabolism is therefore desirable. In particular, the
identification of methods and compounds that
specifically inhibit the function of a tyrosine kinase
essential for angiogenic processes or for the
formation of vascular hyperpermeability leading to
edema, ascites, effusions, exudates, macromolecular
extravasation, matrix deposition, and their associated
disorders would be beneficial. [13] It has been
recognized that inhibitors of protein-tyrosine kinases
are useful as selective inhibitors of the growth of
mammalian cancer cells. For example, Gleevec(tm) (also
known as imatinib mesylate, or STI571), a
2-phenylpyrimidine tyrosine kinase inhibitor that
inhibits the kinase activity of the BCR-ABL fusion
gene product, was recently approved by the U.S. Food
and Drug Administration for the treatment of CML. This
compound, in addition to inhibiting BCR-ABL kinase,
also inhibits KIT kinase and PDGF receptor kinase,
although it is not effective against all mutant
isoforms of KIT kinase. In recent clinical studies on
the use of Gleevec(tm) to treat patients with GIST, a
disease in which KIT kinase is involved in
transformation of the cells, many of the patients
showed marked clinical improvement. Other kinase
inhibitors show even greater selectively. For example,
'the 4- anilinoquinazoline compound Tarceva(tm)
inhibits only EGF receptor kinase with high potency,
although it can inhibit the signal transduction of
other receptor kinases, probably because such
receptors heterodimerize with the EGF receptor. [14]
In view of the importance of PTKs to the control,
regulation, and modulation of cell proliferation and
the diseases and disorders associated with abnormal
cell proliferation, many attempts have been made to
identify small molecule tyrosine kinase inhibitors.
Bis-, mono-cyclic, bicyclic or heterocyclic aryl
compounds (International Patent Publication No. WO
92/20642) and vinylene-azaindole derivatives
(International Patent Publication No. WO 94/14808)
have been described generally as tyrosine kinase
inhibitors. Styryl compounds (U.S. Patent No.
5,217,999), styryl-substituted pyridyl compounds (U.S.
Patent No. 5,302,606), certain quinazoline derivatives
(EP Application No. 0566266 Al; Expert Opm. Ther. Pat.
(1998), 8(4): 475-478), selenoindoles and selenides
(International Patent Publication No. WO 94/03427),
tricyclic polyhydroxylic compounds (International
Patent Publication No. WO 92/21660) and
benzylphosphonic acid compounds (InternationalPatent
Publication No. WO 91/15495) have been described as
compounds for use as tyrosine kinase inhibitors for
use in the treatment of cancer. Anilinocinnolines (PCT
WO97/34876) and quinazoline derivative compounds
(International Patent Publication No. WO 97/22596;
International Patent Publication No. WO97/42187) have
been described as inhibitors of angiogenesis and
vascular permeability. Bis(indolylmaleimide) compounds
have been described as inhibiting particular PKC
serine/threonine kinase isoforms whose signal
transducing function is associated with altered
vascular permeability in VEGF-related diseases
(International Patent PublicationNos. WO 97/40830 and
WO 97/40831). [15] International Patent Publication
Nos. WO 03/018021 and WO 03/018022 describe
pyrimidines for treating IGF-IR related disorders,
International Patent Publication Nos. WO 02/102804 and
WO 02/102805 describe cyclolignans and cyclolignans as
IGF-IR inhibitors, International Patent Publication
No. WO 02/092599 describes pyrrolopyrimidines for the
treatment of a disease which responds to an inhibition
of the IGF-IR tyrosine kinase, International Patent
Publication No. WO 01/72751 describes
pyrrolopyrimidines as tyrosine kinase inhibitors.
International Patent Publication No. WO 00/71 129
describes pyrrolotriazine inhibitors of kinases.
International Patent Publication No. WO 97/28161
describes pyrrolo [2,3-d]pyrimidines and their use as
tyrosine kinase inhibitors. [16] Parrizas, et al.
describes tyrphostins with in vitro and in vivo IGF-IR
inhibitory activity (Endocrinology, 138:1427-1433
(1997)), and International Patent Publication No. WO
00/35455 describes heteroaryl-aryl ureas as IGF-IR
inhibitors. International Patent Publication No. WO
03/048133 describes pyrimidine derivatives as
modulators of IGF-IR. International Patent Publication
No. WO 03/024967 describes chemical compounds with
inhibitory effects towards kinase proteins.
International Patent Publication No. WO 03/068265
describes methods and compositions for treating
hyperproliferative conditions. International Patent
Publication No. WO 00/17203 describes
pyrrolopyrimidines as protein kinase inhibitors.
Japanese Patent Publication No. JP 07/133280 describes
a cephem compound, its production and antimicrobial
composition. A. Albert et al., Journal ofthe Chemical
Society, H : 1540-1547 (1970) describes pteridine
studies and pteridines unsubstituted in the
4-position, a synthesis from pyrazines via 3,4-
dhydropteridines. A. Albert et al., Chem. Biol.
Pteridines Proc. Int. Symp., 4th, 4: 1-5 (1969)
describes a synthesis of pteridines (unsubstituted in
the 4-position) from pyrazines, via 3-4-
dihydropteridines. [17] IGF-IR performs important
roles in cell division, development, and metabolism,
and in its activated state, plays a role in
oncogenesis and suppression ofapoptosis. IGF-IR is
known to be overexpressed in a number of cancer cell
lines (IGF-IR overexpression is linked to acromegaly
and to cancer of the prostate). By contrast,
downregulation of IGF-IR expression has been shown to
result in the inhibition oftumorigenesis and an
increased apoptosis of tumor cells. [18] Although the
anticancer compounds described above have made a
significant contribution to the art, there is a
continuing need in this field of art to improve
anticancer pharmaceuticals with better selectivity or
potentcy, reduced toxicity, or fewer side effects.
SUMMARY OF THE INVENTION [19] The present invention
relates to compounds of Formula I : 1 [20] or a
pharmaceutically acceptable salt thereof. The
compounds of Formula I inhibit the IGF-IR enzyme and
are useful for the treatment and/or prevention of
hyperproliferative diseases such as cancer,
inflammation, psoriasis, allergy/asthma, disease and
conditions of the immune system, disease and
conditions of the central nervous system. DETAILED
DESCRIPTION OF THE INVENTION [21] The present
invention relates to a compound of Formula I : I [22]
or a pharmaceutically acceptable salt thereof,
wherein: [23] X1, and X2 are each independently N or
C- (E1)aa;[24] X5 is N5C- (E1) o N- (E )aa; [25] X ,
X4, X , and X7 are each independently N or C; [26]
wherein at least one of X3, X4, Xs, X , and X7 is
independently N or N- (E1 [27] Q1 is [28] Xi i , Xi2,
X)3, Xi4, Xi 5, and Xi6 are each independently N, C-
(En )bb, or N+ - O 5 [29] wherein at least one of Xn,
Xi2, Xi 3, Xi4, Xi5, andX i is N OrN+ - O"; [30] R1 is
absent, Co-i oalkyl, cycloQ. ioalkyl, bicycloCs
ioalkyl, aryl, heteroaryl, aralkyl, heteroaralkyl,
heterocyclyl, heterobicycloCs - oalkyl, spiroalkyl, or
heterospiroalkyl, any of which is optionally
substituted by one or more independent G1 1
substituents; [31] E1, E1 G1, and G4 1 are each
independently halo, - CF3, - OCF3, - OR2, -
NR2R3(R2a)j i , - C(=O)R 2, - CO2R2, - CONR2R3, - NO2,
- CN, - S(O)J1R2, - SO2NR2R3, - NR2C(=O)R3, -
NR2C(O)OR 3, - NR2C(=O)NR3R2a, - NR2S(O)j iR3, -
C(=S)OR 2, - C(O)SR 2, - NR2C(=NR 3)NR2aR3a, -
NR2C(=NR3)OR2a, - NR2C(=NR 3)SR2a, - 0C(=0)0R 2, -
OC(=O)NR2R3, - OC(=O)SR 2, - SC(=O)OR 2, - SC(=O)NR
2R3, Co-iOalkyl, C2-i0 alkenyl, C2- loalkynyl,
C1-ioalkoxyC 1-iQalkyl, Ci .ioalkoxyC2-i0 alkenyl,
C1-ioalkoxyC2-i oalkynyl, C]- loalkylthioC1-ioalkyl,
Ci .ioalkylthioC 2-i oalkenyl, Ci.ioalkylthioC
.ioalkynyl, cycloC 3-8alkyl, cycloC^salkenyl,
cycloC^alkylC oalkyl, cycloC^salkenyld -ioalkyl,
cycloC 3-8alkylC 2- loalkenyl, cycloC 3-8alkenylC 2-i0
alkenyl, cycloC3-8alkylC 2-ioalkynyl, cycloC
3-8alkenylC 2- loalkynyl, heterocyclyl - Co-ioalkyl,
heterocyclyl - C2-10alkenyl, or heterocyclyl -
C2-1oalkynyl, any of which is optionally substituted
with one or more independent halo, oxo, - CF3, - OCF3,
- OR222, - NR222R333(R222a)j]a , - C(=O)R 222, -
CO2R222, - C(=O)NR 222R333, - NO2, - CN, - S(=O)jia
R222, - SO2NR222R333, - NR222C(=O)R333 , -
NR222C(=O)OR 333, - NR222C(=O)NR 333R222a, -
NR222S(O)]IaR333 - C(=S)OR 222, - C(=O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR 333)SR222a, - OC(=O)OR222, - OC(=O)NR
222R333, - OC(=O)SR222, - SC(=O)OR 222, or - SC(=O)NR
222R333 substituents;[32] or E1, En , or G1 optionally
is [33] or E1, E11, G1, or G4 1 optionally
independently is aryl- Co-lo alkyl, aryl- C2-
iOalkenyl, aryl- C2-i oalkynyl, hetaryl - Co-iOalkyl,
hetaryl - C2-ioalkenyl, or hetaryl - C2-ioalkynyl, any
of which is optionally substituted with one or more
independent halo, - CF3, - OCF3, - OR222, -
NR222R333(R222a)j2a, - C(O)R222, - CO2R222, -
C(=O)NR222R333, NO2, - CN, - S(O)j2aR222, -
SO2NR222R333, - NR222C(=O)R333, - NR222C(=O)OR 333,
~NR222C(O)NR 333R222a, - NR222S(O)j2aR333, -
C(=S)OR222, - C(O)SR 222, - NR222C(=NR333)NR222aR333a,
~NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a, -
OC(=O)OR222, - OC(=O)NR 222R333, - OC(=O)SR222, -
SC(=O)OR 222, or - SC(O)NR 222R333 substituents; [34]
G11 is halo, oxo, - CF3, - OCF3, - OR2 1, - NR2IR3
1(R2al )j4, - C(O)R2 , - CO2R2 1, - C(O)NR 2 1R3 1, -
NO2, - CN, - S(O)j4R2 1, - SO2NR2 1R3 1, NR2 1(C=O)R 3
1, NR2 1C(O)OR 3 1, NR2 1C(=O)NR3 1R2al , NR2
1S(O)j4R3 1, - C(=S)OR2 1, - C(O)SR 2 1, - NR2 1C(=NR3
1)NR2alR3aI , - NR2 1C(=NR3 1)OR2al 5- NR2 1C(=NR3
1)SR2al , - OC(O)OR 2 1, - OC(O)NR 2 1R3 1, OC(O)SR 2
1, - SC(O)OR 2 1, - SC(O)NR 2 1R3 1, - P(O)OR2 1OR3 1,
Q.joalkylidene, C0- loalkyl, C2-10alkenyl,
C2-i0alkynyl, C oalkoxyC oalkyl, C1-10alkoxyC 2-i
oalkenyl, C1- OaIkOXyC2-IOaIkJTIyI, C1-ioalkylthioC
1-ioalkyl, C1-ioalkylthioC2-1oalkenyl, C1-10alkylthioC
2- ^alkynyl, cycloC3-salkyl, cycloC3-8alkenyl,
cycloCa-salkylC 1-ioalkyl, cycloCa-salkenylC 1-
oalkyl, cycloC3.8alkenylC2-i0 alkenyl, cycloC
3-8alkyIC2-1oalkynyl, cycloC3.galkenylC2-i oalkynyl,
heterocyclyl - Co-ioalkyl, heterocyclyl - C2-i
oalkenyl, or heterocyclyl - C2-i0alkynyl, any of which
is optionally substituted with one or more independent
halo, oxo, - CF3, - OCF3, - OR2221 , - NR2221R333
1(R222al)j4a - C(O)R2221 , - CO2R2221 , - C(O)NR
2221R3331 , - NO2, - CN, - S(O)j4aR2221 , -
SO2NR2221R3331 , 



- NR2221C(O)R 3331, - NR2221C(O)OR 3331 , -
NR2221C(O)NR 333 R222al , - NR2221S(O)j4aR3331, -
C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR333I)OR222ai , - NR2221C(=NR3331)SR222al, -
OC(O)OR 2221 , - OC(O)NR 2221R3331 , OC(O)SR 2221 , -
SC(O)OR 2221 , - P(O)OR 2221OR3331 , Or - SC(O)NR
2221R3331 substituents; [35] or G1 1 is aryl-
Co-ioalkyl, aryl- C2-1oalkenyl, aryl- C2-10alkynyl,
hetaryl - Cooalkyl, hetaryl - C2-]0alkenyl, or hetaryl
- C2-ioalkynyl, any of which is optionally substituted
with one or more independent halo, - CF3, - OCF3, -
OR2221 , - N 222IR3331(R222al)j5a - C(O)R2221 , -
CO2R2221 , - C(O)NR 2221R3331 , - NO2, - CN, -
S(O)j5aR2221 , - SO2NR2221R3331 , - NR2221C(O)R 3331 ,
- NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R222al , -
NR2221S(O)j5aR3331,- C(=S)OR 2221 , - C(=O)SR 2221, -
NR2221C(=NR3331)NR222alR333al , - NR2221C(=NR
3331)OR222al , - NR2221C(=NR333 ')SR 222al , -
OC(=O)OR 2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221 ,
- SC(=O)OR 2221 , - P(O)OR 2221OR3331 , or - SC(=O)NR
2221R3331 substituents; [36] or G11 is C, taken
together with the carbon to which it is attached forms
a C=C double bond which is substituted with R5 and
G111 ; [37] R2, R2a, R3, R3a, R222, R222a, R333 ,
R333a R2 1, R2al , R3 1, R3al , R2221 , R222al ,
R3331, and R333al are each independently Co-ioalkyl,
C2-ioalkenyl, C2-10alkynyl, Ci.^alkoxyC i . oalkyl,
C1-ioalkoxyC^ ioalkenyl, C1-IOaIkOXyC2-IOaIkJTIyI,
C1-ioalkylthioC^oalkyl, C1-joalkylthioC2- loalkenyl,
C1-ioalkylthioC2-]0alkynyl, cycloCs -galkyl, cycloC
3-8alkenyl, cycloC 3-8alkylCj. loalkyl,
cycloC^salkenyld -ioalkyl, cycloC 3-8alkylC
2-ioalkenyl, cycloC 3-8alkenylC 2-1oalkenyl, cycloC
3-8alkylC 2-ioalkynyl, cycloC 3-8alkenylC 2-i0
alkynyl, heterocyclyl - Co ioalkyl, heterocyclyl -
C2-10alkenyl, heterocyclyl - C2-1oalkynyl, aryl-
Co-ioalkyl, aryl- C2-ioalkenyl, or aryl- C2-ioalkynyl,
hetaryl - Co-1oalkyl, hetaryl - C2-10alkenyl, or
hetaryl - C2-i0 alkynyl, any of which is optionally
substituted by one or more independent G111
substituents; [38] or in the case or -
NR222R333(R222a)jla or - NR222R333(R222a)j2a or - NR2
1R3 1(R2al )j4 or - NR2221R3331CR 222al)j4aor -
NR2221R3331 (R222al )j5a then R2 and R3, or R222 and
R333, or R2221 and R3331 , respectfully, are
optionally taken together with the nitrogen atom to
which they are attached to form a 3-10 membered
saturated or unsaturated ring, wherein said ring is
optionally substituted by one or more independent
G1111 substituents and wherein said ring optionally
includes one or more heteroatoms other than the
nitrogen to which R2 and R3, or R222 and R333, or
R2221 and R3331 are attached; [39] W1 and Y1 are each
independently - 0 - , - NR7 - , - S(0) j7- , - CR5R6 -
, - N(C(O)OR 7)- , - N(C(O)R 7)- , - N(SO 2R7)- , -
CH2O- , - CH2S- , - CH2N(R 7)- , - CH(NR 7)- , -
CH2N(C(O)R 7)- , - CH2N(C(O)OR 7)- , - CH2N(SO2R7)- ,
- CH(NHR 7)- , - CH(NHC(O)R 7)- , - CH(NHSO 2R7)- , -
CH(NHC(O)OR 7)- , - CH(OC(O)R 7)- , - CH(OC(O)NHR 7)-
, - CH=CH- , - CC- - C(=N0R 7)- , - C(O)- - CH(OR 7)-
, - C(O)N(R 7)- , - N(R 7)C(O) - , - N(R 7)S(O) - -
N(R7)S(O)2- - OC(O)N(R 7)- , - N(R7)C(O)N(R 8)- , -
NR7C(O)O - , - S(O)N(R 7)- , - S(O)2N(R7)- , - N(C(O)R
7)S(O)- , - N(C(O)R 7)S(O)2- - N(R7)S(O)N(R 8)- -
N(R7)S(O)2N(R 8)- , - C(O)N(R 7)C(O) - , - S(O)N(R
7)C(O) - , - S(O)2N(R 7)C(O) - , - OS(O)N(R 7)- , -
OS(O)2N(R 7)- , - N(R7)S(O)O - - N(R7)S(O)2O- -
N(R7)S(O)C(O) - , - N(R7)S(O)2C(O)- , - SON(C(O)R 7)-
, - SO2N(C(O)R 7)- , - N(R7)SON(R 8)- , - N(R 7)SO2N(R
8)- , - C(O)O - , - N(R 7)P(OR 8)O- - N(R 7)P(OR 8)- ,
- N(R 7)P(O)(OR 8)O- ,- N(R 7)P(O)(OR 8)- , - N(C(O)R
7)P(OR 8)O- , - N(C(O)R 7)P(OR8)- , - N(C(O)R
7)P(O)(OR 8)O- , - N(C(O)R 7)P(OR 8)- , - CH(R7)S(O)-
, - CH(R7)S(O)2- , - CH(R7)N(C(O)OR 8)- , -
CH(R7)N(C(O)R 8)- , - CH(R7)N(SO2R8)- , - CH(R7)O- , -
CH(R7)S- - CH(R7)N(R8)- - CH(R7)N(C(O)R 8)- , -
CH(R7)N(C(O)OR 8)- , - CH(R7)N(SO2R8)- , -
CH(R7)C(=NOR 8)- , - CH(R7)C(O)- , - CH(R7)CH(OR 8)- ,
- CH(R7)C(O)N(R 8)- , - CH(R7)N(R 8)C(O) - , -
CH(R7)N(R8)S(O)- , - CH(R7)N(R 8)S(O) 2- -
CH(R7)OC(O)N(R 8)- , - CH(R7)N(R 8)C(O)N(R 7a)- -
CH(R7)NR8C(O)O - , - CH(R7)S(O)N(R 8)- , -
CH(R7)S(O)2N(R 8)- , - CH(R7)N(C(O)R 8)S(O) - , -
CH(R7)N(C(O)R 8)S(O)- , - CH(R7)N(R 8)S(O)N(R 7a)- , -
CH(R7)N(R 8)S(O) 2N(R7a)- , - CH(R7)C(O)N(R 8)C(O)- ,
- CH(R7)S(O)N(R 8)C(O)- , - CH(R7)S(O) 2N(R 8)C(O) - ,
- CH(R7)OS(O)N(R 8)- , - CH(R7)OS(O) 2N(R 8)- , -
CH(R7)N(R8)S(O)O - , - CH(R7)N(R 8)S(O)2O- , -
CH(R7)N(R 8)S(O)C(O) - , - CH(R7)N(R 8)S(O)2C(O)- -
CH(R7)SON(C(O)R 8)- , - CH(R7)SO2N(C(O)R 8)- , -
CH(R7)N(R 8)SON(R 7a)- - CH(R7)N(R 8)SO2N(R7a)- , -
CH(R7)C(O)O - - CH(R7)N(R8)P(OR 7a)O- , - CH(R7)N(R
8)P(OR7a)- , - CH(R7)N(R 8)P(O)(OR 7a)O- , - CH(R7)N(R
8)P(O)(OR 7a)- - CH(R7)N(C(O)R 8)P(OR 7a)O- , -
CH(R7)N(C(O)R 8)P(OR7a)- , - CH(R7)N(C(O)R 8)P(O)(OR
7a)O- , or - CH(R7)N(C(O)R 8)P(OR 7a)- ; [40] R5, R6,
G111, andG 1111 are each independently C0-10alkyl,
C2-10alkenyl, C2- loalkynyl, -ioalkoxyC1-ioalkyl, Ci
.i0alkoxyC 2-1oalkenyl, Ci .i0alkoxyC 2-i0 alkynyl,
C1-ioalkylthioC oalkyl, C1_]oalkylthioC2-i0 alkenyl,
C1-i0alkylthioC 2-i oalkynyl, cycloC 3-8alkyl,
cycloCs-salkenyl, cycloCs salkylC oalkyl,
cycloC3-8alkenylC i .ioalkyl, cycloC 3-8alkylC 2-
oalkenyl, cycloC 3-8alkenylC2-10alkenyl, cycloC
3-8alkylC2-ioalkynyl, cycloC 3-8alkenylC 2- ]oalkynyl,
heterocyclyl - Co- oalkyl, heterocyclyl - C
.ioalkenyl, heterocyclyl - C2-i oalkynyl;> aryl-
Co-iQalkyl, aryl- C2-i0alkenyl, aryl- C2-10alkynyl,
hetaryl- Co-ioalkyl, hetaryl - C2-i oalkenyl, or
hetaryl - C2-10alkynyl, any of which is optionally
substituted with one or more independent halo, - CF3,
- OCF3, - OR77, - NR77R87, - C(O)R77, - CO2R77, -
CONR77R87, - NO2, - CN, - S(O)j5aR77, - SO2NR77R87, -
NR77C(O)R 87, - NR77C(=O)OR87, - NR77C(=O)NR 78R87, -
NR77S(O)j5aR87, - C(=S)OR 77, - C(=O)SR 77, -
NR77C(=NR87)NR78R88, - NR77C(=NR87)OR78, - NR77C(=NR
87)SR78, - OC(=O)OR 77, - OC(=O)NR 77R87, - OC(=O)SR
77, - SC(=O)OR77, - P(O)OR 77OR87, or - SC(=O)NR 77R87
substituents; [41] or R5 with R6 are optionally taken
together with the carbon atom to which they are
attached to form a 3-10 membered saturated or
unsaturated ring, wherein said ring isoptionally
substituted with one or more independent R69
substituents and wherein said ring optionally includes
one or more heteroatoms; [42] R7, R7a, and R8 are each
independently acyl, Co-iOalkyl, C2-i oalkenyl, aryl,
heteroaryl, heterocyclyl or cycloC^ ioalkyl, any of
which is optionally substituted by one or more
independent G111 substituents; [43] R4 is Co-ioalkyl,
C2-i oalkenyl, C2-1oalkynyl, aryl, heteroaryl, cycloC
3-i0 alkyl, heterocyclyl, cycloC 3-8alkenyl, or
heterocycloalkenyl, any of which is optionally
substituted by one or more independent G4 1
substituents; [44] R69 is halo, - OR78, - SH, -
NR78R88, - CO2R78, - C(=O)NR 78R88, - NO2, - CN, -
S(O)J8R78, - SO2NR78R88, Co-ioalkyl, C2-10alkenyl,
C2-i oalkynyl, C1-ioalkoxyCwoalkyl, C1- i0alkoxyC
2-1oalkenyl, Ci .ioalkoxyC2-i oalkynyl, C oalkylthioC
1-ioalkyl, C1-ioalkylthioC 2- loalkenyl,
C1-i0alkylthioC 2-i oalkynyl, cycloC 3-8alkyl, cycloC
3-8alkenyl, CyCIoC3-SaIlCyIC1- loalkyl, cycloCs
-salkenylC 1-ioalkyl, cycloC 3-8alkylC 2-10alkenyl,
cycloC 3-8alkenylC 2-i oalkenyl, cycloC 3-8alkylC 2-i0
alkynyl, cycloC 3-8alkenylC 2-10alkynyl, heterocyclyl
- Co-ioalkyl, heterocyclyl - C2-i oalkenyl, or
heterocyclyl - C2-i oalkynyl, any of which is
optionally substituted with one or more independent
halo, cyano, nitro, - OR778, - SO2NR778R888, or -
NR778R888 substituents; [45] or R69 is aryl- Co-
oalkyl, aryl- C2-10alkenyl, aryl - C2-10alkynyl,
hetaryl - Coloalkyl, hetaryl - C2-i0 alkenyl, hetaryl
- C2-i0 alkynyl, mono(C 1-6alkyl)aminoC 1-6alkyl,
di(d. alky^aminoC 1-ealkyl, mono(aryl)aminoC 1-6alkyl,
di(aryl)aminoC i .6alkyl, or - N(C i.6alkyl) -
C1-6alkyl - aryl, any of which is optionally
substituted with one or more independent halo, cyano,
nitro, - OR778, C1-ioalkyl, C2-10alkenyl,
C2-1oalkynyl, haloC 1-ioalkyl, haloC 2-10alkenyl,
haloC 2-i0 alkynyl, - COOH, C alkoxycarbonyl, -
C(KD)NR 778R888, - SO2NR778R888, or - NR778R888
substituents; [46] or in the case Of - NR78R88, R78
and R88 are optionally taken together with the
nitrogen atom to which they are attached to form a
3-10 membered saturated or unsaturated ring, wherein
said ring is optionally substituted with one or more
independent halo, cyano, hydroxy, nitro, C1-ioalkoxy,
- SO2NR778R888, or - NR778R888 substituents, and
wherein said ring optionally includes one or more
heteroatoms other than the nitrogen to which R78 and
R88 are attached; [47] R77, R78, R87, R88, R778, and
R888 are each independently C0-10alkyl, C2-i oalkenyl,
C2-1oalkynyl, C1-ioalkoxyC1-ioalkyl, Ci .
;ioalkoxyC2-1oalkenyl, Ci.ioalkoxyC2- loalkynyl, C
ioalkylthiod -ioalkyl, C1-ioalkylthioC
2-1oalkynyl,cycloC3-8alkyl, cycloC 3-8alkenyl,
cycloCa-galkylCj-ioalkyl, cycloC3.8alkylC2-10alkenyl,
cycloC 3-8alkenylC2-ioalkenyl, cycloC3-8alkylC
2-10alkynyl, cycloC3- 8alkenylC2-ioalkynyl,
heterocyclyl - Co-ioalkyl, heterocyclyl -
C2-ioalkenyl, heterocyclyl - C2- loalkynyl,
C1-ioalkylcarbonyl, C2-i0 alkenylcarbonyl, C2-i
oalkynylcarbonyl, - loalkoxycarbonyl,
C1-ioalkoxycarbonylC 1-ioalkyl, monoC 1-
alkylaminocarbonyl, diC1-6alkylaminocarbonyl,
mono(aryl)aminocarbonyl, di(aryl)aminocarbonyl, or
C1-ioalkylfrytyaminocarbonyl, any of which is
optionally substituted with one or more independent
halo, cyano, hydroxy, nitro, .ioalkoxy, - S0
2N(C0-4alkyl)(Co-4alkyl), or - N(Co-
4alkyl)(Co-4alkyl) substituents; [48] or R77, R78,
R87, R88, R778, and R888 are each independently aryl-
C0-10alkyl, aryl- C2-iOalkenyl, aryl- C2-i0 alkynyl,
hetaryl- Co-ioalkyl, hetaryl - C2-i oalkenyl, hetaryl-
C2- )oalkynyl, di(C1-6alkyl)aminoC 1-6alkyl,
mono(aryl)aminoC i ..6alkyl, di(aryl)aminoC 1-6alkyl,
or - NCCu alky - C1-ealkyl- aryl, any of which is
optionally substituted with one or more independent
halo, cyano, nitro, - 0(Co - 4alkyl), C1-ioalkyl,
C2-i0 alkenyl, C2-i oalkynyl, haloC 1-ioalkyl,
haloC2-i oalkenyl, haloC2- loalkynyl, - COOH,
Cloalkoxycarbonyl, - CON(Co-4alkyl)(C 0-i oalkyl), -
S0 2N(Co-4alkyl)(Co-4alkyl), or -
N(Co-4alkyl)(CO-4alkyl) substituents; [49] n, m, j 1,
j1a, j2a, j4, j4a, j5a, j7, and j 8 are each
independently 0, 1, or 2; and [50] aa and bb are each
independently 0 or 1. [51] In an aspect of the present
invention, a compound is represented by Formula I, or
a pharmaceutically acceptable salt thereof, wherein X3
is N; Xi , X2, and X5 are C- (E1 a; X4, X , and X7 are
C; and the other variables are described as above for
Formula I . [52] In a second aspect of the present
invention, a compound is represented by Formula I, or
a pharmaceutically acceptable salt thereof, wherein X
is N; Xi , X2, and X5 are C- (E1)aa; and X3, X , and
X7 are C; and the other variables are described as
above for Formula I. [53] In a third aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein X5 is N- (E')
aa; X1and X2 are C- (E') aa; X3, X4, X , and X7 are C;
and the other variables are described as above for
Formula I. [54] In a fourth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X is N; X1, X2, and X are C-
(E1) ; X3, X4, and X7 are C; and the other variables
are described as above for Formula I .[55] In a fifth
aspect of the present invention, a compound is
represented by Formula I, or a salt thereof, wherein
X7 isN; X1, X2, and X5 are C- (E1) ; X3, X4, and X6
are C; and the other variables are described as above
for Formula I . [56] In a sixth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X1 and X3 are N; X2 and X5 are
C- (E1)aa; X4, X6, and X7 are C; and the other
variables are described as above for Formula I . [57]
In a seventh aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X1 and X4 are N; X2 and X are C- (E1
; X3, X6, and X7 are C; and the other variables are
described as above for Formula I . [58] In an eighth
aspect of the present invention, a compound is
represented by Formula I, or a salt thereof, wherein
Xi isN; X5 is N- (E1)aa; X2 is C- (E1) ; X3, X , X ,
and X7 are C; and the other variables are described as
above for Formula I . [59] In a ninth aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein Xi and X6 are N;
X2 and X5 are C- (E1 a; X3, X4, and X7 are C; and the
other variables are described as above for Formula I.
[60] In a tenth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein Xi and X7 are N; X2 andX5 are C- (E1)
; X3, X4, and X6 are C; and the other variables are
described as above for Formula I. [61] In a eleventh
aspect of the present invention, a compound is
represented by Formula I, or a salt thereof, wherein
X2 and X3 are N; Xi and X5 are C- (E1) ; X4, X6, and
X7 are C; and the other variables are described as
above for Formula I. [62] In a twelfth aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein X2 and X4 are N;
Xi and X5 are C- (E1 ; X3, X6, and X7 are C; and the
other variables are described as above for Formula I .
[63] In a thirteenth aspect of the present invention,
a compound is represented by Formula I, or a salt
thereof, wherein X2 is N; X5 isN- (E1) Xi is C- (E1 a;
X3, X4, X6, and X7 are C; and the other variables are
described as above for Formula I. [64] In a fourteenth
aspect of the present invention, a compound is
represented by Formula I, or a salt thereof, wherein
X2 and X6 are N; Xi and X5 are C- (E!)aa; X3, X4, and
X7 are C; and the other variables are described as
above for Formula I. [65] In a fifteenth aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein X2 and X7 are N;
Xi and X5 are C- (E') aa; X3, X4, and X6 are C; and
the other variables are described as above for Formula
I .[66] In a sixteenth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X3 and X4 are N; X1, X , and
X5 are C~(E ]) a;X and X7 are C; R1 is absent; and the
other variables are described as above for Formula I.
[67] In a seventeenth aspect of the present invention,
a compound is represented by Formula I, or a salt
thereof, wherein X3 and X5 are N; X1and X2 are C- (E')
aa; X4, X6, and X7 are C; and the other variables are
described as above for Formula I. [68] In an
eighteenth aspect of the present invention, a compound
is represented by Formula I, or a salt thereof,
wherein X4 and X5 are N; X1and X2 are C- (E1)aa; X3,
Xe, and X7 are C; and the other variables are
described as above for Formula I. [69] In a nineteenth
aspect of the present invention, a compound is
represented by Formula I, or a salt thereof, wherein
X4 and X6 are N; X1, X2, and X are C- (E1)aa; X and X7
are C; R1 is absent; and the other variables are
described as above for Formula I . [70] In a twentieth
aspect of the present invention, a compound is
represented by Formula I, or a salt thereof, wherein
X4 and X7 are N; X , X2, and X5 are C- (E') aa; X3 and
X are C; R1 is absent; and the other variables are
described as above for Formula I. [71] In a
twenty-first aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X5 and X6 are N;X and X are C- (E1) ;
X3, X4, and X7 are C; and the other variables are
described as above for Formula I. [72] In a
twenty-second aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X5 and X7 are N; Xi and X2 are C-
(E1) ; X3, X4, and X6 are C; and the other variables
are described as above for Formula I. [73] In a
twenty-third aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X3, and X4 are N; X1 and X5 are
C- (E1 ; X and X7 are C; R1 is absent; and the other
variables are described as above for Formula I . [74]
In a twenty-fourth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X3, and X are N; Xi is C- (E1 ;
X4, X6 and X7 are C; and the other variables are
described as above for Formula I . [75] In a
twenty-fifth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X3, X4, and X5 are N; Xi and X2 are
C- (E1) ; X6 and X7 are C; R1 is absent; and the other
variables are described as above for Formula I. [76]
In a twenty-sixth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein Xj, X3, and X4 are N; X2 and X5 are
C- (E1) ; X and X7 are C; R1 is absent; and the other
variables are described as above for Formula I .[77]
In a twenty-seventh aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X1, X4, and X5 are N; X2 is C- (E1) ;
X3, X and X7 are C; and the other variables are
described as above for Formula I . [78] In a
twenty-eighth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X4, and X5 are N; X1 is C- (E1) ;
X3, X and X7 are C; and the other variables are
described as above for Formula I. [79] In a
twenty-ninth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X1, X5, and X6 are N; X2 is C- (E1) ;
X3, X4, and X7 are C; and the other variables are
described as above for Formula I. [80] In a thirtieth
aspect of the present invention, a compound is
represented by Formula I, or a salt thereof, wherein
X2, X5, and X are N; Xi is C- (E1 ; X3, X , and X7 are
C; and the other variables are described as above for
Formula I . [81] In a thirty-first aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein X4, X5, and X e
are N; Xi and X2 are C- (E1 3; X3 and X7 are C; R1 is
absent; and the other variables are described as above
for Formula I . [82] In a thirty-second aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein Xi , X3, and X5
are N; X2 is C- (E 33; X4, X6 and X7 are C; and the
other variables are described as above for Formula I .
[83] In a thirty-third aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X1, X4, and X are N; X2 and X5
are C- (E1). ; X3 and X7 are C; R1 is absent; and the
other variables are described as above for Formula I.
[84] In a thirty-fourth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X], X5, and X7 are N; X2 is C-
CE 1) ; X3, X4, and X are C; and the other variables
are described as above for Formula I . [85] In a
thirty-fifth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X], X4, and X7 are N; X2 and X are C-
(E a ; X3 and X are C; R1 is absent; and the other
vari ables are described as above for Formula I . [86]
In a thirty-sixth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X , and X are N; Xi and X5 are C-
(E') aa; X3 and X7 are C; R1 is absent; and the other
variables are described as above for Formula I. [87]
In a thirty-seventh aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X4, and X7 are N; Xi and X5 are
C- (E1) ; X3 and X are C; R1 is absent; and the other
variables are described as above for Formula I.[88] In
a thirty-eighth aspect of the present invention, a
compound is represented 



by Formula I, or a salt thereof, wherein X2, X5, and
X7 are N; Xi is C- (E1) ; X3, X4, and X6 are C; and
the other variables are described as above for Formula
I. [89] In a thirty-ninth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein Xi , X4, X5, and X are N; X2
is C- (E ; X3 and X7 are C; R1 is absent; and the
other variables are described as above for Formula I .
[90] In a fortieth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X4, X5, and X6 are N; Xi is X3
and X7 are C; R1 is absent; and the other variables
are described as above for Formula I . [91] In a
forty-first aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X1, X3, X , and X are N; X2 is C-
(E1) ; X6 and X7 are C; R1 is absent; and the other
variables are described as above for Formula I . [92]
In a forty-second aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X3, X4, and X5 are N; Xi is C-
(E1 a; X6 and X7 are C; R1 is absent; and the other
variables are described as above for Formula I. [93]
The following embodiments refer to all of the
forty-two aspects above: [94] In an embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X11, X12, and X13 are N; Xi4, Xi5,
and Xi6 are C- (E1!)bt,; and the other variables are
as described in each of the above aspects. [95] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn,
Xi2, and Xi4 are N; Xi3, X15, and Xi6 are C- (Ep )bt,;
and the other variables are as described in each of
the above aspects. [96] In yet another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X1 , Xi2, and Xi5 are N; Xi3, Xi4,
and X are C- (E1 )bb; and the other variables are as
described in each of the above aspects. [97] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn ,
X12 , and Xi6 are N; Xi3, X]4, and X15 are C- (Ep )bb;
and the other variables are as described in each of
the above aspects.[98] In still another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X11, Xi3, and Xi4 are N; X 2, X15,
and Xi are C- (Ep )bb; and the other variables are as
described in each of the above aspects. [99] In yet
still another embodiment of each of the above aspects,
a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn,
Xi3, and Xi5 are N; X12, Xi4, and X16 are C- (En )bb;
and the other variables are as described in each of
the above aspects. [100] In another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn, Xi3, and Xi6 are N; Xi2, Xi4, and
X15 are C- (E11 ; and the other variables are as
described in each of the above aspects. [101] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn,
Xi4, and Xi5 are N; Xi2, Xi 3, and X16 are C- (E 11 b
and the other variables are as described in each of
the above aspects. [102] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn, Xi4, and X16 are
N; Xi2, Xi3, and X15 are C- (E11 ; and the other
variables are as described in each of the above
aspects. [ 103] In yet another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn, X15 , and Xi6 are N; Xi2, Xi3,
and Xi4 are C- (E11 b; and the other variables are as
described in each of the above aspects. [104] In yet
still another embodiment of each of the above aspects,
a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi2,
Xi3, and Xi4 are N; Xn, X15, and X] are C- (E1 )bb;
and the other variables are as described in each of
the above aspects. [105] In still yet another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi2, Xi3, and Xi5 are
N; Xn, X14, and Xi are C- (E1 )bb; and the other
variables are as described in each of the above
aspects.[106] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
Xi2, Xi 3, and Xi6 are N; Xn, Xi4, and X1S are C-
(E1!)bb; and the other variables are as described in
each of the above aspects. [107] In yet another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi2, Xi and X15 are
N; Xn, Xi3, and Xi6 are and the other variables are as
described in each of the above aspects. [108] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi2,
X14 , and X1 are N; Xn, Xi3, and X1S are C- (E11 b;
and the other variables are as described in each of
the above aspects. [109] In yet still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi2, Xi , and X1 are
N; Xn, Xi3, and X 4 are C- (E11 ; and the other
variables are as described in each of the above
aspects. [110] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi3, Xi4, and Xi5 are N; Xn, Xi2, and
X are C- (E11 b; and the other variables are as
described in each of the above aspects. [Ill] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X13,
Xi4, and Xi6 are N; Xn, Xi2, and X1 are C- (Ep )bb;
and the other variables are as described in each of
the above aspects. [1 12] In another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X 4, Xi5, and Xi6 are N; Xn, Xi2, and
Xi3 are and the other variables are as described in
each of the above aspects. [113] In yet another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi 3, X15 , and X16
are N; Xn, Xi2, and X14 are C- (E11 t,; and the other
variables are as described in each of the above
aspects.[ 114] In yet still another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn and Xi2 are N; X 3, X14, Xi5, and
Xi6 are C- (E1 ; and the other variables are as
described in each of the above aspects. [115] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X1 1
and Xi3 are N; Xi2, Xi4, X15 , and Xi6 are and the
other variables are as described in each of the above
aspects. [116] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn and Xi4 are N; Xi2, Xi3, X15 , and
Xi6 are and the other variables are as described in
each of the above aspects. [1 17] In still yet another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi 1 and Xi5 are N; X
2, Xi3, Xi4, and Xi are C- (E11 t,; and the other
variables are as described in each of the above
aspects. [118] In yet another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn and Xi6 are N; Xi2, Xi3, Xi4, and
X15 are C- (E11 ,; and the other variables are as
described in each of the above aspects. [119] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X12
and Xi3 are N; Xn, Xi4, Xi5, and Xi6 are C- (Ep )bb;
and the other variables are as described in each of
the above aspects. [120] In another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi2 and Xi4 are N; Xn, Xi3, X15 , and
Xi are C- (Ep )bb; and the other variables are as
described in each of the above aspects. [121] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi2
and X15 are N; Xn, Xi3, Xi4, and X are C- (E1')bb; and
the other variables are as described in each of the
above aspects.[122] In still yet another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X12 and Xi6 are N; Xn, Xi 3, X14 ,
and X15 are C- (E11 t,; and the other variables are as
described in each of the above aspects. [123] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X13
and Xi4 are N; Xn, Xi2, X1S, and X 6 are C- (E11 y3;
and the other variables are as described in each of
the above aspects. [124] In yet still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi3 and Xi are N; Xn,
Xi2, Xi4, and Xi6 are C- (E11 t,; and the other
variables are as described in each of the above
aspects. [125] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
Xi3 and Xi6 are N; Xn, Xi2, Xi4, and X15 are C- (E11
t,; and the other variables are as described in each
of the above aspects. [126] In still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X1 and X1S are N; Xn,
Xi2, Xi3, and Xi6 are C- (E11 b and the other
variables are as described in each of the above
aspects. [127] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi4 and Xi6 are N; Xn, Xi2, Xi3, and
X15 are C- (E11 b; and the other variables are as
described in each of the above aspects. [128] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X]5
and Xi6 are N; Xn, Xi2, Xi3, and Xi4 are C- (E11 b;
and the other variables are as described in each of
the above aspects. [129] In another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn is N; X12 , Xi3, Xi4, Xi5, and Xi
are C- (E11 ; and the other variables are as described
in each of the above aspects.[130] In yet another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X12 is N; X1 1, Xn,
X14 , Xi5, and X1 are C- (E11 t ; and the other
variables are as described in each of the above
aspects. [131] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X13 is N; X1 1, X12, X1 , X \5, and
X1 are C- (E11 t,; and the other variables are as
described in each of the above aspects. [132] In yet
still another embodiment of each of the above aspects,
a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X14
is N; Xn, X12, X13 , X15 , and Xi6 are C- (E1])bb; and
the other variables are as described in each of the
above aspects. [133] In still another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X1 is N; Xn, Xi2, Xi3, Xi4, and Xi
are C- (E11 ; and the other variables are as described
in each of the above aspects. [134] In still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi6 is N; X1 1, X1 ,
Xi3, Xi4, and X1 are C- (E11 t1; and the other
variables are as described in each of the above
aspects. [135] Advantageous embodiments of the above
aspects include: [136] An embodiment of each of the
above aspects, wherein a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn and Xi are N; Xi2, X13 , X 4, and
Xi are C- (E1 ) bb; and the other variables are as
described in each of the above aspects. [137] An
embodiment of each of the above aspects, wherein a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X14
and Xi are N; Xn, X 2, X 3, and X1S are C- (E11 b and
the other variables are as described in each of the
above aspects. [138] An embodiment of each of the
above aspects, wherein a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X15 and X16are N; Xn, X12, X13 , and
X14 are C- (Eu )bb; and the other variables are as
described in each of the above aspects. [139] An
embodiment of each of the above aspects, wherein a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi 1
is N; i2> i3> Xi4 i5 and 16 are C- (Ep )bb; and the
other variables are as described in each of the above
aspects. [140] An embodiment of each of the above
aspects, wherein a compound is represented by Formula
I, or a pharmaceutically acceptable salt thereof,
wherein X1 is N; X11, Xi2, Xi3, Xi4, and Xi5 are C-
(E1 b; and the other variables are as described in
each of the above aspects. [141] The compounds of the
present invention include compounds represented by
Formula I above, or a pharmaceutically acceptable salt
thereof, and [142] wherein X3 is N; X1, X2, and X are
C- (E1V ; and X4, X6, and X7 are C; or [143] wherein
X4 is N; X1, X2, and X5 are C- (E1V ; and X3, X6, and
X7 are C; or [144] wherein X5 is N- (E1V ; Xi and X2
are C- (E1 ; d X3. X4, Xe, and X7 are C; or [145]
wherein X is N; X1, X2, and X5 are C- (E1V ; and X3,
X4, and X7 are C; or [146] wherein X7 is N; X1, X2,
and X5 are C- (E1V ; and X3, X4, and X are C; or [147]
wherein X1 and X3 are N;X2 and X5 are C- (E1 ; and X4,
X , and X7 are C; or [148] wherein X1 and X4 are N; X2
and X5 are C-(E1 ; and X3, X6, and X7 are C; or [149]
wherein X1 is N; X5 is N- (E1V ; 2 is C- (E1V ; and
X3, X4, X6, and X7 are C; or [150] wherein Xi and X6
are N; X2 and X5 are C- (E1V ; and X3, X4, and X7 are
C; or [151] wherein X1and X7 are N; X2 and X5 are C-
(E1V ; and X3, X4, and X are C; or [ 152] wherein X2
and X3 are N; X1and X5 are C- (E1V ; and X , X6, and
X7 are C; or [153] wherein X2 and X4 are N; X1and X5
are C- (E1V ; and X3, X6, and X7 are C; or [ 154]
wherein X2 isN; X5 is N- (E1V , X1is C- (E1V ; and X3,
X4, X6, and X7 are C; or [155] wherein X2 and X6 are
N; Xi and X5 are C- (E1V ; and X3, X , and X7 are C;
or [ 156] wherein X2 and X7 are N; Xi and X5 are C-
(E1V ; and X3, X4, and X6 are C; or[157] wherein X3
and X4 are N; X1, X2, and X5 are C- (EV; X6 and X7 are
C; and R1 is absent; or [158] wherein X3 and X5 are N;
X1and X2 are C- (EV and X4, X6, and X7 are C; or [159]
wherein X4 and X are N; X1and X2 are C- (EV ; and X3,
X6, and X7 are C; or [160] wherein X and X6 are N; Xi
, X2, and X5 are C- (EV X3 and X7 are C; and R1 is
absent; or [161] wherein X4 and X7 are N; X1, X2, and
X5 are C- (EV; X3 and X6 are C; and R1 is absent; or
[162] wherein X5 and X6 are N; Xi and X2 are C- (E1 ;
and X3, X4, and X7 are C; or 



[163] wherein X5 and X7 are N; Xi and X2 are C- (EV ;
and X , X4, and X6 are C; or [164] wherein X2, X3, and
X4 are N; Xi and X5 are C- (EV; X6 and X7 are C; and
R1 is absent; or [165] wherein X2, X3, and X5 are N;
Xi is C- (EV ; and X4, X6 and X7 are C; or [166]
wherein X3, X , and X5 are N; Xi and X2 are C- (EV; X6
and X7 are C; and R1 is absent; or [167] wherein X1,
X3, and X4 are N; X2 and X5 are C- (EV X6 and X7 are
C; and R1 is absent; or [168] wherein X1, X4, and X5
are N;X2 is C- (E1 ; and X3, X6, and X7 are C; or
[169] wherein X2, X4, and X5 are N; Xi is C- (E1 ; and
X3, X6, and X7 are C; or [170] wherein X1, X5, and X6
are N; X2 is C- (E1 a; and X3, X4, and X7 are C; or
[171] wherein X2, X , and X6 are N; X1 is C- (E'ca;
and X3, X4 and X7 are C; or [172] wherein X4, X5, and
X6 are N; Xi and X2 are C- (EV X3 and X7 are C; and R1
is absent; or [173] wherein X1, X3, and X5 are N; X2
is C- (EV; and 4 > c 6, and X7 are C; or [174] wherein
X1, X4, and X6 are N; X2 and X5 are C- (E!)aa; X3 and
X7 are C; and R1 is absent; or [175] wherein X1, X5,
and X7 are N; X2 is C- (E1Xa and X3, X4, and X6 are C;
or [176] wherein X1, X4, and X7 are N; X2 and X5 are
C- (EV; X3 and X6 are C; and R1 is absent; or [177]
wherein X2, X4, and X6 are N; X and X5 are C- (EV ; c
3 and X7 are C; and R1 is absent; or[178] wherein X2,
X4, and X7 are N; Xi and X5 are C- (E') aa; X3 and X5
are C; and R1 is absent; or [179] wherein X2, X5, and
X7 are N; Xi is C- (E1) ; and X3, X4, and X6 are C; or
[180] wherein Xi , X4, X5, and X6 are N; X2 is C- (E1)
; X3 and X7 are C; and R1 is absent; or [181] wherein
X2, X4, X5, and X are N; Xi is C- (E') aa; X3 and X7
are C; and R1 is absent; or [182] wherein Xi , X3, X4,
and X5 are N; X2 is C- (E') aa; X and X7 are C; and R1
is absent; or [183] wherein X2, X3, X4, and X5 are N;
X] is C- (E1) ; X6 and X7 are C; and R1 is absent; or
[184] wherein any one ofXn - 16 is N; or [185] wherein
any two OfXn -I6 is N; or [186] wherein any three OfXn
-J6 is N; or [187] wherein any one of Xi i,Xi4 Xi5,or
X16 is N; or [188] wherein any two of Xn Xi4,Xi s, or
Xi 6 is N; or [189] wherein any two of Xi4,X]5,or Xi 6
is N; or [190] wherein Xi 6 is N; or [191] wherein Xi4
and Xi are N; or [192] wherein Xi5 and Xi6 are N; or
[193] wherein Xi i and X 6 are N; or [194] wherein Xji
is N; or [195] wherein G1 is - OR2, - NR2R3(R2a)j i ,
- S(O)j iR2, Co-iOalkyl, cycloC3-8alkyl, heterocyclyl
- Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, oxo, - CF3, - OCF3,
- OR222, - NR222R333(R222a)jia , - C(=O)R222, -
CO2R222, - C(=O)NR222R333, - NO2, - CN, -
S(=O)jiaR222, - SO2NR222R333, - NR222C(K))R 333, - NR,
222z C(O, )0R 333, - NR222C(O)NR>333t 222a, - C(=O)SR
222, - NR222C(=NR 333)NR 222aR333a, - NR222C(=NR
333)OR 222a, - NR222C(=NR 333)SR 222a, - OC(=O)OR 222,
- OC(=O)NR 222R333, - OC(=O)SR 222, - SC(=O)OR 222, or
- SC(O)NR 222R333 substituents; or G 1 is aryl -
Co-iOalkyl or hetaryl - C0- loalkyl, any of which is
optionally substituted with one or more independent
halo, - CF3, - OCF 3, - OR222, - NR222R333(R222a)j2a ,
- C(O)R 222, - CO2R222, - C(O)NR 222R333, - N O2, -
CN,[77] In a twenty-seventh aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X1, X , and X5 are N; X is C-
(E1) ; X3, X6 and X7 are C; and the other variables
are described as above for Formula I. [78] In a
twenty-eighth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X4, and X5 are N; X1 is C- (E1) ;
X , X and X7 are C; and the other variables are
described as above for Formula I . [79] In a
twenty-ninth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X1, X5, and X6 are N; X2 is C- (E1) ;
X3, X , and X7 are C; and the other variables are
described as above for Formula I . [80] In a thirtieth
aspect of the present invention, a compound is
represented by Formula I, or a salt thereof, wherein
X2, X5, and X are N; Xi is C- (E1) ; X3, X4,and X7 are
C; and the other variables are described as above for
Formula I . [81] In a thirty-first aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein X4, X5, and X
are N; Xi and X2 are C- (E') aa; X and X7 are C; R1 is
absent; and the other variables are described as above
for Formula I. [82] In a thirty-second aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein X1, X3, and X5
are N; X2 is C- E1) ; X4, X and X7 are C; and the
other variables are described as above for Formula I.
[83] In a thirty-third aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein Xj, X4, and X are N; X2 and X5
are C- (E') aa; X3 and X7 are C; R1 is absent; and the
other variables are described as above for Formula I.
[84] In a thirty-fourth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X1, X5, and X7 are N; X2 is C-
(E1) ; X , X4, and X are C; and the other variables
are described as above for Formula I. [85] In a
thirty-fifth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein Xi, X4, and X7 are N; X2 and X5 are
C- (E') aa; X3 and X6 are C; R1 is absent; and the
other variables are described as above for Formula I.
[86] In a thirty-sixth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X2, X4, and X are N; Xi and X5
are C- (E )aa; X3 and X7 are C; R1 is absent; and the
other variables are described as above for Formula I.
[87] In a thirty-seventh aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X2, X4, and X7 are N; X1 and
X5 are C- (E1 ;X3 and X are C; R1 is absent; and the
other variables are described as above for Formula I.
15[77] In a twenty-seventh aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein Xi , X and X5 are N; X2 is C-
(E1) ; X3, X and X7 are C; and the other variables are
described as above for Formula I. [78] In a
twenty-eighth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2 X4, and X5 are N; X1 is C- (E1) ;
X , X and X7 are C; and the other variables are
described as above for Formula I. [79] In a
twenty-ninth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein Xi, X5, and X are N; X is C- (E1) ;
X3, X4, and X7 are C; and the other variables are
described as above for Formula I. [80] In a thirtieth
aspect of the present invention, a compound is
represented by Formula I, or a salt thereof, wherein
X2, X5, and X are N;Xi is C- (E1) ; X3, X4 and X7 are
C; and the other variables are described as above for
Formula I . [81] In a thirty-first aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein X4, X5, and X
are N; Xi and X2 are C- (E1 a; X3 and X7 are C; R! is
absent; and the other variables are described as above
for Formula I. [82] hi a thirty-second aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein Xi , X3, and X
are N; X2 is C- (E 1) ; X , X and X7 are C; and the
other variables are described as above for Formula I .
[83] In a thirty-third aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein Xi , X4, and X are N; X2 and
X5 are C- (E1) ; X3 and X7 are C; R1 is absent; and
the other variables are described as above for Formula
I. [84] In a thirty-fourth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X1, X5, and X7 are N; X2 is C-
(E ; X3, X , andX are C; and the other variables are
described as above for Formula I. [85] In a
thirty-fifth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein Xj, X4, and X7 are N; X and X5 are C-
(E1) ; X3 and X are C; R1 is absent; and the other
variables are described as above for Formula I . [86]
In a thirty-sixth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X , X4, and X are N; Xi and X5 are C-
(E1) ; X3 and X7 are C; R1 is absent; and the other
variables are described as above for Formula I . [87]
In a thirty-seventh aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X4, and X7 are N; X and X5 are C-
(E ; X3 and Xe are C; R1 is absent; and the other
variables are described as above for Formula I .
15[77] In a twenty-seventh aspect of the present
invention, a compound is represented by Formula I9or a
salt thereof, wherein Xi , X , and X5 are N; X is C-
(E1) ; X3, X6 and X7 are C; and the other variables
are described as above for Formula I. [78] In a
twenty-eighth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X , and X5 are N; Xi is C- (E1) ;
X3, X6 and X7 are C; and the other variables are
described as above for Formula I. [79] In a
twenty-ninth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein Xj, X , and X are N; X2 is C- (E1) ;
X3, X4, and X7 are C; and the other variables are
described as above for Formula I . [80] In a thirtieth
aspect of the present invention, a compound is
represented by Formula I, or a salt thereof, wherein X
, X , and X6 are N; Xi is C- (E1) ; X3, X and X7 are
C; and the other variables are described as above for
Formula I . [81] In a thirty-first aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein X4, X5 and X are
N; Xi and X are C- (E') aa; X3 and X7 are C; R1 is
absent; and the other variables are described as above
for Formula I . [82] In a thirty-second aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein Xi , X3, and X5
are N; X2 is C- (E1) ;X4, X and X7 are C; and the
other variables are described as above for Formula I .
[83] In a thirty-third aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X), X4, and X6 are N; X and X5
are C- (Ei)aa; X3 and X7 are C; R1 is absent; and the
other variables are described as above for Formula I .
[84] In a thirty-fourth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein Xi ,X , and X7 are N; X2 is C-
(E1) ;X3, X4, and X are C; and the other variables are
described as above for Formula I . [85] In a
thirty-fifth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein Xi ,X4, and X7 are N; X2 and X5 are
C~(E1)aa; X3 and X6 are C; R1 is absent; and the other
variables are described as above for Formula I. [86]
In a thirty-sixth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X4 and X are N; Xi and X5 are C-
(E') aa; X3 and X7 are C; R1 is absent; and the other
variables are described as above for Formula I. [87]
In a thirty-seventh aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X , X4, and X7 are N; X1 and X5 are
C- (E1) ;X3 and X are C; R1 is absent; and the other
variables are described as above for Formula I .
15[77] In a twenty-seventh aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X1, X4, and X5 are N; X2 is C-
(E1) ; X3, X6and X7 are C; and the other variables are
described as above for Formula I. [78] In a
twenty-eighth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X4, and X5 are N; Xi is C- (E1) ;
X3, X6 and X7 are C; and the other variables are
described as above for Formula I. [79] In a
twenty-ninth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein Xj, X5, and X are N; X2 is C- (E1) ;
X3, X4, and X are C; and the other variables are
described as above for Formula I . [80] In a thirtieth
aspect of the present invention, a compound is
represented by Formula I, or a salt thereof, wherein
X2, X5, and X6 are N; X1 is C- (E1 ; X3, X and X7 are
C; and the other variables are described as above for
Formula I. [81] In a thirty-first aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein X , X5, and X
are N; X1 and X are C- (E1) ; X3 and X7 are C; R1 is
absent; and the other variables are described as above
for Formula I. [82] In a thirty-second aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein Xi, X3, and X5
are N; X2 is C- (E1) ; X , X6 and X7 are C; and the
other variables are described as above for Formula I .
[83] In a thirty-third aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein Xi, X4, and X6 are N; X2 and
X5 are C- (E1 a; X3 and X7 are C; R1 is absent; and
the other variables are described as above for Formula
I. [84] In a thirty-fourth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein Xi ,X5, and X7 are N; X is C-
(E1) ; X , X4, and X are C; and the other variables
are described as above for Formula I . [85] In a
thirty-fifth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein Xi , X4, and X7 are N; X2 and X5 are
C- (E )aa; X3 and X6 are C; R1 is absent; and the
other variables are described as above for Formula I.
[86] In a thirty-sixth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X2, X4, and X are N; Xi and X5
are C- (E1 a; X3 and X7 are C; R1 is absent; and the
other variables are described as above for Formula I .
[87] In a thirty-seventh aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X2, X4, and X7 are N; X and X5
are C- (E1) ; X3 and X6 are C; R1 is absent; and the
other variables are described as above for Formula I .
15[88] In a thirty-eighth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X2, X5, and X7 are N; Xi is C-
(E1) ; X3, X4, and X are C; and the other variables
are described as above for Formula I . [89] In a
thirty-ninth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X1, X4, X5, and X are N; X2 is C- (E
) ; X3 and X7 are C; R1 is absent; and the other
variables are described as above for Formula I . [90]
In a fortieth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X4,X5, and X are N; X1 is C- (E1
a;X and X7 are C; R1 is absent; and the other
variables are described as above for Formula I . [91]
In a forty-first aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein Xj, X3, X4, and X are N; X2 is C-
(E1)aa; X and X7 are C; R1 is absent; and the other
variables are described as above for Formula I . [92]
In a forty-second aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X3, X4, and X5 are N; X1 is C-
(E1 a; X and X7 are C; R1 is absent; and the other
variables are described as above for Formula I . [93]
The following embodiments refer to all of the
forty-two aspects above: [94] In an embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn, Xi2, and X13 are N; Xi4, X1 , and
X16 are C- (E1 )bb; and the other variables are as
described in each of the above aspects. [95] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn,
Xi2, and Xi4 are N; X13, X15, and X are and the other
variables are as described in each of the above
aspects. [96] In yet another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
Xn, Xi2, and X1 are N; Xi3, Xi4, and Xi are C- (Ep
)bb; and the other variables are as described in each
of the above aspects. [97] In another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn, Xi2, and X16 are N; Xi3, X 4, and
X15 are C- (E1')bb and the other variables are as
described in each of the above aspects. 16[88] In a
thirty-eighth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X5, and X7 are N; X1 is C- (E1) ;
X3, X4, and X are C; and the other variables are
described as above for Formula I. [89] In a
thirty-ninth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X1, X , X5, and X6 are N; X2 is C-
(E1) ; X3 and X7 are C; R1 is absent; and the other
variables are described as above for Formula I . [90]
In a fortieth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X4, X , and X6 are N; X1 is C-
(E1) ; X3 and X7 are C; R1 is absent; and the other
variables are described as above for Formula I . [91]
In a forty-first aspect of the present invention, a
compound is represented by 



Formula I, or a salt thereof, wherein Xj, X , X4, and
X5 are N; X2 is C- (E1 a X and X7 are C; R1 is absent;
and the other variables are described as above for
Formula I . [92] In a forty-second aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein X2, X3, X4, and
X are N; X1 is C- B1) ; X6 and X7 are C; R1 is absent;
and the other variables are described as above for
Formula I. [93] The following embodiments refer to all
of the forty-two aspects above: [94] In an embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X1 1, X12, and Xi3
are N; Xi4, Xi5, and Xi 6 are C- (E1!)bb; and the
other variables are as described in each of the above
aspects. [95] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
X 1, Xi2, and Xi4 are N; X13, X15 , and X]6 are C-
(E11 b; and the other variables are as described in
each of the above aspects. [96] In yet another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn, X12 , and Xi5 are
N; X13 , X14, and X are C- (E1')bb; and the other
variables are as described in each of the above
aspects. [97] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
X]1, Xi2, and X] are N; X13, Xi4, and X15 are C-
(E1')bbj and the other variables are as described in
each of the above aspects. 16[88] In a thirty-eighth
aspect of the present invention, a compound is
represented by Formula I, or a salt thereof, wherein
X2, X5, and X7 are N; X1 is C- (E1) ; X3, X4, and X
are C; and the other variables are described as above
for Formula I . [89] In a thirty-ninth aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein X1, X4, X5, and
X are N; X2 is C- (E1 a; X3 and X7 are C; R1 is
absent; and the other variables are described as above
for Formula I . [90] In a fortieth aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein X2, X4, X , and
X are N; Xi is C E1) X3 and X7 are C; R1 is absent;
and the other variables are described as above for
Formula I . [91] In a forty-first aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein Xi , X3, X , and
X5 are N; X2 is C- (E ; X and X7 are C; R1 is absent;
and the other variables are described as above for
Formula I . [92] In a forty-second aspect of the
present invention, a compound is represented by
Formula I, or a salt thereof, wherein X2, X3, X4, and
X5 are N; X1 is C- (E1 ; X and X7 are C; R1 is absent;
and the other variables are described as above for
Formula I . [93] The following embodiments refer to
all of the forty-two aspects above: [94] In an
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X1], Xi2, and X 3 are
N; Xi4, Xi5, and Xi6 are C- (E1')t,b; and the other
variables are as described in each of the above
aspects. [95] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
Xn, X12 , and Xi4 are N; X , Xi5, and X]6 are C- (En
)bb; and the other variables are as described in each
of the above aspects. [96] In yet another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn, X 2, and Xj5 are
N; X13, Xi4, and X are C- (Eu )bb; and the other
variables are as described in each of the above
aspects. [97] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
Xn, Xi2, and X\6 are N; Xi3, Xu, and X are C- (E1')bb;
and the other variables are as described in each of
the above aspects. 16[88] In a thirty-eighth aspect of
the present invention, a compound is represented by
Formula I, or a salt thereof, wherein X2, X5, and X7
are N; Xi is C- (E1) ; X3, X4, and X are C; and the
other variables are described as above for Formula I.
[89] In a thirty-ninth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein X1, X4, X5, and X6 are N; X2
is C- (E1) ; X3 and X7 are C; R1 is absent; and the
other variables are described as above for Formula I .
[90] In a fortieth aspect of the present invention, a
compound is represented by Formula I5 or a salt
thereof, wherein X2, X4, X5, and X6 are N; Xi is C-
(E1) ; X3 and X7 are C; R1 is absent; and the other
variables are described as above for Formula I . [91]
In a forty-first aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X1, X3, X4, and X5 are N; X2 is C-
(E1 a X and X7 are C; R1 is absent; and the other
variables are described as above for Formula I . [92]
In a forty-second aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X3, X4, and X5 are N; Xi is C- (E
; X and X7 are C; R1 is absent; and the other
variables are described as above for Formula I. [93]
The following embodiments refer to all of the
forty-two aspects above: [94] In an embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn, Xi2, and Xi3 are N; Xi4,Xi5, and
X 6 are C- (E1 )bb; and the other variables are as
described in each of the above aspects. [95] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein.X 1,
X12, and X14 are N; X13, X15, and Xi6 are C- (En )t>b
; and the other variables are as described in each of
the above aspects. [96] In yet another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn, X]2, and X15 are N; X13 , X14,
and Xi6 are C- (E1 )bb; and the other variables are as
described in each of the above aspects. [97] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X11,
X12, and X16 are N;Xi3, X14, and Xi5 are C- (E1')bb;
and the other variables are as described in each of
the above aspects. 16[88] In a thirty-eighth aspect of
the present invention, a compound is represented by
Formula I, or a salt thereof, wherein X , X , and X7
are N; Xi is C- (E1) ; X3, X4, and X are C; and the
other variables are described as above for Formula I .
[89] In a thirty-ninth aspect of the present
invention, a compound is represented by Formula I, or
a salt thereof, wherein Xi , X4, X5, and X6 are N; X
is C- (E ) ; X3 and X7 are C; R1 is absent; and the
other variables are described as above for Formula I.
[90] In a fortieth aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X Xs d X6 are N; Xi is C- ( 1) ;X
and X7 are C; R1 is absent; and the other variables
are described as above for Formula I . [91] In a
forty-first aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein Xi , X3, X4, and X5 are N; X2 is C-
(E1 a; X and X7 are C; R1 is absent; and the other
variables are described as above for Formula I . [92]
In a forty-second aspect of the present invention, a
compound is represented by Formula I, or a salt
thereof, wherein X2, X3, X4 and X are N; X1 is C- (E1
a; X and X7 are C; R1 is absent; and the other
variables are described as above for Formula I. [93]
The following embodiments refer to all of the
forty-two aspects above: [94] In an embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X1], X 2, and Xi3 are N; Xi4, X15 ,
and Xi6 are C- (Ep )bt>; and the other variables are
as described in each of the above aspects. [95] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X11,
X12, and X 4 are N; X13, Xi5, and Xi are C- (En )bt,;
and the other variables are as described in each of
the above aspects. [96] In yet another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn, Xi2, and Xi5 are N; X13, X14, and
Xi6 are C- (E1 3; and the other variables are as
described in each of the above aspects. [97] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn,
X12 , and X16 are N; X]3 X14, and X 5 are C- (E1')bb
and the other variables are as described in each of
the above aspects. 16[98] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn, Xi3, and X 4 are
N;Xi2, Xis, and X] are C- (E11 ; and the other
variables are as described in each of the above
aspects. [99] In yet still another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn, Xi3, and Xi are N; Xi2, Xi4, and
X are C- (E11 b and the other variables are as
described in each of the above aspects. [100] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn,
X]3, and Xi6 are N; X12, Xi4, and X15 are C- (En )bb;
and the other variables are as described in each of
the above aspects. [101] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn, Xi4, and Xis are
N; Xi2, Xi3, and X are C- (E1 ; and the other
variables are as described in each of the above
aspects. [102] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn, Xi4, and X16 are N; Xi , Xi 3,
and X15 are C- (E11 ; and the other variables are as
described in each of the above aspects. [103] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X1
1, Xi 5, and Xi are N; Xi2, X 3, and X H are C- (E11 ,
and the other variables are as described in each of
the above aspects. [104] In yet still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X12 , Xi3, and Xi4
are N; Xi 1, X15, and Xi are C- (E11 b and the other
variables are as described in each of the above
aspects. [105] In still yet another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi2, Xi3, and Xis are N; Xn, X 4, and
Xi are and the other variables are as described in
each of the above aspects. 17[98] In still another
embodiment of each of the above aspects, a compound is
represented by Formula I3 or a pharmaceutically
acceptable salt thereof, wherein X1], Xi3, and X14 are
N; Xi2, Xi5, and X1 are C- (En )bb; and the other
variables are as described in each of the above
aspects. [99] In yet still another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn, Xi3, and Xi5 are N;Xi2, Xi4, and
Xi6 are C- (En )bb; and the other variables are as
described in each of the above aspects. [100] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn,
X13 , and Xi6 are N; X 2, Xi4, and X]5 are C- (En )bb;
and the other variables are as described in each of
the above aspects. [101] In still anotiier embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn, Xi4, and X15 are
N; X12, X13, and X1 are C- (En )bb; and the other
variables are as described in each of the above
aspects. [102] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X1 1, X14, and X16 are N; Xi2, X13,
and X15 are C- (E11 b and the other variables are as
described in each of the above aspects. [103] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn,
X15 , and Xi 6 are N;Xi2, X13 , and X14 are C- (E11 b
and the other variables are as described in each of
the above aspects. [104] In yet still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X12 , Xi , and Xi4
are N; Xn, X15, and Xi6 are C- (En )bb; and the other
variables are as described in each of the above
aspects. [105] In still yet another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X12, X 3, and Xi5 are N; Xn, X]4, and
Xi6 are C- (E11 b; and the other variables are as
described in each of the above aspects. 17[98] In
still another embodiment of each of the above aspects,
a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn,
X13 , and X14 are N; Xi2, X15, and X] are C- (E11 ;
and the other variables are as described in each of
the above aspects. [99] In yet still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn, X13 , and X 5 are
N; X12, X14, and X1 are C- (E11 and the other
variables are as described in each of the above
aspects. [100] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
Xn, X13 , and X1 are N; X12, X14, and X1 are C- (E11 ;
and the other variables are as described in each of
the above aspects. [101] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn, X14, and X1 are
N; X12, X13, and X1 are C- (E11 b and the other
variables are as described in each of the above
aspects. [102] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X 1, Xu, and X16 are N; X12, X13, and
X15 are C- (En )bb; and the other variables are as
described in each of the above aspects. [103] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn,
X15, and X 6 are N; X12, X1 , and X14 are C- (En )bb;
and the other variables are as described in each of
the above aspects. [104] In yet still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X12, X13 , and X 4
are N; X1 1, X15, and Xi6 are C- (E11 b; and the other
variables are as described in each of the above
aspects. [105] In still yet another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi2, X13, and Xi5 are N; Xn, X14, and
Xi6 are C- (E11 t,; and the other variables are as
described in each of the above aspects. 17[98] In
still another embodiment of each of the above aspects,
a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X1
1, Xi3, and X14 are N;Xi2, X15 , and Xi6 are C- (E1l)
h; and the other variables are as described in each of
the above aspects. [99] In yet still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn, X , and Xis are
N; Xi2, Xi4, and Xi are C- (En )bb; and the other
variables are as described in each of the above
aspects. 



[100] In another embodiment of each of the above
aspects, a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn,
Xi3, and Xi are N; X12, Xi4, and Xi5 are C- (Ep )bt>;
and the other variables are as described in each of
the above aspects. [101] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn, X14, and Xi5 are
N; X12, Xi3, and X] are C- (Ep )bb; and the other
variables are as described in each of the above
aspects. [102] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn, X14, and Xi6 are N; Xi2, X13, and
X15 are and the other variables are as described in
each of the above aspects. [103] vIn yet another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn, X15, and X16 are
N; Xi2, X13, and Xi4 are C- (E1 )bb; and the other
variables are as described in each of the above
aspects. [104] In yet still another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X12, X13 , and X 4 are N; Xn, Xi5,
and X are C- (E1\ ,; and the other variables are as
described in each of the above aspects. [105] In still
yet another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X 2,
X13, and X]5 are N; Xi 1, Xi4, and Xi are C- (E11 b
and the other variables are as described in each of
the above aspects. 17[98] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I5 or a pharmaceutically
acceptable salt thereof, wherein Xn, Xi3, and X14 are
N; X 2, X1 , and X are C- (En )bb, and the other
variables are as described in each of the above
aspects. [99] In yet still another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X11, Xi3, and X1 are N; X12, X1 , and
X1 are C- (Ep )bb, and the other variables are as
described in each of the above aspects. [100] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn,
X1 , and X1 are N; X12, X14, and X1 are C- (E \ ; and
the other variables are as described in each of the
above aspects. [101] In still another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn, X14, and X15 are N; X12, X13, and
X!6 are C- (Ep )bb; and the other variables are as
described in each of the above aspects. [102] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn,
X , and X16 are N; Xi2, Xn, and X1 are C- (Eu )bb, and
the other variables are as described in each of the
above aspects. [103] In yet another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn, Xi s, and X]6 are N; Xi2, X13,
and Xi4 are C- (E1\ ,; and the other variables are as
described in each of the above aspects. [104] In yet
still another embodiment of each of the above aspects,
a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X12,
X1 , and X14 are N; X11, X15, and X16 are C- (E11 b 5
and the other variables are as described in each of
the above aspects. [105] In still yet another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi , X13 , and Xis
are N; Xi 1, Xi4, and Xi6 and the other variables are
as described in each of the above aspects. 17[106] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X12,
X1 , and X16 are N; X , Xi4, and Xi5 are C- (E11Xb;
and the other variables are as described in each of
the above aspects. [107] In yet another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X12 , X14, and X1 are N; Xn, X 3, and
X are C- (E11Xb; and the other variables are as
described in each of the above aspects. [108] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi2,
Xi4, and X1 are N; Xn, Xi3, and X15 are C- (E11 t1;
and the other variables are as described in each of
the above aspects. [109] In yet still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X 2, Xi5, and Xi6 are
N; Xn, X , and Xi4 are C- (E11 t ; and the other
variables are as described in each of the above
aspects. [110] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi3, Xi4, and X]5 are N; Xn, X 2, and
X16 are C- (E11 b; and the other variables are as
described in each of the above aspects. [Ill] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X 3,
X14 , and Xi6 are N; X i, X12, and X15 are C- (E11 b;
and the other variables are as described in each of
the above aspects. [112] In another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi4, Xi5, and X1 are N; Xn, Xi2, and
X]3 are C- (E1 1Xb; and the other variables are as
described in each of the above aspects. [113] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi3,
X]5, and X16 are N; Xn, Xi2, and Xi4 are C- (E11Xb;
and the other variables are as described in each of
the above aspects. 18[106] In another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi2, X13 , and Xi are N; Xn, Xi4, and
X 5 are C- (En )bt>; and the other variables are as
described in each of the above aspects. [107] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi2,
X]4, and X]5 are N; Xn, X13, and Xi are C- (Ep )bb;
and the other variables are as described in each of
the above aspects. [108] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X12, Xi4, and X1 are
N; X 1, Xi3, and Xi5 are C- (En )bb and the other
variables are as described in each of the above
aspects. [109] In yet still another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi2, X1 , and Xi6 are N; Xn, Xi 3,
and Xi4 are C- (E1 )bb; and the other variables are as
described in each of the above aspects. [ 1 10] In
still another embodiment of each of the above aspects,
a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X13
, X 4, and Xi5 are N; Xn, X]2, and X]6 are C- (En )bb;
and the other variables are as described in each of
the above aspects. [I ll] In another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X13 ,Xi4, and Xi6 are N; Xn, Xi2 and
X15 are C- (Eu )bb; and the other variables are as
described in each of the above aspects. [112] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi4,
X15 , and X]6 are N; Xn, Xi2 and X13 are C- (E1')bb;
and the other variables are as described in each of
the above aspects. [113] In yet another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X13 , X15 , and X]6 are N; Xn, Xi2,
and X 4 are C- (En )bb; and the other variables are as
described in each of the above aspects. 18[106] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X1 ,
Xi3 and X 6 are N; Xn, X H and X15 are C- (Ep )bb; and
the other variables are as described in each of the
above aspects. [107] In yet another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X12 , X and Xi5 are N; Xn, X]3, and X
are C- (En )bb; and the other variables are as
described in each of the above aspects. [108] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X]2,
Xi4, and X16 are N; X1I, X13, and X15 are C- (E11 b
and the other variables are as described in each of
the above aspects. [109] In yet still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X12 , X15 , and Xi
are N; X11, X 3, and Xi4 are C- (E1 )bb; and the other
variables are as described in each of the above
aspects. [110] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi3, X14 , and Xi5 are N; Xn, Xi2,
and Xi are C- (E11 b and the other variables are as
described in each of the above aspects. [Ill] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X13
, X14, and Xi6 are N; X1 1, X12, and X15 are C- (E1
)bb; and the other variables are as described in each
of the above aspects. [112] In another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X14 , X15 , and X i are N; Xn, Xi2
and X]3 are C- (E1 )bb; and the other variables are as
described in each of the above aspects. [113] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X13
, X]5, and X16 are N; Xi 1, X12, and X14 are C- (E1
)bb; and the other variables are as described in each
of the above aspects. 18[106] In another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X12 , X13 , and X16 are N; Xn, Xi4,
and X15 are C- (En )bb; and the other variables are as
described in each of the above aspects. [107] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X12
, X14, and X1 are N; Xn, X13, and Xi are C- (E11 b;
and the other variables are as described in each of
the above aspects. [108] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi2, X14 , and X1 are
N; X11, Xi3, and X 5 are C- (E11 b and the other
variables are as described in each of the above
aspects. [109] In yet still another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi2, Xi5, and X]6 are N; Xn, X13, and
X14 are and the other variables are as described in
each of the above aspects. [110] In still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X1 , Xi4, and X 5 are
N; Xn, X 2, and Xi are C- (E11 ; and the other
variables are as described in each of the above
aspects. [Ill] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
X]3, X14 , and X16 are N; Xn, Xi2, and X15 are C- (Ep
)bb; and the other variables are as described in each
of the above aspects. [1 12] In another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X14, X15 , and Xi6 are N; Xn, X12,
andX] 3 are C- (E1 )bb; and the other variables are as
described in each of the above aspects. [113] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X 3,
X15, and Xi6 are N; Xn, X12, and Xi4 are C- (En )bb;
and the other variables are as described in each of
the above aspects. 18[106] In another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X12, X13 , and Xi6 are N; Xn, X , and
X1 are and the other variables are as described in
each of the above aspects. [107] In yet another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X12 , X14, and Xi5
are N; X1i, X 3, and X1 are C- (En )bb; and the other
variables are as described in each of the above
aspects. [108] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi2, X14, and X16 are N; Xn, X13, and
X1 are C- (E11 i ; and the other variables are as
described in each of the above aspects. [109] In yet
still another embodiment of each of the above aspects,
a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi2,
X1 , and Xi6 are N; Xn, Xn, and Xi4 are C- (E11 b; and
the other variables are as described in each of the
above aspects. [110] In still another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi3, X14, and Xi5 are N; Xn, Xi2, and
X1 are C- (Ep )bb; and the other variables are as
described in each of the above aspects. [Ill] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi3,
X14 , and X]6 are N; Xi i, Xi2, and Xi are C- (E1l) ;
and the other variables are as described in each of
the above aspects. [112] In another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi4, X 5, and Xi are N; Xn, Xi2, and
Xi3 are C- (E1 )bb; and the other variables are as
described in each of the above aspects. [113] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi3,
X 5, and Xi6 are N; Xn, Xi2, and Xi4 are C- (E1\ ; and
the other variables are as described in each of the
above aspects. 18[ 114] In yet still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi i and X 2 are N;
X13 , X i 5 and X1 are C- (E11 t,; and the other
variables are as described in each of the above
aspects. [115] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
X 1 and X13 are N; X]2, X14, X15 , and X are C (E1 h;
and the other variables are as described in each of
the above aspects. 



[116] In still another embodiment of each of the above
aspects, a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn
and Xi4 are N; Xi2, X13 , X15 , and X are C- (E11 t,;
and the other variables are as described in each of
the above aspects. [1 17] In still yet another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn and X15 are N;
Xi2, X1 ,Xi4, and Xi are C- (E1')bt,; and the other
variables are as described in each of the above
aspects. [118] In yet another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn and Xi6 are N; Xi2, X13, Xi4, and
X1 are C- (E1 )bb; and the other variables are as
described in each of the above aspects. [119] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi2
and X13 are N; Xi 1, X14,X15 , and Xj are C- (E11 t,;
and the other variables are as described in each of
the above aspects. [120] In another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi2 and Xi4 are N; Xp, Xi3, X15 and
Xi are C- (E1' )bb; andthe other variables are as
described in each of the above aspects. [121] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi2
and X15 are N; X]1, X13, X14, and X] are C- (E ) bb;
and the other variables are as described in each of
the above aspects. 19[114] In yet still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn and X12 are N; Xn,
X14, X1S, and X1 are C- (E1 1 ; and the other
variables are as described in each of the above
aspects. [115] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
Xn and X]3 are N; X 2, Xu, Xis, and X1 are C- (E11 b;
and the other variables are as described in each of
the above aspects. [116] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi \ and X 4 are N;
Xi X13 , Xis, and Xi are C- (Ep )bb; and the other
variables are as described in each of the above
aspects. [117] In still yet another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn and X1S are N; Xi2, Xi3, Xi4, and
Xi are C- (E1')bb; and the other variables are as
described in each of the above aspects. [118] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn
and Xi are N; Xi2, Xi3, Xi4, and X15 are C- (E11 ; and
the other variables are as described in each of the
above aspects. [119] In still another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi2 and Xi3 are N; Xn, Xi4, Xi5, and
X] are C- (E11 b and the other variables are as
described in each of the above aspects. [120] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi2
and X14 are N; Xn, Xi , X15 , and X16 are C- (E1x b,
and the other variables are as described in each of
the above aspects. [121] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X 2 and X15 are N;
Xn5X13, Xi4 and X1 are C- (E11 b and the other
variables are as described in each of the above
aspects. 19[114] In yet still another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X and X 2 are N; X13 , Xi4, Xis and
Xj6 are C- (En )bb; and the other variables are as
described in each of the above aspects. [115] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn
and X are N; X 2, X1 , X1S, and Xi6 are C- (En )bb;
and the other variables are as described in each of
the above aspects. [116] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X1 1 and X 4 are N;
X12, Xi , X1 , and Xi are C- (E11 t ; and the other
variables are as described in each of the above
aspects. [117] In still yet another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X11 and X1 are N;X 2, Xi3, Xi4, and
Xi6 are C- (E11 ; and the other variables are as
described in each of the above aspects. [118] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X]1
and X1 are N;Xi2, Xi3, Xi4, and Xi5 are C- (E11 t,;
and the other variables are as described in each of
the above aspects. [119] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi2 and X]3 are N;
Xn, X14, X1 , and X are C- (E1 ; and the other
variables are as described in each of the above
aspects. [120] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
Xi2 and Xi4 are N; Xn, Xi3, X15 , and Xi are and the
other variables are as described in each of the above
aspects. [121] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi2 and X1 are N; Xn, X13, X14, and
Xi are C- (E11 b and the other variables are as
described in each of the above aspects. 19[ 114] In
yet still another embodiment of each of the above
aspects, a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn
and X 2 are N; X13 , X14, X15 , and X]6 are and the
other variables are as described in each of the above
aspects. [115] In another embodiment of each of the
above aspects, a compound is represented by Formula I5
or a pharmaceutically acceptable salt thereof, wherein
X 1 and X13 are N; Xi2, X] , X15 , and X are C- (E11
t,; and the other variables are as described in each
of the above aspects. [116] In still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi i and X14 are N;
Xi2, Xn, X15 , and Xi are C- (Ep )bb; and the other
variables are as described in each of the above
aspects. [117] In still yet another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X 1 and X15 are N; Xi2, X13 , X]4 and
Xi are C- (E11 , and the other variables are as
described in each of the above aspects. [118] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn
and Xi are N; Xi2, Xi3,Xi4, and X15 are C- (E11 t,;
and the other variables are as described in each of
the above aspects. [119] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X12 and Xi3 are N;
Xn, Xi4, X15 , and X] are C- (En )bb; and the other
variables are as described in each of the above
aspects. [120] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
X]2 and X14 are N; Xj 1, X13, X15 , and X are C- (Ep
)bb; and the other variables are as described in each
of the above aspects. [121] In still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X 2 and X are N; Xn,
X13, Xi4 and X]6 are C- (Eu )bb; and the other
variables are as described in each of the above
aspects. 19[114] In yet still another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X11 and X12 are N; Xi3, Xi4, X1 , and
X 6 are C- (E11 b and the other variables are as
described in each of the above aspects. [115] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn
and Xi 3 are N; Xi2, X14, X15, and X16 are C-
(E1!)bt>; and the other variables are as described in
each of the above aspects. [116] In still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xn and X 4 are N;
Xi2, X13 ,X15 , and Xi6 are C- (E11 ; and the other
variables are as described in each of the above
aspects. [117] In still yet another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn and Xi 5 are N; Xi2, Xi3, Xi4, and
Xi6 are C- (E11 ; and the other variables are as
described in each of the above aspects. [118] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn
and Xi are N; Xi2, Xi3, Xi4, and X1S are C- (E11 b and
the other variables are as described in each of the
above aspects. [119] In still another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi2 and X]3 are N; Xn, XH, X15 , and
X are C- (Ep )bb; and the other variables are as
described in each of the above aspects. [120] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi2
and X 4 are N; Xi 1, Xi3, X15 , and Xi are and the
other variables are as described in each of the above
aspects. [121] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X12 and X15 are N; Xn, X13, Xi4, and
X 6 are and the other variables are as described in
each of the above aspects. 19[122] In still yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi
and X1 are N; Xn, X13 , X and X 15 are C- (Ep )bi>;
and the other variables are as described in each of
the above aspects. [123] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X and X 4 are N; Xn,
X 2, X15 , and X 6 are C- (E1 )bb; and the other
variables are as described in each of the above
aspects. [124] In yet still another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X]3 and X15 are N; Xn, X12, Xi4, and
X)6 are C-(E11 b; and the other variables are as
described in each of the above aspects. [125] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X13
and Xi are N; Xn, Xi2 Xi4, and X15 are C- (E1")bb; and
the other variables are as described in each of the
above aspects. [126] In still another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X and X1 are N; Xn, X12, Xi3, and X16
are C- (E11 b and the other variables are as described
in each of the above aspects. [127] In still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X14 and Xi are N;
X11, Xi2, Xi 3, and X1 are C- (En )bb; and the other
variables are as described in each of the above
aspects. [128] In another embodiment of each of the
above aspects, a compound is represented by Formula I
, or a pharmaceutically acceptable salt thereof,
wherein Xi5 and Xi 6 are N; Xn, Xi2, X13, and X are C-
(E11 i,; and the other variables are as described in
each of the above aspects. [129] In another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi 1 is N; X12, Xi3,
Xi4, Xi5, and X are C- (En )bb; and the other
variables are as described in each of the above
aspects. 20[122] In still yet another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein X12 and X are N; Xn, Xj3, X 4, and
X15 are C- (Ep )bb; and the other variables are as
described in each of the above aspects. [123] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X
and Xi4 are N; X 1, X]2, Xi and X are C- (Ep )bt,; and
the other variables are as described in each of the
above aspects. [124] In yet still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X13 and X]5 are N;
Xn, X 2, Xi4, and X56 are C- (En )bb; and the other
variables are as described in each of the above
aspects. [125] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
X13 and Xi are N; Xn, Xi2, Xi4, and X15 are C- (EH)bb;
and the other variables are as described in each of
the above aspects. [126] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi4 and X15 are N;
Xn, Xi2, Xi3, and X1 are C- (E11 ; and the other
variables are as described in each of the above
aspects. [127] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X14 and X 6 are N; Xn, X 2, X13 , and
X15 are C- (E11 b and the other variables are as
described in each of the above aspects. [128] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi5
and X 6 are N; Xn, X 2, X13 , and Xj4 are C- (E11 b
and the other variables are as described in each of
the above aspects. [129] In another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X]1 is N; Xi2, Xi33XH, Xis, and X]6
are C- (En )bb; and the other variables are as
described in each of the above aspects. 20[122] In
still yet another embodiment of each of the above
aspects, a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X12
and Xi are N; Xn, X13, X14, and X15 are C- (Ep )bb;
and the other variables are as described in each of
the above aspects. [123] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X13 and X14 



are N; X1 1, X12, X15 , and X1 are C- (En )bb; and the
other variables are as described in each of the above
aspects. [124] In yet still another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X1 and X1 are N; X1 1, X12, X14, and
X are C- (Eu )bb and the other variables are as
described in each of the above aspects. [125] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X13
and X1 are N; X11, X12, X14 , and X15 are C- (E1!)bb;
and the other variables are as described in each of
the above aspects. [126] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X 4 and X1 are N;
X115 Xi2,X1 , and X1 are and the other variables are
as described in each of the above aspects. [127] In
still another embodiment of each of the above aspects,
a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X14
and X16 are N; X1 1, Xi2, Xi3, and X1 are C- (E11 b;
and the other variables are as described in each of
the above aspects. [128] In another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X1 and X16 are N; X1], X12,X13, and
X14 are C- (Ep )bb; and the other variables are as
described in each of the above aspects. [129] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X1 1
is N; X12 Xi3> Xi4 XiS, and X1 are C- (En )bb; and the
other variables are as described in each of the above
aspects. 20[122] In still yet another embodiment of
each of the above aspects, a compound is represented
by Formula I5 or a pharmaceutically acceptable salt
thereof, wherein Xi2 and X] are N; Xn, X13, Xi4, and X
5 are C- (E1')bb; and the other variables are as
described in each of the above aspects. [123] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X
and X are N; Xn, X 2, Xis and Xi6 are C- (Ep )t,b; and
the other variables are as described in each of the
above aspects. [124] In yet still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X1 and Xi 5 are N;
Xn, X]2, X14, and X1 are C- (E11 b; and the other
variables are as described in each of the above
aspects. [125] In another embodiment of each of the
above aspects, a compound is represented by Formula I,
or a pharmaceutically acceptable salt thereof, wherein
Xi3 and Xi are N; Xn, X]2, Xi4, and X15 are C- (En
)bb; and the other variables are as described in each
of the above aspects. [126] In still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi4 and X15 are N;
Xn, X12, X13 , and Xi are C- (E11 b; and the other
variables are as described in each of the above
aspects. [127] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi 4 and Xi are N; Xn, Xi2, X13 , and
X15 are C- (E11 b; and the other variables are as
described in each of the above aspects. [128] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X1S
and X are N; Xn, Xi2, X13 , and X14 are C- (E11 b and
the other variables are as described in each of the
above aspects. [129] In another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn is N; X12 , Xi3 Xi4 Xi5, and X]
are and the other variables are as described in each
of the above aspects. 20[122] In still yet another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi2 and Xi6 are N;
X11, X1 , Xi4, and Xi5 are C- (En )bb; and the other
variables are as described in each of the above
aspects. [123] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X and X]4 are N; Xn, Xj2, Xis and X]6
are C- (E11 t,; and the other variables are as
described in each of the above aspects. [124] In yet
still another embodiment of each of the above aspects,
a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X]3
and Xi5 are N; Xn, Xi2, Xi4, and Xi6 are C- (Ep )bb;
and the other variables are as described in each of
the above aspects. [125] In another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X13 and Xi are N; Xn, Xi2,Xi4, and
X15 are C- (E11 ; and the other variables are as
described in each of the above aspects. [126] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi4
and X15 are N; Xn, Xi2, Xi3, and Xi6 are C- (E11 ; and
the other variables are as described in each of the
above aspects. [127] In still another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi4 and X]6 are N; Xn, X12, Xi 3, and
X15 are C- (E11 b and the other variables are as
described in each of the above aspects. [128] In
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X15
and Xi6 are N; Xn, Xi2, Xi3, and Xj4 are C- (En )bb;
and the other variables are as described in each of
the above aspects. [129] In another embodiment of each
ofthe above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi 1 is N; X 2, Xi3, X 4, X15, and
Xi6 are C- (Ep )bb; and the other variables are as
described in each of the above aspects. 20[130] In yet
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi2
is N; Xn, Xi3, Xi4, Xi5, and X are C- (E11 and the
other variables are as described in each of the above
aspects. [131] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi is N; Xn, Xi2, X]4 X]5, and X are
C- (E11 ,; and the other variables are as described in
each of the above aspects. [132] In yet still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X 4 is N; Xji , Xi2,
Xi3, Xi5, and X1 are C- (E11 t,; and the other
variables are as described in each of the above
aspects. [133] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi5 is N; Xi 1, Xi2, Xi3, Xi4, and X
are C- (E1!)bt>; and the other variables are as
described in each of the above aspects. [134] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi 6
is N; Xn, Xi2, Xi3, Xi4, and X15 are C- (E11 t,; and
the other variables are as described in each of the
above aspects. [135] Advantageous embodiments of the
above aspects include: [136] An embodiment of each of
the above aspects, wherein a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn and Xi6 are N; Xi2, Xi3, X] , and
X15 are C- (E11 b and the other variables are as
described in each of the above aspects. [137] An
embodiment of each of the above aspects, wherein a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi4
and X are N; X 1, X12, X13 , and X 5 are and the other
variables are as described in each of the above
aspects. [138] An embodiment of each of the above
aspects, wherein a compound is represented by Formula
I, or a pharmaceutically acceptable salt thereof,
wherein X15 and X16 2 1[130] In yet another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X12 is N; X1 1, X1 ,
X1 , Xi5, and Xi are C- (E1 )bb; and the other
variables are as described in each of the above
aspects. [131] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X13 is N; Xn, XI2, X I4, Xi5, and Xi6
are C- (E11 b; and the other variables are as
described in each of the above aspects. [132] In yet
still another embodiment of each of the above aspects,
a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X)4
is N; Xp, X 2, Xi3, Xi5, and Xi are C- (En )bb; and
the other variables are as described in each of the
above aspects. [133] In still another embodiment of
each of the above aspects, a compound is represented
by Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi is N; Xi I, Xi2, Xi3, X]4, and Xi
are C- (Ep )bb; and the other variables are as
described in each of the above aspects. [134] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi
is N; Xi i ,Xi2, Xi 3, Xi4, and Xi5 are C- (E1')bb;
and the other variables are as described in each of
the above aspects. [135] Advantageous embodiments of
the above aspects include: [136] An embodiment of each
of the above aspects, wherein a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X11 and Xi are N;
Xi2, X13, Xi4, and X1 are C- (E11 t,; and the other
variables are as described in each of the above
aspects. [137] An embodiment of each of the above
aspects, wherein a compound is represented by Formula
I, or a pharmaceutically acceptable salt thereof,
wherein Xi and X are N; Xn, Xi2, X13 , and Xi5 are C-
(En )bb; and the other variables are as described in
each of the above aspects. [138] An embodiment of each
of the above aspects, wherein a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X15 and X 6 2 1[130]
In yet another embodiment of each of the above
aspects, a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X12
is N; Xi i , Xi3, X14, Xi5, and X ibare C- (E1 )bb;
and the other variables are as described in each of
the above aspects. [131] In still another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X13 is N; X]1, X12 ,
Xi4, Xi5 and Xi are and the other variables are as
described in each of the above aspects. [132] In yet
still another embodiment of each of the above aspects,
a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xj
is N; X11, X12, Xi3, X15, and Xi are and the other
variables are as described in each of the above
aspects. [133] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi 5 is N; Xi 1, X12 , Xi3, X 4, and
Xi are C- (E1')bb; and the other variables are as
described in each of the above aspects. [134] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi6
is N; Xi i > i2> Xi3 Xi4 a d X15 are C- (E11 b and the
other variables are as described in each of the above
aspects. [135] Advantageous embodiments of the above
aspects include: [136] An embodiment of each of the
above aspects, wherein a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn and Xi are N; Xi2, X13 , X 4, and
X15 are C- (E11 b and the other variables are as
described in each of the above aspects. [137] An
embodiment of each of the above aspects, wherein a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X1
and X1 are N; Xn Xi2> i3> and X15 are and the other
variables are as described in each of the above
aspects. [138] An embodiment of each of the above
aspects, wherein a compound is represented by Formula
I, or a pharmaceutically acceptable salt thereof,
wherein Xi5 and X 2 1[130] In yet another embodiment
of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein Xi2 is N; Xn, Xi3,
Xi4 Xis, and X are C- (Ep )bt> ; and the other
variables are as described in each of the above
aspects. [131] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X13 is N; n Xi2 i4> XI5 and and the
other variables are as described in each of the above
aspects. [132] In yet still another embodiment of each
of the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X 4 is N; X11, X12, X13 , X15 , and
Xi are C- (En )t,b; and the other variables are as
described in each of the above aspects. [133] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X1S
is N; X 1, X 2, Xi3 Xi4, and Xi are C- (E )bb; and the
other variables are as described in each of the above
aspects. [134] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi is N; Xn, X]2, Xi3, X14, and X15
are C- (Ep )bb; and the other variables are as
described in each of the above aspects. [135]
Advantageous embodiments of the above aspects include:
[136] An embodiment of each of the above aspects,
wherein a compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn
and X16 are N; Xi2, Xi3, X14 , and X1 are C- (E11 b
and the other variables are as described in each of
the above aspects. [137] An embodiment of each of the
above aspects, wherein a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X and X16 are N; Xn, Xi2 Xi3 and X15
are C- (En )bb; and the other variables are as
described in each of the above aspects. [138] An
embodiment of each of the above aspects, wherein a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X15
and X 2 1[130] In yet another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi2 is N; Xn, Xi3, Xi4> Xi5, and Xi6
are C- (En )bb; and the other variables are as
described in each of the above aspects. [131] In still
another embodiment of each of the above aspects, a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein X is
N; Xji , Xi2, X I , X]5, and X are C- (E1 b; and the
other variables are as described in each of 



the above aspects. [132] In yet still another
embodiment of each of the above aspects, a compound is
represented by Formula I, or a pharmaceutically
acceptable salt thereof, wherein X] is N; Xp, X 2,
Xi3, Xi5, and X are C- (E11 t,; and the other
variables are as described in each of the above
aspects. [133] In still another embodiment of each of
the above aspects, a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi5 is N; Xn, Xi2, Xi3, X]4, and Xi
are C- (E1\ , and the other variables are as described
in each of the above aspects. [134] In still another
embodiment of each of the above aspects, a compound is
represented by Formula I5 or a pharmaceutically
acceptable salt thereof, wherein X1 is N; Xu, X 2,
Xi3, Xi4, and Xi5 are C- (Ep )bb; and the other
variables are as described in each of the above
aspects. [135] Advantageous embodiments of the above
aspects include: [136] An embodiment of each of the
above aspects, wherein a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xn and Xi6 are N; X 2, X13 , X14 ,
and X15 are C- (Ep )bb; and the other variables are as
described in each of the above aspects. [137] An
embodiment of each of the above aspects, wherein a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi4
and Xi6 are N; X 1, X 2, Xi3, and X15 are C- (E11 b;
and the other variables are as described in each of
the above aspects. [138] An embodiment of each of the
above aspects, wherein a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X15 and X 2 1are N;Xi i , Xi2, X13 ,
and X 4 are C- (E1')bb; and the other variables are as
described in each of the above aspects. [139] An
embodiment of each of the above aspects, wherein a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn
is N; X12, Xi3, X14, Xi5, and Xi are C- (En )t>b ; and
the other variables are as described in each of the
above aspects. [140] An embodiment of each of the
above aspects, wherein a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi is N; Xn, Xi2, Xi3, Xi43 and X15
are C- (En )bb and the other variables are as
described in each of the above aspects. [141] The
compounds of the present invention include compounds
represented by Formula I above, or a pharmaceutically
acceptable salt thereof, and [142] wherein X3 is N; Xi
, X2, and X are C- (E1) ; and X4, X6, and X7 are C; or
[143] wherein X4 is N; Xi , X2, and X5 are C- B1) ;
and X , X , and X7 are C; or [144] wherein X5 is N-
(E!)aa; Xi and X2 are C- (E1) ; and X3 X4 X6, and X7
are C; or [145] wherein X is N; Xi , X2, and X5 are C-
(E1) ; and X3, X4, and X7 are C; or [146] wherein X7
is N; X1, X2, and X5 are C- (E1) ; and X3, X4, and X6
are C; or [147] wherein Xi and X3 are N;X2 and X are
C- (E1 ; and X4, X , and X7 are C; or [148] wherein X
and X4 are N; X2 and X5 are C- (E1 ; and X3, X6, and
X7 are C; or [149] wherein X is N; X5 is N- (E1 ; X2
is C- (E1 ; and X3 X4, X6, and X7 are C; or [150]
wherein Xi and X are N; X2 and X are C- (E1V ; and X3,
X4, and X7 are C; or [151] wherein Xj and X7 are N; X2
and X5 are C- (E1V ; and X3, X4, and X6 are C; or
[152] wherein X2 and X3 are N; Xi and X5 are C- (E1V ;
and X4, X6, and X7 are C; or [153] wherein X2 and X4
are N; Xi and X5 are C- (E1V ; and X3, X6, and X7 are
C; or [154] wherein X2 is N; X5 is N- (E])aas Xi is C-
(E1V ; and X3 X4 X6, and X7 are C; or [155] wherein X2
and X6 are N; X and X5 are C- (E1V ; and X3, X4, and
X7 are C; or [156] wherein X2 and X7 are N; X]and X5
are C- (E1V ; and X3, X4, and X6 are C; or 22are N;
Xn, Xi2, X , and X]4 are and the other variables are
as described in each of the above aspects. [139] An
embodiment of each of the above aspects, wherein a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi i
is N; ]2 i3> X]4 i5 an( i i6 are C- (E11Jt ; and the
other variables are as described in each of the above
aspects. [140] An embodiment of each of the above
aspects, wherein a compound is represented by Formula
I, or a pharmaceutically acceptable salt thereof,
wherein X1 is N; X11, Xi2, Xi3, Xi4, and Xi5 are C-
(E11J ; and the other variables are as described in
each of the above aspects. [141] The compounds of the
present invention include compounds represented by
Formula I above, or a pharmaceutically acceptable salt
thereof, and [142] wherein X3 is N; Xi, X2, and X5 are
C- (E1)aa; and X4, X , and X7 are C; or [143] wherein
X4 is N; Xi , X2, and X5 are C- (El)aa; and X3, X ,
and X7 are C; or [144] wherein X5 is N- (E1J 3;Xi and
X2 are C- (E ; 3, X4, Xe, and X7 are C; or [145]
wherein X is N; Xi , X2, and X5 are C- (E1J33; and X3,
X4, and X7 are C; or [146] wherein X7 is N; X1, X2,
and X5 are C- (E1 a ; and X3, X4, and X5 are C; or
[147] wherein Xi and X are N; X2 and X5 are C- (E1Ja3;
and X4, X6, and X7 are C; or [148] wherein Xi and X4
are N; X2 and X5 are C- (E1J33; and X3, X6, and X7 are
C; or [149] wherein X, is N; X5 is N- (E1J32; X2 is C-
(E') aa; and X3, X4, X6, and X7 are C; or [150] '
wherein Xi and X are N; X2 and X5 are C- (E1J ; and
X3, X4, and X7 are C; or [151] wherein Xi and X7 are
N; X2 and X5 are C- (E1 3 ; and X3, X4, and X are C;
or [ 152] wherein X2 and X3 are N; Xi and X5 are C-
(E1J ; and X4, X6, and X7 are C; or [153] wherein X2
and X4 are N; X1and X5 are C- (E1J3 ; and X3, X6, and
X7 are C; or [154] wherein X2 is N; X5 is N- (E1 , Xi
is C- (E1 a ; and X3, X4, X6, and X7 are C; or [ 155]
wherein X2 and X e are N; X1and X5 are C- (E1J 3; and
X3, X4, and X7 are C; or [156] wherein X2 and X7 are
N; X1and X5 are C- (E1J3 ; and X3, X4, and X6 are C;
or 22are N; Xn, X12 , X13 , and X14 are C- (E11 t,;
and the other variables are as described in each of
the above aspects. [139] An embodiment of each of the
above aspects, wherein a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein X1 1 is N; Xi2, Xi 3, X14, Xi5, and
Xi6 are C- (E11 t,; and the other variables are as
described in each of the above aspects. [140] An
embodiment of each of the above aspects, wherein a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xi6
is N; Xn, X12, X13, X]4, and X15 are C- (En )bt>; and
the other variables are as described in each of the
above aspects. [141] The compounds of the present
invention include compounds represented by Formula I
above, or a pharmaceutically acceptable salt thereof,
and [142] wherein X3 is N; Xi , X2, and X5 are C- (E1)
; and X4, X , and X7 are C; or [143] wherein X4 is N;
Xi , X2, and X are C- (E!)aa; and X3, X , and X7 are
C; or [144] wherein X5 is N- (E )aa;Xi and X2 are C-
(E!)aa; and X3, X4, X6, and X7 are C; or [145] wherein
X6 is N;Xi , X2, and X5 are C- (E1) ; and X3, X4, and
X7 are C; or [146] wherein X7 is N; Xi , X2, and X5
are C- (E1) ; and X3 X4, and X are C; or [147] wherein
Xi and X3 are N;X2 and X5 are C- (E1) ; and X4, X6,
and X7 are C; or [148] wherein Xi and X4 are N; X2 and
X5 are C- (E1) ; and X3, X6, and X7 are C; or [149]
wherein X1 is N; X5 is N- (E1 ; X2 is C- (E') aa; and
X3, X4, X6, and X7 are C; or [150] wherein Xi and X
are N; X2 and X5 are C- (E1) ; and X3, X4, and X7 are
C; or [151] wherein X1and X7 are N; X2 and X5 are C-
(E ; and X3, X4, and X6 are C; or [152] wherein X2 and
X3 are N; X1and X5 are C- (E1) ; and X4, X6, and X7
are C; or [153] wherein X2 and X4 are N; X1and X5 are
C- (E1) ; and X3, X , and X7 are C; or [154] wherein
X2 is N; X5 is N- (E1) , Xi is C- (E1) ; and X3, X4,
X6, and X7 are C; or [155] wherein X2 and X are N; Xi
and X5 are C- (E1) ; and X3 X4, and X7 are C; or [156]
wherein X2 and X7 are N; Xi and X5 are C- (E') aa; and
X3, X4, and X are C; or 22are N; Xn, i2> Xi3> and X
are C- (Ep )bb; and the other variables are as
described in each of the above aspects. [139] An
embodiment of each of the above aspects, wherein a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn
is N; X]2, Xi3, X 4 X]5, and X 6 are C- (E11 b and the
other variables are as described in each of the above
aspects. [140] An embodiment of each of the above
aspects, wherein a compound is represented by Formula
I, or a pharmaceutically acceptable salt thereof,
wherein X] is N; X]1, X12, Xi3, X 4, and X15 are C-
(Ep )bb; and the other variables are as described in
each of the above aspects. [141] The compounds of the
present invention include compounds represented by
Formula I above, or a pharmaceutically acceptable salt
thereof, and [142] wherein X3 is N; Xi , X2, and X5
are C- (E1V ; andX 4, X6, and X7 are C; or [143]
wherein X4 is N; Xi 5X2, and X5 are C- (E1V ; and X3,
Xe, and X7 are C; or [144] wherein X5 is N- (E1V ; X
and X2 are C- (E1V ; and X3, X4, X6, and X7 are C; or
[145] wherein X is N; X1, X , and X5 are C- (E1 ; an(
3 an( i 7 are C; or [146] wherein X7 is N; X1, X2, and
X5 are C- (E1V ; and X3, X4, and X are C; or [147]
wherein Xi and X are N;X2 and X5 are C- (E1V ; and X4,
X6, and X7 are C; or [148] wherein X1 andX 4 are N; X2
and X5 are C- (E1 ; and X3, X6, and X7 are C; or [149]
wherein Xi is N; X5 is N- (E1 ; X2 is C- (E1V ; and
X3, X4, X6, and X7 are C; or [150] wherein Xi and X
are N; X2 and X are C- (E1V ; and X , X4, and X7 are
C; or [151] wherein Xi and X7 are N; X2 and X5 are C-
(E1V ; and X3, X4, and X are C; or [ 152] wherein X2
and X3 are N; Xi and X5 are C- (E1V ; and X4, X6, and
X7 are C; or [153] wherein X2 and X4 are N; Xi and X5
are C- (E1V ; and X3, X6, and X7 are C; or [154]
wherein X2 is N; X5 is N- (E1V , i is C- (E1V ; and
X3, X4, X6, and X7 are C; or [155] wherein X2 and X
are N; Xi and X are C- (E1V ; and X3, X , and X7 are
C; or [156] wherein X2 and X7 are N; X and X5 are C-
(E1V ; and X3, X4, and X are C; or 22are N; Xn, Xi2,
Xi3" nd X 4 are C- (E11 ; and the other variables are
as described in each of the above aspects. [139] An
embodiment of each of the above aspects, wherein a
compound is represented by Formula I, or a
pharmaceutically acceptable salt thereof, wherein Xn
is N; Xi2, X13 , X14, Xi5, and Xi6 are C- (E1')bb; and
the other variables are as described in each of the
above aspects. [140] An embodiment of each of the
above aspects, wherein a compound is represented by
Formula I, or a pharmaceutically acceptable salt
thereof, wherein Xi6 is N; Xi i , X12, Xi3, X 4, and
Xi5 are and the other variables are as described in
each of the above aspects. [141] The compounds of the
present invention include compounds represented by
Formula I above, or a pharmaceutically acceptable salt
thereof, and [142] wherein X is N; X1, X2, and X are
C- (E1) ; and X4, X , and X7 are C; or [143] wherein
X4 is N; X1, X2, and X5 are C- (E1 and Xs, Xg, and X
are C; or [144] wherein X5 is N- (E1 X and X2 are C-
(EV; and X3, X4, X6, and X7 are C; or [145] wherein X
is N; X1, X2, and X5 are C- (E1 and X3, X4, and X7 are
C; or [146] wherein X7 is N; X1, X2, and X5 are C-
(E1U and X3, X4, and X are C; or [147] wherein X and
X3 are N; X2 and X5 are C- (E1U and X4, X6, and X7 are
C; or [148] wherein Xi and X4 are N; X2 and X5 are C-
(E1U and X3, X6, and X7 are C; or [149] wherein X, is
N; X5 is N- (E1U X2 is C- (E1U and X3, X4, X6, and X7
are C; or [150] wherein X and X are N; X2 and X5 are
C- (E1U and X3, X4, and X7 are C; or [151] wherein Xi
and X7 are N; X2 and X5 are C- (E1U and X3, X4, and X6
are C; or [152] wherein X2 and X3 are N; X] and X5 are
C- (E1U and X4, X6, and X7 are C; or [153] wherein X2
and X4 are N; Xi and X5 are C- (E1U and X3, X6, and X7
are C; or [154] wherein X2 is N; X5 is N- (E1 , X is
C- (E1 and X3, X4, X6, and X7 are C; or [155] wherein
X2 andX are N; Xi and X5 are C- (E1U and X3, X4, and
X7 are C; or [156] wherein X2 and X7 are N; X and X5
are C- (E1 a ; and X3 X4, and X6 are C; or 22[157]
wherein X3 and X4 are N; X1, X2, and X5 are C- (E1) ;
X6 and X7 are C; and R1 is absent; or [158] wherein X3
and X are N; X1 and X2 are C- (E1) ; and X X6, and X7
are C; or [159] wherein X4 and X are N; X and X2 are
C- (E1) ; and X3 X6, and X7 are C; or [160] wherein X4
and X6 are N; X1, X2, and X are C- (E1 a; X3 and X7
are C; and R1 is absent; or [161] wherein X4 and X7
are N; X1, X2, and X are C- (E1). X and X are C; and
R1 is absent; or [162] wherein X5 and X are N; X1 and
X2 are C- (E1 ; and X3, X4, and X7 are C; or [163]
wherein X5 and X7 are N; X1 and X2 are C- (E1) ; and
X3, X4, and X6 are C; or [164] wherein X2, X3, and X4
are N;X1 and X5 are C- (E1)aa; X and X7 are C; and R1
is absent; or [165] wherein X2, X3, and X5 are N; X]
is C- (E1) ; and X4, X and X7 are C; or [166] wherein
X3, X4, and X5 are N; X1 and X2 are C- (E1)aa; X and
X7 are C; and R1 is absent; or [167] wherein X1, X3,
and X4 are N; X2 and X5 are C- (E1) ; X5 and X7 are C;
and R1 is absent; or [168] wherein X1, X4, and X5 are
N;X is C- (E!)aa; and X3, X6, and X7 are C; or [169]
wherein X2, X4, and X5 are N; X] is C- (E1)aa; and X3,
X6, and X7 are C; or [170] wherein X1, X5, and X6 are
N; X2 is C- (E') aa; and X3, X4 and X7 are C; or [171]
wherein X2, X5, and X6 are N; X1 is C- (E1) ; and X3
X4, and X7 are C; or [172] wherein X4, X5, and X are
N;Xi and X2 are C- (E1) ; X and X7 are C; and R1 is
absent; or [173] wherein X1, X3, and X5 are N; X2 is
C- (E1) and X4, X6, and X7 are C; or [ 174] wherein
X1, X4, and X5 are N;X2 and X5 are C- (E1) ; X3 and X7
are C; and R1 is absent; or [175] wherein X1, X5, and
X7 are N; X2 is C- (E1)aa; and X3, X4, and X6 are C;
or [176] wherein X1, X4, and X7 are N;X2 and X5 are C-
(E1 a; X3 and X are C; and R1 is absent; or [177]
wherein X2, X4, and X6 are N;X1 and X5 are C- (E1) ;
X3 and X7 are C; and R1 is absent; or 23a [ 157]
wherein X3 and X4 are N; X], X2, and X5 are C- (E1)^;
X6 and X7 are C; and R1 is absent; or [158] wherein X3
and Xs are N; X1and X2 are C-(E 1) aa ; and X4, X6,
and X7 are C; or [159] wherein X4 and X5 are N; Xi and
X2 are C-(E 1) aa ; and X3, X6, and X7 are C; or [160]
wherein X4 and X6 are N; X1, X2, and X5 are C-(E 1)
aa; X3 and X7 are C; and R1 is absent; or [161]
wherein X4 and X7 are N; Xi , X2, and X5 are C-(E
1)aa; X3 and X6 are C; and R1 is absent; or [162]
wherein X5 and X6 are N; X1 and X2 are C-(E 1 ) aa;
and X3, X4, and X7 are C; or [163] wherein X5 and X7
are N; Xi and X2 are C-(E 1)aa; and X3, X4, and X6 are
C; or [ 164] wherein X2, X3, and X4 are N;X1 and X5
are C-(E 1 



)aa; X6 and X7 are C; and R1 is absent; or [ 165]
wherein X2, X3, and X5 are N;X1 is C-(E 1)aa; and X4,
X6 and X7 are C; or [166] wherein X3, X4, and X5 are
N; X1 and X2 are C-(E 1 ) aa ;X6 and X7 are C; and R1
is absent; or [167] wherein X1, X3, and X4 are N; X2
and X5 are C-(E 1) aa ; X5 and X7 are C; and R1 is
absent; or [168] wherein X1, X4, and X5 are N; X2 is
C-(E 1)aa; and X3, X6, and X7 are C; or [169] wherein
X2, X4, and X5 are N; Xi is C-(E 1 )aa; and X3, X6,
and X7 are C; or [170] wherein X1,X5, and X6 are N; X2
is C-(E 1) aa ; and X3, X4, and X7 are C; or [171]
wherein X2, X5, and X6 are N;X1 is C-(E 1)aa; and X3,
X4, and X7 are C; or [172] wherein X4, X5, and X6 are
N;X1 and X2 are C-(E 1 )aa; X3 and X7 are C; and R1 is
absent; or [173] wherein X1, X3, and X5 are N;X2 is
C-(E 1)aa; and X4, X6, and X7 are C; or [174] wherein
X1, X4, and X6 are N;X2 and X5 are C-(E 1 )aa; X3 and
X7 are C; and R1 is absent; or [175] wherein Xi , X5,
and X7 are N; X2 is C-(E 1 )aa; and X3, X4, and X6 are
C; or [176] wherein X1, X4, and X7 are N; X2 and X5
are C-(E 1)a a; X3 and X6 are C; and R1 is absent; or
[177] wherein X2, X4, and X6 are N; X1 and X5 are C-(E
1) aa ; X3 and X7 are C; and R1 is absent; or 23[157]
wherein X3 and X4 are N; X1, X2, and X5 are C- (E1 ; X
and X7 are C; and R1 is absent; or [158] wherein X3
and X5 are N; Xi and X2 are C- QE1) and X4, X6, and X7
are C; or [159] wherein X4 and X5 are N; Xi and X2 are
C- (E1) ; and X3, X6, and X7 are C; or [160] wherein
X4 and X6 are N; X1, X2, and X5 are C- (E1) ; X3 and
X7 are C; and R1 is absent; or [161] wherein X4 and X7
are N; Xi , X2, and X5 are C- (E )aa; X3 and X are C;
and R1 is absent; or [ 162] wherein X5 and X are N; Xi
and X2 are C- E 1) ; and X3, X4, and X7 are C; or
[163] wherein X5 and X7 are N; Xi and X2 are C- (E1) ;
and X3 X4, and X6 are C; or [164] wherein X2, X3, and
X4 are N; Xi and X5 are C- (E1) ; X6 and X7 are C; and
R1 is absent; or [165] wherein X2, X3, and X5 are N;
X] is C- (E1) ; and X4, X6 and X7 are C; or [ 166]
wherein X3, X4, and X5 are N; Xi and X2 are C- (E1) ;
X and X7 are C; and R1 is absent; or [167] wherein X1,
X3, and X4 are N; X2 and X5 are C- (E1) ; X6 and X7
are C; and R1 is absent; or [168] wherein Xi , X4, and
X5 are N; X2 is C- (E!)aa; and X3, X , and X7 are C;
or [169] wherein X2, X4, and X5 are N; X] is C- (E ;
and X3, X6, and X7 are C; or [170] wherein X 1, X5,
and X6 are N; X2 is C- (E1) and X3, X4, and X7 are C;
or [171] wherein X2, X5, and X6 are N; Xi is C- (E1) ;
and X3, X4 and X7 are C; or [172] wherein X4, X5, and
X6 are N; Xi and X are C- (E1 a; X and X7 are C; and
R1 is absent; or [173] wherein Xi , X3, and X5 are N;
X2 is C- (E ; and X4, X and X7 are C; or [174] wherein
Xi , X4, and X6 are N;X2 and X5 are C- (E1) ; X3 and
X7 are C; and R1 is absent; or [175] wherein Xi , X5,
and X7 are N; X2 is C- (E1) ; and X3 X4, and X are C;
or [176] wherein Xj, X4, and X7 are N; X2 and X5 are
C- (E1) ; X3 and X6 are C; and R1 is absent; or [177]
wherein X2, X , and X6 are N; Xi and X5 are C- (E1) ;
X3 and X7 are C; and R1 is absent; or 23[157] wherein
X and X4 are N; X1, X2, and X5 are C- (E1) ; X6 and X7
are C; and R1 is absent; or [158] wherein X3 and X are
N; Xi and X2 are and X4, X6, and X7 are C; or [ 159]
wherein X4 and X5 are N; X and X2 are C- (E ; and X3,
X6, and X7 are C; or [ 160] wherein X4 and X are N;
X1, X2, and X5 are C- (E1), X3 and X7 are C; and R1 is
absent; or [161] wherein X and X7 are N; X1, X2, and
X5 are C- (E1 a; X3 and X are C; and R1 is absent; or
[162] wherein X5 and X are N; X1 and X2 are C- (E1)aa;
and X3, X4, and X7 are C; or [163] wherein X5 and X7
are N; X1 and X2 are C- (E1 3; and X3, X4, and X6 are
C; or [164] wherein X2, X3, and X4 are N; X and X5 are
C- (E 33; X6 and X7 are C; and R1 is absent; or [ 165]
wherein X2, X3, and X5 are N; X is C- (E1X3; and X4,
X6and X7 are C; or [166] wherein X3, X , and X5 are N;
X1 and X2 are C- (E])a3; X and X7 are C; and R1 is
absent; or [167] wherein X1, X3, and X4 are N;X2 and
X5 are C- (E1) ; X and X7 are C; and R1 is absent; or
[168] wherein X1, X4, and X5 are N; X2 is C- (E1X3;
and X3, X , and X7 are C; or [169] wherein X2, X4, and
X5 are N; Xi is C- (E1 a; and X3, X6, and X7 are C; or
[ 170] wherein Xi , X5, and X6 are N; X2 is C- (E')
aa; and X3, X4, and X7 are C; or [171] wherein X2, X5,
and X are N; Xi is C- (E 33; and X3, X4 and X7 are C;
or [172] wherein X4, X5, and X6 are N; Xi and X2 are
C- (E 33; X3 and X7 are C; and R1 is absent; or [173]
wherein X1, X3, and X5 are N; X2 is C- (E1 a3; and X4,
X6, and X7 are C; or [174] wherein X1, X4, and X6 are
N;X2 and X5 are C- (E1X3; X3 and X7 are C; and R1 is
absent; or [175] wherein X1, X5, and X7 are N; X2 is
C- (E 33; and X3, X4, and X are C; or [176] wherein
X1, X4, and X7 are N;X2 and X5 are C- (E1X3; X3 and X6
are C; and R1 is absent; or [177] wherein X2, X4, and
X5 are N; X and X5 are C- (E1X3; X3 and X7 are C; and
R1 is absent; or 23[157] wherein X3 and X4 are N; X1,
X2, and X5 are C- (E1) ; X6 and X7 are C; and R1 is
absent; or [158] wherein X3 and X are N; Xi and X2 are
C- (E ; and X , X6 and X7 are C; or [159] wherein X4
and X are N; X1and X2 are C- (E!)aa; and X3, X , and
X7 are C; or [160] wherein X and X are N; X1, X2, and
X5 are C- (E1) ; X and X7 are C; and R1 is absent; or
[161] wherein X4 and X7 are N; Xi , X2, and X are C-
(E1 ; X and X are C; and R1 is absent; or [162]
wherein X5 and X are N; X and X2 are C- (E1) ; and X3,
X4, and X7 are C; or [163] wherein X5 and X7 are N; Xi
and X2 are C- (E!)aa; and X3, X4, and X are C; or
[164] wherein X2, X3, and X4 are N; Xi and X are C- CE
1) ; X and X7 are C; and R1 is absent; or [165]
wherein X2, X3, and X5 are N; Xi is C- (E1) ; and X ,
X and X7 are C; or [166] wherein X3, X4, and X5 are N;
X and X2 are C- (E1) ; X6 and X7 are C; and R1 is
absent; or [167] wherein Xj, X3, and X4 are N; X2 and
X5 are C- 1) ; X6 and X7 are C; and R1 is absent; or
[168] wherein Xi , X4, and X5 are N; X is C- (E1) ;
and X3, X , and X7 are C; or [169] wherein X2, X4, and
X5 are N; Xi is C- (E') aa; and X3, X , and X7 are C;
or [170] wherein Xi , X5, and X are N; X2 is C- (E1 ;
and X3, X4, and X7 are C; or [171] wherein X2, X5, and
X are N; Xi is C- (E1) ; and X3, X4 and X7 are C; or
[172] wherein X4, X5, and X6 are N; Xi and X are C-
(E1 ; X3 and X7 are C; and R1 is absent; or [173]
wherein X1, X3, and X5 are N; X2 is C- (E1) ; and X4,
X6, and X7 are C; or [174] wherein X1, X4, and X6 are
N; X2 and X5 are C- (E1 ; X3 and X7 are C; and R1 is
absent; or [175] wherein X1, X5, and X7 are N; X2 is
C- (E1) ; and X3, X4, and X are C; or [176] wherein
X1, X4 , and X7 are N; X2 and X5 are C- (E1) ; X3 and
X6 are C; and R1 is absent; or [177] wherein X2, X4,
and X6 are N; Xi and X5 are C- (E1) ; X3 and X7 are C;
and R1 is absent; or 23[178] wherein X2, X4, and X7
are N; X1 and X5 are C- (E1) ; X3 and X6 are C; and R1
is absent; or [179] wherein X2, X5, and X7 are N; X1
is C- (E!)aa; and X3, X4 and X6 are C; or [180]
wherein X1, X4, X5, and X6 are N; X2 is C- (E1) ; X3
and X7 are C; and R1 is absent; or [181] wherein X2,
X4, X5, and X6 are N; X1 is C- (E1) ; X and X7 are C;
and R1 is absent; or [182] wherein X1, X3, X , and X5
are N; X2 is C- (E!)aa; X and X7 are C; and R1 is
absent; or [183] wherein X2, X3, X4, and Xs are N; X1
is C- (E1)aa; X6 and X7 are C; and R1 is absent; or
[184] wherein any one of Xp-i6is N; or [185] wherein
any two ofXn -I6 is N; or [186] wherein any three of
Xn -I is N; or [187] wherein any one of X P,X I4 X 15
or Xi is N; or [188] wherein any two OfX 11,Xi4,Xi s,
or X16 is N; or [189] wherein any two of X14,X15,or
X16 is N; or [190] wherein X16 is N; or [191] wherein
X14 and X16 are N; or [192] wherein X]5and X16 are N;
or [193] wherein X and X16 are N; or [194] wherein Xi
1is N; or [195] wherein G1 is - OR2, - NR2R3(R2a)jl5 -
S(O)J 1R2, C0-]Oalkyl, cycloC 3-8alkyl, heterocyclyl -
Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, 0x0, - CF3, - OCF3,
- C(K))NR 222R333, - NO2, - CN, - S(=O)jiaR222, -
SO2NR222R333, - NR222C(O)R 333, - NR222C(O)OR 333, -
NR222C(=O)NR 333R222a, - NR222S(O)jla R333, - C(=S)OR
222, - C(O)SR 222, - NR222C(=NR333)NR222aR333a, -
NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a, OC(O)OR
222 - OC(O)NR 222R333, - OC(O)SR 222, - SC(O)OR 222,
or - SC(O)NR 222R333 substituents; or G1is aryl-
Co-iOalkyl or hetaryl - C0- loalkyl, any of which is
optionally substituted with one or more independent
halo, - CF3, - OCF3, - OR , - NR zR3J3(Rzzza)j2a, -
C(O)R^, - CO2R>222, - C(O)NR^R , - NO2, - CN, 24[178]
wherein X2, X4, and X7 are N; Xi and X5 are C- (E1) ;
X3 and X are C; and R1 is absent; or [179] wherein X2,
X5, and X7 are N; Xi is C- (E1) ; and X3, X4, and X6
are C; or [180] wherein Xj, X , X5, and X are N; X is
C- (E1)aa; X3 and X7 are C; and R1 is absent; or [181]
wherein X2, X4, X , and X are N; Xi is C- (E1) ; X3
and X7 are C; and R1 is absent; or [182] wherein Xi ,
X3, X4, and X5 are N; X2 is C- (E') aa; X and X7 are
C; and R1 is absent; or [183] wherein X2, X3, X4, and
X5 are N; Xi is C- (E1) ; X and X7 are C; and R1 is
absent; or [184] wherein any one ofX i1-1 6 is N; or
[185] wherein any two ofXn -I6 is N; or [186] wherein
any three of Xn -I is N; or [187] wherein any one OfXi
I Xi4 Xi S Or Xi6 is N; or [188] wherein any two of
Xn, Xi4 Xi ,or Xi 6 is N; or [189] wherein any two of
Xi4,X15,or Xi is N; or [190] wherein Xi is N; or [191]
wherein Xi4 and Xi 6 are N; or [192] wherein X15 and
Xi6 are N; or [193] wherein X)1and X are N; or [194]
wherein X11is N; or [195] wherein G1 is - OR2, -
NR2R3(R2a)j i , - S(O)j iR2, Co-iOalkyl,
cycloC3-8alkyl, heterocyclyl - Co-ioalkyl, any of
which is optionally substituted with one or more
independent halo, 0x0, - CF3, - OCF3, - OR222, -
NR222R333(R222a)jia , - C(=O)R222, - CO2R222, -
C(=O)NR222R333, - NO2, - CN, - S(=O)jiaR222, -
SO2NR222R333, - NR222C(=O)R333 , - NR222C(=O)OR333, -
NR222C(=O)NR333R222a, - NR222S(O)j]a R333, -
C(=S)OR222, - NR222C(=NR333)SR222a, - OC(=O)OR222, -
OC(=O)NR222R333, - OC(O)SR 222, - SC(=O)OR222, or -
SC(=O)NR222R333 substiruents; or G1is aryl- Co-iOalkyl
or hetaryl - C0- loalkyl, any of which is optionally
substituted with one or more independent halo, - CF3,
- OCF3, - OR222, - NR222R333(R222a)j2a, - C(O)R222 -
CO2R222, - C(O)NR 222R333, - NO2, - CN, 24[178]
wherein X2, X4, and X7 are N;X1 and X5 are C- (E1) ;
X3 and X6 are C; and R1 is absent; or [179] wherein
X2, X5, and X7 are N; X1 is C- (E1) ; and X3, X , and
X are C; or [ 180] wherein X1, X4, X5, and X6 are N;
X2 is C- (E') aa; X3 and X7 are C; and R1 is absent;
or [181] wherein X2, X4, X5, and X6 are N; Xi is C- (E
a; X3 and X7 are C; and R1 is absent; or [182] wherein
X1, X3, X4, andX are N; X2 is C- (E1)aa; X6 and X7 are
C; and R1 is absent; or [183] wherein X2, X3, X4, andX
5 are N; Xi is C- (E1) ; X6 and X7 are C; and R1 is
absent; or [184] wherein any one ofXn -I6 is N; or
[185] wherein any two OfXn -I6 is N; or [186] wherein
any three of Xn-i is N; or [187] wherein anyone ofXn,
Xi4,Xi5,orX i6 isN; or [188] wherein any two of Xn,X
i4,Xi ,or Xi6 is N; or [189] wherein any two of
Xi4,Xi5,or Xi6 is N; or [190] wherein X16 is N; or
[191] wherein X14 and X16 are N; or [192] wherein Xi5
and Xi6 are N; or [193] wherein X i and Xi6 are N; or
[194] wherein Xi i is N; or [195] wherein G1 is - OR2,
- NR2R3(R2a)j i , - S(O)j iR2, Co-iOalkyl,
cycloC3-8alkyl, heterocyclyl- Co-ioalkyl, any of which
is optionally substituted with one or more independent
halo, oxo, - CF3, - OCF3, - OR222, -
NR222R333(R222a)jla , - C(O)R 222, - CO2R222, -
C(=O)NR222R333, - NO2, - CN, - S(O)j iaR222, -
SO2NR222R333, - NR222C(=O)R333, - NR222C(=O)OR33\ -
NR222C(O)NR 333R2223, - NR222S(O)jia R333, -
C(=S)OR222, - C(=O)SR222, - NR222C(=NR333)NR222aR333a,
- NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a,
OC(O)OR 222, - OC(O)NR 222R333, - OC(O)SR 222, -
SC(O)OR 222, Or - SC(O)NR 222R333 substituents; or
G1is aryl- Co-iOalkyl or hetaryl- C0- loalkyl, any of
which is optionally substituted with one or more
independent halo, - CF3, - OCF3, - OR222, - NR222R333
(R222a)j2a, - C(O)R222, - CO2R222, - C(O)NR 222R333, -
NO2, - CN, 24[178] wherein X2, X4, and X7 are N; Xi
and X5 are C- (E1) ; X3 and X6 are C; and R1 



is absent; or [179] wherein X2, X5, and X7 are N;Xi is
C- (E1) ; and X3, X4, and X6 are C; or [180] wherein
X1, X4, X5 andX 6 are N; X2 is C- (E1 ; X3 and X7 are
C; and R1 is absent; or [181] wherein X2, X4, X5, and
X are N;X1 is X3 and X7 are C; and R1 is absent; or
[182] wherein X1, X3, X4, and X5 are N; X2 is C- (E1)
;X6 and X7 are C; and R1 is absent; or [183] wherein
X2, X3, X4, and X5 are N; Xi is C- (El) ;X6 and X7 are
C; and R1 is absent; or [184] wherein any one ofXn -I6
is N; or [185] wherein any two ofXn -I6 is N; or [186]
wherein any three of X11-I6 is N; or [187] wherein any
one ofXn,X i4 Xi5 or Xi6 is N; or [188] wherein any
two of Xn Xi4 Xi 5 or Xi6 is N; or [189] wherein any
two of X Xi5 or Xi6 is N; or [190] wherein X]6 is N;
or [191] wherein Xi4 and X16 are N; or [192] wherein
Xi5 and X 6 are N; or [193] wherein X 1and X 6 are N;
or [194] wherein Xi 1is N; or [195] wherein G1 is -
OR2, - NR2R3(R2a)j i , - S(O)j iR2, Co-iOalkyl,
cycloC3-8alkyl, heterocyclyl- Co-i oalkyl, any of
which is optionally substituted with one or more
independent halo, 0x0, - CF3, - OCF3, - OR222, -
NR222R333(R222a)jia , - C(=O)R222, - CO2R222, -
C(=O)NR222R333, - NO2, - CN, - S(=O)jiaR222, -
SO2NR222R333, - NR222C(O)R 333, >222-. - NR ^C(=0)0R ,
333, - NR222C(=O)NR333R222a, - NR222S(O)jiaR333, -
C(=S)OR222, - C(=O)SR222, - NR222C(=NR333)NR222aR333a,
- NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a, -
OC(=O)OR 222, - OCC=O)NR222R333, - OC(=O)SR 222, -
SC(=O)OR222, or - SC(=O)NR222R333 substituents; or
G1is aryl- Co-iOalkyl orhetaryl - C0- loalkyl, any of
which is optionally substituted with one or more
independent halo, - CF3, - OCF3, - OR222, -
NR222R333(R222a)j2a - C(O)R222, - CO2R222, -
C(=O)NR222R333, - NO2, - CN, 24[ 178] wherein X2, X4,
and X7 are N; X1 and X5 are C- (E1 ; X3 and X6 are C;
and R1 is absent; or [179] wherein X2, X5, and X7 are
N; X] is C- (E1) ; and X3, X4, and X6 are C; or [180]
wherein Xi , X4, X5, and X are N; X2 is C- (E1) ; X3
and X7 are C; and R1 is absent; or [181] wherein X2,
X4, X5, and X are N; X is C- (E])aa; X and X7 are C;
and R1 is absent; or [182] wherein X , X3, X4, and X5
are N; X2 is C- (E1) ; X and X7 are C; and R1 is
absent; or [183] wherein X2, X3, X4, and X5 are N; Xi
is C- (E1) ;X6 and X7 are C; and R1 is absent; or
[184] wherein any one ofX p-i is N; or [185] wherein
any two of Xi i-i6 is N; or [186] wherein any three
ofX p-i is N; or [187] wherein any one of Xi i,Xi4 X 5
or Xi6 is N; or [188] wherein any two ofX p X .Xi s,
or X]6 is N; or [189] wherein any two of X 4 Xi5, or
Xi6 is N; or [190] wherein Xi is N; or [191] wherein
X]4 and Xi are N; or [192] wherein X]5and Xi are N; or
[193] wherein X i and X16 are N; or [194] wherein Xi i
is N; or [195] wherein G1 is - OR2, - NR2R3(R2a)j i ,
- S(O)j iR2, Co-iOalkyl, cycloC3-8alkyl, heterocyclyl-
Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, oxo, - CF3, - OCF
3, - O , - NR222C(=O)OR 333 , - NR222C(=O)NR 333R222a,
- NR222S(O)jia R333, - C(=S)OR 222, - C(O)SR 222, -
NR222C(=NR 333)NR222aR333a, - NR222C(=NR 333)OR 222a,
- NR222C(=NR 333)SR 222a, - OC(=O)OR 222, - OC(=O)NR
222R333, - OC(=O)SR 222, - SC(=O)OR 222, or - SC(=O)NR
222R333 substituents; or G1is aryl - Co-iOalkyl or
hetaryl - C0. loalkyl, any of which is optionally
substituted with one or more independent halo, - CF3,
- OCF 3 - OR222, - NR222R333(R222a)j2a, - C(O)R 222, -
CO2R222, - C(=O)NR 222R333, - NO2, - CN, 24-
S(O)j2aR222, - SO2NR222R333 , - NR222C(=O)R333, -
NR222C(=O)OR 333 , - NR222C(=O)NR333R222a, -
NR222S(O)j2aR333, - C(=S)OR222, - C(=O)SR222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR 333)SR222a, - OC(=O)OR222, - OC(=O)NR
222R333, - OC(=O)SR222, - SC(=O)OR 222, or -
SC(=O)NR222R333 substituents; or [196] wherein G1 is
Co-1oalkyl, cycloC3-8alkyl, or heterocyclyl -
Co-10alkyl, any of which is optionally substituted
with one or more independent halo, oxo, - CF3, - OCF3,
- OR222, - NR222R333(R222a)j ia, - C(=O)R222, -
CO2R222, - C(=O)NR 222R333, - NO2, - CN, - S(=O)jia
R222, - SO2NR222R333, - NR222C(=O)R333, - NR222C(=O)OR
333, - NR222C(=O)NR333R222a, - NR222S(O)jiaR333, -
C(=S)OR222, - C(=O)SR222, - NR222C(=NR333)NR222aR333a,
- NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a, -
OC(=O)OR222, - OC(=O)NR 222R333, - OC(=O)SR222, -
SC(=O)OR 222, or - SC(=O)NR222R333 substituents; or
G1is aryl- Co-ioalkyl or hetaryl- Co-iOalkyl, any of
which is optionally substituted with one or more
independent halo, - CF3, - OCF3, - OR222, NR222R333
(R222a)j2a, - C(O)R222, - CO2R222 - C(=O)NR222R333, -
NO2, - CN, - S(O)j2aR222, - SO2NR222R333 , -
NR222C(O)R 333, - NR222C(=O)OR333 , -
NR222C(=O)NR333R222a, - NR222S(O)j2aR333, -
C(=S)OR222, - C(=O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR 333)OR222a, -
NR222C(=NR333)SR222a, - OC(=O)OR222, -
OC(=O)NR222R333, - OC(=O)SR 222, - SC(=O)OR222, or -
SC(=O)NR222R333 substituents; or [197] wherein G1 is
aryl- Co-ioalkyl or hetaryl - Co-i oalkyl, any of
which is optionally substituted with one or more
independent halo, - CF3, - OCF3, - OR222, -
NR222R333(R222a)j2a, - C(O)R222, - CO2R222, -
C(=O)NR222R333, - NO2, - CN, - S(O)j2aR222, -
SO2NR222R333, - NR222C(=O)R333, - NR222C(=O)OR333, -
NR222C(=O)NR333R222a, - NR222S(O)j2aR333, -
C(=S)OR222, - C(=O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, - OC(=O)OR222, -
OC(=O)NR222R333, - OC(=O)SR 222, - SC(=O)OR222, or -
SC(=O)NR222R333 substituents; or [198] wherein X14 and
are N; or [199] wherein X16 is N; or [200] wherein Xjs
and X are N; or [201] wherein Xn and X are N; or [202]
wherein X11is N; or 25[203] wherein R1 is
cycloCs-iQalkyl, bicycloCs -i oalkyl, aryl,
heteroaralkyl, heterocyclyl, heterobicycloCs -ioalkyl,
spiroalkyl, orheterospiroalkyl any of which is
optionally substituted by one or more independent G1 1
substituents; or [204] wherein R1 is Co-ioalkyl,
heteroaralkyl, or aralkyl, any of which is optionally
substituted by one or more independent G substituents;
or [205] wherein R1 is cycloC3-i0 alkyl, bicycloCs.
ioalkyl, spiroalkyl, or heterospiroalkyl any of which
is optionally substituted by one or more independent
G11 substituents; or [206] wherein R1 is heterocyclyl
or heterobicycloC 5-10alkyl, of which is optionally
substituted by one or more independent G11
substituents; or [207] wherein R1 is aryl or
heteroaryl, any of which is optionally substituted by
one or more independent G1 1 substituents; or [208]
wherein R1 is Co-ioalkyl, cycloC3-10alkyl, bicycloCs
-ioalkyl, aralkyl, heteroaralkyl, heterocyclyl,
heterobicycloCs ioalkyl, spiroalkyl, or
heterospiroalkyl any of which is optionally
substituted by one or more independent G11
substituents; or [209] wherein X 6 is N; or [2 10]
wherein X14 and X are N; or [211] wherein X15 and X]6
are N; or [212] wherein Xi ]and X are N; or [213]
wherein Xn is N; or [214] wherein G1 1 is oxo, - OCF3,
- OR2 1, - NR21R3 1 R 2 j4, - C(O)R 2 1, - CO2R2 1, -
C(=O)NR 2 1R3 1, - CN, - SO2NR2 1R3 1, - NR21CC=O)R3 1
- NR2 1C(O)OR 3 1, - NR2 1C(=O)NR3 1R2al , - NR2
1S(O)j4R3 1, OC(O)NR 2 1R3 1, C0-iOalkyl, CuoalkoxyC
1-ioalkyl, cycloCs-salkylC 1-i oalkyl, heterocyclyl -
Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, oxo, - CF3, - OCF3,
- OR2221 , - NR2221R3331 (R222al)j4a, - C(O)R 2221, -
CO2R2221 , - C(=O)NR 2221R3331 , - NO2, - CN, -
S(O)j4aR2221, - SO2NR2221R3331, - NR2221C(O)R 3331 , -
NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R222al , -
NR2221S(O)j4aR3331, - C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333al, -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
OC(O)OR 2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221 ,
- SC(O)OR 2221 , - P(O)OR2221OR3331 , Or - SC(O)NR
2221R3331 substituents; or G1 1 is hetaryl -
Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, - CF3, - OCF3, -
OR2221 , - NR222IR3331(R222al )j5a, - C(O)R2221 , -
CO2R2221 , - C(O)NR 2221R3331 , - NO2, - CN, -
S(O)j5aR2221 , - SO2NR2221R3331 , - NR2221C(O)R 3331 ,
- NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R222al , -
NR2221S(O)j5aR3331 , - C(=S)OR 2221 , - C(O)SR 2221 ,
26- OC(=O)OR2221, - OC(=O)NR2221R3331 , - OC(=O)SR2221
- SC(=O)OR2221 , - P(O)OR2221OR3331 , or - SC(O)NR
2221R3331 substituents; or G11 is C, taken together
with the carbon to which it is attached forms a C=C
double bond which is substituted with R5 and G111 ; or
[215] wherein G11 is oxo, - OCF3, - OR2 1, - NR2 1R3
1(R2al)j4, - C(O)R2 1, - CO2R2 1, - C(=O)NR2 1R3 1, -
CN, - SO2NR2 1R3 1, - NR21CC=O)R3 1, - NR2 1C(=O)OR3
1, - NR2 1C(=O)NR3 1R2al , - NR2 1S(O)J4R3 1, -
OC(O)NR 2 1R3 1, Co-iOalkyl, Ci .ioalkoxyCuoalkyl,
cycloQ -galkylC1-ioalkyl, heterocyclyl- C0-10alkyl,
any of which is optionally substituted with one or
more independent halo, oxo, - OR2221 , or -
NR2221R3331(R222al)j4a substituents; or G1 1 is
hetaryl- Co-ioalkyl, any of which is optionally
substituted with one or more independent halo, - CF3,
- C(O)R2221 , - CO2R2221 , - C(K))NR 2221R3331 , -
NO2, - CN, - S(O)j5aR2221 , - SO2NR2221R3331 , -
NR2221CC=O)R3331 , - NR2221C(O)OR 3331 , -
NR2221C(O)NR 3331R22231 , - NR2221 S(O)j5aR3331 , -
C(=S)OR2221 , - C(O)SR 2221 , -
NR222IC(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
- OC(O)OR 2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221
, - SC(O)OR 2221 , - P(O)OR2221OR3331 , Or - SC(O)NR
2221R3331 substituents; or [216] wherein G1 1 is oxo,
- OR2 1, - NR2 1R3 1(R2al)j4, - CO2R2 1, - C(O)NR 2
1R3 1, C0- oalkyl, heterocyclyl - Co-ioalkyl, any of
which is optionally substituted with one or more
independent halo, oxo, - CF3, - OCF3, - OR2221 , -
C(O)R2221 , - CO2R2221 , - C(O)NR 2221R3331 , - NO2, -
CN, - S(O)j4aR2221 , - SO2NR2221R3331, - NR2221C(O)R
3331 , - NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R222al
, - NR2221S(O)j4aR3331 , - C(=S)OR2221 , - C(O)SR 2221
, - NR2221C(=NR3331)NR222alR333al, -
NR222IC(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
- OC(O)OR 2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221
, - SC(O)OR 2221 , - P(O)OR2221OR3331 , Or - SC(O)NR
2221R3331 substituents; or G1 1 is hetaryl-
Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, - CF3, - OCF3, -
OR2221 , - NR2221R3331 (R222al )j5a - C(O)R2221 , -
CO2R2221 , - C(O)NR 2221R3331 , - NO2, - CN, -
S(O)j5aR2221 , - SO2NR2221R3331 , - NR2221C(O)R 3331 ,
- NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R222al , -
NR2221S(O)j5aR3331, - C(=S)OR2221, - C(O)SR 2221, -
NR2221C(=NR3331)NR222alR333aI , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
OC(O)OR 2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221 ,
- SC(O)OR 2221, - P(O)OR2221OR3331 , Or - SC(O)NR
2221R3331 substituents; or 27[217] wherein G11 is oxo,
- OR2 1, - NR2 1R3'(R231 ) , - CO2R2 1, - C(=O)NR2 1R3
1, C0- 10alkyl, heterocyclyl - Co-ioalkyl, any of
which is optionally substituted with one or more
independent halo, oxo, - OR2221 , or - NR2221R3331
(R222al)j4a substituents; or G1 1 is hetaryl- C0-
loalkyl, any of which is optionally substituted with
one or more independent halo, - CF3, - OCF3, - OR2221
, - NR2221R3331 (R222al)j5a, - C(O)R2221 , - CO2R2221
, - C(=O)NR2221R3331 , - NO2, - CN, - S(O)j5aR2221 , -
SO2NR2221R3331 , - NR2221C(O)R 3331 , -
NR2221C(KD)OR3331 , - NR2221C(=O)NR3331R222al , -
NR2221S(O)j5aR3331, - C(=S)OR2221 , - C(=O)SR2221, -
NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
- OC(O)OR 2221 , OC(O)NR 2221R3331, OC(O)SR 2221 , -
SC(O)OR 2221 , - P(O)OR2221OR3331 , Or - SC(O)NR
2221R3331 substituents; or [218] wherein G1 1 is oxo,
- OCF3, - OR2 1, - NR2 1R3 1(R2al )j4, - C(O)R2 1, -
CO2R2 1, - C(O)NR 2 1R3 1, - CN, - SO2NR2 1R3 1, - NR2
1(CO)R 3 1, - NR2 1C(O)OR 3 1, - NR2 1C(O)NR 3 1R2al ,
- NR2 1S(O)j4R3 1, OC(O)NR 2 1R31, C0-10alkyl,
C1-ioalkoxyC1-ioalkyl, cycloC3-8alkylC 1-ioalkyl,
heterocyclyl- Co-ioalkyl, any of which is optionally
substituted with one ormore independent halo, oxo, -
CF3, - OCF3, - OR2221 , - NR2221R333 1(R222al)j4a, -
C(O)R2221 , - CO2R2221 , 0(O)NR 2221R3331 , - NO2, -
CN, - S(O)j4aR2221 , - SO2NR2221R3331 , - NR2221C(O)R
3331 , - NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R222al
, - NR2221S(O)j4aR3331 , - C(=S)OR2221 , - C(O)SR 2221
, - NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al, -
OC(O)OR 2221 , OC(O)NR 2221R3331 , - OC(O)SR 2221 , -
SC(O)OR 2221 , - P(O)OR2221OR3331 , Or - SC(O)NR
2221R3331 substituents; or G11 is hetaryl- Co-ioalkyl,
any of which is optionally substituted with one or
more independent halo, - CF3, - OCF3, - OR2221, -
NR2221R333 R222 1) , O(0)R 2221 , - CO2R2221 , -
C(O)NR 2221R3331 , - NO2, - CN, - S(O)j5aR2221 , -
SO2NR2221R3331 , - NR2221C(O)R 3331 , - NR2221C(O)OR
3331 , - NR2221C(O)NR 3331R22231 , -
NR2221S(O)j5aR3331, - C(=S)OR2221 , - C(O)SR 2221, -
NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
- OC(O)OR 2221 , OC(O)NR 2221R3331 , - OC(O)SR 2221 ,
- SC(O)OR 2221 , - P(O)OR2221OR3331 , or - SC(O)NR
2221R3331 substituents; or G1 1 is C, taken together
with the carbon to which it is attached forms a CO
double bond which is substituted with R5 and G111 ; or
[219] wherein R1 is cycloC3-ioalkyl,
bicycloCs-ioalkyl, aryl, heteroaralkyl, heterocyclyl,
heterobicycloCs-ioalkyl, spiroalkyl, or
heterospiroalkyl any of which is optionally
substituted by one or more independent G1 1
substituents; or 28[220] wherein G1 is - OR2, -
NR2R3(R2a)j h - S(O)j iR2, Co-iOalkyl, cycloC3-8alkyl,
heterocyclyl - Co-ioalkyl, any of which is optionally
substituted with one or more independent halo, oxo, -
CF3, - OCF3, - OR222, - NR222R333 (R222a)jia, -
C(=O)R222 - CO2R222, - C(=O)NR222R333, - NO2, - CN, -
S(O) jia R222, - SO2NR222R333, - NR222C(O)R 333, -
NR222C(=O)OR333 , - NR222C(=O)NR 333R222a, -
NR222S(O)jiaR333 , - C(=S)OR 222, - C(=O)SR222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, - OC(=O)OR 222, -
OC(=O)NR222R333, - OC(=O)SR 222, - SC(=O)OR222, or -
SCC=O)NR222R333 substituents; or G1is aryl- Co-iOalkyl
or hetaryl - C0- loalkyl, any of which is optionally
substituted with one or more independent halo, - CF3,
- OCF3, - OR222, - NR222R333CR 222V , - C(O)R222, -
CO2R222, - C(=O)NR 222R333 , - NO2, - CN, -
S(O)j2aR222, - SO2NR222R333, - NR222CC=O)R333, -
NR222C(O)OR 333, - NR222C(O)NR 333R222a, -
NR222S(O)j2aR333, - C(=S)OR222, - C(O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, - OC(O)OR 222, - OC(=O)NR
222R333, - OC(O)SR 222, - SC(O)OR 222, or - SC(O)NR
222R333 substituents; or [221] wherein any one of Xi
\.\ is N; or [222] wherein any two ofXn -I is N; or
[223] wherein any three of Xn-I6 is N; or [224]
wherein any one of Xi i Xi4 X15, or Xi is N; or [225]
wherein any two of Xi i ,Xi4>Xi or Xi6 is N; or [226]
wherein any two of X14,Xi 5 or Xi6 is N; or [227]
wherein X 6 is N; or [228] wherein X]4 and Xi 6 are N;
or [229] wherein Xi5 and Xi 6 are N; or [230] wherein
Xi i and Xi 6 are N; or [23 1] wherein Xi i is N; or
[232] wherein G1 is O R2, - NR2R3CR 2 1, - S(O)J 1R2,
Co-iOalkyl, cycloC3-8alkyl, heterocyclyl - C0-ioalkyl,
any of which is optionally substituted with one or
more independent halo, oxo, - CF3, - OCF3, - OR222, -
NR222R333(R222a)j ia, - C(O)R 222, - CO2R222, - C(O)NR
222R333, - NO2, - CN, - S(=O)ji'aR222, - SO2NR222R333,
- NR222C(O)R 333, - NR222C(O)OR 333, - NR222C(O)NR
333R2223, - NR222S(O)jiaR333, - C(=S)OR 222, - C(O)SR
222, - NR222C(=NR333)NR222aR333a, -
NR222C(=NR333)OR222a, 29- NR222C(=NR333)SR222a, -
OC(=O)OR222, - OC(=O)NR222R333, - OC(=O)SR222, -
SC(=O)OR222, or - SC(=O)NR222R333 substituents; or
G1is aryl- Co.iOalkyl or hetaryl- C0- loalkyl, any of
which is optionally substituted with one or more
independent halo, - CF3, - OCF3, - OR222, - NR222R333
(R222a)j2a, - C(O)R222, - CO2R222, - C(O)NR 222R333 ,
- NO2, - CN, - S(O)j2aR222, - SO2NR222R333 , -
NR222C(O)R 333 , - NR222C(O)OR 333 , - NR222C(O)NR
333R222a, - NR222S(O)j2aR333, - C(=S)OR222, - C(O)SR
222, - NR222C(=NR333)NR222aR333a, -
NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a, -
OC(=O)OR222, - OC(O)NR 222R333, - OC(=O)SR222, -
SC(O)OR 222, Or - SC(O)NR 222R333 



substituents; or [233] wherein G1 is Co-ioalkyl,
cycloC3-8alkyl, or heterocyclyl- C0-1oalkyl, any of
which is optionally substituted with one or more
independent halo, oxo, - CF3, - OCF3, - OR222, -
NR222R333(R222a)j ia, - C(O)R 222, - CO2R222, - C(O)NR
222R333, - NO2, - CN, - S(O) jiaR222, - SO2NR222R333,
- NR222C(O)R 333, - NR222C(O)OR 333, - NR222C(O)NR
333R222a, _N R 222s(0) .iaR 333 _C (_=O )SR222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, - OC(O)OR 222, - OC(O)NR
222R333, - OC(O)SR 222, - SC(O)OR 222, Or - SC(O)NR
222R333 substituents; or G1is aryl- Co-ioalkyl or
hetaryl- Co-ioalkyl, any of which is optionally
substituted with one or more independent halo, - CF3,
- OCF3, - OR222, - NR222R333(R222a)j2a, - C(O)R222, -
CO2R222, - C(O)NR 222R333 , - NO2, - CN, -
S(O)j2aR222, - SO2NR222R333, - NR222C(O)R 333, -
NR222C(O)OR 333 , - NR222C(O)NR 333R2223, -
NR222S(O)j2aR333, - C(=S)OR222, - C(O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, OC(O)OR 222, - OC(O)NR 222R333,
- OC(O)SR 222, - SC(O)OR 222, Or - SC(O)NR 222R333
substituents; or [234] wherein G1 is aryl- C0-10alkyl
or hetaryl- Co-ioalkyl, any of which is optionally
substituted with one or more independent halo, - CF3,
- OCF3, - OR222, - NR222R333(R222a)j2a, - C(O)R222, -
CO2R222, - C(O)NR 222R333 , - NO2, - CN, -
S(O)j2aR222, - SO2NR222R333 , - NR222C(O)R 333 , -
NR222C(O)OR 333, - NR222C(O)NR 333R2223, -
NR222S(O)j2aR333, - C(=S)OR222, - C(O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, - OC(O)OR 222, - OC(O)NR
222R333, - OC(O)SR 222, - SC(O)OR 222, Or - SC(O)NR
222R333 substituents; or [235] wherein X 4 and X 6 are
N; or [236] wherein X 6 is N; or 30[237] wherein X15
and X1 are N; or [238] wherein X11and X16 are N; or
[239] wherein Xn is N; or [240] wherein R1 is cycloC
3-ioalkyl, bicycloCs -i oalkyl, aryl, heteroaralkyl,
heterocyclyl, heterobicycloCs -ioalkyl, spiroalkyl, or
heterospiroalkyl any of which is optionally
substituted by one or more independent G1 1
substituents; or [241] wherein R1 is Co-ioalkyl,
heteroaralkyl, or aralkyl, any of which is optionally
substituted by one or more independent Gn
substituents; or [242] wherein R1 is cycloC3-i oalkyl,
bicycloC 5-10alkyl, spiroalkyl, or heterospiroalkyl
any of which is optionally substituted by one or more
independent G1 substituents; or [243] wherein R1 is
heterocyclyl or heterobicycloCs -i oalkyl, of which is
optionally substituted by one or more independent G1 1
substituents; or [244] wherein R1 is aryl or
heteroaryl, any of which is optionally substituted by
one or more independent G11 substituents; or [245]
wherein R1 is Co-ioalkyl, cycloC3-1oalkyl, bicycloC
5-10alkyl, aralkyl, heteroaralkyl, heterocyclyl,
heterobicycloC 5-ioalkyl, spiroalkyl, or
heterospiroalkyl any of which is optionally
substituted by one or more independent G1 1
substituents; or [246] wherein Xi6 is N; or [247]
wherein Xi4 and Xi6 are N; or [248] wherein Xi5 and
Xi6 are N; or [249] wherein Xi 1and X 6 are N; or
[250] wherein Xi is N; or [251] wherein G1 1 is oxo, -
OCF3, - OR2 1, - NR2 1R31 R 2 j4, - C(O)R 2 1, - CO2R2
1, - C(=O)NR 2 1R3 1, - CN, - SO2NR2 1R3 1, -
NR21CC=O)R3 1, - NR21CC=O)OR3 1, - NR2 1C(=O)NR 3
1R2al , - NR2 1S(O)J4R3 1, - OC(=O)NR 2 1R3 1,
C0-I0alkyl, Ci .ioalkoxyC ioalkyl, cycloC 3-8alkylC
1-iQalkyl, heterocyclyl - Co-ioalkyl, any of which is
optionally substituted with one or more independent
halo, oxo, - CF3, - OCF3, - OR2221 , - NR2221R333 1CR
22231 4 , - C(O)R2221 , - CO2R2221 , - C(O)NR
2221R3331 , - NO2, - CN, - S(O)j4aR2221 , -
SO2NR2221R3331 , - N 2221C(=O)R 3331 , -
NR2221CC=O)OR3331 , - NR2221C(=O)NR 3331R222al , -
NR2221S(O)j4aR3331 , - C(=S)OR 2221 , - CC=O)SR2221 ,
- NR2221C(=NR3331)NR222alR333al ,
NR2221C(=NR3331)OR222al , - NR2221CC=NR333 !)SR222al ,
- OC(=O)OR2221 , - OC(=O)NR 2221R3331, - OC(O)SR 2221
, - SC(O)OR 2221 , - P(O)OR 2221OR3331 , Or - SC(O)NR
2221R3331 substituents; orG 11 is hetaryl -
Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, 3 1- CF3 - OCF3, -
OR222i , - NR2221R333i (R222al)j5a, - C(O)R2221 , -
CO2R2221 , - C(O)NR 2221R3331, - NO2, - CN, -
S(O)j5aR2221 , - SO2NR2221R3331, - NR2221C(O)R 3331 ,
- NR2221C(=O)OR3331 , - NR222IC(=O)NR3331R222ai , -
NR2221S(O)j5aR3331 , - C(=S)OR2221 , - C(=O)SR2221 , -
NR2221C(=NR3331)NR222alR333al ,
NR2221C(=NR3331)OR222al - NR2221C(=KR333!)SR222al , -
OC(O)OR 2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221 ,
- SC(O)OR 2221 , - P(O)OR2221OR3331 , or - SC(O)NR
2221R3331 substituents; or G11 is C, taken together
with the carbon to which it is attached forms a CO
double bond which is substituted with R5 and G111 ; or
[252] wherein G1 is oxo, - OCF3, - OR2 1, - NR2 1R3
1(R2al )j4, - C(O)R2 1, - CO2R2 1, - C(O)NR 2 1R3 1, -
CN, - SO2NR2 1R3 1, - NR2 1(C=O)R3 1, - NR2 1C(O)OR 3
1, - NR2IC(O)NR 3IR2a! , - NR2 1S(O)j4R3 1, - OC(O)NR
2 1R3 1, Co-loalkyl, C1-]0alkoxyC1-10alkyl, cycloCs
galkylC1-ioalkyl, heterocyclyl- Co- ioalkyl, any of
which is optionally substituted with one or more
independent halo, oxo, - OR2221 , or - NR222IR3331
(R222al)j4a substituents; or G11 is hetaryl-
Co.ioalkyl, any of which is optionally substituted
with one or more independent halo, - CF3, OCF 3, -
OR2221 , - NR222IR3331 (R222al)j5a, - C(O)R2221 , -
CO2R2221 , - C(O)NR 2221R3331 , - NO2, - CN, -
S(O)j5aR2221 , - SO2NR2221R3331 , - NR2221C(O)R 3331 ,
- NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R222al , -
NR222IS(O)j5aR3331 , - C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al, - NR2221C(=NR3331)SR222al, -
OC(O)OR 2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221 ,
- SC(O)OR 2221 , - P(O)OR2221OR3331, Or - SC(O)NR
2221R3331 substituents; or [253] wherein G1 is oxo, O
R2 1, - NR2 1R3 1(R2al)j4, - CO2R2 1, - C(O)NR 2 1R3'
, C0- loalkyl, heterocyclyl- Co-ioalkyl, any of which
is optionally substituted with one or more independent
halo, oxo, - CF3, - OCF3, - OR2221 , - NR2221R3331
(R222al)j4a, - C(O)R2221 , - CO2R2221 , - C(O)NR
2221R3331 , - NO2, - CN, - S(O)j4aR2221 , -
SO2NR2221R3331, - NR2221C(O)R 3331 , - NR2221C(O)OR
3331 , - NR2221C(O)NR 3331R222al , -
NR2221S(O)j4aR3331 , - C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
OC(O)OR 2221 , - OC(O)NR 2221R3331 , OC(O)SR 2221 , -
SC(O)OR 2221 , - P(O)OR2221OR3331 , Or - SC(O)NR
2221R3331 substituents; or G11 is hetaryl- Co-ioalkyl,
any of which is optionally substituted with one or
more independent halo, - CF3, - OCF3, - OR2221 , -
NR222IR3331 (R222al )j5a, - C(O)R2221 , - CO2R2221 , -
C(O)NR 2221R3331, - NO2, - CN, - S(O)j5aR2221 , -
SO2NR2221R3331, - NR2221C(O)R 3331 , - NR2221C(O)OR
3331 - NR2221C(O)NR 3331R222al , - NR2221S(O)j5aR3331
, - C(=S)OR2221 , - C(O)SR 2221 , 32- OC(=O)OR 2221 ,
- OC(O)NR 2221R3331 , - OC(=O)SR 2221 , - SC(=O)OR
2221 , - P(O)OR 2221OR3331, or - SC(=O)NR 2221R3331
substituents; or [254] wherein G1 1 is oxo, - OR2 1, -
NR2 1R3 1(R2a! )j4 - CO2R2 1, - C(=O)NR 2 1R3 1, C0-
loalkyl, heterocyclyl - Co-ioalkyl, any of which is
optionally substituted with one or more independent
halo, oxo, - OR2221 , or - NR2221R3331 (R222al)j4a
substituents; or G1 1 is hetaryl - C0- loalkyl, any of
which is optionally substituted with one or more
independent halo, - CF , - OCF3, - OR2221 , -
NR2221R3331 (R222al)j5a , - C(O)R 2221 , - CO2R2221 ,
- C(O)NR 2221R3331 , - NO2, - CN, - S(O)j5aR2221 , -
SO2NR2221R3331 , - NR2221C(O)R 3331 , - NR2221C(O)OR
3331 , - NR2221C(=O)NR 333IR222al , -
NR2221S(O)j5aR3331 - C(=S)OR 2221 , - C(=O)SR 2221 , -
NR2221C(=NR 3331)NR222alR333al , - NR222IC(=NR
3331)OR222al , - NR2221C(=NR 3331)SR 222al , - OC(O)OR
2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221, - SC(O)OR
2221, - P(O)OR 2221OR3331 , Or - SC(O)NR 2221R3331
substituents; or [255] wherein G11 is oxo, - OCF3, -
OR2 1, - NR2 1R3 1(R2al )j4, - C(O)R 2 1, - CO2R2 1, -
C(O)NR 2 1R3 1, - CN, - SO2NR2 1R3 1, - NR2 1(CO)R 3
1, - NR2 1C(O)OR 3 1, - NR2 1C(O)NR 3 1R2al , - NR2
1S(O)J4R3 1, - OC(O)NR 2 1R3 1, C0-10alkyl, Ci
.10alkoxyC M Oalkyl, cycloCs -galkylC1-ioalkyl,
heterocyclyl - Co-ioalkyl, any of which is optionally
substituted with one or more independent halo, oxo, -
CF3, - OCF3, - OR2221 , - NR2221R3331 (R222al )j4a , -
C(O)R 2221 , - CO2R2221 , - C(O)NR 2221R3331 , - NO2,
- CN, - S(O)j4aR2221, - SO2NR2221R3331, - NR2221C(O)R
3331 , - NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R222al
, - NR2221S(O)j4aR3331 , - C(=S)OR 2221, - C(O)SR
2221, - NR2221C(=NR 3331)NR222alR333al , - NR2221C(=NR
3331)OR222al , - NR2221C(=NR 3331)SR222al , - OC(O)OR
2221 , OC(O)NR 2221R3331 , OC(O)SR 2221 , - SC(O)OR
2221 , - P(O)OR 2221OR3331, Or - SC(O)NR 2221R3331
substituents; or G11 is hetaryl - Co-1oalkyl, any of
which is optionally substituted with one or more
independent halo, - CF3, - OCF3, O R2221 , -
NR2221R3331 (R222al )j5a, - C(O)R 2221 , - CO2R2221 ,
- C(O)NR 2221R3331 , - NO2, - CN, - S(O)j5aR2221 , -
SO2NR2221R3331, - NR2221C(O)R 3331, - NR2221C(O)OR
3331 , - NR2221C(O)KR 3331R22231 , -
NR2221S(O)JSaR3331 - C(=S)OR 2221 , - C(O)SR 2221 , -
NR2221C(=NR 3331)NR222alR333al , - NR2221C(=NR 3331)OR
222al, - NR2221C(=NR 3331)SR 222al , - OC(O)OR 2221 ,
OC(O)NR 2221R3331 , - OC(O)SR 2221 , - SC(O)OR 2221 ,
- P(O)OR 2221OR3331 , or - SC(O)NR 2221R3331
substituents; or G11 is C, taken together with the
carbon to which it is attached forms a C=C double bond
which is substituted with R5 and 33[256] wherein R1 is
cycloC3-i0alkyl, bicycloC 5-i0 alkyl, aryl,
heteroaralkyl, heterocyclyl, heterobicycloCs -ioalkyl,
spiroalkyl, or heterospiroalkyl any of which is
optionally substituted by one or more independent G1 1
substituents; or [257] wherein G1 is - OR2, -
NR2R3(R2a)j i , - S(O)j iR2, C0-10alkyl,
cycloC3-8alkyl, heterocyclyl - C0-1oalkyl, any of
which is optionally substituted with one or more
independent halo, oxo, - CF3, - OCF3, - OR222, -
NR222R333(R222a)j]a , - C(=O)R222, - CO2R222, -
C(=O)NR222R333, - NO2, - CN, - S(=O)jiaR222, -
SO2NR222R333, - NR222C(O)R 333, - NR222C(=O)OR333 , -
NR222C(=O)NR333R222a, - NR222S(O)jia R333, -
C(=S)OR222, - C(=O)SR222, - NR222C(=NR333)NR222aR333a,
- NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a, -
OC(=O)OR222, - OC(=O)NR 222R333, - OC(=O)SR 222, -
SC(=O)OR222, or - SCC=O)NR222R333 substituents; or
G1is aryl- Co-i oalkyl or hetaryl - C0- iOalkyl, any
of which is optionally substituted with one or more
independent halo, - CF3, - OCF3, - OR222, -
NR222R333CR 222V - C(O)R222, - CO2R222, - C(=O)NR
222R333, - NO2, - CN, - S(O)j2aR222, - SO2NR222R333 ,
- NR222CC=O)R333, - NR222C(O)OR 333 , -
NR222C(=O)NR333R222a, - NR222S(O)j2aR333, -
C(=S)OR222, - C(O)SR 222, - NR222C(=NR333)NR222aR333a,
- NR222C(=NR333)OR222a, - NR222C(=NR333)SR222\ OC(O)OR
222, - OC(=O)NR 222R333, - OC(=O)SR222, - SC(=O)OR
222, or - SC(O)NR 222R333 substituents; or [258]
wherein any one of Xp-i6 is N; or [259] wherein any
two ofXn -I6 is N; or [260] wherein any three of Xi
.\bis N; or [261] wherein any one of Xn Xi4 Xi or X1
is N; or [262] wherein any two ofX i i ,X 4 X 5 >or Xi
6 is N; or [263] wherein any two ofX i4 Xi5> or Xi6 is
N; or [264] wherein Xi6 is N; or [265] wherein Xi4 and
Xi are N; or [266] wherein Xi5 and X] are N; or [267]
wherein Xi 1and Xi are N; or [268] wherein Xi 1is N;
or [269] wherein G1 is - OR2, - NR2R3(R2a)j i , -
S(O)j iR2, Co-iOalkyl, cycloC3-8alkyl, heterocyclyl -
C0-i oalkyl, any of which is optionally substituted
with one or more independent halo, oxo, - CF3, - OCF3,
- OR222, - NR222R333 (R222a)jla , - C(O)R 222, -
CO2R222, 34- C(=O)NR222R333, - NO2, - CN, - S(=O)jla
R222, - SO2NR222R333, - NR222C(=O)R 333, -
NR222C(=O)OR333, - NR222C(=O)NR 333R222a, -
NR222S(O)jia R333, - C(=S)OR 222, - C(=O)SR222, -
NR222C(=NR 333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, - OC(=O)OR 222, -
OC(=O)NR222R333, - OC(=O)SR 222, - SC(=O)OR222, or -
SC(=O)NR 222R333 substituents; or G1is aryl-
C0-U)alkyl or hetaryl - C0- oalkyl, any of which is
optionally substituted with one or more independent
halo, - CF , - OCF3, - OR222, - NR222R333 (R222V , -
C(O)R222, - CO2R222, - C(=O)NR 222R333, - NO2, - CN, -
S(O)j2aR222, - SO2NR222R333, - NR222CC=O)R333, -
NR222C(=O)OR 333, - NR222C(=O)NR333R222a, -
NR222S(O)j2aR333, - C(=S)OR222, - C(=O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR 333)SR222a, - OC(=O)OR 222, -
OCC=O)NR222R333, - OC(=O)SR 222, - SC(=O)OR 222, or -
SC(=O)NR 222R333 substituents; or [270] wherein G1 is
Co-ioalkyl, cycloC3-8alkyl, or heterocyclyl -
C0-10alkyl, any of which is optionally substituted
with one or more independent halo, oxo, - CF3, - OCF3,
- OR222, - NR222R333CR 222V , - C(=O)R 222, - CO2R222,
- C(=O)NR 222R333, - NO2, - CN, - S(=O)jia R222, -
SO2NR222R333, - NR222CC=O)R333, - NR222C(=O)OR 333, -
NR222C(=O)NR333R222a, - NR222S(O)jia R333, -
C(=S)OR222, - C(=O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR 333)SR222a, - OC(=O)OR 222, -
OCC=O)NR222R333, - OC(=O)SR 222, - SC(=O)OR 222, or -
SC(=O)NR 222R333 substituents; or G1is aryl-
Co-ioalkyl or hetaryl - C0-10alkyl, any of which is
optionally substituted with one or more independent
halo, - CF3, - OCF3, - OR222, - NR222R333(R222a)j2a, -
C(O)R222, - CO2R222, - CC=O)NR222R333, - NO2, - CN, -
S(O)j2aR222, - SO2NR222R333 , - NR222CC=O)R333, -
NR222C(=O)OR 333, - NR222C(=O)NR333R222a, -
NR222S(O)j2aR333, - C(=S)OR222, - C(=O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR 333)OR222a, -
NR222C(=NR333)SR222a, - OC(=O)OR 222, -
OC(=O)NR222R333, - OC(=O)SR 222, - SC(=O)OR222, or -
SC(=O)NR 222R333 substituents; or [271] wherein G1 is
aryl- Co-lo alkyl or hetaryl - Co-ioalkyl, any of
which is optionally substituted with one or more
independent halo, - CF3, - OCF3, - OR222, -
NR222R333(R222a)j2a, - CCO)R222, - CO2R222, -
CC=O)NR222R333, - NO2, - CN, - S(O)j2aR222, -
SO2NR222R333, - NR222CC=O)R333, - NR222CC=O)OR333, -
NR222C(=O)NR333R222a, - NR222S(O)j2aR333, -
C(=S)OR222, - C(=O)SR222, - NR222C(=NR333)NR222aR333a,
- NR222C(=NR 333)OR222a, 35- NR222C(=NR333)SR222a, -
OC(=O)OR 222, - OC(O)NR 222R333, - OC(O)SR 222, -
SC(=O)OR 222, or - SC(=O)NR 222R333 substituents; or
[272] wherein X14 and X16 are N; or [273] wherein X16
is N; or [274] wherein X1 and X1 are N; or [275]
wherein Xi i and Xi 6 are N; or [276] wherein X11is N;
or [277] wherein R1 is cycloC3-10alkyl,
bicycloCs^oalkyl, aryl, heteroaralkyl, heterocyclyl,
heterobicycloCs -ioalkyl, spiroalkyl, or
heterospiroalkyl any of which is optionally
substituted by one or more independent G1 1
substituents; or [278] wherein R1 is Co-ioalkyl,
heteroaralkyl, or aralkyl, any of which is optionally
substituted by one or more independent G11
substituents; or [279] wherein R1 is cycloC3-i oalkyl,
bicycloCs -ioalkyl, spiroalkyl, or heterospiroalkyl
any of which is optionally substituted by one or more
independent G1 1 substituents; or [280] wherein R1 is
heterocyclyl or heterobicycloCs ioalkyl, of which is
optionally substituted by one or more independent G1 1
substituents; or [281] wherein R1 is aryl or
heteroaryl, any of which is optionally substituted by
one or more independent G1 1 substituents; or [282]
wherein R1 is Co-lo alkyl, cycloC 3-10alkyl, bicycloCs
-ioalkyl, aralkyl, heteroaralkyl, heterocyclyl,
heterobicycloCs - oalkyl, spiroalkyl, or
heterospiroalkyl any of which is optionally
substituted by one or more independent G1
substituents; or [283] wherein Xi6 is N; or [284]
wherein X 4 and X are N; or [285] wherein X1S and Xi
are N; or [286] wherein Xi i and Xi 6 are N; or [287]
wherein Xi i is N; or [288] wherein G11 is oxo, -
OCF3, - OR2 1, - NR2 1R3 1(R2al )j4 - C(O)R 2 1, -
CO2R2 1, - C(=O)NR 2 1R3 1, - CN, - SO2NR2 1R3 1, -
NR2'(C=O)R 3\ - NR21C(O)OR 3 1, - NR2 1C(O)NR 3 1R2al
, - NR2 1S(O)j4R3 1, - OC(O)NR 2 1R3 1, C0-i0 alkyl,
C1- ,0alkoxyC 1-i0alkyl, cycloCs -salkylC 1-ioalkyl,
heterocyclyl - Co-iQalkyl, any of which is optionally
substituted with one or more independent halo, oxo, -
CF3, - OCF3, - OR2221 , - NR2221R3331 (R222al )j4a, -
C(O)R2221, - CO2R2221 , - C(O)NR 2221R3331, - NO2, -
CN, - S(O)j4aR2221, - SO2NR2221R3331 , - NR2221C(O)R
3331 , - NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R22251
, - NR2221S(O)j4aR3331 , 36- C(=S)OR2221 , -
C(=O)SR2221 , - NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
- OC(=O)OR2221 , - OC(O)NR 2221R3331 , - OC(=O)SR2221
- SC(=O)OR2221 , - P(O)OR2221OR3331, or -
SC(=O)NR2221R3331 substituents; or G11 is hetaryl- C
Q-ioalkyl, any of which is optionally substituted with
one or more independent halo, - CF3, - OCF3, - OR2221
, - NR2221R333I (R222al)j5a, - C(O)R2221 , - CO2R2221
, - C(O)NR 2221R3331 - NO2, - CN, - S(O)j5aR2221 , -
SO2NR2221R3331 , - NR2221C(=O)R3331 , - NR2221C(O)OR
3331 , - NR2221C(=O)NR3331R222al , -
NR2221S(O)j5aR3331 , - C(=S)OR2221 , - C(=O)SR2221 , -
NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR333!)SR222al ,
- OC(O)OR 2221 , OC(O)NR 2221R3331 , - OC(O)SR 2221 ,
- SC(O)OR 2221, - P(O)OR2221OR3331 , or - SC(O)NR
2221R3331 substituents; or G1 1 is C, taken together
with the carbon to which it is attached forms a CO
double bond which is substituted with R5 and G111 ; or
[289] wherein G11 is oxo, OCF 3, - OR2 1, - NR2 1R3
1(R2al )j4, - C(O)R2 1, - CO2R2 1, - C(O)NR 2 1R3 1, -
CN, - SO2NR2 1R3 1, - NR2 1(CO)R 3 1, - NR21C(O)OR 3
1, - NR2 1C(O)NR 3 1R2al , - NR2 1S(O)j4R3 1, OC(O)NR
2 1R3 1, C0-10alkyl, C1-10alkoxyC1-10alkyl, cycloQ
-galkylC1-ioalkyl, heterocyclyl- Co-ioalkyl, any of
which is optionally substituted with 



one or more independent halo, oxo, - OR2221 , or -
NR2221R3331 (R222al)j4a substituents; or G1 1 is
hetaryl- Co-ioalkyl, any of which is optionally
substituted with one or more independent halo, - CF3,
OCF 3, - OR2221 , - NR2221R3331 (R222al)j5a, -
C(O)R2221 , - CO2R2221 , - C(O)NR 2221R3331 , - NO2, -
CN, - S(O)j5aR2221 - SO2NR2221R3331 , - NR2221C(O)R
3331 , - NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R222al
, - NR2221S(O)j5aR3331 , - C(=S)OR2221 , - C(O)SR 2221
, - NR2221C(=NR3331)NR222alR333al , -
NR222IC(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
- OC(O)OR 2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221
, - SC(O)OR 2221 , - P(O)OR2221OR3331 , Or - SC(O)NR
2221R3331 substituents; or [290] wherein G11 is oxo, -
OR2 1, - NR2 1R3 1(R2al)j4, - CO2R2 1, - C(O)NR 2 1R3
1, C0- loalkyl, heterocyclyl- Co-ioalkyl, any of which
is optionally substituted with one or more independent
halo, oxo, - CF3, - OCF3, - OR2221 , - NR2221R333
(R222 1) , - C(O)R2221 , - CO2R2221 , - C(O)NR
2221R3331 , - NO2, - CN, - S(O)j4aR2221 , -
SO2NR2221R3331 , - NR2221C(O)R 3331 , - NR2221C(O)OR
3331 , - NR2221C(O)NR 3331R222al , -
NR2221S(O)j4aR3331 , - C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333al, -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
- OC(O)OR 2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221
, - SC(O)OR 2221 , - P(O)OR2221OR3331 , or - SC(O)NR
2221R3331 substituents; or G1 1 is 37hetaryl-
Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, - CF3, - OCF3, -
OR2221 , - NR2221R3331 (R222al)j5a, - C(O)R2221 , -
CO2R2221 , - C(O)NR 2221R3331, - NO2, - CN, -
S(O)j5aR2221 , - SO2NR2221R3331, - NR2221C(=O)R3331 ,
- NR2221C(O)OR 3331 , - NR2221C(=O)NR3331R222al, -
NR2221S(O)j5aR3331 - C(=S)OR2221, - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(-NR 3331)SR222al ,
- OC(=O)OR2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221
, - SC(O)OR 2221 , - P(O)OR2221OR3331 , Or - SC(O)NR
2221R3331 substituents; or [291] wherein G11 is oxo, -
OR2 1, - NR2 1R3'(R231 4, - CO2R2 1, - C(O)NR 2 1R3 1,
C0- loalkyl, heterocyclyl- Co-ioalkyl, any of which is
optionally substituted with one or more independent
halo, oxo, - OR2221, or - NR2221R3331 (R222al)j4a
substituents; or G1 1 is hetaryl- C0- loalkyl, any of
which is optionally substituted with one or more
independent halo, - CF3, - OCF3, - OR2221, -
NR2221R3331 (R222al)j5a, - C(O)R2221 , - CO2R2221, -
C(O)NR 2221R3331 , - NO2, - CN, - S(O)j5aR2221 , -
SO2NR2221R3331 , - NR2221C(O)R 3331, - NR2221C(O)OR
3331, - NR2221C(O)NR 3331R222al , - NR2221S(O)j5aR3331
- C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333aI -
NR2221C(=NR3331)OR222al - NR2221C(=NR3331)SR222al , -
OC(O)OR 2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221 ,
- SC(O)OR 2221 , - P(O)OR2221OR3331 , Or - SC(O)NR
2221R3331 substitaents; or [292] wherein G1 1 is oxo,
- OCF3, - OR2 1, - NR2 1R3 1(R2al)j4, - C(O)R2 1, -
CO2R2 1, - C(O)NR 2 1R3 1, - CN, - SO2NR2 1R3 1, - NR2
1(CO)R 3 1, - NR2 1C(O)OR 3 1, - NR2 1C(O)NR 3 1R2al ,
- NR2 1S(O)j4R3 1, - OC(O)NR 2 1R3 1, C0-iOalkyl, d
.ioalkoxyd. ioalkyl, cycloC3-8alkylC1-ioalkyl,
heterocyclyl - CMoalkyl, any of which is optionally
substituted with one or more independent halo, oxo, -
CF3, - OCF3, - OR2221 , - NR2221R3331 (R222al)j4a, -
C(O)R2221 - CO2R2221 , - C(O)NR 2221R3331 , - NO2, -
CN, - S(O)j4aR2221 , - SO2NR2221R3331 , - NR2221C(O)R
3331, - NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R222al
, - NR2221S(O)j4aR3331, - C(=S)OR2221 , - C(O)SR 2221
, - NR2221C(=NR3331)NR222alR333al, -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al -
OC(O)OR 2221 , - OC(O)NR 2221R3331 , OC(O)SR 2221 , -
SC(O)OR 2221 , - P(O)OR2221OR3331, Or - SC(O)NR
2221R3331 substituents; or G11 is hetaryl- Co-ioalkyl,
any of which is optionally substituted with one or
more independent halo, - CF3, - OCF3, - OR2221 , -
NR2221R3331(R222al)j5a, - C(O)R2221 , - CO2R2221 , -
C(O)NR 2221R3331 , - NO2, - CN, - S(O)j5aR2221 5 -
SO2NR2221R3331 , - NR2221C(O)R 3331 , - NR2221C(O)OR
3331 , - NR2221C(O)NR 3331R22 1, - NR2221S(O)j5aR3331
, - C(=S)OR2221 , - C(O)SR 2221 , 38-
NR2221C(=NR3331)NR222alR333al , - NR2221C( -
OC(=O)OR2221 , - OC(=O)NR2221R3331 , - OC(O)SR 2221 ,
- SC(=O)OR2221, - P(O)OR2221OR3331 , or -
SC(=O)NR2221R3331 substituents; or G11 is C, taken
together with the carbon to which it is attached forms
a C=C double bond which is substituted with R5 and
G111 ; or [293] wherein R1 is cycloC3-1oalkyl,
bicycloC5-10alkyl5 aryl, heteroaralkyl, heterocyclyl,
heterobicycloCs-ioalkyl, spiroalkyl, or
heterospiroalkyl any of which is optionally
substituted by one or more independent G11
substituents; or [294] wherein G1 is - OR2, -
NR2R3(R2a)j i , - S(O)j jR2, Co-iOalkyl,
cycloC3-8alkyl, heterocyclyl- Co-ioalkyl, any of which
is optionally substituted with one or more independent
halo, oxo, - CF3, - OCF3, - OR222, -
NR222R333(R222a)jla , - C(=O)R222, - CO2R222, - C(O)NR
222R333, - NO2, - CN, - S(O) jlaR222, - SO2NR222R333,
- NR222C(O)R 333, - NR222C(O)OR 333 - NR222C(O)NR
333R2223, - NR222S(O)jiaR333 , - C(=S)OR222, O(O)SR
222, - NR222C(=NR333)NR222aR333a, -
NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a, OC(=0)OR
222, - OC(O)NR 222R333, - OC(O)SR 222, - SC(O)OR 222,
Or - SC(O)NR 222R333 substituents; or G1is aryl-
Co-ioalkyl orhetaryl - C0- loalkyl, any of which is
optionally substituted with one or more independent
halo, - CF3, OCF 3, O R222, - NR222R333 (R222a)j2a, -
C(O)R222, - CO2R222, - C(O)NR 222R333, - NO2, - CN, -
S(O)j2aR222, - SO2NR222R333 , - NR222C(O)R 333, -
NR222C(O)OR 333 , - NR222C(O)NR 333R222a, -
NR222S(O)j2aR333, - C(=S)OR222, - C(O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, - OC(O)OR 222, -
OC(=O)NR222R333, - OC(O)SR 222, - SC(O)OR 222, or -
SC(O)NR 222R333 substituents; or [295] wherein any one
of X 1-16 is N; or [296] wherein any two OfXn -I6 is
N; or [297] wherein any three of Xi i-i6 is N; or
[298] wherein any one of Xi i,Xi4 Xi or Xi is N; or
[299] wherein any two ofX] i,Xi4, X1 ,or X16 is N; or
[300] wherein any two ofX i4,X15,or Xi6 is N; or [301]
wherein Xi is N; or [302] wherein Xi4and Xi are N; or
[303] wherein X15 and X]6 are N; or 39[304] wherein
X11and Xi6 are N; or [305] wherein Xi i is N; or [306]
wherein G1 is - OR2, - NR2R3(R2a)j i , - S(O)J1R2,
Co-iOalkyl, cycloC3-8alkyl, heterocyclyl- Co-ioalkyl,
any of which is optionally substituted with one or
more independent halo, oxo, - CF3, - OCF3, - OR222, -
NR222R333 (R222a)jia , - C(O)R 222, - CO2R222, -
C(O)NR 222R333, - NO2, - CN, - S(=O)jiaR222, -
SO2NR222R333, - NR222C(=O)R333, - NR222C(=O)OR333, -
NR222C(=O)NR333R222a, - NR222S(O)jla R333 , -
C(=S)OR222, - C(=O)SR222, - NR222C(=NR333)NR222aR333a,
- NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a, -
OC(=O)OR222, - OC(=O)NR222R333, - OC(=O)SR222, -
SC(O)OR 222, or - SC(=O)NR222R333 substituents; or
G1is aryl- C0-10alkyl or hetaryl- C0- loalkyl, any of
which is optionally substituted with one or more
independent halo, - CF3, - OCF3, - OR222, -
NR222R333(R222V - C(O)R222, - CO2R222, - C(O)NR
222R333 , - NO2, - CN, - S(O)j2aR222, - SO2NR222R333,
- NR222C(O)R 333, - NR222C(O)OR 333, - NR222C(O)NR
333R2223, - NR222S(O)j2aR333, - C(=S)OR222, - C(O)SR
222, - NR222C(=NR333)NR222aR333a, -
NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a, -
OC(O)OR 222, - OC(O)NR 222R333, - OC(=O)SR222, -
SC(O)OR 222, or - SC(O)NR 222R333 substituents; or
[307] wherein G1 is Co-ioalkyl, cycloC3-8alkyl, or
heterocyclyl - Co-ioalkyl, any of which is optionally
substituted with one or more independent halo, oxo, -
CF3, - OCF3, - OR222, - NR222R333(R222a)jia , - C(O)R
222, - CO2R222, - C(O)NR 222R333, - NO2, - CN, - S(O)
jiaR222, - SO2NR222R333, - NR222C(O)R 333 , -
NR222C(O)OR 333 , - NR222C(O)NR 333R222a, -
NR222S(O)jiaR333, - C(=S)OR222, - C(O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, - OC(O)OR 222, - OC(O)NR
222R333, - OC(O)SR 222, - SC(O)OR 222, Or - SC(O)NR
222R333 substituents; or G1is aryl- Co-ioalkyl or
hetaryl- Co-ioalkyl, any of which is optionally
substituted with one or more independent halo, - CF3,
- OCF3, - OR222, - NR222R333(R222a)j2a, - C(O)R222, -
CO2R222, - C(O)NR 222R333 , - NO2, - CN, -
S(O)j2aR222, - SO2NR222R333, - NR222C(O)R 333, -
NR222C(O)OR 333, - NR222C(O)NR 333R2223, -
NR222S(O)j2aR333, - C(=S)OR222, - C(O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, - OC(O)OR 222, - OC(O)NR
222R333, - OC(O)SR 222, - SC(O)OR 222, Or - SC(O)NR
222R333 substituents; or 40[308] wherein G1 is aryl-
Co-ioalkyl or hetaryl - Co-i oalkyl, any of which is
optionally substituted with one or more independent
halo, - CF3, - OCF3, - OR222, - NR222R333 (R222a)j2a,
- C(O)R222, - CO2R222, - C(=O)NR 222R333, - NO2, - CN,
- S(O)j2aR222, - SO2NR222R333, - NR222C(=O)R333, -
NR222C(=O)OR 333, - NR222C(=O)NR 333R222a, -
NR222S(O)j2aR333, - C(=S)OR222, - C(=O)SR 222, -
NR222C(=NR 333)NR222aR333a, - NR222C(=NR 333)OR222a, -
NR222C(=NR333)SR222a, - OC(=O)OR 222, - OC(=O)NR
222R333 - OC(=O)SR 222, - SC(=O)OR 222, or - SC(=O)NR
222R333 substituents; or [309] wherein Xi4 and X1 are
N; or [310] wherein X is N; or [311] wherein Xi5 and
X16 are N; or [312] wherein Xi 1and Xi are N; or [313]
wherein X11is N; or [3 14] wherein R1 is cycloC 3 i
oalkyl, bicycloCs -i oalkyl, aryl, heteroaralkyl,
heterocyclyl, heterobicycloCs -ioalkyl, spiroalkyl, or
heterospiroalkyl any of which is optionally
substituted by one or more independent G11
substituents; or [315] wherein R1 is Co-iOalkyl,
heteroaralkyl, or aralkyl, any of which is optionally
substituted by one or more independent G11
substituents; or [316] wherein R1 is cycloC 3-i0
alkyl, bicycloCs -i oalkyl, spiroalkyl, or
heterospiroalkyl any of which is optionally
substituted by one or more independent G1 1
substituents; or [317] wherein R1 is heterocyclyl or
heterobicycloCs -ioalkyl, of which is optionally
substituted by one or more independent G1 1
substituents; or [318] wherein R1 is aryl or
heteroaryl, any of which is optionally substituted by
one or more independent G11 substituents; or [319]
wherein R1 is Co-iOalkyl, cycloC 3-i0alkyl, bicycloCs
-iQalkyl, aralkyl, heteroaralkyl, heterocyclyl,
heterobicycloCs ioalkyl, spiroalkyl, or
heterospiroalkyl any of which is optionally
substituted by one or more independent G1 1
substituents; or [320] wherein Xi is N; or [321]
wherein X 4 and Xi are N; or [322] wherein X15 and X
are N; or [323] wherein Xi 1and X are N; or [324]
wherein X]1is N; or [325] wherein G11 is oxo, - OCF3,
- OR2 1, - NR2 1R3 1(R2al )j4, - C(O)R 2 1, - CO2R2 1,
- C(=O)NR2 1R3 1, - CN, - SO2NR2 1R3 1, - NR21COO)R 3
1, - NR2 1C(=O)OR 3 1 5 4 1- NR2IC(=O)NR3 1R2al , -
NR2 1S(O)J4R3 1, - OC(=O)NR2 1R3 1, Co-iOalkyl,
C1-10alkoxyC ]-10alkyl, cycloCa-galkylC1-ioalkyl,
heterocyclyl - C0-i0alkyl, any of which is optionally
substituted with one or more independent halo, oxo, -
CF3, - OCF3, - OR2221 , - C(O)R2221 , - CO2R2221 , -
C(=O)NR2221R3331 , - NO2, - CN, - S(O)j4aR2221, -
SO2NR2221R3331, - NR2221C(O)R 3331 , - NR2221C(O)OR
3331 , - NR2221C(=O)NR3331R222al , -
NR2221S(O)j4aR3331, - C(=S)OR2221 , - C(=O)SR2221 , -
NR2221C(=NR3331)NR222alR333al, -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al, -
OC(=O)OR 2221 , - OC(=O)NR2221R3331 , - OC(=O)SR 2221
, - SC(=O)OR2221 , - P(O)OR2221OR3331 , or -
SC(=O)NR2221R3331 substituents; or G11 is hetaryl -
Co-iOalkyl, any of which is optionally substituted
with one or more independent halo, - CF3, - OCF3, -
OR2221 , - NR2221R3331 (R222al)j5a, - C(O)R2221 ,
CO2R2221 , - C(O)NR 2221R3331, - NO2, - CN, -
S(O)j5aR2221 , - SO2NR2221R3331 , - NR2221C(=O)R3331 ,
- NR2221C(=O)OR 3331 , - NR2221C(=O)NR3331R222al , -
NR2221S(O)j5aR3331 , - C(=S)OR2221 , - C(=O)SR 2221 ,
- NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
- OC(=O)OR 2221 , - OC(=O)NR2221R3331 , - OC(=O)SR2221
, - SC(=O)OR 2221, - P(O)OR2221OR3331 , or -
SC(=O)NR2221R3331 substituents; or G11 is C, taken
together with the carbon to which it is attached forms
a C=C double bond which is substituted with R5 and
G111 ; or [326] wherein G1' is oxo, - OCF3, - OR2 1, -
C(O)R2 1, - CO2R2 1, - C(=O)NR2 1R3 1, - CN, - SO2NR2
1R3 1, - NR2 1(CO)R 3 1, - NR2 1C(K))OR 3 1, - NR2
1C(=O)NR3 1R2al , - NR2 1S(O)j4R3 1, - OC(O)NR 2 1R3
1, C0-I0alkyl, -ioalkoxyC1-ioalkyl, cycloC3-8alkylC
i.ioalkyl, heterocyclyl - Co-ioalkyl, any of which is
optionally substituted with one or more independent
halo, oxo, - OR2221 , or - NR2221R333 '(R222al)j4a
substituents; or G11 is hetaryl - Co-iOalkyl, any of
which is optionally substituted with one or more
independent halo, - CF3, - OCF3, - OR2221 , -
NR2221R3331 (R222al)jsa, - C(O)R2221 , - CO2R2221 , -
C(O)NR 2221R3331, - NO2, - CN, - S(O)j5aR2221 , -
SO2NR2221R3331 , - NR2221C(O)R 3331 , - NR222 1C(O)OR
3331 , - NR2221C(O)NR 3331R222al , -
NR2221S(O)j5aR3331 , - C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
- OC(O)OR 2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221
, - SC(O)OR 2221 , - P(O)OR2221OR3331, Or - SC(O)NR
2221R3331 substituents; or [327] wherein G1' is oxo, -
OR2 1, - NR2 1R3 1(R2al)j4, - CO2R2 1, - C(O)NR 2 1R3
1, C0- loalkyl, heterocyclyl - Co-ioalkyl, any of
which is optionally substituted with one or more
independent halo, oxo, - CF3, - OCF3, - OR2221 , -
NR2221R3331 (R222al)j4a, - C(O)R2221 , 42- CO2R2221 ,
- C(=O)NR2221R3331 , - NO2, - CN, - S(O)j4aR2221 , -
SO2NR2221R3331, - NR2221C(=O)R3331 - NR2221CC=O)OR3331
- NR2221C(=O)NR3331R222al , - NR2221S(O)j4aR3331 , -
C(=S)OR2221 , - C(=O)SR2221 , - NR C NR3331 222 333 1,
- NR2221C(=NR3331)OR222al , - NR2221CC=NR333 SR222 1,
- OC(=O)OR2221 , - OC(O)NR 2221R3331 , - OC(=O)SR2221
, - SCC=O)OR2221 , - P(O)OR2221OR3331 , or -
SC(=O)NR2221R3331 substituents; or G1 1 is hetaryl-
Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, - CF3, - OCF3, -
OR2221 , - CCO)R2221 , - CO2R2221 , - C(O)NR 2221R3331
, - NO2, - CN, - S(O)j5aR2221 , - SO2NR2221R3331, -
NR2221C(O)R 3331 , - NR2221C(=O)OR3331 , -
NR2221C(=O)NR3331R222al , - NR2221S(O)j5aR3331 , -
C(=S)OR2221 , - C(=O)SR2221 , -
NR2221CC=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al, - NR2221C(=NR3331)SR222al ; -
OCC=O)OR2221 , - OCC=O)NR2221R3331 , - OC(O)SR 2221 ,
- SC(O)OR 2221 , - P(O)OR2221OR3331 , Or - SC(O)NR
2221R3331 substituents; or [328] wherein G1 1 is oxo,
O R2 1, TNR2IR3 1(R2al )j4, - CO2R2 1, - C(O)NR 2 1R3
1, C0- loalkyl, heterocyclyl- Co-i oalkyl, any of
which is optionally substituted with one or more
independent halo, oxo, - OR2221 , or - NR2221R3331
(R222aI)j4a substituents; or Gp is hetaryl- C0-
loalkyl, any of which is optionally substituted with
one or more independent halo, - CF , - OCF3 - OR2221,
- NR2221R3331 (R222al)j5a, - C(O)R2221 , - CO2R2221 ,
- C(O)NR 2221R3331 , - NO2, - CN, - S(O)j5aR2221 , -
SO2NR2221R3331 , - NR2221CCO)R 3331 , - NR2221C(O)OR
3331 , - NR2221C(O)NR 333 1R222 1, -
NR2221S(O)j5aR3331 , - C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al, - NR2221C(=NR3331)SR222al , -
OC(O)OR 2221 , - OC(O)NR 2221R3331 , - OC(O)SR 2221 ,
- SC(O)OR 2221 , - P(O)OR2221OR3331 , Or - SC(O)NR
2221R3331 substituents; or [329] wherein G11 is oxo,
OCF 3, O R2 1, - NR2 1R3 1(R2al )j4, - C(O)R2 1, -
CO2R2 1, - C(O)NR 2 1R3 1, - CN, - SO2NR2 1R3 1, - NR2
1(C=O)R3 1, - NR2 1C(O)OR 3 1, - NR2 1C(O)NR 31R2 1, -
NR2 1S(O)j4R3 1, - OC(O)NR 2 1R3 1, C0-10alkyl, CH
0alkoxyC1-10alkyl, cycloC^salkylC oalkyl,
heterocyclyl- Co-ioalkyl, any of which is optionally
substituted with one ormore independent halo, oxo, -
CF3, OCF 3, - OR2221 , - NR2221R3331 (R222al)j4a, -
C(O)R2221 , - CO2R2221 , - C(O)NR 2221R3331 , - NO2, -
CN, - S(O)j4aR2221 , - SO2NR2221R3331 , - NR2221C(O)R
3331 , - NR2221C(O)OR 3331 , - NR2221C(O)NR 333 R222al
, - NR2221S(O)j4aR3331 , - C(=S)OR2221 , - C(O)SR 2221
, - NR2221C(=NR333I)NR222aIR333al , -
NR222IC(=NR3331)OR222al , - NR2221C(=NR3331)SR222al, -
OC(=O)OR2221 , - OC(=O)NR2221R3331 , - OC(O)SR 2221,
43- SC(=O)OR2221, - P(O)OR 2221OR3331, or - SC(O)NR
2221R3331 substituents; or G1 1 is hetaryl -
Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, - CF3, - OCF3, -
OR2221, - NR2221R3331(R222al)jsa, - C(O)R2221 , -
CO2R2221 , - C(O)NR 2221R3331, - NO2, - CN, -
S(O)j5aR2221 , - SO2NR2221R3331 , - NR2221C(O)R 3331 ,
- NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R222al , -
NR2221S(O)j5aR3331 , - C(=S)OR 2221 , - C(O)SR 2221 ,
- NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - OC(O)OR 2221 , - OC(O)NR
2221R3331 , - OC(O)SR 2221 , - SC(O)OR 2221 , -
P(O)OR2221OR3331, or - SC(O)NR 2221R3331 substituents;
or G11 is C, taken together with the carbon to which
it is attached forms a CO double bond which is
substituted with R5 and [330] wherein R1 is
cycloC3-10alkyl, bicycloCs -ioalkyl, aryl,
heteroaralkyl, heterocyclyl, heterobicycloCs -ioalkyl,
spiroalkyl, or heterospiroalkyl any of which is
optionally substituted by one or more independent G11
substituents; or [331] wherein G1 is - OR2, -
NR2R3(R2a)j l , - S(O)j ,R2, C0.10alkyl, cycloC
3-8alkyl, heterocyclyl - Co- oalkyl, any of which is
optionally substituted with one or more independent
halo, oxo, - CF3, - OCF3, - OR222, -
NR222R333(R222a)jla , - C(O)R 222, - CO2R222, 



- C(O)NR 222R333, - NO2, - CN, - S(O)j iaR222, -
SO2NR222R333, - NR222C(O)R 333, - NR222C(O)OR 333, -
NR222C(O)NR 333R222a, - NR222S(O)jla R333, - C(=S)OR
222, - C(O)SR 222, - NR222C(=NR333)NR222aR333a, -
NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a, OC(O)OR
222, OC(O)NR 222R333 , - OC(O)SR 222, - SC(O)OR 222,
or - SC(O)NR 222R333 substituents; or G1is aryl-
C0-iOalkyl or hetaryl - C0- 10alkyl, any of which is
optionally substituted with one or more independent
halo, - CF3, - OCF3, - OR222, - NR222R333(R222a)j2a, -
C(O)R222, - CO2R222, - C(O)NR 222R333, - NO2, - CN, -
S(O)j2aR222, - SO2NR222R333 , - NR222C(O)R 333, -
NR222C(O)OR 333 , - NR222C(O)NR 333R222a, -
NR222S(O)j2aR333, - C(=S)OR222, - C(O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR 333)SR222a, - OC(O)OR 222, - OC(O)NR
222R333, - OC(O)SR 222, - SC(O)OR 222, Or - SC(O)NR
222R333 substituents; or [332] wherein any one of
X1\.\6 is N; or [333] wherein any two ofX p-i6 is N;
or [334] wherein any three of X11-16 is N; or [335]
wherein any one ofX p X Xis or X is N; or 44[336]
wherein any two OfX 11 Xi4,X15,or Xi is N; or [337]
wherein any two of X14 X15, or X1 is N; or [338]
wherein X1 is N; or [339] wherein X14 and X1 are N; or
[340] wherein X15 and X1 are N; or [341] wherein
X1]and X1 are N; or [342] wherein X11is N; or [343]
wherein G1 is - OR2, - NR2R3(R2a)j i , - S(O)j iR2,
C0-10alkyl, cycloC 3-8alkyl, heterocyclyl - Co-i
oalkyl, any of which is optionally substituted with
one or more independent halo, 0x0, - CF3, - OCF3, -
OR222, - NR222R333 (R222a)jla , - C(=O)R222, -
CO2R222, - C(O)NR 222R333, - NO2, - CN, - S(=O)jia
R222, - SO2NR222R333, - NR222C(=O)R333, -
NR222C(=O)OR333, - NR222C(=O)NR333R222a, -
NR222S(O)jla R333 , - C(=S)OR 222, - C(=O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, - OC(=O)OR 222, - OC(=O)NR
222R333, - OC(=O)SR 222, - SC(=O)OR 222, or -
SC(=O)NR222R333 substituents; or G1is aryl- C0-iPalkyl
or hetaryl - C0- loalkyl, any of which is optionally
substituted with one or more independent halo, - CF3,
- OCF3, - OR222, - NR222R333(R222a)j2a, - C(O)R222, -
CO2R222, - C(=O)NR222R333 , - NO2, - CN, -
S(O)j2aR222, - SO2NR222R333, - NR222C(=O)R333, -
NR222C(=O)OR333 , - NR222C(=O)NR 333R222a, -
NR222S(O)j2aR333, - C(=S)OR222, - C(=O)SR222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, - OC(=O)OR 222, -
OCC=O)NR222R333, - OC(=O)SR 222, - SCC=O)OR222, or -
SC(=O)NR 222R333 substituents; or [344] wherein G1 is
Co-lo alkyl, cycloC 3-salkyl, or heterocyclyl -
Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, oxo, - CF3, - OCF3,
- OR222, - NR222R333CR 222V , - C(=O)R222, - CO2R222,
- C(=O)NR222R333, - NO2, - CN, - S(=O)jia R222, -
SO2NR222R333, - NR222CC=O)R333, - NR222C(=O)OR333, -
NR222C(=O)NR333R222a, - NR222S(O)j]aR333, -
C(=S)OR222, - C(=O)SR222, - NR222C(=NR333)NR222aR333a,
- NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a, -
OC(=O)OR 222, - OCC=O)NR222R333, - OC(=O)SR222, -
SC(=O)OR222, or - SC(=O)NR 222R333 substituents; or
G1is aryl- Co-1oalkyl or hetaryl - Co-i oalkyl, any of
which is optionally substituted with one or more
independent halo, - CF3, - OCF3, - OR222, -
NR222R333(R222a)j2a, - C(O)R222, - CO2R222, -
C(=O)NR222R333, - NO2, - CN, - S(O)j2aR222, -
SO2NR222R333, 45- NR222C(=O)R333, - NR222C(=O)OR333, -
NR222C(=O)NR 333R222a, - NR222S(O)j2aR333, -
C(=S)OR222, - C(=O)SR222, - NR222C(=NR333)NR222aR333a,
- NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a, -
OC(=O)OR222, - OC(=O)NR222R333, - OC(=O)SR 222, -
SC(=O)OR222, or - SC(=O)NR222R333 substituents; or
[345] wherein G1 is aryl- Co-ioalkyl or hetaryl -
Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, - CF3, - OCF3, -
OR222, - NR222R333(R222a)j2a, - C(O)R222, - CO2R222, -
C(=O)NR222R333 , - NO2, - CN, - S(O)j2aR222, -
SO2NR222R333 , - NR222CC=O)R333, - NR222CC=O)OR333, -
NR222C(=O)NR 333R222a, - NR222S(O)j2aR333, -
C(=S)OR222, - C(=O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, - OCC=O)OR222, - OC(=O)NR
222R333, - OC(=O)SR 222, - SC(=O)OR222, or -
SC(=O)NR222R333 substituents; or [346] wherein Xj and
X16 are N; or [347] wherein X16 is N; or [348] wherein
X and Xi 6 are N; or [349] wherein Xi i and Xi 6 are
N; or [350] wherein Xi i is N; or [351] wherein R1 is
cycloC3-i oalkyl, bicycloCs -ioalkyl, aryl,
heteroaralkyl, heterocyclyl, heterobicycloCs -ioalkyl,
spiroalkyl, or heterospiroalkyl any of which is
optionally substituted by one or more independent G1 1
substituents; or [352] wherein R1 is Co-ioalkyl,
heteroaralkyl, or aralkyl, any of which is optionally
substituted by one or more independent G1 1
substituents; or [353] wherein R1 is cycloC3-ioalkyl,
bicycloC 5-10alkyl, spiroalkyl, or heterospiroalkyl
any of which is optionally substituted by one or more
independent G1 1 substituents; or [354] wherein R1 is
heterocyclyl or heterobicycloCs -ioalkyl, of which is
optionally substituted by one or more independent G1 1
substituents; or [355] wherein R1 is aryl or
heteroaryl, any of which is optionally substituted by
one or more independent G1 1 substituents; or [356]
wherein R1 is Co-ioalkyl, cycloC3-ioalkyl,
bicycloCs-ioalkyl, aralkyl, heteroaralkyl,
heterocyclyl, heterobicycloCs -ioalkyl, spiroalkyl, or
heterospiroalkyl any of which is optionally
substituted by one or more independent G1 1
substituents; or [357] wherein X 6 is N; or [358]
wherein X 4 and Xi are N; or [359] wherein X1 and Xi
are N; or 46[360] wherein Xi and X1 are N; or [361]
wherein Xi i is N; or [362] wherein G11 is oxo, -
OCF3, - OR2 1, - NR2 1R3'(R2 1) - C(O)R2 1, - CO2R2 1,
- C(=O)NR2 1R3 1, - CN, - SO2NR2 1R3 1, - NR2 1(C=O)R3
1, - NR21C(K))OR 3 1, - NR2 1C(=O)NR3 1R2al , - NR2
1S(O)j4R3 1, - OC(O)NR 2 1R3 1, Co-iOalkyl,
Ci.ioalkoxyC1-10alkyl, cycloCs-salkylC1-ioalkyl,
heterocyclyl- Co-ioalkyl, any of which is optionally
substituted with one or more independent halo, oxo, -
CF3, - OCF3, - OR2221, - NR2221R333 1(R222al)j4a, -
C(O)R2221 , - CO2R2221 , - C(=O)NR2221R3331 , - NO2, -
CN, - S(O)j4aR2221 , - SO2NR2221R3331 , -
NR2221C(=O)R3331 , - NR2221C(O)OR 3331 , -
NR2221C(O)NR 333 1R22231 - NR2221S(O)j4aR3331 , -
C(=S)OR2221 , - C(O)SR 2221 , - NR2221C(=NR333
NR22231R33331, - NR2221C(=NR3331)OR222al , -
NR2221C(=NR3331)SR222al, - OC(O)OR 2221 , OC(O)NR
2221R3331 , - OC(O)SR 2221 , - SC(O)OR 2221 , -
P(O)OR2221OR3331, Or - SC(O)NR 2221R3331 substituents;
or G11 is hetaryl- Co-ioalkyl, any of which is
optionally substituted with one or more independent
halo, - CF3, - OCF3, - OR2221 , -
NR2221R3331(R222al)j5a, - C(O)R2221 , - CO2R2221 , -
C(O)NR 2221R3331, - NO2, - CN, - S(O)j5aR2221 , -
SO2NR2221R3331 , - NR2221C(O)R 3331 , - NR2221C(O)OR
3331 , - NR2221C(O)NR 3331R22231 , -
NR2221S(O)j5aR3331 , - C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
- OC(O)OR 2221 , - OC(O)NR 2221R3331, - OC(O)SR 2221 ,
- SC(O)OR 2221 , - P(O)OR2221OR3331 , or - SC(O)NR
2221R3331 substituents; or G1 1 is C, taken together
with the carbon to which it is attached forms a C=C
double bond which is substituted with R5 and G111 ; or
[363] wherein G1' is oxo, - OCF3, O R2 1, - NR2 1R3
1(R2al)j4, - C(O)R2 1, - CO2R2 1, - C(O)NR 2 1R3 1, -
CN, - SO2NR2 1R3 1, - NR2 1(CO)R 3 1, - NR2 1C(O)OR 3
1, - NR2 1C(O)NR 3 1R231 , - NR2 1S(O)j4R3 1, -
OC(O)NR 2 1R3 1, Co-iOalkyl, C1-ioalkoxyd. ioalkyl,
cycloC3-8alkylCi.. ioalkyl, heterocyclyl- Co-ioalkyl,
any of which is optionally substituted with one or
more independent halo, oxo, - OR2221 , or - NR2221R333
(R22231 4 substituents; or G1 1 is hetaryl-
Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, - CF3, OCF 3, -
OR2221 , - NR2221R3331 (R222al )j5a, - C(O)R2221 , -
CO2R2221 - C(O)NR 2221R3331, - NO2, - CN, -
S(O)j5aR2221 - SO2NR2221R3331 , - NR2221C(O)R 3331 , -
NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R22231 , -
NR2221S(O)j5aR3331 , - C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR2223lR3333l , -
NR2221C(=NR3331)OR2223l , - NR2221C(=NR3331)SR222al ,
47- OC(O)OR 2221 , - OC(=O)MR.222IR3331 , - OC(O)SR
2221 , - SC(O)OR 2221 , - P(O)OR2221OR3331, Or -
SC(O)NR 2221R3331 substituents; or [364] wherein G11
is oxo, - OR2 1, - NR2 1R31CR241 j4, - CO2R2 1, -
C(O)NR 2 1R3 1, C0- loalkyl, heterocyclyl- Co-ioalkyl,
any of which is optionally substituted with one or
more independent halo, oxo, - CF3, OCF 3, - OR2221 , -
NR2221R3331(R222al )j4a, - C(O)R2221 , - CO2R2221, -
C(O)NR 2221R3331 , - NO2, - CN, - S(O)j4aR2221, -
SO2NR2221R3331, - NR2221C(O)R 3331 , - NR2221C(O)OR
3331 , - NR2221C(O)NR 3331R222al , -
NR2221S(O)j4aR3331 , - C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333al, -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
- OC(O)OR 2221 - OC(O)NR 2221R3331 - OC(O)SR 2221 , -
SC(O)OR 2221 , - P(O)OR2221OR3331, or - SC(O)NR
2221R3331 substituents; or G1 1 is hetaryl-
Co-ioalkyl, any of which is optionally substituted
with one or more independent halo, - CF3, - OCF3, -
OR2221 , - NR2221R333 '(R22231 , - C(O)R2221 , -
CO2R2221 , - C(O)NR 2221R3331 , - NO2, - CN, -
S(O)j5aR2221 , - SO2NR2221R3331 , - NR2221C(O)R 3331 ,
- NR2221C(O)OR 3331 , - NR2221C(O)NR 3331R222al , -
NR2221S(O)j5aR3331 , - C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
- OC(O)OR 2221 , OC(O)NR 2221R3331 , - OC(O)SR 2221 ,
- SC(O)OR 2221 , - P(O)OR2221OR3331 , Or - SC(O)NR
2221R3331 substituents; or [365] wherein G11 is oxo, O
R2 1, - NR2 1R3 1(R2al)j4, - CO2R2 1, - C(O)NR 2 1R3
1, C0- oalkyl, heterocyclyl- Co-ioalkyl, any of which
is optionally substituted with one or more independent
halo, oxo, - OR2221 , or - NR2221R3331 (R222al)j4a
substituents; or G1 1 is hetaryl- C0- loalkyl, any of
which is optionally substituted with one or more
independent halo, - CF3, - OCF3, - OR2221 , -
NR2221R3331 (R222al)j5a, - C(O)R2221 , - CO2R2221 , -
C(O)NR 2221R3331 , - NO2, - CN, - S(O)j5aR2221 , -
SO2NR2221R3331 , - NR2221C(O)R 3331 , - NR2221C(O)OR
3331 , - NR2221C(O)NR 3331R222al , -
NR2221S(O)j5aR3331 , - C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
OC(O)OR 2221 , OC(O)NR 2221R3331 , - OC(O)SR 2221 , -
SC(O)OR 2221 , - P(O)OR2221OR3331, Or - SC(O)NR
2221R3331 substituents; or [366] wherein G1 is oxo, -
OCF3, - OR2 1, - NR2 1R3 1(R2al)j4, - C(O)R2 1, -
CO2R2 1, - C(O)NR 2 1R3 1, - CN, - SO2NR2 1R3 1, - NR2
1(CO)R 31, - NR2 1C(O)OR 31, - NR2 1C(O)NR 3 1R2al , -
NR2 1S(O)J4R3 1, - OC(O)NR 2 1R3 1, Co-iOalkyl,
C1-10alkoxyC 1-10alkyl, cycloC3-8alkylC1-ioalkyl,
heterocyclyl- Co-10alkyl, any of which is optionally
substituted with 48one or more independent halo, oxo,
- CF3, - OCF3, - OR2221 , - NR2221R3331(R222aI)j4a, -
C(O)R2221 , - CO2R2221 , - C(=O)NR2221R3331 , - NO2, -
CN, - S(O)j4aR2221 , - SO2NR2221R3331 , - NR2221CHD)R
3331 , - NR2221C(=O)OR3331 , - NR2221C(=O)NR3331R222al
, - NR2221S(O)j4aR3331 , - C(=S)OR2221 , - CC=O)SR2221
, - NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al, - NR2221CC=NR333 ')SR222al ,
- OC(=O)OR2221 , - OC(=O)NR 2221R3331 , - OC(=O)SR2221
, - SCC=O)OR2221 , - P(O)OR2221OR3331 , or - SC(K
))NR2221R3331 substituents; or G11 is hetaryl- Co i
oalkyl, any of which is optionally substituted with
one or more independent halo, - CF3, - OCF3, - OR2221
, - NR2221R3331 (R222al)j5a, - C(O)R2221 , - CO2R2221
, - C(=O)NR2221R3331 , - NO2, - CN, - S(O)j5aR2221 , -
SO2NR2221R3331 , - NR2221CC=O)R3331 , - NR222
1CC=O)OR3331 , - NR2221C(=O)NR3331R222al , -
NR222IS(O)j5aR3331, - C(=S)OR2221 , - C(O)SR 2221 , -
NR2221C(=NR3331)NR222alR333al , -
NR2221C(=NR3331)OR222al , - NR2221C(=NR3331)SR222al ,
- OC(=O)OR2221, - OCC=O)NR2221R3331 , - OC(=O)SR2221 ,
- SC(O)OR 2221, - P(O)OR2221OR3331, or - SC(O)NR
2221R3331 substituents; or G1 is C, taken together
with the carbon to which it is attached forms a C=C
double bond which is substituted with R5 and G111 ; or
[367] wherein R1 is cycloC3-ioalkyl, bicycloC
5-10alkyl, aryl, heteroaralkyl, heterocyclyl,
heterobicycloCs - oalkyl, spiroalkyl, or
heterospiroalkyl any of which is optionally
substituted by one or more independent G11
substituents; or [368] wherein G1 is - OR2, -
NR2R3(R2a)j i , - S(O)J1R2, Co-iOalkyl, cycloC^alkyl,
heterocyclyl - Co-ioalkyl, any of which is optionally
substituted with one or more independent halo, oxo, -
CF3, - OCF3, - OR222, - NR222R333(R222a)jia , - C(O)R
222, - CO2R222, - C(O)NR 222R333, - NO2, - CN, - S(O)
jlaR222, - SO2NR222R333, - NR222C(O)R 333, -
NR222C(O)OR 333, - NR222C(O)NR 333R222a, -
NR222S(O)jlaR333 , - C(=S)OR222, - C(O)SR 222, -
NR222C(=NR333)NR222aR333a, - NR222C(=NR333)OR222a, -
NR222C(=NR333)SR222a, OC(O)OR 222, - OC(O)NR 222R333,
- OC(O)SR 222, - SC(O)OR 222, or - SC(O)NR 222R333
substituents; or G1 is aryl- Co-iOalkyl or hetaryl -
C0- loalkyl, any of which is optionally substituted
with one or more independent halo, - CF3, - OCF3, -
OR222, - NR222R333(R222a)j2a, - C(O)R222, - CO2R222, -
C(O)NR 222R333 , - NO2, - CN, - S(O)j2aR222, -
SO2NR222R333, - NR222C(O)R 333, - NR222C(O)OR 333, -
NR222C(O)NR 333R222a, - NR222S(O)j2aR333 - C(=S)OR222,
- C(O)SR 222, - NR222C(=NR333)NR222aR333a, -
NR222C(=NR333)OR222a, - NR222C(=NR333)SR222a, 49-
OC(=O)OR222, - OC(=O)NR222R333, - OC(=O)SR222, -
SC(=O)OR222, or - SC(=O)NR222R333 substituents; and
[369] wherein, in each case, the other variables are
as defined above for Formula I. [370] The compounds of
the present invention include any one of, 505
15253545556575859606 16263[374] or 6465ly acceptable
salt thereof. [377] The compounds of the present
invention include any one of, 66wherein [378] or
wherein 67[379] ; or wherein 68[380] wherein [381]
wherein 69[382] or wherein [383] or wherein 70[384] or
wherein 7 1[385] or wherein [386] ; or wherein 72[387]
or wherein 73[388] wherein [389] or wherein 74[390]
wherein 75[391] ; or OH wherein [392] wherein 7693] ;
or wherein [394] : or wherein 77[395] wherein 78[396]
or wherein [397] or wherein 79010606 [398] or wherein
80[399] ; or wherein [400] or wherein 8 1[401] wherein
82[402] or wherein 83[403] wherein 84[404] wherein
85[405] or wherein 86[406] or wherein 87[407]
wherein[408] or wherein 89[409] ; or wherein 90[410]
wherein 9 1[411] wherein 92[412] ; or wherein 93[413]
wherein 94[414] ; or wherein 95[415] or wherein 96Net
and Mat by Matthew Gelfand BACKGROUND This application
claims priority to U.S. Provisional Patent Application
~o. 60/557,868 for Energy Absorbing System with
Support, filed March 31, 2004, attorney ref. no. 363
14-00600, which is hereby incorporated by reference.
This invention relates to a net and a mat, and more
specifically to a modular mat that can accommodate the
net and provide protection from a passing 



vehicle. SUMMARY OF THE DISCLOSURE The present
disclosure relates to a energy absorbing system. In
one aspect, the energy absorbing system spanning a
roadway and including a net spanning the roadway, the
net having a connecting member coupled to a top
member, a middle member and a bottom member, and a mat
arranged on the roadway, having a plurality of
recesses to accommodate the net, when the net is in a
lowered position. BRIEF DESCRIPTION OF THE DRAWINGS
FIG. 1 is a perspective view which illustrates an
energy absorbing system with support arranged at a
railroad crossing of a single-lane roadway according
to one aspect of the system of the present disclosure.
FIG. 2 is a perspective view which illustrates an
energy absorbing system with support arranged at a
railroad crossing of a single-lane roadway and
restraining a vehicle according to one aspect of the
system of the present disclosure. FIG. 3A is a side
view of a stanchion, joint, shock: absorber and
capture net according to one aspect of the system of
the present disclosure. FIG. 3B is a side view of a
stanchion and capture net according to one aspect of
the system of the present disclosure. FIG. 4A is a
front view of a support, breakaway device and capture
net according to one aspect of the system of the
present disclosure. FIG. 4B is a side view of a
support according to one aspect of the system of the
present disclosure.FIG. 4C is a side view of a support
according to one aspect of the system of the present
disclosure. FIG. 5 is a front view of a capture net
according to one aspect of the system of the present
disclosure. FIG. 6A is a top view of a bearing sleeve
clamp according to one aspect of the system of the
present disclosure. FIG. 6B is a side view of a
bearing sleeve clamp according to one aspect of the
system of the present disclosure. FIG. 7A is a side
view of a joint according to one aspect of the system
of the present disclosure. FIG. 7B is a top view of a
joint according to one aspect of the system of the
present disclosure. FIG. 8A is a side view of a shock
absorber in a compressed state according to one aspect
of the system of the present disclosure. FIG. 8B is a
side view of a shock absorber in an expanded state
according to one aspect of the system of the present
disclosure. FIG. 9A is a side view of a shock absorber
in a compressed state according to one aspect of the
system of the present disclosure. FIG. 9B is a side
view of a shock absorber in an expanded state
according to one aspect of the system of the present
disclosure. FIG. 10 is a side view which illustrates
an energy absorbing system with support arranged at a
roadway according to one aspect of the system of the
present disclosure. FIG. 11 is a side view which
illustrates an energy absorbing system with support
arranged at a roadway according to one aspect of the
system of the present disclosure. FIG. 12 is a
perspective view of a mat element according to one
aspect of the system of the present disclosure. FIG.
13 is a top view of a mat element according to one
aspect of the system of the present disclosure. FIG.
14A is a side view of a mat element according to one
aspect of the system of the present disclosure.FIG.
14B is a side view of a mat element according to
another aspect of the system of the present
disclosure. FIG. 15 is a top view of four mat elements
according to one aspect of the system of the present
disclosure. DETAILED DESCRIPTION The energy absorbing
system in one aspect may comprise an anchor or other
mechanism for providing a fixed point, for example, a
stanchion, one or more energy absorbing mechanisms
coupled to the anchor for absorbing forces, a
restraining capture net or other barrier coupled to
one or more the energy absorbing mechanisms, and a
support or other mechanism for supporting the
restraining capture net or other barri er hi another
aspect, the restraining capture net or other barrier
may be coupled to the anchor without an energy
absorbing mechanism between the restraining capture
net and stanchion. In another aspect, the support may
be attached to the restraining capture net or other
barrier via a frangible breakaway mechanism which
breaks and thereby decouples the support and the
restraining capture net in response to tensile forces
that meet or exceed a minimum threshold force. In one
aspect, it is envisioned that static tension from the
restraining capture net in its quiescent state would
not exceed this minimum threshold force, but that
increased tension due to the dynamic forces exerted
upon the frangible breakaway mechanism from a vehicle
driving into the restraining capture net would exceed
this minimum threshold force. In another aspect, the
support may be attached to the restraining capture net
via a non-frangible connector and the support may be
disturbed by the impact of the vehicle, or the
non-frangible connector may expand or extend. In
another aspect, the support may include a frangible or
releasable portion, for example, a post, which
decouples the support from the net in response to a
minimum threshold force. In another aspect, the
support may include a retractable mechanism for
supporting the restraining capture net from above. In
yet another aspect, the support may be raised and
lowered, thereby raising and lowering the restraining
capture net or other barrier which it supports. The
energy absorbing mechanism may be mounted for rotation
about the axis and be expandable in a direction
substantially orthogonal to the axis. Lianother
aspect, the energy absorbing mechanism may be a shock
absorber, braking mechanism, or other friction damper,
and may include a securing mechanism such that an
expandable section of the energy absorbing mechanism,
for example, a piston, does not expand except in
response to tensile forces that meet or exceed a
minimum threshold force. In one aspect, the static
tension from the restraining capture net in its
quiescent state will not exceed this minimum threshold
force, and increased tension due to the dynamic
tensile forces exerted upon the shock absorber from a
vehicle driving into the restraining capture net would
exceed this minimum threshold force. Referring to the
drawings, wherein like reference numerals represent
identical or corresponding parts throughout the
several views, and more particularly to Figure 1, a
general layout of an embodiment according to one
aspect of the system of the present disclosure is
shown installed at a railroad crossing. A roadway is
indicated generally by reference numeral 10 and
railroad tracks are indicated generally by reference
numeral 20. A capture net 500 is stretched across
roadway 10 parallel to tracks 20. Capture net 500
extends between anchors, for example, stanchions 300,
and supports 400 located on opposite sides of roadway
10. The capture net 500 may be coupled at each end to
a braking mechanism, for example, shock absorbers 800
which in turn may be coupled to a joint 700, which may
be coupled to a bearing sleeve 330 surrounding
stanchion 300, as described in greater detail below.
In Figure 1, the shock absorbers 800 are substantially
parallel to roadway 10, and shock absorber pistons 804
are in a compressed state. In this aspect, the
supports 400 are arranged with respect to stanchions
300 in a manner such that, on impact, the pistons 804
may extend in a direction substantially the same as
the direction in which the vehicle 30 is traveling.
The capture net 500 may be coupled to supports 400 via
a breakaway connector 450. The supports 400, which may
be raised and lowered, are shown in a raised position
in Figures 1 and 2. When supports 400 are lowered, the
capture net 500 may rest in a position such that
vehicles may drive over the capture net 500 unimpeded.
In another aspect, when supports 400 are lowered,
capture net 500 may be tucked into, for example, a
slot cutout spanning roadway 10, and having sufficient
depth and width to accommodate some or all of the
capture net 500; such a cutout may be incorporated
into a speed-bump. In a further aspect, when supports
400 arelowered, capture net 500 may be tucked into,
for example, one or more mat elements (e.g., 2000-1 to
2000-N) spanning roadway 10. Shown at the top of
Figure 2 is a vehicle 30 which has crashed into
capture net 500 and is restrained by capture net 500
to prevent it and its occupants from encroaching onto
tracks 20. Capture net 500 has been deflected by the
collision from its quiescent state so as to form a
shallow "V" shape. Bearing sleeve 330 has rotated
about stanchion 300 and shock absorbers 800 are now
pointed inward toward roadway 10, with shock absorber
pistons 804 no longer in a compressed state. Joints
700 may pivot vertically depending on certain factors
such as, for example, the height of the vehicle impact
with capture net 500. Further, breakaway connectors
450 have been severed, and, therefore, supports 400 no
longer support capture net 500. The ability of capture
net 500 to be deflected, yet provide a restraining
force, allows vehicle 30 to be progressively stopped,
thereby lessening adverse effects of the impact forces
acting on vehicle 30 and its occupants. The deflecting
and restraining functions are achieved by a unique
energy absorbing system, described in greater detail
below. Figure 3A is a side view of a stanchion, joint,
shock absorber and capture net according to one aspect
of the system. Stanchion 300 may include a pipe 302,
which may be reinforced by inserting, a bar or other
support (not shown) therein, may be filled with
concrete (not shown) and embedded into a concrete base
320, which has been poured into the ground. Stanchion
300 has an axis 310, which may be a vertical axis,
whose function will become clear hereinafter. The
system of the present disclosure may also include a
bearing sleeve 330 fitted around stanchion 300 and
which may be rotatable about stanchion 300. Bearing
sleeve clamps 600 fitted around stanchion 300 may be
used to prevent bearing sleeve 330 from sliding
vertically on stanchion 300. Bearing sleeve 330 and
bearing sleeve clamps 600 may be fabricated from pipe
having approximately the same inner diameter as the
outer diameter of stanchion 300. An example of a
bearing sleeve clamp 600 according to one aspect of
the system of the present disclosure is shown in
Figures 6A (top view) and 6B (side view). As shown in
Figures 6A and 6B, bearing sleeve clamp 600 may
include a sleeve clamp ring 602 attached to a sleeve
clamp flange 604 for securing aboutstanchion 300.
Sleeve clamp flange 604 may contain one or more holes
606 for accommodating one or more bolts or other
securing mechanisms. Returning to Figure 3A, stanchion
300 may be coupled to capture net 500 via shock
absorber 800 and joint 700. Accordingly, cable ends
530 of top cable 510 and bottom cable 520 may be
coupled to piston connectors 806, using a pin or other
mechanism. Shock absorber 800 may have a shock
absorber flange 802 which may be secured using bolts
to joint front flange 702. Joint rear flange 720 may
be secured to bearing sleeve 330, by a weld, bolts or
other means to a bearing sleeve flange (not shown)
coupled to bearing sleeve 330. Alternatively, joint
700 may be omitted, with shock absorber flange 802
secured to bearing sleeve 330, by a weld, bolts or
other suitable means to the bearing sleeve flange. In
another aspect, a crossbar 900 may be attached
vertically between two or more cables, joints 700, or
shock absorbers 800 arranged on a stanchion 300. The
crossbar 900 may alleviate vertical torque on the
cables, joints 700 and shock absorbers 800, which
might otherwise occur due to the fact that a vehicle
30 colliding with the capture net 500 may cause the
top cable 510 and bottom cable 520 and, therefore, the
joints 700 and shock absorbers 800 connected thereto,
to tend to squeeze together. Thus, the crossbar 900
may act as a stabilizer against this vertical torque.
The crossbar 900 may also cause top and bottom pistons
804 to expand with increased uniformity upon impact by
vehicle 30. In one aspect, the crossbar 900 may be
formed of a rigid material such as, for example, steel
or other hard metal. In another aspect, crossbar 900
may be constructed of non-rigid material, for example,
cable. Figure 3B shows a side view of a stanchion and
capture net according to another aspect of the system
of the present disclosure. In this aspect, shock
absorbers 800 are not present, and cable ends 530 may
be coupled to the stanchion 300 or bearing sleeve 330.
In other aspects, cable ends 530 may be coupled to
joint front flange 702, or joint inner prongs 722
using pin 712. In each of these aspects, because shock
absorbers 800 are not present, vehicle 30 will come to
a halt in a shorter distance with greater
deceleration. In these aspects, capture net 500 may be
constructed of cable having a greater strength than in
a system in which shock absorbers 800 are
present.Figures 4A (front view), 4B (side view) and 4C
(side view) show a support 400 according to one aspect
of the system of the present disclosure. As shown in
Figures 4A and 4B, the support 400 may include a post
402, which may include top cable securing point 404
for attaching, for example, a breakaway connector 450
to top cable 510, and bottom cable securing point 406
for attaching, for example, a breakaway connector 450
to bottom cable 520. Post 402 may be inserted into a
spool 426 around which a spring 424 is coiled in a
manner such that in the spring's uncompressed state,
post 402 is in an upright, vertical position as shown
in Figures 4A and 4B. Post 402 may pivot with the
spool 426 in the direction shown by arrow 430. Spring
424 and spool 426 may be encased in housing 410 which
may include top plate 4 2, base plate 414, and side
plates 420, as well as back plate 418 and back support
422. Post 402 may also include securing point 408
which may be used by a raise-lowering mechanism (not
shown). Post 402 may also include a hook or other
device (not shown) for connecting to a latching
mechanism which may be placed on the ground or
incorporated as part of an extension of housing 410
and which secures the post 402 when the spring 424 is
in a compressed state. In another aspect, a levered
system or a powered drive system, for example, an
electric motor, located within or external to housing
410 may be used in place of the spring-based system
described above. As shown in Figure 4C, post 402 may
have a raised and lowered position. Support 400 may be
positioned such that, in the lowered position, the
distal end of post 402, i.e. that end not in contact
with spool 426, is pointed in the direction of
oncoming vehicle 30. As described above, breakaway
connector 450 disconnects the support 400 and the
capture net 500 in response to forces that meet or
exceed a minimum threshold force. In one aspect,
static tension from the capture net 500 in its
quiescent state would not exceed this minimum
threshold force, but increased tension due to the
dynamic tensile forces exerted upon the breakaway
connector 450 from a vehicle 30 driving into the
capture net 500 would exceed this minimum threshold
force. An eyebolt -turnbuckle - cable - clamp
combination may be used to couple support 400 to
capture net 500 and act as breakaway connector 450.
The eyebolt may connect to top cable securing point
404. The eyebolt then may becoupled t o an adjustable
turnbuckle which may control the height and / or
tension of capture net 500 when the support 400 is in
the upright position. The other end of the adjustable
turnbuckle mayby coupled to a cable, for example, a
5/16 inch cable, which couples to a cable clamp
attached to capture net 500. It may be expected that
at least the 5/16 inch cable will break, thereby
disconnecting turnbuckle and cable clamp, when the
minimum threshold force is exceeded. It will be
apparent to one skilled in the art that, according to
this aspect of the system of the present disclosure,
the type, style and thickness of breakaway connector
450 used will depend on a number o f factors,
including, but not limited to, the type of capture net
500 and the amount o f static tension applied to
capture net 500 in its quiescent state. Breakaway
connector 450 and surrounding equipment may also
include one or more of the following, alone or in
combination: a turnbuckle, cable, come-along, bolt, or
other frangible connection device. It will be apparent
to one skilled in the art that a mechanism may be used
for both its tensioning and frangible properties. The
raise-lowering mechanisms controlling post 402 may be
under the control of a standard train-detecting
system, such as is commonly used to control gates at
railroad crossings. In operation, a control system
(not shown) may sense the presence of an oncoming
train and may thereby control capture net operations
hi addition t o railroad crossings, the system can
also be used in a variety of other applications,
including HOV lane traffic control, drawbridges,
security gates, or crash cushion applications. One can
readily appreciate that the control system for such
applications may differ from that used in a railroad
crossings. At security gates, for example, the capture
net 500 may be in a raised position, and actuation of
the security system (e.g., by a guard, a key card,
keyboard punch, etc.) would lower the barrier and
permit passage. In another application, the capture
net 500 may be in a lowered position and raised when
warranted, for example, in an emergency. 



In another aspect, the support 400 may be attached to
the restraining capture net 500 via a non-frangible
connector. In this aspect, the non-frangible connector
will not uncouple the support 400 from the capture net
500 in response to the threshold force. In one such
aspect, the support 400 may be disturbed by the impact
of the vehicle 30. In another aspect, the support 400
may be integrated into the net 5O0. In another aspect,
the non-frangible connector may expand or extend
inresponse to a threshold force. In another aspect,
the non-frangible connector may compress in response
to a threshold force. In yet another aspect, the
support 400 may include a frangible or releasable
portion, for example, the post 402 may decouple the
support 400 from the capture net 500 in response to a
minimum threshold force. In another aspect, the
support 400 may include a retractable mechanism (not
shown) for supporting the restraining capture net 500
from above. Figure 5 shows a capture net 500 which
includes a top cable 510 and bottom cable 520, each
having cable ends 530, where the top cable 510 and
bottom cable 520 may be coupled b y a number of
vertical cables 540. The vertical cables 540 may be
coupled by a center cable 550. Vertical cables 540 may
be coupled to center cable 550, for example, by using
a u-bolt, or the two may be interwoven. In another
aspect of the system of the present disclosure, the
vertical cables 540 may be, for example, woven into
the top cable 510 and bottom cable 520. Other suitable
nets may be used. Figures 7A and 7B show side and top
views, respectively, of joint 700 according to one
aspect of the system of the present disclosure. A
prong stop plate 706, may make contact with joint rear
flange 720 to support the weight of the capture net
500 and shock absorber 800 and may prevent joint front
flange 702 from pivoting downward beyond a
predetermined level, for example, a horizontal level.
Joint outer prongs 708 may be supported by joint outer
prong supports 710 which attach to joint front flange
702 and fit on either side of joint inner prongs 722.
Joint inner prongs 722 attach to joint rear flange 720
and may be supported by joint inner prong support 724.
Joint outer prongs 708 and joint inner prongs 722 may
be rotatably fixed using a pin 712, thereby allowing
shock absorber 800 to pivot on a vertical plane. Joint
front flange 702 may have bolt holes 704 for securing
to shock absorber flange 802. Figures 8A and 8B show a
side view of a shock absorber in a compressed state
and expanded state, respectively. Shock absorber 800
has shock absorber flange 802 which may couple to
joint front flange 702. Shock absorber piston 804 may
be removably attached to capture net 500 via a piston
connector 806, which may be an eyelet extension,
through which a cable, clamp or other appropriate
securing mechanism may be passed in order to secure
the cable end 530 to the shock absorber piston
804.Prior to vehicle 30 colliding with capture net
500, shock absorber 800 may be in a compressed state
and may be secured by a threshold force securing
mechanism. The threshold force securing mechanism may
be capable of withstanding a predetermined threshold
tensile force. In one aspect, a threshold force
securing mechanism includes one or more shear pins 808
which may be inserted through a shear pin collar 810
into a shear pin ring 812 . A number of shear pins
808, for example, four, may be arranged radially about
the longitudinal axis of shock absorber 800. The shear
pin collar 810 may be integral or separate from other
parts of the shock absorber. The shear pin 808 may be
a self-setting screw type pin or shear pin 808
optionally may be secured by a set screw 814. Other
threshold force securing mechanisms can be used in
combination with, or instead of, a shear pin. For
example, a securing mechanism such as a brake pad, a
counterweight, or other counter-force may be used. The
threshold force securing mechanism allows the shock
absorber 800, without expanding from its compressed
state, to assist the support 400 in pulling capture
net 500 taut. The shock absorber 8O0 on the other side
of roadway 10, in an identical configuration, will
assist the other corresponding support 400 in pulling
the other side of the capture net 500 taut. Capture
net 500 may be installed with a pre-tension horizontal
load, for example, 1,000-20,000 pounds, on its cables.
This load will depend on a number of factors
including, but not limited to, the length of capture
net 500, the desired height of capture net 500, and
construction and materials of the capture net 500.
When a vehicle 30 collides with capture net 500, the
vehicle deflects the capture net 500, causing it to
exert a tensile force exceeding the minimum threshold
force upon shock absorber 800. When the threshold
force securing mechanism includes shear pins 808, the
tensile force causes the shear pins 808 to shear and
thereby permits the expansion of piston 804 of shock
absorber 800 against the resistance of the hydraulic
fluid in cylinder 816 (FIG. 8B). Shock is thereby
absorbed during its expansion, while the force of the
capture net 500 may rotate shock absorber 800 and
bearing sleeve 330, and may cause joint 700 to pivot
about a horizontal axis. Forces applied upon capture
net 500 are thereby translated through the center of
stanchion 300, which is solidly anchored in foundation
320. Therefore, energy may be distributed among and
absorbed by capture net 500, the shock absorbers 800,
joint 700 and the stanchion 300.The shock absorbing
mechanism may alternatively include a torque
protection structure as illustrated in Figures 9A and
9B, which show side views in a compressed and expanded
state, respectively. According to this aspect, shock
absorbers 800 include a protective sleeve 818 which
may be coupled to and travel with piston 8O4 in order
to add structural strength to resist deformation of
trie housing or other parts of the shock absorber 800
due to the torque that the capture net 500 exerts upon
capturing a vehicle and deflecting shock absorbers
800. The protective sleeve 818 may be made of any
suitable structural material, for example, aluminum or
steel. Figure 10 is a side view which illustrates an
energy absorbing system with support 400 arranged at a
roadway according to one aspect of the system of the
present disclosure. Net 500 is connected to an anchor,
for example, a tie back 1002, which may be located
above, at, or below ground level. In the aspect shown,
cable ends 530 of top cable 510 and bottom cable 520
are each coupled to tie back 1002 which is embedded
below ground level in concrete 1004 alongside roadway
10. In another aspect, each of top cable 510 and
bottom cable 520 may be coupled to a separate tie back
1002. In another aspect, tie back 1002 may be coupled
to net 500 via a socket (not shown). Figure 11 is a
side view which illustrates an energy absorbing system
with support 400 arranged at a roadway according to
one aspect of the system of the present disclosure.
Net 500 is coupled to a shock absorber 800 which is
coupled to an anchor, for example, a tie back 1002,
which may be located above, at, or below ground level.
In the aspect shown, cable ends 530 of top cable 510
and bottom cable 520 are each coupled to shock
absorber 800 which is coupled to tie back 1002 which
is embedded below ground level in concrete 1004
alongside roadway 10. In another aspect, each o f top
cable 510 and bottom cable 520 may be coupled to any
combination o f shock absorbers 800 and tie backs
1002. An embodiment similar to that shown in Figures 1
and 2 was constructed as follows. It will be apparent
to one skilled in the art that size and thickness
ofthe materials used will vary based on, for example,
the expected potential energy encountered by the
system, determined by such factors as the expected
size and velocity o f the vehicles to be arrested.The
overall width of the installation was 12 feet
centerline t o centerline of the stanchions 300. The
capture net 500 width was 25 feet, and included top
cable 510, bottom cable 520 and center cable 550
spaced 1.5 feet apart and coupled by seven vertical
cables 540 spaced 1.5 feet apart. The uninstalled
constructed capture net 500 height was 3 feet. The
height of the capture net 500 when installed and
tensioned Lvas 50.25 inches to the center of the top
cable and 15.75 inches t o the center of the bottom
cable as measured at the centerline of the capture net
500. The top cable 510 and bottom cable 520 were 1.25
inch 6x26 galvanized MBL 79 tons, the vertical cables
540 and center cable 550 were 5/8 inch 6x26 galvanized
MBL 20 tons, and the vertical cables 540 were coupled
to the top cable 510 and bottom cable 520 by swage
sockets. Cable ends 530 were also swage sockets. Cable
ends 530 of top cable 510 and bottom cable 520 were
coupled to the stanchion 300 via shock absorber 800,
joint 700 and bearing sleeve 330 at points 2 feet 10
inches and 1 feet 7 inches as measured from ground
level to the cable center point, respectively. In an
aspect where shock absorbers 800 are not present, top
cable 510 and bottom cable 520 may be, for example,
1.5 inch thickness, and center cable 550 and vertical
cables 540 may be 3/4 inch thickness. In another
aspect a 50 foot capture net 500 may be used for a 36
foot distance between stanchions 300, which may
include top cable 510, bottom cable 520 and center
cable 550 spaced 1.5 feet apart coupled by
twenty-three vertical cables 540 spaced 1.5 feet
apart. The supports 400 were located 13 feet in front
of, and 3 feet to the outside of the stanchions 300,
with a pole 402 height of 4 feet 8 and 5/8 inches and
top securing height of 4 feet 7 inches and bottom
securing height of 1 feet 8 inches. Concrete base size
may vary by installation and application. In the
embodiment constructed, the hole used for the concrete
base 320 was measured as 15 feet in direction vehicle
30 was traveling, 27 feet between stanchions 300 and
3.5 feet deep. The spring 424 used had 1000 ft lbs
torque, an inner diameter of 9 inches and an outer
diameter of 11 inches. Joint front flange 702 included
four holes for bolting to shock absorber flange 802.
Joint rear flange 720 was welded to bearingsleeve 330.
Pin 712 had a length of 10 and 3/4 inches and diameter
of 2 and 3/8 inches. The shock absorbers 800 used were
hydraulic with about a 130,000 pound resistance with a
36 inch stroke and had an accumulator with a 5,000
pound return force for use with a 15,000 pound, 50 mph
vehicle impact. The length of shock absorber 800 was
91 inches extended and 6 1 inches compressed, with a
diameter of 10.8 inches. Stanchion 300 included a 2
inch thick steel pipe, which had a 16 inch outside
diameter and was 94 inches long. The stanchion 300 was
reinforced by inserting a 4 inch thick steel bar,
which had a width of 11.3 inches and length of 94
inches. Stanchion was filled with concrete and was
embedded approximately 3.5 feet deep below ground
level and extended approximately 3.8 feet above ground
level. Bearing sleeve 330 was 31" long. Bearing sleeve
clamp 600 had an outside diameter of 18 inches. Sleeve
clamp flange 604 included two holes 606 to accommodate
two bolts for tightening about stanchion 300. Bearing
sleeve clamp 600 had an inner diameter of 16 inches
and was fabricated of the same material as bearing
sleeve 330. Figure 12 shows perspective view of a mat
element 2000. In one embodiment, a mat element 2000
may include horizontal recesses 2010 having sufficient
depth and width to accommodate some or all of the
horizontal cables (i.e., top 510, middle 550, and
bottom 520) of the capture net 500. In such an
embodiment, the mat element 2000 may further include
vertical recesses 2020 having sufficient depth and
width to accommodate some or all of the vertical
cables 540. A s shown in Figure 12, the horizontal
recesses 2010 and vertical recesses 2020 may be
defined in whole or in part by projections 2030 and
ends 2040. n upper surface of a mat element 2000
(i.e., a surface upon which a vehicle 30 may pass) may
include traction member 2050 such as bumps, recesses,
or both. In one embodiment, a mat element 2000 is made
of rubber. In alternative embodiments, however, the
mat element 2000 may be made of other acceptable
materials - for example, materials sufficient to
protect the capture net 500 from damage when a vehicle
30 passes over the capture net 500 in its lowered o r
resting position.En one embodiment, mat 2000 was 3' 8"
long and I16" wide. Projections 203 O and ends 2040
were 4" high, measured from bottom surface to top
surface. Projections 2030 were V 2 5/8" long and 1' 3"
wide. Vertical recesses 2020 were 3' 3 3/4" long and 1
1/2" wide. Horizontal recesses 2010 were 1' 6 " wide.
Top and bottom horizontal recesses 2010 were 3 3/4"
long, and middle horizontal recess 2010 was 3" long.
Distance from top surface of horizontal recesses 20 10
and vertical recesses 2020 to top surface of
projections 2030 was 3". Ends 2040 were 2 1/8" long.
A.s shown in Figures 1 and 15, a number of mat
elements 2000 may be joined to one another or
otherwise placed next to one another to span a roadway
10. After use, certain or all of the mat elements 2000
spanning a particular roadway 10 may be replaced by
one or more new mat element 2000 without replacing all
of the mat elements 2O00 necessary to span the roadway
10. A.s shown in Figure 14A, one aspect of the mat
element 2000 may include ends 2040 that have a sloped
profile to allow a vehicle to pass over the mat
element 2000 with greater ease. Other mat elements, as
shown in Figure 14B, may not include ends 2040 having
a sloped profile. Although illustrative embodiments
have been described herein in detail, it should b e
noted and will be appreciated by those skilled in the
art that numerous variations may be made within the
scope of this invention without departing from the
principle of this invention and without sacrificing
its chief advantages. Unless otherwise specifically
stated, the terms and expressions have been used
herein as terms of description and not terms of
limitation. There is no intention to use the terms or
expressions to exclude any equivalents of features
shown and described or portions thereof and this
invention should be defined i accordance with the
claims that follow. -CLAIMS What is claimed is: 1. An
energy absorbing system spanning a roadway,
comprising: a net spanning the roadway, the net having
a connecting member coupled to a top member, a middle
member and a bottom member; and a mat arranged on the
roadway, having a plurality of recesses to accommodate
the net, when the net is in a lowered position. 2. The
energy absorbing system of claim 1, wherein the
plurality of recesses include a connecting member
recess, a top member recess, a middle member recess,
and a bottom member recess. 3. The energy absorbing
system of claim 2, wherein the connecting member
recess extends from the top member recess to the
bottom men ber recess. 4. The energy absorbing system
of claim 1, wherein the mat comprises, a plurality of
mat elements arranged contiguously. 5. The energy
absorbing system of claim 4, wherein each of the
plurality of mat elements includes at least a first
recess and a second recess. 6. The energy absorbing
system of claim 1, wherein the plurality of recesses
include a top horizontal recess, a middle horizontal
recess and a bottom horizontal recess; and a first
vertical recess and a second vertical recess, each
extending from the top horizontal recess to the bottom
horizontal recess. 7. The energy absorbing system of
claim 6, wherein the first vertical recess and the
second vertical recess extend along an outer edge of
the mat. 8. The energy absorbing system of claim 6,
wherein a top end is formed by the top horizontal
recess and a bottom end is formed by the bottom
horizontal recess.9. The energy absorbing system of
claim 8, wherein the top end and the bottom end are
sloped downward away from a center horizontal line of
the mat. 10. The energy absorbing system of claim 1,
wherein the mat is rubber. 11. The energy absorbing
system of claim 1, wherein a portion of a top surface
o f the mat is textured. 12. An energy absorbing
system spanning a roadway, comprising: a net spanning
the roadway, the net having a connecting member
coupled to two of a top member, a middle member and a
bottom member; and a mat arranged on the roadway,
having a connecting member recess, a top member
recess, a middle member recess, and a bottom member
recess to accommodate the connecting member, the top
member, the middle member and the bottom member, when
the net is in a lowered position.- 


