
PHARMACEUTICAL COMPOSITIONS AND METHOD FOR TREATING
DRY EYE BACKGROUND OF THE INVENTION        The present
invention relates to pharmaceutical compositions for dry eye therapy. In
particular, the present invention relates to pharmaceutical compositions
that comprise dissociated glucocorticoid receptor agonists ("DIGRAs") for
the treatment of dry eye syndrome. In addition, the present invention
relates to a method for treating or ameliorating the dry eye syndrome
using such DIGRAs.        Dry eye, also known as keratoconjunctivitis sicca
("KCS"), is a common ophthalmological disorder affecting millions of
people each year. Dry eye conditions can be caused by a variety of
factors. There has been increasing evidence that inflammation may be an
important factor in the pathogenesis of KCS. For example, inflammation of
the lacrimal and meibomian glands can curb tear production. In addition,
elevated levels of pro-inflammatory mediators, including IL-I, have been
detected in the conjunctival tissues of patients afflicted with systemic
autoimmune diseases, such as Sjogren's syndrome. These patients also
suffer with severe dry eye. Sjogren's syndrome is a chronic disorder in
which white blood cells attack the moisture -producing glands, such as
lacrimal and salivary glands. Dry eye may afflict individuals with differing
severity. In mild cases, a patient may experience burning, a feeling of
dryness, and other symptoms of ocular discomfort. In severe cases, vision
may be substantially impaired. Although dry eye may have a variety of
unrelated pathogenic causes, they all share as a common effect the
breakdown of the ocular tear film, with dehydration of and subsequent
damage to the exposed outer ocular surfaces.       Prior-art therapies for
dry eye have included both palliative agents, such as artificial tear
formulations, and drugs, such as topical steroids, topical retinoids (e.g.,
Vitamin A), oral pilocarpine, and topical cyclosporine, In general, the
palliative therapies are capable of providing short-wan relief from some of
the symptoms of dry eye, but frequent application of the palliative products
to the eye is required to maintain this relief, since these products generally
do not eliminate the physiological sources of the dry eye conditions. The
drug therapies that have been proposed in the prior art have  had limited
success in treating thy eye conditions. One reason for the limited efficacy
of prior-art drug therapies has often been attributable to the inability of the
drug to eliminate or reduce the root causes of the dry eye conditions.
Steroidal drugs also can have side effects that threaten the overall health
of the patient.       It is known that certain glucocorticoids (also referred to
herein as "corticosteroids") have a greater potential for elevating
intraocular pressure ("IOP") than other compounds in this class. For
example, it is known that precinisolone, which is a very potent ocular
anti-inflammatory agent, has a greater tendency to elevate IOP than
fluorometholone, which has moderate ocular anti-inflammatory activity. It
is also known that the risk of 10P elevations associated with the topical
ophthalmic use of glucocorticoids increases over time. In other words, the
chronic (i.e., long-term) use of these agents increases the risk of
significant IOP elevations. Unlike bacterial infections or acute ocular
inflammation associated with physical trauma, which requires short-tent
therapy on the order of a few weeks, dry eye conditions require treatment
for extended periods of time, generally several months or more. This
chronic use of corticosterolds significantly increases the risk of IOP
elevations. In addition, use of corticosteroids is also known to increase the
risk of cataract formation in a dose- and duration-dependent manner.
Once cataracts develop, they may progress despite discontinuation of
corticosteroid therapy.       Chronic administration of glucocorticoids also
can lead to drug-induced osteoporosis by suppressing intestinal calcium
absorption and inhibiting bone formation. Other adverse side effects of
chronic administration of glucocorticoid.s include hypertension,
hyperglycemia, hyperlipidenaia (increased levels of triglycerides) and
hypercholesterolernia (increased levels of cholesterol) because of the
effects of these drugs on the body metabolic processes.      Therefore,
there is a continued need to provide pharmaceutical compounds and
compositions to treat or reduce the dry eye condition, which compounds
and compositions cause a lower level of at least an adverse side effect
than at least a prior-art  Ittericorticoid used to treat or reduce the same
condition. e-  SUMMARY OF THE INVENTION       In general, the present
invention provides pharmaceutical compounds and compositions for
treating or reducing in a subject a dry eye condition or other disorders that
require rewetting of the eye (for example, disorders that require restoring
normal tear function), which compounds and compositions cause a lower
level of at least an adverse side effect than at least a prior-art
glucocorticoid used to treat or reduce the same condition or disorder.
In one aspect, the pharmaceutical compounds and compositions comprise
at. least a mimetic of a glucocorticoid in treating or reducing such a
condition or disorder.       In another aspect, the pharmaceutical
compounds and compositions comprise at lea.st a dissociated
glucocorticoid receptor agonist ("DIGRA").       In still another aspect, a
pharmaceutical composition of the present invention comprises an
ophthalmic topical formulation, injectable formulation, or implantable
formulation or device.       In yet another aspect, said at least an adverse
side effecr is demonstrated in vitro or in vivo.       Other features and
advantages of the present invention will become apparent from the
following detailed description and claims. DETAILED DESCRIPTION OF
THE INVENTION       As used herein, a dissociated glucocorticoid
receptor agonist ("DIGRA") is a compound that is capable of binding to the
glucocorticoid receptor (which is a polypeptide) and, upon binding, is
capable of producing differentiated levels of transrepression and
transactivation of gene expression. A compound that binds to a
polypepticie is sometimes herein referred to as a ligand.        As used
herein, the term "alkyl" or "alkyl group" means a linear- or branched-chain
saturated aliphatic hydrocarbon monovalent group, which may be
unsubstituted or substituted. The group may be partially or completely
substituted with halogen atoms (F, Cl, Br, or I). Non-limiting examples of
alkyl groups include methyl, ethyl, n-propyl, 1- merhylethyhisopropyl),
n-butyl, n-pentyl, 1,1-dimethylethyl (t-butyl), and the like. It may be
abbreviated as "Alk". As used herein, the term "alkenyl" or "alkenyl group"
means a linear-or branched-chain aliphatic hydrocarbon monovalent
radical containing at least one carbon- 



carbon double bond. This term is exemplified by groups such as ethenyl,
propenyl, n- butenyl, isobutenyl, 3-inethylbut-2-enyl, n-pentenyl, heptenyl,
octenyl, cfecenyl, and the like.        As used herein, the term "alkynyl" or
"alkynyl group" means a linear-or branched-chain aliphatic hydrocarbon
monovalent radical containing at least one carbon-carbon triple bond. This
term is exemplified by groups such as ethynyl, propynyl, nbutynyi,
2-butynyl, 3-methylbutynyl, n-pentynyl, heptynyl, octynyl, decynyl, and the
like.        As used herein, the term "alkylene" or "alkylene group" means a
linear-or branched-chain saturated aliphatic hydrocarbon divalent radical
having the specified number of carbon atoms. This term is exemplified by
groups such as methylene, ethylene, propylene, n-butylene, and the like,
and may alternatively and equivalently be denoted herein as -(alkyl)-.
The term "alkenylene" or "alkenylene group" means a linear- or
branched-chain aliphatic hydrocarbon divalent radical having the specified
number of carbon atoms and at least one carbon-carbon double bond.
This term is exemplified by groups such as ethenylene, propenyiene,
mbutenylene, and the like, and may alternatively and equivalently be
denoted herein as -(alkylenyI)-.        The term "alkynylerte" or "alkynylene
group" means a linear- or branched-chain aliphatic hydrocarbon divalent
radical containing at least one carbon-carbon triple bond,  This term is
exemplified by groups such as ethynylene, propynylene, n-butynylene"
butynylene, 3-methylbutynylene, n-pentynylene, heptynylene, octynylene,
decynyleric, and the like, and may alternatively and equivalently be
denoted herein as -(alkyny1)-"       As used herein, the term "aryl" or "aryl
group" means an aromatic carbocyclic monovalent or divalent radical of
from 5 to 14 carbon atoms having a single ring (e.g., phenyl or
phenylene), multiple condensed rings (e.g., naphthyl or anthranyl), or
multiple bridged rings (e.g., biphenyl). Unless otherwise specified, the aryl
ring may be attached at any suitable carbon atom which results in a stable
structure and, if substituted, may be substituted at any suitable carbon
atom which results in a stable structure. Nbn-limiting examples of aryl
groups include phenyl, naphthyl, anthryl, phenanthryl, incianyl, indenyl,
biphenyl, and the like, it may be abbreviated as "Ar".       The term
"heteroaryl" or Theteroaryl group" means a stable aromatic 5- to
14-membered. monocyclic or polycyclic monovalent or divalent radical,
which may comprise one or more fused or bridged ring(s), preferably a 5-
to 7-membered monocyclic or 7- to 10-membered bicyclic radical, having
from one to four heteroatoms in the ring(s) independently selected from
nitrogen, oxygen, and sulfur, wherein any sulfur heteroatoms may
optionally be oxidized and any nitrogen heteroatom may optionally be
oxidized or be quaternized. Unless otherwise specified, the heteroary1
ring may be attached at any suitable heteroatom or carbon atom which
results in a stable structure and, if substituted, may be substituted at any
suitable heteroatorn or carbon atom which results in a stable structure.
Non-limiting examples of heteroaryls include furanyl, thienyl, pyrrolyl,
oxazolyl, thiazolyl, imidazolyt, pyrazolyl, isoxazolyl, isothiazolyl,
oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, pyridazinyl,
pyrimidinyl, pyrazinyl, triazinyl, indolizinyl, azaindolizinyl, indolyl,
azainciolyi, diazaindolyi, dihydroindotyl, dihydroazaindoyl, isoindolyi,
azaisoindolyl, benzofuranyl, furanopyridinyl, furanopyrirnidinyl,
furanopyrazinyl, furanopyridazinyl, dihydrohenzoluranyl,
dihydroluranopyridinyi, ciihydrofuranopyrimidinyl, benzothienyl,
thienopyrirlinyl, thienopyrimidinyl, thienopyrazinyl, thienopyridazinyl,
dihydrobenzothienyl, dihyrtrothienopyriclinyE, dihydrothienopyrimidinyl,
indazolyl, azaindazolyl, diazaindazolyi, henzirnidazolyl, imidazopyridinyl,
benzthiazolyl, thiazolopyridinyl, thiazolopyrimidinyl, benzoxazolyl,
benzoxazinyl, benzoxazinonyl,  oxazolopyridinyl, oxazolopyrimidinyl,
benzisoxazolyl, purinyl, chromanyl, azachromanyl, quinolizinyl, quinolinyl,
dihydroquinolinyl, tetrahydroquinolinyl, isoquinolinyl, dihydroisoquinolinyl,
tetrahydroisoquinolinyl, cinnolinyl, azacinnolinyl, phthalazinyl,
azaphthalazinyl, quinazolinyl, azaquinazolinyl, quinoxalinyl,
azaquinoxalinyl, naphthyridinyl, dihydronaphthyridinyl,
tetrahydronaphthyridinyl, pteridinyl, carbazolyl, acridinyl, phenazinyl,
phenothiazinyl, and phenoxazinyl, and the like.       The term
"heterocycle", "heterocycle group", "heterocyclyl", "heterocycly1 group",
"heterocyclic", or "heterocyclic group" means a stable non-aromatic 5- to
14- membered monocyclic or polycyclic, monovalent or divalent, ring
which may comprise one or more fused or bridged ring(s), preferably a 5-
to 7-membered monocyclic or 7- to 10-membered bicyclic ring, having
from one to three heteroatoms in at least one ring independently selected
from nitrogen, oxygen, and sulfur, wherein any sulfur heteroatorns may
optionally be oxidized and any nitrogen heteroatorn may optionally be
oxidized or be quaternized. As used herein, a heterocyclyl group excludes
heterocycloalkyl, heterocycloalkenyl, and heterocycloalkynyl groups.
Unless otherwise specified, the heterocycly1 ring may be attached at any
suitable heteroatom or carbon atom which results in a stable structure
and, if substituted, may be substituted at any suitable heteroatom or
carbon atom which results in a stable structure. Non-limiting examples of
heterocycles include pyrrolinyl, pyrrolidinyl, pyrazolinyl, pyrazolidinyl,
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, tetrahydropyranyk
retrahydrothiopyranyl, tetrahydrofuranyl, hexahydropyrimidinyl,
hexahydropyridazinyl, and the like.       The term "cycloalkyl" or "cycloalkyl
group" means a stable aliphatic saturated 3- to 15-membered monocyclic
or polycyclic monovalent radical consisting solely of carbon and hydrogen
atoms which may comprise one or more fused or bridged ring(s),
preferably a 5- to 7-membered monocyclie or 7- to 10-membered bicyclic
ring. Unless otherwise specified, the cycloalkyl ring may be attached at
any carbon atom which results in a stable structure and, if substituted,
may be substituted at any suitable carbon atom which results in a stable
structure. Exemplary cycloalkyl groups include cyclopropyl, cyclobutyl,
cyclopentyl, cyclohexyl, cycloheptyl, cyclooctyl, cyclononyi,  cyclodecyl,
norbomyl, adamantyi, tetrahydronaphthyl (tetralin), 1-decalinyl,
bicyclol2.2.2Joctanyl, I -methylcyclopropyl, 2-methylcyclopentyl,
2-methylcyclooctyl, and the like.        The term "cycloalkenyl" or
"cycloalkenyl group" means a stable aliphatic 5- to 15-membered
monocyclic or polycyclic monovalent radical having at least onc
carbon-carbon double bond and. consisting solely of carbon and hydrogen
atoms which may comprise one or more fused or bridged ring(s),
preferably a 5- to 7-membered incmocyclic or 7- to 10-membered bicyclic
ring. Unless otherwise specified, the cycloalkenyl ring may be attached at
any carbon atom which results in a stable structure and, if substituted,
may be substituted at any suitable carbon atom which results in a stable
structure. Exemplary cycloalkenyt groups include cyclopentenyl,
cyclohexenyl, cycloheptenyl, cyclooctenyl, cyclononenyl, cyclodecenyl,
norhorrienyt 2- methylcyclopentenyl, 2-methylcyclooctenyl, and the like.
The term "cycloalkynyl" or "cycloalkynyl group" means a stable aliphatic 8-
to 15-membered monocyclic or polycyclic monovalent radical having at
least one carbon... carbon triple bond and consisting solely of carbon and
hydrogen atoms which may comprise one or more fused or bridged
ring(s), preferably a 8- to 10-membered monocyclic or 12- to
15-membered bicyclic ring. Unless otherwise specified, the cycloalkynyl
ring may be attached at any carbon atom which results in a stable
structure and, if substituted, may be substituted at any suitable carbon
atom which results in a stable structure. Exemplary cycloalkynyl groups
include cyclooetynyl, cyclononynyt cyclodecynyl, 2-methylcycloodynyl,
and the like.        The term "carbocycle" or "carbocyclic group" means a
stable aliphatic 3- to IS-membered monocyclic or polycyclic monovalent or
divalent radical consisting solely of carbon and hydrogen atoms which
may comprise one or more fused or bridged rings, preferably a 5- to
7-membered monocyclic or 7- to 10-membered bicyclic ring. Unless
otherwise specified, the carbocycle may he attached at any carbon atom
which results in a stable structure and, if substituted, may be substituted
at any suitable carbon atom which results in a stable structure. The term
comprises cycloalkyl (including spiro  



cycloalkylene, cycloalkenyl, cycloalkenylene, cycloalkynyl, and
cycloalkynylene, and the like,       The terms "hetemcycloalkyl",
"heterocycloalkenyl", and "heterocycloalkynyl" means cycloalkyl,
cycloalkenyl, and cycloalkynyl group having at least a heteroatom in at
least one ring, respectively,       Glucocorticoids ("GCs") are among the
most potent drugs used for the treatment of allergic and chronic
inflammatory diseases. However, as mentioned above, long-term
treatment with GCs is often associated with numerous adverse side
effects, such as diabetes, osteoporosis, hypertension, glaucoma, or
cataract. These side effects, like other physiological manifestations, are
results of aberrant expression of genes responsible for such diseases.
Research in the last decade has provided important insights into the
molecular basis of GC-mediated actions on the expression of
GC-responsive genes. GCs exert most of their genomic effects by binding
to the cytoplasmic GC receptor ("GR"). The binding of GC to GR induces
the translocation of the GC-OR complex to the cell nucleus where it
modulates gene transcription either by a positive (transactivation) or
negative (transrepression) mode of regulation. There has been growing
evidence that both beneficial and undesirable effects of GC treatment are
the results of undifferentiated levels of expression of these two
mechanisms; in other words, they proceed at similar levels of
effectiveness. Although it has not yet been possible to ascertain the most
critical aspects of action of GCs in chronic inflammatory diseases, there
has been evidence that it is likely that the inhibitory effects of GCs on
cytokine synthesis are of particular importance. GCs inhibit the
transcription, through the transrepression mechanism, of several
cytokines that are relevant in inflammatory diseases, including IL--I b
(interieukin-113), IL-2, IL-3, IL-6, IL.-11, TNT-a (tumor necrosis factor-a),
GM-CSE (granulocyte-macrophage colony-stimulating factor), and
chemokines that attract inflammatory cells to the site of inflammation,
including IL-8, RANTES, MCP-1 (monocyte chemotactic protein- I),
MCP-3, MCP-4, MIP-la (macrophage-inflammatory protein-la), and
eotaxin. P.J. Bames, Ciin. Sci., Vol. 94, 557-572 (1998). On the other
hand, there is persuasive evidence that the synthesis of IK13 kinases,
which are proteins having inhibitory effects on the NE-KB prointlaturnatory
transcription factors, is increased by GCs. These prointlammatory
transcription factors regulate the expression   of genes that code for many
inflammatory proteins, such as cytokines, inflammatory enzymes,
adhesion molecules, and inflammatory receptors. S. Wissink et al., Mot
Endocrinol., Vol. 12, No. 3,354-363 (1998); P.J. Barnes and M. Karin,
New Engl. J. Med., Vol. 336, 1066-1077 91997). Thus, both the
transrepression and transactivation functions of GCs directed to different
genes produce the beneficial effect of inflammatory inhibition. On the
other hand, steroid-induced diabetes and glaucoma appear to be
produced by the transactivation action of GCs on genes responsible for
these diseases. H. Schricke et al., Pharmaeol. Then, Vol. 96, 23-43
(2002). Thus, while the transactivation of certain genes by GCs produces
beneficial effects, the transactivation of other genes by the same GCs can
produce undesired side effects Therefore, it is very desirable to provide
pharmaceutical compounds and compositions that produce differentiated
levels of transactivation and transrepression activity on GC-responsive
genes to treat or reduce chronic inflammatory conditions.       In general,
the present invention provides pharmaceutical compounds and
compositions for treating or reducing in a subject a dry eye condition or
other disorders that require rewettina of the eye (for example, disorders
that require restoring normal tear function), which compounds and
compositions cause a lower level of at least an adverse side effect than at
least a prior-art glucocorticoid used to treat or reduce the same condition
or disorder. Such a condition or disorder has an etiology in chronic
inflammation.       In one aspect, said at least an adverse side effect is
selected from the group consisting of glaucoma, cataract, hypertension,
hyperglycemia, hyperlipidemia (increased levels of diglycerides), and
hypercholesterolemia (increased levels of cholesterol). In one
embodiment, a level of said at least an adverse side effect is determined
at about one day after said compounds or compositions are first
administered to, and are present in, said subject. In another embodiment,
a level of said at least an adverse side effect is determined about 30 days
after said compounds or compositions are first administered to, and arc
present in, said subject. Alternatively, a level of said at least an adverse
side effect is determined about 2, 3, 4, 5, or 6 months after said
compounds or compositions are first administered to, and are present in,
said subject,        In another aspect, said at least a prior-art glucocort coid
used to treat or reduce the same condition or disorder is administered to
said subject at a dose and a frequency sufficient to produce the same
beneficial effect on said condition or disorder as a compound or
composition of the present invention after about the same elapsed time.
In still another 4spect, said at least a prior-art glucocorticoid is selected
from the group consisting of 21-acetoxypregnenolonc, alclometasone,
algestone, amcinonide, beclomethasone, betarnethasone, budesonide,
chloroprednisone, clobctasol, clobetasone, clocortolone, cloprednol,
corticosterone, cortisone, cortivazol, deflazacort, desonide,
desoximetasone, dexamethasone, diflorasone, diflueortolone,
difluprednate, enoxolone, fluazacort, flucloronide, flumethasone,
flunisolide, fluocinolone acetonide, fluocinonide, fluocortin butyl,
fluocortolone, fluorometholone, fluperobone acetate, fluprednidene
acetate, fluprednisolone, flurandrenolide, fluticasone propionate,
cormocortal, halcinonide, halobetasol propionate, halometasone,
halopredone acetate, hydroconarnate, hydrocortisone, loteprednol
etabonate, mazipredone, medrysone, meprednisone, methylprednisolone.
momctasone furoate, paramethasone, prednicarbate, prednisolone,
prednisolone 25-cliethylamino-acetate, prednisolone sodium phosphate,
prednisone, prednival, prednylidene, rimexolone, tixocortol, triamcinolone,
triamcinolone acetonide, triamcinolone benetonide, triamcinolone
hexacetonide, their physiologically acceptable salts, combinations thereof,
and mixtures thereof. In one embodiment, said at least a prior-art
glucocorticoid is selected from the group consisting of dexamethasone,
prednisone, prednisolone, methylprednisolone, medrysone, triamcinolone.
loteprednol etabonate, physiologically acceptable salts thereof,
combinations thereof, and mixtures thereof. In another embodiment, said
at least a prior-art silucocorticoid is acceptable for ophthalmic uses.       In
one aspect, the pharmaceutical compounds and compositions comprise at
least a mimetic of a glucocorticoid in treating or reducing such a condition
or disorder,       In another aspect, the pharmaceutical compounds arid
compositions comprise at least a dissociated glucocorticoid receptor
agonist ("DIGRA").        In still another aspect, the pharmaceutical
compounds and compositions comprise a prodrug or a pharmaceutically
acceptable salt of at least a DIGRA. In still another aspect, said at least a
DIGRA has Formula I.  wherein A and Q are independently selected from
the group consisting of unsubstituted and substituted aryl and heteroaryl
groups, unsubstituted and substituted cycloalkyl and heterocycloalkyl
groups, unsubstituted and substituted cycloalkenyl and heterocycloalkenyl
groups, unsubstituted and substituted cycloalkynyl and heterocycloalkynyl
groups, and unsubstituted and substituted heterocyclic groups; RI and R2
are independently selected from the group consisting of hydrogen,
unsubstituted C1- C15 (alternatively, CI-Clo, or C1-C., or CI-C3) linear or
branched alkyl groups, substituted CJ-CI x (alternatively, CI-C10, or CI-05,
or C1-C3) linear or branched alkyl groups, unsubstituted C3-C c:),;cloalkyl
groups, and substituted C3-C15 (alternatively, C3-C6, or C3-Cc)cycloalkyl
groups; le is selected from the group consisting of hydrogen,
unsubstituted C1-C1 (alternatively, C1-0O3 or Co-05, or CI-C3) linear or
branched alkyl groups, substituted C1-C15 (alternatively, CI-C10, or
CI-05, or CI-C3) linear or branched alkyl groups, unsubstituted C3-C 5
(alternatively, C3-C6, or C3-05) cycloalkyl and heterocycloalkyl groups,
substituted C3-C15 (alternatively, C1-C6, or C1-05) cycloalkyl and
heterocycloalkyl groups, aryl groups; heteroaryl groups, and heterocyclylic
groups; B comprises a carbonyl, amino; divalent hydrocarbon, or
heterohydrocarbon group; E is hydroxy or amino group; and D is absent or
comprises a carbonyl group, -NH-, or , wherein R' comprises an
unsubstituted or substituted Ca-C[5 (alternatively, CeCia, or C1-05, or
C1-C3) linear or branched alkyl group; and wherein RI and R2 together
may form an unsubstituteci or substituted C3-C15 cycloalkyl group.  In
one embodiment, B can comprise one or more unsaturated carbon-carbon
bonds       In another embodiment, B can comprises an alkylenecarbonyl,
alkyleneoxycarbonyl, alkylenecarbonyloxy, alkyleneoxycarbonylamino,
alkyiene ..iino, atkenylenecarbonyl, alkenyieneoxycarbonyi,
aikenylenecarbonyloxy, alkenyleneoxycarbonylamino, alkenyleneamino,
alkynyienecarbonyl, alkynyleneoxycarbonyl, alkynylenecarbonyloxy,
alkynyleneoxycarbonylarnino, alkynyleneamino, arylcarbonyloxy,
aryloxycarbonvi, or ureido group. 



In still another embodiment, A and Q are independently selected from the
group consisting of aryl and heteroaryl groups substituted with at least a
halogen atom, cyano group, hydroxy group, or CI-Cm alkoxy group
(preferably C1-Cy alkoxy group, or more preferably C1-C3 alkoxy group);
RI, R2, and R3 are independently selected from the group consisting of
unsubstituted and substituted C1-05 alkyl groups (preferably, C1-C3 alkyl
groups); B is a CI-Cs alkylene group (alternatively, CI-C3 alkyl groups); D
is the - NH- or -NR'- group, wherein R' is a C1-05 alkyl group (preferably,
C1-C3 alkyl group); and E is the hydroxy group.       In yet another
embodiment, A comprises a dihydrobenzofuranyl group substituted with a
halogen atom; Q comprises a quinolinyl or isoquinolinyl group substituted
with a C1-C10 alkyl group; RI and R2 are independently selected from the
group consisting of unsubstituted and substituted C1-05 alkyl groups
(preferably, C1-C3 alkyl groups); B is a Cy -C3 alkylene group; D is the
-NH- group; E is the hydroxy group; and R3 comprises a completely
halogenated CI-Cm alkyl group (preferably, completely halogenated CI-Cy
alkyl group; more preferably, completely halogenated Cy-C3 alkyl group).
In still another embodiment, A comprises a dihydrobenzofuranyl group
substituted with a fluorine atom; Q comprises a quinolinyl or isoquinolinyl
group substituted with a methyl group; R) and R2 are independently
selected from the group consisting of unsubstituted and substituted C1-05
alkyl groups; B is a C1-C3 alkylene  group; D is the -NH- group; E is the
hydroxy group; and RP comprises a trifluoromethyl group. In a further
embodiment, said at least a D1GRA has Formula 11 or I   wherein R4 and
R5 are independently selected from the group consisting of hydrogen,
halogen, cyan, hydroxy,(alternatively, Ci-05, or C1-C3) alkoxy groups.
unsubstituted0 (alternatively, C-C. or C!-C3) linear or branched alkyl
groups, substituted Cd -C.' 0 (alternatively, C;-05. or C1-C3) linear or
branched alkyl groups, unsubstituted (33-C10 (alternatively, C3-C6, or
C3-05) cyclic alkyl groups, and substituted C3-Cie (alternatively, C3-C6,
or C3-05) cyclic alkyl groups.  In still another embodiment, said at least a
D1GRA has Formula IV.          Methods for preparing compounds of
Formula I, II, III, or IV are disclosed, for example, in U.S. Patents
6,897,224; 6,903,215; 6,960,581, which are incorporated herein by
reference in their entirety. Still other methods for preparing such
compounds also can be found in PCT Patent Application WO
20061050998 Al.       Non-limiting examples of compounds having
Formula! include
5-14-(5-fluoro2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methyl-2-trilluoretn
ethyl-pentylainino1-2- methylquinoline,
5-14-(5-fluoro-2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methyl-2-
trifluoromethyl-pentylamino]-1-methylisoquinol ine, 544-(5-fluoro-2,3-
dihydroberizofuran-7-y1)-2-hydroxy-4-methy1-2-trifl uoromethyl-pentyl
amino] isoquinotI.(2H)-one,
544-(5-fluoro-2.3-dihydrobenzofuran-7-y1)-2-hydroxy-4-inethy1-2-
trifluoromethyl-pentylatnino1-2,6-dimethylquinoline, 544-(5-fluoro-2,3-
dihydrobenzofuran-7-y1)-2-hydroxy-4-methyl-2-trilluoromethyl-pentylamin
o]-6-chloro2-methylquinoline,
5-14-(5-fluoro-2.3-dillydrobenzofuran-7-y1)-2-hydroxy-4-methyl-2- trill
uoromerhyl-pentylaminolisoquinoline,
5-[4-(5-fluoro-2,3-dihydrobenzoftwan-7-y1)-2-
hydroxy-4-methyl-2-trifluoromethyl-penrylaminolquinoline,
5-14-(2,3-dihydro-5411101-0-
7-benzofurany1)-2-hydroxy-4-methyl-2-trifluorornethyl-peznylaminolquinoli
n-21 I Hi-one,
6-fluro-5-F4-(5-fluoro-2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methyl-2-
trifluor)methyl-pentylaminol-2-methylquinoline, 8-fluoro-,51445-fluoro-2,3-
dihydrobenzefuran-7-y0-2-hydroxy-rt-methyl-2-trilluoromethyl-pentylaminoi
-2- 1Tlethylquinoline,
5-[4(S-fluoro-2.3-clihydrobenzoluran-7-y1)-2-hydroxy-4-inethyl -2-
fluorometnyl-pentylamino1-2-methylisoquinol- I -IN-one, and enantiomers
thereof  In yet another embodiment, said at least a D1GRA has Formula
1, wherein       (a) A is an aryl group optionally independently substituted
with one to three substituent groups, which are independently selected
from the group consisting of Cr-05 alkyl, C2-05 alkenyt, C2-05 alkynyl,
C1-C3 alkanoyl, C3-05 cycloalkyl, heterocyclyl, aryl, heteroaryl, C1-05
ajkoxy, C2-05 alkenyloxy, C2-05 alkynyloxy; aryloxy, acyl, C1-Cs
alkoxycarbonyl, aroyl, aminocarbonyi, alkylaminocarbonyl,
dialkylarninocarbonyl, aminocarbonyloxy, C1-05 alkylaminocarbonyloxy,
CI-C, dialkylaminocarbonyloxy, C1- Cs alkanoylamino, CI-05
alkoxycarbonylamino, C1-05 alkylsulfonylamino, aminosulfonyl, CI-Cs
alkylarninostilfonyl, CI-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by C1-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with C1-05 alkyl, C1-05 alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone;       (b) R' and R2 are each
independently hydrogen or CI-05 alkyl; 



(c) R.3 is the trifluoromethyl group;       (d) B is C1-05 alkyl, C2-05 alkenyl,
or C2-05 alkynyl, each optionally independently substituted with one to
three substituent groups, wherein each substituent group of B is
independently CI-C3 alkyl, hydroxy, halogen, amino, or oxo;       (e) D is
absent; iDE is the hydroxy group; and (g)Q is an azaindoly1 group
optionally independently substituted with one to  three substituent groups,
wherein each substituent group of Q is independently Ca-Cs alkyl, C2-05
afkenyl, C2-05 alkynyl, C3-05 cycloalkyl, heterocyclyl, aryl, heteroaryl, C5
alkoxy, C2-Cs alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl, C1-05
alkoxycarbonyl, CI-05 aikanoyloxy, aminocarbonyl, alkylarninocarhon,y1,
dialkylaminocarbonyl, aminocarbonyloxy, C1-05 alkylaminocarbonyloxy,
C1-05 dialkylaminocarbonyloxy;  C5 alkanoylamino, C1-05
alkoxycarbonylamino, C1-Cs alkylsulfonylamino, aminosulfonyl, C1-05
alkylaminosulfonyl, CI-05 dialkylaminosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, trithoromethylthio, nitro, or amino
wherein the nitrogen atom is optionally independently mono- or
di-substituted by CI-05 alkyl, ureido wherein either nitrogen atom is
optionally independently substituted with CI-Cs alkyl, Ci-05 a/kylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone,
wherein each substituent group of Q is optionally independently
substituted with one to three substituent groups selected from the group
consisting of ClC3 alkyl, Ci-C3 alkoxy, halogen, hydroxy, oxo, cyan,
amino, and trifluoromethyl.       Non-limiting examples of these compounds
include 1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methy1-2-(III-pyrrolol2,3-el
pyricEin-2-ylmethyldpentan-2-01; ,I,1-
trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-inethyl-24 II-I-pyrrol or3,2-cl pyri
din-2- ylmethyppentan-2-o I ; 1,1 , 1 -trifluoro-4-methyl -4-pheny1-2d I
H-pyrrolo[2,3-c]pyridin-2- ylmethyl)pentan-2-ol; I , 1 , 1
-trifluoro-4-(4-tluoro-2-methoxypheny1)-4-methy1-24 1 I-Ipynolo[2.3-c]
pyridin-2-ylmethyDpentan-2-ol; 1,1,1-trifluoro-4-methyl-4-phenyl-2-(114-
pyrrolo[3,2-0pyridin-2-ylmethyDpentan-2-01; 1 , 1, 1 -trifl uoro-4-(4-fl
uoro-2- methoxypheny1)-4-methy1-24 1H-pyrrolo[3,2-c]
pyridin-2-ylrnethyppentan-2-of; 5- fluoro-244,4,4-tri fluoro-3-hydrox y- 1 ,1
-dimethy1-34 IH-pyrrolol 2,3-c)pyricli n-2- ylmethylabutyllphenol;
4-fluoro-2-14,4,4-trifluoro-3-hydroxy-1,1-climethyl-3-(114-
pyrrolof2,3-c1pyridin-2-yhnethypbutyllphenol, 1,1,1 -trifluoro-4-(5-tluoro-2-
methox yphenyI)-4-methy l-2-( 1 H- pyrrolo13,2-c1
pyridin-2-ylmethyppentan-2-ol; 1,1,1 - trifluoro-4-(5-11
uoro-2-methoxypheny 0-4-ntethy I-2-(3-m ethyl- I H-pynol ol2,3-c1 py
ridin2-ylme thyl)pentan-2-o I; and 4-fluoro-2[44,4-trifluoro-3-hydroxy- 1,1
-dimethyl-34 I H.- pyrrolo12,3-clpyridirt-2-ylmethyl)butyllphenol. In still
another embodiment, said at least a DIGRA has Formula I, wherein (a)A
is an aryl or heteroaryl group, each optionally independently substituted
with one to three substituent groups, which are independently selected
from the group consisting of (21-05 alkyl, C2-05 alkenyl, C)-(715 alkynyl,
C:-C2 alkanoyl, Cs-Cs cycloalkyl, heterocyclyi, aryl, heteroaryl. C1-05
alkoxy, C2-05 alkenyloxy, C2-05 alkynyloxy, aryloxy, au!, C1-05
alkoxycarbonyl, aroyl, aminocarbonyl,  alkylarninoeurbonyl,
dialkylaminocarbonyi, aminocarbonyloxy. Cl-05 al ky lam inocarbonyl ox y,
CI -05 dialkyl am inocarbonyloxy, CI -05 alkanoylarnino, Ci-05
alkoxycarbonylamino, C1-05 alkylsulfonylamino, aminosulfonyl, C1-05
alkylaminosulfonyl, Cr-05 dialkylaninosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by C1-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with C1-05 alkyl, Ci-05 alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfene;        (b) R and Rz are each
independently hydrogen or C1-05 alkyl, or R and R2 together with the
carbon atom they are commonly attached to form a C3-C8 Spiro
cycloalkyl ring;        (c) B is the methylene or carbonyl group;        (d) W is
a carbocycle, heterocyclyl, aryl, heteroaryl, carbocycle-C1-C8 alkyl,
aryl-C1-Cs alkyl, aryl-C1-C8 haloalkyl, heterocyclyl-CI-Cg alkyl,
heteroaryl-C1-C8 alkyl, carbocycle-C2-C8 alkenyl, aryl-C2-Cg alkenyl,
heterocyclyl-C2-C8 alkenyl, or heteroarylC2-Cs alkenyl, each optionally
independently substituted with one to three substituent groups;        (e) D
is the -NH- group; (1)E is the hydroxy group; and (g)Q comprises a
methylated benzo zinone,       Non-limiting examples of those compounds
include 2-benzy1-4-(5-fluom-2- me thox yphenyl)-2-hy clro xy-4-methy I
pentanoic acid(4-methyl- I -oxo- I H-  benzo1,2loxazin-b-yl)amide;
2-benzyl-4(5-fluoro-2-hydroxypheny1)-2-hydroxy-4- 



methylpentanoic acid(4methyl- l-oxo-1H-berizoldifl ,24oxazin-6-y0amide;
2-
cyclohexylmethy1-4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methylpenta
noic acid(4- methyl- I -oxo- H-benzol d jf 1,2loxazin-6-yl)arnide,
2-cyclohexylmethyl-4-(5-fluoro-2-   y droxyphe ny1)-2-hy droxy-4-inethy I
pentanoic acid (4-methyl- I -oxo- 1 Hbenzo[d][1,24oxazin-6-yl)arnide;
2-benzy1-2-hydroxy-4-tuethyl-4-methylpentanotc acid(4-methyl-1-oxo- I
H-benzo[cill 1,2 loxazin-6-yOamide: and 2-cyclohexylmethyl-2-
hydroxy-4-methylpentanoic ae id(4-methy I- l -oxo- I I-I-benzo[d][
1,2]oxazin-6-y0amide. In still another embodiment, said at least a DIGRA
has Formula I, wherein       (a) A is an aryl or heteroaryl group, each
optionally independently substituted with one to three substituent groups,
which are independently selected from the group consisting of C1-05
alkyl, C5-05 alkenyl, C2-05 alkynyl, C1-C3 alkanoyl, C3-C8 cycloalkyl,
heterocyclyl, aryl, heteroaryl, C1-05 alkoxy, er-05 alkenyloxy, C2-05
alkynyloxy, aryloxy, acyl, C1-05 alkoxycarbonyf aroyl, aminocarbonyl,
alkylaminocarbonyl, dialkylaminocarbonyl, arninocarbonyloxy,
allcylaminocarbonyloxy, CI-05 dialkylaminocarbonyloxy, C1-05
alkanoylarnino, C14 alkoxyearbonylamino, Cr-Cc alkylsulfonylamino,
aminosulfonyl, CI-Cc alkyiaminosullonyl, Cs-Cc dialkylaninosullonyl,
halogen, hydroxy, carboxy, cyan, trifluoromethyl, trifluoromethoxy, nitro,
amino wherein the nitrogen atom is optionally independently mono- or
di-substituted by C1-Cc alkyl or aryl, ureido wherein either nitrogen atom
is optionally independently substituted with C1-05 alkyl, CI-05 alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone;
(b) R1 and R2 are each independently hydrogen or Ci-05 alkyl, or RI and
R2 together with the carbon atom they are commonly attached to form a
C3-C8 spiro cycloalkyl ring;       (c) R3 istriflucromethyl group;        (d) B is
C1-05 alkyl, C2-05 alkenyl, or C.2-05 alkynyl, each optionally
independently substituted with one to three substituent groups, wherein
each subsiituen group of B is independently C1-05 alkyl. hydroxy,
halogen, amino, or oxo; D is absent;  WO
20081005686PCPUS2007/971655 (0E is the hydroxy group; and (g)Q is
an aryl or heteroaryl group one to three substituent groups, which are
independently selected from the group consisting of CI-Cs alkyl, C2-05
alkenyl, C2-05 alkynyl, CI-C3 alkanoyl, C3-C8 cycloalkyl, heterocyclyi,
aryl, heteroaryl, Ci-05 alkoxy, C2-05 alkenyloxy, C2-05 alkynyloxy,
aryloxy, acyl, Ci-05 alkoxyearbonyl, aroyl, aminocarbortyl,
alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, C1-05
alkylaminocarbonyloxy, CI-Cs dialkylaminocarbonyloxy, C:-Cs
alkanoylarnino, Ci-05 alkoxycarbonyiamino, CI-05 alkylsulfonylamino,
aminosulfonyl, CI-Cs alkylaminosulfonyl, Ci-05 dialkylaninosulfonyl,
halogen, hydroxy, carboxy, cyano, trifluoromethyl, trifluoromethoxy, nitro,
amino wherein the nitrogen atom is optionally independently mono- or
di-substituted by C1-05 alkyl or aryl, ureido wherein either nitrogen atom is
optionally independently substituted with CI-C.5 alkyl, C1-05 alkylthio
wherein the sulfur atom is optionally oxidized to a Sulfoxide or sulfone,
wherein each substituent group of Q is optionally independently
substituted with one to three substituent groups selected from the group
consisting of C1-C3 alkyl, Ci-C3 alkoxy, acyl,      silanyloxy, Ci-05
alkoxycarbonyl, carboxy, halogen, hydroxy, oxo, cyano, heteroaryl,
heterocyclyl, amino wherein the nitrogen atom is optionally independently
mono- or di-substituted by C1-05 alkyl or aryl, ureido wherein either
nitrogen atom is optionally independent ly substituted with CI-Cs alkyl, and
trifluoromethyl.      Non-limiting examples of these compounds include
2(3,5-difluorobenzyl)-1,1, trifluoro-4-(5-fl
uoro-2-methoxypheny0-4-methylpenUm-2-ol; 2-bi pheny1-4-ylmethyl1, 1,
1 -tri fluoro-4-(5-11 uoro-2-methoxypheny1)-4-methyl pentan-2-ol 2-(13,5-
dimethylbenzyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxypheny0-4-methylpent
an-2-cil; 2- (11-bromobenzyn- 1 , 1 1 -trif Moro-445-ft uoro-2-methoxy phe
ny 0-4-meth ylpentan-2-01; 2-
(3,5-dichlorobenzy0-1,1,1-trifluoro-445-fluoro-2-methoxypheny0-4-methylp
entan-2-ol; 2-(3,5-b is-trifl uorornethy 1 benzy11- 1,1,1 -tri
uoro-4-(5-fluoro-2-metlioxypheny0-4- ethylpentan-2-ol; 1 , 1 ,1
-trifluoro-4-(5-fluoro-2-methoxyphe n y1)- 2-(3-fluoro-5-
trifluoromethylbenzy1)-4-methylpentan-2-ol. 2-(3-chloro-2-fluoro-5-
trifluoromethylbenzyli-
1-1,1,1-trifluoro-445-fluoro-2-methoxypheny11-4-methylpentan2-ol;
4-14-(5-fluoro-2-methoxypheny0-2-hydroxy-4-methy1-2- trill
uoromethylpentyl ibenzoni trile; 2-(3,5-dibromoben zy 0- 1,1 , I 4
fluoro-4-(5-fluoro-2-  metho x yphenyI)-4-methylpe n tan -2-ol ; I , I , ! -tri
uoro-4-(5 -II uoro-2- rnethoxy phc nyI)- 2- (2-flu oro-3-trifl uororne thyl
benzyl )-4-Inethylpentan-2-oi; 1,1, I -trill ttoro-4-(5-fluoro-2- methox yphe n
yI)-2-(2-fiuoro-5- fluoromethy I henzyl)-4-methylpe ntan-2-o E. 



In still another embodiment, said at least a DIGRA has Formula I, wherein
(a) A is an aryl, heteroaryl, or Cs-Cis cycloalkyl group, each optionally
independently substituted with one to three substituent groups, which are
independently selected from the group consisting of CI-Cs alkyl, C2-05
alkenyl, C2-C; alkynyl, CI-C3 alkanoyl, Cs-Cs cycloalkyl, heterocyclyl, aryl,
heteroaryl, CI-Cs alkoxy, C2-05 alkenyloxy, Cs-Cs alkynyloxy, aryloxy,
acyl, C1-05 alkoxyearbonyl, aroyl, aminocarbonyl, alkylaminocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy. CE -05 alkylaminocarbonyloxy,
CI-Cs dialkylaminocarbonyloxy, CI -05 aikanoylarnino, CI-Cs
alkoxycarbonylamino, CI-Cs alkylsulfonylztmino, arninosulfonyl. C-Cs
aikylaminosulfonyl, CI-Cs diallcylaninosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by C,-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with CI-Cs alkyl, C,-05 alkylth o wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone;       (b) RI and R2 are each
independently hydrogen, C,-05 alkyl, Cs-Cis arylalkyl, or R and R2
together with the carbon atom they are commonly attached to form a C-C,
spiro cycloalkyl ring:       (c) R is t Le trifluorr lethyl group;        (d) B is the
carbonyl group or methylene group, which is optionally independently
substituted with one or two substituent groups selected from C,-05 alkyl,
hydroxy, and halogen; (e)D is absent;  (1)E is the hydroxy group or amino
group wherein the nitrogen atom is optionally independently mono- or
di-substituted by Ci-05 alkyl; and (g)Q comprises a pyrrolidine,
morpholine, thiomorpholine, piperazine, pipericline, 111-pyridin-4-one. I
H-pyridin-2-one, 1H-pyridin-4-ylideneamine, lHquinolin-4-ylideneamine,
pyran, tetrahydropyran, 1,4-dinepane, 2,5- diazabicyclo[2.2.1]heptane,
2,3,4,5-tetrahydrobenzo[b][ I ,41Idiazepine, clihydroquinoline,
tetrahydroquinoline, 5,6,7,84e trahydro-1 H-quinol in-4-one,
tetrahydroisoquinoline, clecahydroisoquinoline, 2,3-dihydro-1H-isoindole,
2,3-clihydro-IH-indole, chroman, 1,2,3,4-tetrahydroquinoxaline,
1,2-dihydroindazol-3-one, 3,4-dihydro-214- benzo[1,41oxazine, 4H-benzof
1,41thiazine, 3,4-dihydro-2H-benzof 1,4Ithiazine, 12- dihydrobenzo[d1
[1,3]oxazin4-one, 3,4-dihydrobenzo[ 1,4]oxazin4-one, 3H-quinaztifin4-
one, 3,4-dihydro-1H-quitioxalin-2-one, I H-qu innol in-4-one, I
H-quinazolin4-one, I H[1,5,1naphthyridin-4-one, 5,6,7,8-tetrahydro- I
H-111,- 5jr,aphthyridin-4-one, 2,3-d ihydro11-1-[ 1,511naphthyridin-4-one,
1 ,2-d ihydropyrido[3,2-dl[ 1 ,3I ox azin-4-one, pyrrolo[3,4-
e]pyriditte-1,3-dione, 1,2-dihydropyrrolo[3,4-c1pyridin-3-one, or
tetrahydro[b][1,41diazepinone group, each optionally independently
substituted with one to three substituent groups, wherein each substituent
group of Q is independently C1-Cs alkyl, C2-05 alkenyl, C2-05 alkynyl,
C3-C8 cycloalkyl, heterocyclyl, aryl, heteroaryl, C5 alkoxy, C2-05
alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl, fl-05 alkoxycarbonyl, CI-05
alkanoyloxy, mninocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl,
am inocarbonyloxy, CI-Cs alkylaminocarbonyloxy, C1-05
dialkylaminocarbonyloxy, C - Cs alkanoylamino, Ci-05
alkoxycarbonylamino, CI-05 alkyisulfonylamino, alkylaminosulfonyl, CI-05
dialkylaminosulfonyl, halogen, hydroxy, carboxy. oxo, cyano,
trifluoromethyl, tri fluoromethoxy, trifluoromethylthio, nitro, amino wherein
the nitrogen atom is optionally independently mono- or (h-substituted by
C1-05 alkyl, urchin wherein either nitrogen atom is optionally
independently substituted with C1-05 alkyl, or C1-Cs alkylthio wherein the
sulfur atom is optionally oxidized to u sulfoxide or stilton, wherein each
sttbstituent group of Q is optionally independently substituted with one to
three substituent groups selected from CI-C3 alkyl, C]-C3 alkoxy, CI-C3
alkoxycarbonyl, acyl, aryl, benzyl, heteroaryl, heterocyclyl, halogen,
hydroxy, oxo, cyan, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C, -05 alkyl, or  ureido wherein
either nitrogen atom is optionally independently substituted with Cr-05
alkyl.       Non-limiting examples of these compounds include
2-(2,6-dimethylmorpho) in-4- ylmethyl)-1,1,1-trifl
uoro-445-tluoro-2-metboxypheny0-4-methylpentan-2-01; 14445- fluoro-2;
meth oxy phenyl )-2-hydroxy-4-methy1-2-trifl uorome thy I pen ty11-1H-q
uinol in-4- one; -14-(5-fluoro-2-methoxyphe ny0-2-hy dro x
y-4-methy1-2-tritluoro me thylpenty11-3,5- di methy lpiperidi n-4-o ne;
144-(5-fluoro-2-rne thoxypheny1)-2-hydroxy-4-methy1-2- trill uoromethy
Ipenty11-3-methyl-1H-qu ino lin-4-one; 1-
[4-(5-fluoro-2-inethoxypheny1)-2-
hydroxy-4-methyl-2-trifluoromethylpentyll-2,3-dihydro-IH-quinolin-4-one;
14444- fluoropheny1)-2-hydroxy-4-methy1-2-triflu oromethylpenty1I- I
H-quinol n-4-one; 14443- fluoropheny1)-2-hydroxy-4-methyl-2-trifl
uoromethy I pentyll- I Ii-qui null it-4-one; 14444-
fhioro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpenty111-1H
-quinolin-4- one; 1-14-plieny12-hydroxy-4-methyl- -2-trifl uorom tab ylpe
nty11-111-qu nolin-4-one; 1-
14-(5-fluoro-2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methy1-2-tri fl
uorome thyl pentyllIH-quinohn-4-one; 144(5-broil-I o-2,3-dih
ydrobenzofuran-7-y1)-2-hydroxy,-4-methyl-2- trill uoromethyl penty
1]-1H-quinol in-4-one; I -14-(5-methy I-2,3-dilaydrobenzofuran-7-yI)-2-hy
droxy-4-methy1-2-trifluoromethylpe nty11-1H-qui nolin-4-one; 114-(5-chl
oro-2,3- dihydrobenzofura
n-7-y1)-2-hydroxy-4-methyl-2-trifluoromethylpentyl I-1H-qui nol in-4- one
;(2,3hydrobenzofuran-7-yI)-2-hydroxy-4-m eth y1-2-trifluoromethy
Mentyll1H-quintal in-4-one; Iuoro-2-hydroxypheny0-2-hydroxy-4-inethy1-2-
tri uoromethylpentyl] -1H-[1,5]naphthyrid in-4-one; I
44-(5-fluoro-2-inethoxyphertyl)-2- hydroxy-2,4-di
inethylpenty1I-3,5-di1-f2-hydroxy-4-(2- methoxy-5-thiophe n-2-ylpheny
0-4-methy1-2-tri fluorom ethyl penty(1-1H-q ui noli n-4-one;
1-14-(6-bromobenzo[1,31dioxoi-4-y1)-2-hydroxy-4-methy1-2-trifluorometh
ylpentyll- ITquinolin-4-one;
1-114-(5-fluoro-2-hydroxyphcriy1)-2-hydroxy-4-rnethyl-2-
tritluoromethylpenty11-3-methy1-1H-quinolin-4-one; 1-12-hydroxy-4-(4-
hydroxybipheny1-3-y1)-4-methyl-2-trifluoromethylpentyll-IH-quinolin-4-one
(3,5-di methylisoxazol-4-y1)-2-hydroxyphenylL2-hydroxy-4-methyl -2-
trifluoromethylpernylj- I H-quinolin-4-one;
1-[2-hydroxy-4-(2-hydroxy-5-thiophem3-
ylpheny1)-4-methyl-2-trilluoromethylpentyl bIH-quinol n-4-one;
1-1445-(3,5-
dimethylisoxazol-4-y1)-2-methoxypheny11-2-hydroxy-4-methyl-2-
trifluoromethylpentyl -11-1-quinol in-4-one;
1-12-hydroxy-4-methy1-4-(3-pyridin-3-
ylpheny1)-2-tritluorornethyrpenty11- 1 H-quinol n-4-one;
4-rnethoxy-3-14,4.4-tricluoro-3-
hydroxy-1,1-dimethyl-3-(4-oxo-4H-quinolin-1-ylmethypbutyllbenzaldehyde;
1 -12- hyclroxy-4-(2-methoxy-5-thiophen-3-ylpheny1)-4-methy1-2-tri
fluoromethylpentyl 11-1- qu nolin-4-one; 1 -{4-(5-furan-3-y1-2-metho
xypheny0-2-hydroxy-4-rnethyl- 2- rrifluoromethylpentyl [-1
H-quinotin-4-one; 1-12-hydroxy-4-(4-rnethoxybipheny1-3-y1)-4-
methy1-2-trifluoromethylpenty11- 1H-quinolin-4-one; 1
-14-(5-acery1-2-hydroxypheny1)-2- hydroxy-4-me thy1-2-trifl uorornethy
Ipenty I 1H-qui no1i n-4-one ;3,3,3-trifluoro-2-(6-  uoro-4-tne thylchroma
n-4-ylmethyl)-2-hydro xypropy11- 1H-quinol in-4-one; 144-3-1I -
(benzyloxyimino)ethyl1phenyl { -2-hydroxy-4-methy1-2-trifi uororne
thylpenty1)- 1Hquinolin-4-one;
144-(5-acety1-2-methoxypheny1)-2-hydroxy-4-methy1-2- 



trifluorornethyl pen ty II- 1 H-quino in-4-one; 1 -(2-h ydrox y-4- { 3-111 -
(methoxyirn no)ethyllphenyl 1-4-rnethy1-2-trifluoramethylpenty1)- 111-qui
nol in-4-one; 1- [4-(5-bromo-2-hydroxyphenyl)-2-hydroxy -4-methy1-2-trifl
uorome rhylpentyl 1I-Iquinolin-4-one; 1 -(2-hydroxy-4-13-[
1-(hydroxyllnino)ethyl 'phenyl 1-4-methy1-2- trifl uoro rnethylpe nty1)- 1
H-quinol in-4-one; 1
-14-(5-bromo-2-methoxypheny1)-2-hydroxy4-methyl-2-trifluoromethylpent
y111-1H-quinolin-4-one; 1-1443,5-di uoropheny1)-2- hyd
roxy-4-methy1-2-trifluoromethyl pen tyli - IH-quinol in-4-one; 1-14-(3,5- di
inethylpheny1)-2-hydroxy-4-methyl-2-trifluoromethy Ipenty11- 1H-quinol
n-4-one; 1- [2- hydrox y-4-methy1-4-13-(2-inethyl-11o
xolan-2-yOpheny11-2-trifluorornethy Ipentyl 1- 1H-qt{ inolin-4-one ;
1-[442,3-di hydrobenzofuran-7-y1)-2-h ydroxy-4-me thy1-2-
trifluoromethylpenty1]-1H-11,51naphthyridin-4-one;
1-14-(3-11,31dioxan-2-ylpheny1)-2-
hydroxy-4-rnethyl-2-trifluoromethylpentyl]-11-1-quinolin-4-one; 1-
{4-1[3-(3,5- dimethylisox azol -4-y1 )pheny11-2-hydroxy-4-methy1-2-16
fluorornethylpentyl 1- 1 H- qui nol n-4-one; 1
-[4-(2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-rnethyl -2- trifl uorome thy
Inc nty I] -3,5-dirnethyl- 111-p yrid n-4-one; 1 -14-(5-fluoro-2- 111
ethoxyphen y1)-2-h ydroxy-4-methy1-2-tri fluor= e thy Epe nty11-2-h
ydroxy methyl-3,5- dimethyl - I II-pyridin-4-one; 1-
{4-(5-fluoro-2-hydroxypheny1)-2-hydroxy-4-rnethyl-2-
trifluoromethylpenty11-3-hydroxyrnethyl- I H-q LI in oEin-4-one; 1 -
[4-(3-brornophe ny1)-2- hydroxy-4-methy1-2-trifluoromethy1pentyll- 1
H-clu inohn-4-one; 1 -1445-fluor - 2-
metboxypheny1)-2-hydroxy-4-rnethyl-2-trill uorornethylpenty11-6-methyl-
1 H-qui {lc-4 one; 6-ch ioro- I -14-(5-fluoro-2-hydro ypheny1)-2-hydro x
y-4- me th y1-2- tri norornethylpenty11- 1H-quinotin-4-one: 1 -[ -4-(2- d
uoromethoxy-5-11 uoropheny1)-2-  hydroxy-4-methy1-2-trif1 uorometh y
pe nty 11- 1H-qu nol in-4-one ; I -(4-5 iphenyI-3- yi-2-
Ilyclroxy-4-merhy1-2-trifluoromethylpenty1)- H-qui nol in-4-on e; I
-1,2-hydroxy-4-(2-
hydroxy-5-methylpheny1)-4-tnethyl-2-trifluorometliylpentyli- I H-quinol
in-4-one; 1-12- hydrox
y-4-(11-isopropoxypheny1)-4-methyl-2-trifluoromethylpenty11- 1
H-quinolin-4-one; I 114-(3-etho xyphe ny1)-2-hydroxy-4-meth y1-2-trifl
uoromethyl pentyli-I H-quinoiin-4-one; I
-[2-hydroxy-4-(2-methoxy-5-rnethylpheny0-4-rnethyl-2-trifluorornethy
quinol in-4-one; 1-14-(2,5-dimethy1pheny1)-2-hydroxy-4-methyl-2-
trifluoromethyrpenty0-1H-quinolin-4-one; 1
42-hydroxy-4-(3-metlioxypheny1)-4-methul2-trifluoromethylpentyl] - I
H-quinol in-4-one ; I 44-(5-fluoro-2-h ydroxyphe ny0-2-
hydroxy-4-methyl-2-trifl uoromethylpentyfl- 1 ,2-dihydro indazol-3-one;
7-fluoro- 1- [4 -(5- 1-1
uoro-2-hydroxypheny0-2-hydroxy-4-rnethy1-2-trifluoromethylpentyl]-1H-qu
inolin-4- one;
1-114-(5-fluoro-2-hydroxypheny1)-2-hydroxy-4--methyl-2-trifluoromethylpe
nty11-3.5- dimethyl- I H-pyri di n-4-one; 7-fluoro-
-[4-(5-111noro-2-methoxypheny1)-2-11ydr0xy-4-
inethyl-2-trifluoromethylpenty11-1H-quinolin-4-one;
1-(2-hydroxy-4-rnethy1-4-pheny1-2-    uoro methylhexyl)- 1H-quinol
in-4-one; I -[4-(4-fluoro-2-methyl pheny1)-2-hydrox y-4-
methy1-2-trifluorornethy1penty11-H-quin31in-4-3ne; 1
-[4-(3,4-dimethylpheny0-2- hydroxy-4-methy1-2-trifluorome thylpentyll- I
H-quinolin-4-one; 8-fluoro- 1
44-(5-fluoro2-11ydroxypheny0-2-hydroxy-4-me
thy1-2-trifluoromethylpenty11-1H-quino lin-4-one; 6- fluoro-1 -[4-(5-fl
uoro-2-hydroxypheny1)-2-h ydroxy-4-rnethy1-2-tri fluorometh ylpenty11-
1H-quinolin-4-o ne; 7-chloro- 1 -114-(5-fl uoro-2-hydroxyphenyI)-2-hydrox
y-4-methy1-2- trifluoromethylpenty11- I H-quinolin-4-one;
144-(5-fluoro-2-isopropoxypheny1)-2-
hydroxy-4-methy1-2-trifluo1-omethylpentyll-H-qu inol in-4-one:
114-(2-ethoxy-5-
fluoropheny1)-2-hydroxy-4-methy1-2-trifluoromethyIpentyli-lH-quinolin-4-o
ne: 8- uoro- i 44-(15-fluoro-2-merhox
ypheny11-2-11ydroxy-4-rnethyl-2-triflu ororneth y
lpentyIJH-quinolin-4-one;
(1-fluoro-1-14-(5-f1uoro-2-rnethoxypheny1)-2-11ydroxy-4-metliy1-2-
trifluorornethylpentyl]-1H-quinolin-4-one; 1
-12-hydroxy-4-(5-methanesulfony1-2,3- cli hydro be
nzofuran-7-y11-4-methy I -2-tri fluoromethylpentyll- 11-1-q u nol in-4-one:
1 42- hy dro y-4-rnethy1-4-(5-meth yl Sill
fany1-2,3-dillydrobenzofuran-7-y11-2-  tri f I uorometh yl pentylk I
H-quinolin-4-one; 7-ch I oro- I 44-(5-fluoro-2-methoxypheny hydroxy
-4-metliy1-2-trifiuoromethyl pentyl 1- I H-quinolin-4-one; 3-chloro-1
-14-(5-fluore2-rnethoxypheny11-2-hydroxy-4-methyl-2-ui
fluorornethy[pentyfl-5-tritluorornethyl- 1Hpyridin-2 -one; I -12-
hydroxy-4-(5-methanesulfony1-2,11-dihydrobenzoluran-7-y1)-4-  m e
thy1-2-trifi uorornerhylpenty It -3-methy 1-1 H-qui no I i n-4-one;
1-12-hydroxy-4-(2-
methoxy-5-pyridin-3-ylpheny0-4-methyl-2-trifluoromethylpentyl J- 1
H-quinol in-4-one; 1 [2-hydroxy-4-(2-hydroxy-3,5-dimethylpheny1)-4-
methyl-2-trifluoromethy Ipentyll-Hquinolin-4-one;
144-(311,31dioxan-2-y1-4-c1uoropherry0-2-hydroxy-4-methyl -2-
trifluoromethylpentyli- 1 H-quinolin-4-one; 2-( 1,1 -dioxo-2,3-dihydro- 1H- 1
X6- benzo I 1,41thiazi n-4-y (rnethyl)- 1, 1 , 1
-trifluoro-4-(5-fluoro-2-methoxypheny1)-4- merhylpentan-2-ol;
2(2,3-dihydrobenzo [ 1 ,4]oxazin4-ylmeth y1)- 1,1, 1 -tritluoro-4-(5- fl 1.1
oro-2-metho x ypheny1)-4-me thylpentan-2-ol; 1
-14-(5-11tioro-2-hydroxypheny1)-2-
hydroxy-4-methy1-2-trifluoromethylpenty1)-H-quinolin-4-one; 1
44-(5-fluoro-2- hydrox ypheny0-2-hydroxy-4-methy1-2-trifl
uororneth1,511naphthyrid in-4- one; 1
-[4-(5-fluoro-2-methylpheny1)-2-hydroxy-4-methyl-2-trifluoromerhylpenty1
1-Hquinolin-4-one, 144-(2,4-dimethylpheny0-2-hydroxy-4-Inethyl-2- trifl
uoromethy Ipenty1)-111-qu iin-4-one; 1 44-(4-fl
uoro-2-metboxyphenyl)-2-hydrox y- 



4-me thyl-2-tritl uoroinethyl pentyll-H-qui nol i n-4-one; I -14-(3-fluoro-4-me
thoxy pheny I )-
2-hydroxy-4-methy1-2-trifluoromerhyluentyli-1H-quinolin-4-one;
1-(4-benzo [1,3 dioxol4-y1-2-hydroxy-4-methy1-2-tri fl uoromethylpe My,
1E1H-quinol in-4-o ne; 1 44-(5-fluoro-2- me
thoxypheny1)-2-hydroxy-4-methy1-2-tri fl noromethy lpentylt-1,2-dihydroi
ndazol-3- one; 1, 1, 1-trilluoro-4-(5-fluoro-2-methoxypheny 0-4-methy1-2-(
1 -oxo-2,3-dihydro- I-1- 1X4-benzo[ 1 ,4- ]thiazin-4-ylmethyl)pentan-2-ol;
144-(5-fluoro-2-methoxyphenylE2- laydroxy-4-methy I-2-tri fluorome
thylpenty111-2-hyclroxymethy1-3,5-dimerhyl-lB-py ridin-4-one;
144-(2,3-dihydrobenzofuran-7-y0-2-hydroxy-4-methy1-2- trill uoromethyl
penty11-3-m ethyl- 1H-qu inol n-4-one; 1 -[2-hydroxy-4-(2-methoxy-3,5- di
methylpheny1)-4-methy1-2-trifluoromethy lpenty11-1 11-quinol i n-4-one;
1-[2-liyclroxy-4-
(2-hydroxy-5-pyridin-3-ylpheny1)-4-methy]-2-trifluoromethylpentyll-IH-quin
olin-4-one, and 1 [2-hydroxy-4-(2-hydroxy-5-pyridi
ii-5-ylphenyp-4-methyl-2- tri fl uoromethy Ipentyll- 1 H-quinolin-4-one. In
still another embodiment, said at least a MGR A has Formula I. wherein A,
R',    B, D. E, and Q have the meanings disclosed immediately above, and
R- is hydrogen, C1-C); alkyl, C2-C8 alb;enyl, C2-C!8 alkynyl, carbocycle,
heterocyciyi, aryl, heteroaryl, carbocycle-C-C8 alkyl. carboxy,
alkoxvcarhoayl, aryl-C!-(18 alkyl, ary I-C -C8 hal heterocyelyi-C1-05 alkyl,
heteroaryl-C!-C8 al kyl, carhocycle-C2-C8 alkenyl, aryl-L2-U8 alkenyl,
heterocyclyl-C1-05 alkenyl, or heteroary I-C2-C8 al kenyl, each optionally
independently substituted with one to three substituent groups, wherein
each substituent group of R3 is independently CE-05 alkyl, e2-05 alkenyl,
C2-Cs alkynyl, cries cycloalkyl, phenyl, CI-05 alkoxy, phenoxy, C1-05
alkanoyl, aroyl. CI-05 alkoxycarbonyl, CI-Cs alkanoyloxy,
aminocarbonyloxy. C1-05 alkylaminocarbonyloxy, CI-05
dialkylaminocarbonyloxy, aminocarbenyt, C1-05 alkylaminocarbonyl,
CI-05 dialkylaminocarbonyl, C1-05 alkanoylamino, C1-(25
alkoxycarbonylamino, Ca-05 alkylsulfonylamino, CI-05 alkylaminosulfonyl,
CI-05 dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, oxo,
trifluoromethyl, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C1-05 alkyl, ureido wherein
either nitrogen atom is optionally independently substituted with CI-C.5
alkyl, C1-05 alkyithio wherein the sulfur atom is optionally oxidized to a
sulfoxide or sulfone, wherein R3 cannot he trilluoromethyl. In still another
embodiment, said at least a DIGRA has Formula I, wherein       (a) A is an
aryl, heteroaryl, or C5-C15 cycloalkyl group, each optionally independently
substituted with one to three substituent groups, which are independently
selected from the group consisting of C1-05 alkyl, C.2-05 alkenyl, C,-Cs
alkynyl, Ci-C3 alkanoyl, C3-05 cycloalkyl, heterocyclyl, aryl, heteroaryl,
CI-05 alkoxy, C2-05 alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl, CI-05
alkoxycarbonyl, aroyl, aminocarbonyl, alkylaminocarbonyl,
dialkylarninocarbonyl, aminocarbonyloxy, C1-05 alkylaminocarbonyloxy,
CI-05 dialkylaminocarbonyloxy, C1-05 alkanoylamino, C1-05
alkoxycarbonylamino, C1-05 alkylsulfonylamino, aminosulfonyl, C1-05
alkylaminosulfonyl, CE-Cs dialkylaninosulfonyl, halogen, hydroxy,
carboxy, cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the
nitrogen atom is optionally independently mono- or di-substituted by
C1-05 alkyl or aryl, ureido wherein either nitrogen atom is optionally
independently substituted with C1-05 alkyl, C1-05 alkylthio wherein the
sulfur atom is optionally oxidized to a sulfoxide or sulfone;        (b) RI and
R2 are each independently hydrogen or C1-05 alkyl, or R1 and R2
together with the carbon atom they are commonly attached to form a
Ci-05 spire cycloalkyl ring;  (c) R- is the trifittoromethyl group; (d) B is the
carbonyl group; (e) D is the -NH- group; E is the ydrgroup; and (.0Q
comprises an optionally substituted phenyl group having the formula
wherein Xi, X2, X3 and X4 are each independently selected from the
group consisting of hydrogen, halogen, hydroxy, tritluoromethyl,
trifluoromethoxy, C1-05 alkyl, C,-Cs alkenyl, C2-05 alkynyl, C1-Cs alkoxy,
CpC5 alkylthio wherein the sulfur atom is optionally oxidized to a sulfoxide
or sulfone, C,-Cs alkanoyl, Ck-05, alkoxyearbonyl, C1- C5 acyloxy, C1-05
alkanoylamino, C1-05 carbamoyloxy, urea, aryl, and amino wherein the
nitrogen atom may be independently mono- or di-substituted by C1-05
alkyl, and wherein said aryl group is optionally substituted by one or more
hydroxy or C1-05 alkoxy groups, and wherein either nitrogen atom of the
urea group maybe independently  substituted by C1-05 alkyl; or Q is an
aromatic 5- to 7-membered monocyclic ring having from one to four
heteroatoms in the ring independently selected from nitrogen, oxygen, and
sulfur, optionally independently substituted with one to three substituent
groups selected from the group consisting of hydrogen, halogen, hydroxy,
trifluoromethyl, difluoromethoxy, C1-05 alkyl, C2-05 alkenyl, C2-05
aikynyl,alkoxy, C1-Ck5 alkylthio wherein the sulfur atom is optionally
oxidized to a sulfoxide or sulfone, Ck-Cs alkanoyl, CI-05 alkoxycarbonyl,
Ch-05 aeyloxy, C1-05 alkanoylamino, C:-05 carbamoyloxy, urea, aryl
optionally substituted by one or more hydrcxy or CI-Cs alkoxy groups, and
amino wherein the nitrogen atom may be independently mono- or di-  



substituted by C1-Cs alkyl, and wherein either nitrogen atom of the urea
:group nay b independently substituted by C1-05 alkyl.       Non-limiting
examples of these compounds include
4-(5-fluoro-2-hydroxypheny1)-2-hyclroxy-4-methy1-2-trifluoromethyl-penta
noic acid (3,5-dichloro-pheny0- amide;
4-(5-fluoro-2-hydroxy-pheny1)-2-hydronr-4-methyl-2-tritluoromethyl-penta
noic acid (3-chloro-phenyl)-amide;
4-(5-fluoro-2-hydroxy-phenyD-2-hydroxy-4-met1yl-2-
trifluoromethyl-pentanoic acid (2-chloro-phenylr-amide;
4-(5-tluoro-2-hydroxy-phenyI)-
2-hydroxy-4-methyl-2-trifluoromethyl-pentanoic acid
(2,6-dichloro-pyrimidin-4-y1)- amide;
4-(5-fluoro-2-hydroxy-pheny1)-2-hydroxy-4-methy1-2-trifluoromethyl-penta
noic acid (2,6-dichloro-pyridin-4-y1)-amide;
4(5-fluoro.2-hydroxy-phenyI)-2-hydroxy-4-
methyl-2-trifluoromethyl-pentanoic acid (2,3-dichloro-phenyl)-amide;
4-(5-fluoro-2-
hydroxy-phenyl)-2-hydroxy-4-methy1-2-trifluoromethyl-pentanoic acid
(3,5-dirnethylphenyD-amide;
4-(5-fluoro-2-hydroxy-pheny1)-2-hydroxy-4-methyl-2-trilluoromethy)pentan
oic acid (3.5-his-trifitioromethyl-phenyl)-amide;
4-(5-fluoro-2-hydroxy-pheny1)-2-
hydroxy-4-methyl-2-rrifluoromethyl-pernanoic acid
(2,5-crichloro-phenyl)-amide; 4415-
fluoro-2-hydroxy-phenyl)-2-hydroxy-4-methyl-24rifluoromethyl-pentanoic
acid (3- bromo-phenyl)-amide;
4-(5-f1uoro-2-hydroxy-pheny1)-2-hydroxy-4-methyl-2-
trifluoromethyl-pentanoic acid (3,5-difluoro-phenyl)-amide;
4-(5-fluoro-2-hydroxypheny1)-2-hydroxy-4-methyl-2-triflitoromethyl-pentan
oic acid (3,5-clibromo-pheny1)- amide. In still another embodiment, said at
least a DIGRA has Formula I, wherein (a)A is an aryl or heteroaryl group,
each optionally independently substituted  with one to three substituent
groups, which are independently selected from the group consisting of
C1-05 alkyl, C2-Cl'5 alkenyl, G2425 alkynyl, C1-C3 alkanoyl, cycloalkyl,
heterocyclyl, aryl, heteroaryl,alkoxy, C2-05 alkenyloxy, C24.11.15
alkynyloxy, aryloxy, acyl, C1-Cs alkoxycarbonyl, amyl, arninocarbonyl,
alkyl arn inocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, C::-Cs
alkylaminocarbonyloxy, CpCs dialkylaminocarbonyloxy, C1-Cs
alkanoylatnino C1,-Cs alkoxycarbonylamino, (11,-(75 alkylsulfonylamino,
aminosulfonyl, (7.11-05 alkylaminosulfonyl, CH-05 dialkylaninosulfonyl,
halogen, hydroxy, carboxy, cyano,  trifluoromethyl, tri flooromethoxy, nitro,
amino wherein the nitrogen atom is optionally independently mono- or
di-substituted by CI-Cs alkyl or aryl, ureido wherein either nitrogen atom is
optionally independently substituted with CI-05 alkyl, CI-05 alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone;
(a)R" and R2 are each independently hydrogen or C1-Cs alkyl;        (c) R3
is C1-05 alkyl, C2-05 alkenyl, CrC8 alkynyl, carbocycle, heterocyclyl, aryl,
heteroaryl, carbocycle-C1-Cs alkyl, aryl-C1-C8 alkyl, aryl-CI-Cs haloalkyl,
heterocyclyl-C1-C8 alkyl, heteroaryl-C1-C8 alkyl, carbocycle-C2-C8
alkenyl, aryl-Cs-Cs alkenyl, lieterocyclyd-Cs-Cs alkenyl, or
heteroaryl-C2-C3 alkenyl, each optionally independently substituted with
one to three substituent groups, wherein each subst mem group of R3 is
independently C1-05 alkyl, C2-05 alkenyl, C2-05 alkynyl, C3-C8
cycloalkyl, phenyl, CI-05 alkoxy, phenoxy, C1-Cs alkanoyl, amyl, CI-05
alkoxycarbonyl, C[-05 alkanoyloxy, atninocarbonyloxy, CI-Cs
alkylarninocarbonyloxy, CI-05 dialkylaminocarbonyloxy, aminocarbonyl,
CI-05 alkylaminocarbonyl, C1-Cs dialkylaminocarbonyl, C1-05
alkanoylamino, CpC5 alkoxycarbonylamino, CpC5 alkylsulfonylamino,
CI-05 alkylaminosulfonyl, C1-05 dialkylarninosalfonyl, halogen, hydroxy,
carboxy, cyano, oxo, trifluoromethyl, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by Ci-Cs alkyl,
ureiclo wherein either nitrogen atom is optionally independently
substituted with CI-05 alkyl, or CI-Cs alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone, wherein R3 cannot be
trifluoromethyl;        (d) B is CFCs alkylene, C2-05 alkenylene, or C2-Cs
alkynylene, each optionally independently substituted with one to three
substituent groups, wherein each substituent group of B is independently
CI-Cs alkyl, hydroxy, halogen, amino, or oxo,        (e) I) is absent;        (f) E
is the hydroxy group; and  (g)Q comprises an azaindolyl group optionally
independently substituted with one to three substituent groups, wherein
each substituent group of Q is independently CI-05 alkyl, C2-05 alkenyl,
C2-05 alkynyl, C3-C8 cycloalkyl, heterocyclyl, aryl, heteroaryl, CI-05
alkoxy, C2-05 alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl. C1-05
alkoxycarbonyl, C1-05 alkanoyloxy, arninocarbonyl, alkylaminocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy, C1-05 alkylaminocarbonyloxy,
CI -05 dialkylarninocarbonyloxy, CI-05alkanoylamino, CI -05
alkoxycarbonylamino, CI-05 alkylsulfonylarnino, arninosulfonyl, C1-05
alkylatninosulfonyl, CI -05 dialkylarninosulfonyl, halogen, hydroxy,
carboxy, cyano, tritluoromethyl, tritluoromethoxy, trifluoromethylthio, nitro,
amino wherein the nitrogen atom is optionally independently mono- or
di-substituted by C1-05 alkyl, ureido wherein either  nitrogen atom is
optionally independently substituted with Ci-05 alkyl, or Cy-CI alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone
wherein each substituent group of Q is optionally independently
substituted with one to three substituent groups selected from C1-C3
alkyl, C3-C3 alkoxy, halogen, hydroxy, oxo, cyano, amino, or
trifluoromethyl.      Non-limiting examples of these compounds include
1,1,1-tifluoro-4-(5-fluoro-2-
methoxypheny1)-4-methyl-2-(1H-pyrrofo[2,3-cilpyridin-2-ylmethylmentan-2
-ol; 1, I ,1-   fl uoro-4-(5-fl uoro-2-methoxypheny1)-4-me(hyl-24 I
H-pyrrolot2,3-blpyridin-2- ylmethyl)pentan-2-ol;
1,1,1-trifluoro-4-(5-fluoro-2-methoxypheny0-4-methyl-2-(
Hpyrrolo[3,2-clpyridin-2-ylmethyppentan-2-ol; 1,1,1-trill tioro-4-(5-fl uoro-2-
methoxypheny1)-4-methyl-2-(1H-pyrrolo[3,2-b]pyriclin-2-ylmethyl)pentan-2
-ol; 4- 



fl uoro-2-[4.4,4-tri fluoro-3-hydroxy- I, l -di methyl-3-0 H-py rrolot2,3-clpyrid
in-2- ylmethyObutyl]phenol;
4-fiuoro-244,4,4-trifluoro-3-hydtoxy-1,1-dirnethy1-3-(lfIpyrrolo[2,3-blpyridin
-2-ylmethyl)butyljphenol; 4-fluoro-2+44,4-trifluoro-3-hydroxy,
l-dimethy1-3-(lH-pyrrolot3,2-clpyridin-2-ylmethyObutyflphenok
4-fluoro-244,4,4-  trifluoro-3-hydroxy-1,1-dimethy1-3-( I
ti-pyrrolot3,2-tdpyridin-2-ylmethyl)butylMbenol;
1,1,1-trifluoto-4-(3-11uorophenyI)-4-rnethyl-25( IH-pyrrolo[2.3-c]pyridin-2-
ylmethyljpentan-2-ol; 1, I, I -tri
fluont-4-(4-fluoropheny1)-4-methyl-2-(1H-pyrrolof 2,3-
clpyridin-2-ylmethyllpentan-2-olt
4-(2,3-dihydrobenzofuran-7-y1)-1,1,1-triflooro-4- methyl-2-r I H-pyrrolol
2,3-clpyriclin-2-yelmethyljpentan-2-01, 4-(2,3-clihydrobenzofuram 7-y
0-1,1,1-trilluorc-)-4-methyl-24 I
H-pyrrolot3,2-cipyridin-2-yelmethyljpentan-2-ol;   1,1.1-
luoro-4-rnethy1-4-phenyl-2-(11-1-pyrrolo[2.3-clpyridine-2-ylmethyllpenlan-
2-ol;
1,1,1-trifluoro-4-(4-t1uoro-2-methoxypheny!)-4-methyl-2-(1H-pyrrolo[2,3-cl
pyridins2- ylmethyl)pentans2-ol;
1,1,1-trifluoro-4-(41-fluoro-2-methoxypheny1)-4-methy152-0
pyrrolo[3,2-clpyridin-2-ylmethyl)pentan-2-ol;
1,1,1-triflitoro-4-methyl-4-pheny1-24 lH
pyrroloi3,2-cipyridin-2-ylmethyl)pentan-2-ol; 1,1,
-trifluoro-4-(4-fluorophenyI)-4methyl-2-( I H-pyrrolo [3,2-c lpyrid n-2-y I
methy Open tan-2-ol; 5-fl uoro-2+1,4,4-tri fluoro3-hydroxy- I
,1-dimethyl-3-(1H-pyrrolo[23.cjpyridi n-2-ylmethyl)butyl]phenol; 1,1,1- trifl
uoro-4-(5-11 uoro-2-methylphenyl)-1-methyl-2-(1H-pyrrolo[2,3-ci pyridirt-2-
ylmethyl)pentan-2-ol; 1, I
,1-trifluoro-4-(3-fluoro-2-inettioxypheny1)-51-methyl-2-(32
methyls1H-pyrrolo [2,3-cipyridi 1122-ylmethyl)pentan-2-ol;
4-fluoro-2-14,4,4-trifluoro-3- hydroxy-1,1-dimethy1-3-(3-me thyl- I
H-pyrrolo12.3-clpyridin-2-ylmethyl)butyl 'phenol; 5-fluoro-2-4,4,4-tri
fluoro-3-hydrox yr- I , I -dimethy1-3-(1H-pyn;olo[3,2-c lpyridin-2-
ylmethyllibutylipentan-2-ol;
1.1,1-trifluoro-41-(5-fluoro-2,3-dihydrobenzoluran-7-y1)-4-
methyl-2-(11-1-pyrrolo[2,3-e]pyridine-2-ylmethyDpentan-2-61;
4-fluoro-2-[4,4,4-trifluoro3-hydroxy-1,1-dimethyl-3-(III-pyrrolo[2,3-043-met
hylpyridinj22- yimethyl)hutyl]phenol;
4-t1uoro-2-i[4,44-trifluoro-3-hydroxy-1,1-dimethyl-3-(1Hpyrro1o[2,3-cj-[2iif
h,Ioropyridin]-2-y1methyObutyl1phenol; and 4-fluoro-2-14,4,4-
trifluoro-3-hydroxy-1,1-dimethy1-3-(11-1-pyrrolo[2,3-c]-[2strifluoromethylpy
ridinJ-2- ylmethyl)butyl]phenol. In still another embodiment, said at least a
DIGRA has Formula I. wherein (a)A is an aryl or heteroaryl group, each
optionally independently; substituted  with one to three substituent groups,
which are independently selected from the group consisting of CI-Cs alkyl,
C2-Cjalkenyl, C2-05alkynyl, C1-C3 alkanoyl, C,3-C8 cycloalkyl.
neterogyclyl, aryl, heteroaryl, C1-Csalkoxy, C2-05alkenyloxy, C2-05
alkynyloxy, aryloxy, acyl. CI-Cs alkoxycarbonyl, aroyl, aminocarbonyl,
alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, CI-Cs
alkylaminocarbonyloxy, CI -05 dialkylaminocarbonyloxy,
CI-05alkanoylarnino, C1-C1 alkoxyearbonylamino,
Cli-05alkylsulforlylamino, aminosulfonyl, (3.1-Cs alkylarninosulfcmyl,
CI-05dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano,
trilluoromethyl, lrifluoromethoxy, nitro, amino wherein the nitrogen atom is
optionally independently mono- or di-substituled by (12-05alkyl or aryl,
ureido wherein either  nitrogen atom is optionally independently
substituted with CI-05 alkyl, CL-05 alkytthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone;        (b) le and R2 are each
independently hydrogen or CI-05 alkyl, or R and R2 together with the
carbon atom they are commonly attached to form a C3-05 spiro cycloalkyi
ring;        (c) R3 is the trifluoromethyl group;        (d) B is CI-05 alkylene,
Cs-Cs alkenylene, or C2-05 alkynylene, each optionally independently
substituted with one to three substituent groups, wherein each substituent
group of B is independently C1-C alkyl, hydroxy, halogen, amino, or oxo;
(e) D is absent;        (f) E is the hydroxy group; and        (g) Q comprises a
h teroaryl group optionally independently substituted with one to three
substituent groups, which are independently selected from the group
consisting of Cr-05 alkyl, C2-05 alkenyl, C2-05 alkynyl, CI-C3 alkanoyl,
C3-C8 cycloalkyl, heterocyclyl, aryl, heteroruiyl, Ci-05 alkoxy, C2-05
alkenyloxy, C2-05 alkynylox?/, aryloxy, acyl, Ca-05 alkoxycarbonyl, aroyl,
aminocarbonyl, alkylarninocarbonyl, dialkylaminocarbonyl,
aminocarbonyloxy, Ca-05 alkylaminocarbonyloxy, Cd -Cs
dialkylaminocarbonyloxy, Ci-05 alkanoylamino, Ci-05
alkoxycarbonyiamino, Ci-Cs alkylsulfonylamino, aminosuifonyl, CI-05
alkylaminosulfonyl, C;-05 dialkylaninosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trilluommethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by CI-C:5 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with Ci-C; alkyl, C:i-Cs alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone, wherein each substituent
group of C) is optionally independently substituted with one to three
substituent groups selected from the group consisting of Ci-C3 alkyl,
C1-C3 alkoxy, acyl, Cc-CI silanyioxy,alkoxycarbonyl, carboxy, halogen,
hydroxy, axe, cyano,  heteroaryl, heterocyclyl, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by C1-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with C1-05 alkyl, or trifluorornethyl. Non-limiting examples of
these compounds include 4-cyclohexy1-1, I ,1-tri 10- 4-methy1-2-quinol
in-4-ylmethylpentan-2-ol; 4-pyriinidin-5-y1-2-14,4,4-trifluoro-3-
hydroxy-1,1-climethyl-34 I H-pyrrolo12,3-clpyridin-2-ylmethyl)butyliphenol;
4- pyrimidin-5-y1-2-14,4,4-trifluoro-3-hydroxy-1 ,
-dimethy1-3-(IH-pyrrolo[3,2-c]pyridin-2- ylmethyl)butyllphenol;
1,1,1-trifluoro-4-(5-fluoro-2-met11oxypheny1)-4-methy1-2-(3-
tnethyl-1H-pyrro1o[3,2-cdpyridin-2-ylmethyDpentan-2-ol; 1,1, I
-trifluoro-4-(5-fluoro-2,3- dihydrobenzofuran-7-y1)-4-met]iy1-24 I
FI-pyn-olof3,2-cjpyridin-2-ylmethylventan-2-ol, 1,1,1
-trifluoro-4-(5-fluoro-2-methylpheny1)-4-inethyl-2-(3-methyl-IH-pyrrolo112,
3- clipyridin-2-ylmethylventan-2-ol; 2-(4,6-dimethyr- I H-pyrrolo[3,2-clpy
ridin-2- ylmethyl)- I , 1,1-trifluoro-4-(5-fluoro-2-rnethox
ypheny1)-4-methylpentan-2-ol; dimethyl- IH-pyrropyri din-2-ylrnethyl)- 1,1,
1 -tri fl uoro-4-(5-fluoro-2- 



methoxypheny1)-4-methy Ipentan-2-ol;
2-14-(5-fluoro-2-methoxypheny0-2-hydroxy-4-
rnethyl-2-trifluoromethylpentylj- IH-pyrrolo[3,2-bjpyridine-5-carbonitri le;
1,1, -
tritluoro-4-(5-fluoro-2-methoxypheny1)-4-rnethy,d-2-(6-methyl-lH-pyrrolo[3,
2-e]pyri n 2-ylmethyppentan-2-ol; 1,1,1 -trif
luoro-4-(5-fluoro-2-tnethoxypheny1)-4-methyl -244-
methyl-1H-pyrrolo[3,2-c]pyridin-2-ylmethyDpentan-2-ol; 244-(5-fluoro-2-
methoxypkeny1)-2-hydroxy-4-methyl-2-trifluoromethylpenty11-4-methyl-
IH-pyrrolo[3,2- e]pyridine-6-carbonitrile;
244-(5-fluoro-2-methoxypheny1)-2-hydroxy-4-rnethyl-2-
trifluoromethti,lpentyll- I H-pyrroloi2,3-0 pyridine-5-carbonitri le;
2-[4-(5-fiuoro-2-
methoxyphenyl)-2-hydroxy-4-mettly]-2-trifluoromethylpentyl l li-pyrrolo[3,2-
clipyricline-4-earbonitrile;
1,1,1-trifluoro-4-(5-fluoro-2-methoxypherty1)-4-rnethy1-2-(5Hpyrrolo[3,2-dj
pyrimidin-6-ylrnerhyHpentan-2-ol; 1,1,1-trifluoro-4-(5-fluoro-2-
rnethoxypheny1)-4-merhyl-2-thieno12,3-d]pyridazin-2-ylmethylpentan-2-ol
; 1,1 ;1-
trifluoro-4-(5-fluoro-2-methoxypheny1)-4-methyl-2-(5H-pyrrolor3,2-c]pyrida
zin-6- ylmethyl)pentan-2-ol; 1,1, I
-trifluoro-4-(5-fluoro-2-methoxypheny1)-4-methyl-2-(2-
methyl-51-1-pyrrolo[3,2-dipyrinaidin-6-ylinethyppentan-2-ol; 1 ,1,
1-trifluoro-4-(5-fluoro2-methylpheny1)-4-merhyl-2-(1H-pyrrolo12,3-cljpyrid
azin-2-ylmethyl)pentan-2-01; 2-
(4,6-dirnethyl-H-pyrrolo13,2-Opyriciin-2-ylmethyl)-1,1,1
-trifiratro-4-(5-fluoro-2- methylpheny0-4-methylpentan-2-ol ;
4-(5-chloro-2,3-dihydrobenzofuran-11-y1)-244,6-  di
methy1-1H-pyrrolo[3,2-c]pyriclin-2-ylrnethyt)-1,1,1-trifl uoro-4-methyl
pentan-2-ol; 2- [4-(5-fluoro-2-me thylpheny 0-2-hydroxy-4-methyuorom e
thylpenty11-11-1- pyrro1o)3,2-b]pyridine-5-carbonitri1e;
4-(5-chloro-2,3-dihydrobenzofuran-7-y1)- I , , I -
trifluoro-4-methyl-2-(3-methyl-IH-pyrrolo[2,3-olpyridin-2-ylrnethyOpentan-2
-01; 1,1,1- trifluoro-4-(5-fluoro-2-tneth y [phony 0-4-methy1-245H-pyrro
Eof3,2-cl- pyridazi n-6- ylme thyppentan-2-o1;
4-(5-chloro-2,3-dihydrobenzofuran-7-y1)-1, I , -trifl uoro-4-metby
I2-(5H-pyrrol o [3,2-c]pyridazin-6-ylmethyl )pentan-2-ol; 4-(5-chloro-2,3- d
ihydrobenzo furan-7-y I , I ,1-trifluoro-4-rnethy1-2-( I -H-pyrrol ol:2,3-cHpy
ridazi n-2- y Emethyppentan-2-ol; 1,
1,1-O)itluoro-4-(5-f1uoro-2-methoxyphenyH-2-(7-fluoro-lHpyrrolor2,3-eJpy
ridin-2yirnet.hyI)-4-metl-)y1penta)i-2-o1; 1,1,1-trifluoro-4-(5-11 uoro-2-
methoxypheny0-4-methy1-2-(4-methy I-IH-pyrrol opyrici in-2-y I
methyppentan-2- ol;
2-(5,7-dichloro-II-pyrrolo[2,3-cipyridin-2-ylmethyl)-1,1,1-trifluoro-4-(541UO
T o-2- metlioxypheny1)-4-methyIpenta0-2-0l;
1,1,1-tritluoro-4-(5-fluorp-2-methoxypheny1)-4-
methy1-245-trilluorornethy1-1H-pyrrolof2,3-clpyriciin-2-ylmethyppentan-2-
ol; 1, I ,1- trifl
uoro-4-(5-fluoro-2-rnothoxypheny1)-2-(5-methoxy-1H-pynolo[2,3-cThyri
din-2- ylmethy0-4-methy lpentan-2-ol ;
1,1,1-trifluoro-4-(5-fluoro-2-methylpheny1)-4-methy1-2-
(4-methy1-11-1-pyrrolo112,3-cilpyridin-2-ylmethyl)pentan-2-o1; 1,1,1-trifi
uoro-4-(5-fluor02-methylpheny1)-2-(5-isopropoxy-1H-pyn-o
lo[2,3-Opyridin-2-ylmethyt)-4-methylpentan2-01; 1,1,1-trifluoro-4-(5-fl
uoro-2-methyl plieny1)-2-(5-methoxy-1H-pyrrol o [2,3- c]pyrid
in-2-ylmettly1)-4-methylpentan-2-ol;
4-(5-clatoro-2,3-dihydrobenzofuran-7-y0- I ,1,1-trifluoro-2-(5-Inethoxy- I
H-pyrrolo(2,3-c]pyridin-2-ylmethyl)-4-methylpentan-2-oi; 1,1, I
-trifluoro-4-(5-11uoro-2-rnethylpheny1)-2-(7-fluoro-IH-pyrrolo)2,3-clpyridin-
2- y 'methyl )-4-rne thylpentan-2-01; 4-(5-chloro-2,3-d
hydrobenzoluran-7-y0-1-tri fluoro-4- methyl-2-(5-trifluoromethyl- I
H-pyrrolor2,3-c1pyridin-2-ylmethyOpentan-2-01.; ,1,1- tri
cluoro-4-(5-fluoro-2-niethylpheny 1))-4-methy1-2-(5-trifluoromethyl- I
H-pyrrolo[2,3- c ] py ri n-2-ylme thy Dpentan-2-ol ;
4(S-chloro-2,3-dihyclrobenzofuran-7-y1)- I ,1,1- trifluoro-2-15-isopropoxy- I
H-pyrrolo[2,3-c pyriclin-2-ylrnelhyl)-4-mc thylpentart-2-01; 4-
(5-chloro-2,3-dillydrobenzofuran-7-y1)- I ,1,14rifluoro-2-(741
uoro-IH-pyrrolo) 2,3- lpyridin-2-ylmethyl)-4-methylpentan-2-ol;
4-(5-chloco-2,3-dihydro5enzoluran-7-y1)-2- (5-d imethy Iam i no- I H-pyrro
lo) 2,3-c I pyriinethyl)- I, I,1-trifluoro-4-methylpentan- 2-ol;
4-(5-chloro-2,3-Whydrobertzolitran-7-y 0- I
,1,1-trifluoro-4-rnethy1-2-(5-piperidin-1- :)/1- I I-pyrrolol
2"3-clpyridin-2-yirnethyl)pentari-2-ol; 4-(5-chloro-2,3-Whydrobenzofuran-
7-y1)- I , I
,1-trifluoro-4-methy1-2-(5-rnorpholin-4-y1-1H-pyrrolo[2,3-elpyrldin-2-
yllinethyl)peritan-2-ol; I , I , I -id 11 tioro-4-(5-fluoro-2-ritethy lphe
nyI)-4-piethy1-2-(5- piperidin- 1 -y1-1
H-pyrrolo[2,3-c]pyriclin-2-ylinethyl)pentan-2-ol; 4-(5-chloro-2,3-
d.ihydrobenzoluran-7-y0-2-(5-ethoxy- I H-pyrro lo[2,3-cl
pyridiri-2-ylrnethyl)- I. 1- trifluore-4-inethyl pentan-2-ol; 2-(5-benzy loxy-
11-1-pyrrolo12,3-c lpyridin-2-ylmethyI)- I ,   I, 1
-trifluoro-4-(5-fluoro-2-methyl pheny1)-4-methyl pentan-2-ol;
2-(5-henzyloxy- 1 Hpyrrolo[2,3-c]pyridin-2-yl
inethy1)-4-(5-chIoro-2,3-dihydrobenzofiran-7-y1)- 1,1,1 -
trifluoro-4-methylpentan-2-ol; 1, 1
,1-trifluoro-4-(5-fluoro-2-methoxypheny0-2-(5-chloro1H-pyrrolol2,3-c- lpyri
din-2-y Ime thyl)-4-methyl pentan-2-ol ; 1, , I -tri
fhioro-4-(5-fluoro2-nicthoxypheny1)-4-methy1-245-(methyl amino)-
1H-pyrro lo[2,3-e]pyri d in-2- y linethyl lpentan-2-ol ; 1,1,1
-trifluoro-4-(5-fluoro-2-me thoxypheny1)-4-methy1-2-(5- arn
ino-111-1-pyrrolof 2,3-Opyridin-2-ylmethyl)pentan-2-ol; 1, ,
1-trifluoro-4-(5-tluoro-2- methylpheny1)-4-methyl-2-(6-amino-1H-pyrrol-
o[2,3-c]pyridin-2-ylinethyl)pencan-2-ol; 4-(5-chloro-2,3-dihydrobe
nzofuran-7-yI)- 1,1 , I -trifluoro-2-(5-amino-1H-pyrrolo[2,3-
clpyridin-2-ylmethyl)-4-rnethylpentan-2-ol; 4-(5-ehl
oro-2,3-dihydrobenzofuran-7-y0- I 1 ,1 grifluoro-4-methy
1-2-(5-methylarnino-1H-pyrrolo[2,3-c]pyridin-2-ylmethyppentan2-01;
7-1:4-(5-fluoro-2-methoxypheny1)-2-hydroxy-4-methyl-2-tritluoroinethylpe
nty11- 1H-pyrrolo[2,3-b.lpyridin-7-ium chloride;
6-1445-fluoro-2-methoxypheny1)-2-hydroxy4-methyl-2-t1ifluoromethylpent
y13-2-methyl-IH-py1Tolo[2,3-ellpyridin-6-ium chloride; 4- (5
-broino-2,3-dihydrobenzofuran-7-y1)-1,1 ,1-tri tluoro-4-methyl-24
1H-pyrrolo[2,3- c]pyridin-2-ylmethyljpeptan-2-ol; 1,1,
1fluoro-4-methyl-4-(5-me thy1-2,3- dihydrobenzofuran-7-y1)-24
H-pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-ol; 4-(5-
chloro-2,3-dihydrobenzofuran-7-y1)- I
,I,1-trifluoro-4-methy1-2-fIH-pyrrolo[2,3- cJpyridin-2-yIrnethyl)pentan-2-oi;
1,1, I -trifluoro-4-(5-fluoro-2-methoxypheny1)-4- methyl-2-pyrrolol
2,3-blpyriditi- 1 -ylmethylpentan-2-ol; 1,1 ,1 -trifluoro-4-(5-fluoro-21-
methoxypheny1)-4-thethyl-2-(6-oxy- 1
H-pyrroloc2,3-clpyridin-2-ylmethyl)pentan-2-ol;  1, I , I
-trifluoro-4-(5-fhioro-2-metho xy phe nyI)-4-inethy I-2-pyrrol o[2,3-el pyrid
in- I - yl methylpentan-2-ol; 2-benzo[b]thiophen-2-ylreethy1-1, I,
1uoro-4-(5-fluoro-2- methoxyphenyl)-4-methylpentan-2-ol; 1, I , 1
-trifThoro-4-(5-fluoro-2-methoxypheny1)-4- methyl-2-th ieno[7,3-c
lpyridin-2-ylniethylpentan-2-ol; 1,1,1 -lrifluoro-4-(5-fluoro-2-
incthoxyphenyl)-2-inclazol-1-ylmethyl-4-inethylpen[an-2-ol; I , 1 , 1
-tritluoro-4-(5-fl tioro2-thethoxypheny1)-4-medly1-2-pyrazolol I
,5-a]pyridin-2-ylmethylpenlari-2-ol;  



chloro-2,3-dihydrobenzo furan-7-y1)-2,4-d imethyl- 1 -tin eno12,3-c lpyrid
in-2-ylpentan-2- or;
4-(5-tluoro-2-methylpheny1)-2,4-dimethyl-1-thieno12,3-c1pyridin-2-ylpen1
an-2-ol;  I, I
,l-trifluoro-4-(5-11111oro-2-methoxypheny1)-2-furo[2,3-clpyridin-2-ylrnethy
- 1-4- metnylpentan-2-o1; 4-(5-chloro-2,3-dihydrobenzofuran-7-y1)- 1
-furo12,3-chayridin-2-y1- 2,4-dimethylpentan-2-01; 4-(5-flitoro-2-methyl
pheny1)-I -furo-1-2,3-cIpyridi n-2y1-2,4- dime thylpentan-2-ol ;
1,1,1-trifluoro-4--(5-fluoro-2-methylphenyl)-4-methyl-2-(1Hpyrrolo13,2-cipy
ridin-2-ylmethy1)pentan-2-ol- ; 1,1,1 -trifIuoro-4-rnethyI4(5methy.
2,3-dihydrobenzocuran-7-y1)-2-0
Fi-pyrrolor3,2-cipyridin-2-ylmethylMentan-2-ol; 445- c hloro-2,3-d i h
ydrobenzofuran-7-y0-1,1, 1 -trifluoro-4-methy1-2-1, 1H-py rrolo[3,2-  c
lpyrid in-2-ylmethyltentan-2-ol; 4-(5-bromo-2,3-dihydrobenzofuran-7-y1)-
1,1 ,1 -
trifluoro-4-methy1-2-(1H-pyrrolo[3,2-clpyridin-2-ylmethyppentan-2-ol; 2-(3-
dimethylarninomethyl- I H-pyrrol o[3,2-c]pyridin-2-ylmethyl )- 1, 1 ,1
mrifluoro-4-(5-11uoro2-methoxypheny 1)F4-methylpen tan-2-ol ; 1,1,1
-triflu oro-4-(5-fluona-2-methoxypheny04- methy1-2-pyrro1o[3,2-c lpyridin-
I -ylmethy Ipentan-2-o1; 1,1, 1-trifl uoro-41-(5-11coro-2- methoxypheny
1)-4mnethyl-2-pyrrolo(3,2-b1pyridin-1-ylmethylpentan-2-01; 1,1, 1-
trifluoro-4-(5-tluoro-2-methox yphenyl)-2- furo[3,2-c lpyridin-2-ylmethyl-4-
methylpentan-2-oh 4-(5-chloro-2,3-dihydrobenzofuran-7-y1)-1, 1,
[-trif1uoro-4-meth y1-2- pyrrolo[3,2-b]pyridin-1 -ylmethylpentan-2-01; 1,1,
1-triflu oro-4-(5-fluoro-2-
methoxypheny1)-4-methy1-2-thieno[3,2-c]pyridin-2-ylmethylpentan-2-01;
4-(5-chloro2,3-dihydrobenzofuran-7-y1)-1,1,1-triflucro-4-methy1-2-thieno[3
,2-c]pyridin-2- yhnethylpentan-2-ol; 1,1, 1
Mrifluoro-4-(5-11tuoro-2-methylpheny1)-4-methy1-2-
pyrrolo{3,2-bipyridin-1 -ylmethylpentan-2-ol; 1,1,1-trifluoro-4-(5-fluoro-2-
methylpheny1)-4-methyl-2-thienof 3,2-elpyridin-2-ylmethylpentan-2-ol;
4-fluoro-2-
(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-thieno[3,2-elpyridin-2-ylniethylbut
yl)pheno1;
4-fluoro-2-(4,4,4-trilluoro-3-furo[3,2-c]pyridin-2-ylmethyl-3-hydroxy- I , I -
dimethylbutyl)phenol;
4-fluoro-2-(1,4,4-trifluoro-3-hyd1-oxy-1,1-dimethy1-3- pyrrolo[3,2-
Mpyridin-1-ylmethylbutyl)phenol;
2-141-(5-fluoro-2-hydroxypheny1)-2-hydroxy-4-
methyl-2-trifluoromethylpenty11-11-1-indole-6-carboxylic acid:
2-14-(5-fluoro-2-
11ydroxyphenyl)-2-hydroxy-z1-methyl-2-trifluoromethylpentyll-1
/-1-indo1e-6-carboxylic acid dimethylarnide: 12144541
uoro-2-hydroxypheny1)-2-hydroxy-4-mmhy 1-2- trifinoromethylpentyll- I
H-indo1-6-y11morphol in-4-y1 meth anone; 214-(15-fluoro-2-
inethoxyphany1)-2-hydroxy-4-methyl-2-trifluoromethylpenty1J- 1 H-
indole-6-carhoxy lic  WO 2008/005686PCT/US2007/071 acid dimethy lam
ide; { 2-14-(5-fl uoro-2-methoxypheny1)-2-hydroxy-4-methyl-2-
tritIuoromethy I penty Ij- I 14-indo1-6-yl 1 in orphol in-4-y Intethanone;
24445-tluoro-2-
hytiroxypheny1)-2-hydroxy-4-methyl-2-trifluoromethylpenty1J-11-I-indole-6
-carboxylic acid amide; 2-14-(5-fluoro-2-methoxypheny
i)-2-hydroxy-4-methy1-2- trifluorornethy lpenty I I- I I-1-indol e-6-carboxy I
ic acid amide; 4-fluoro-2-14,4,4-trifluoro-3. hydroxy- I.-dimethy1-3-(5-nitro-
I H-i nd 01-2-yhne thy Dbuty 11phonor; 2-[4-(5-fluoto-2r
methoxyphenyI)-2-hydroxy-4-methy I-2-trifluoromethylpenty]i-
III-indoIe-6-carbonitrile;
244-(5-fluoro-2-hydroxypheny1)-2-hydroxy--4-methyl-2-trifluoromethylpent
yli- Hindo1e-6-carbonitrile; N-{ 2-14-(5-fluoro-2-merhoxypt1
erry1)-2-hydrox y-4-meth yI-2- trifI uoromethylpenty11-1H-indo1-5-y1 J
acetamide; 1,1,1 -trifluoro-4-(4-fluoro-2-
me(hoxypheny1)-2-(7-fluoro-4-rnethyl-ado-
1-2-y1methy1)-4-methylpentan-2-01; 5- fluoro-2-42,4,4-tri fl
uoro-3-(7-fluoro-4-methy1- I H-i nth_11-2-yImethy 0-3-hydrox y- 1 , I -
dimethylbutyllphenol; 2-14-041,3
idioxolan-2-ylpheny1)-21hydroxy4-methy1-2- trifluoromerhylpentyl
Indole-5-carbon trile; 2-14-(5-fluoro-2-1r,ethoxyphe ny11.-2- hydrox
y--4-methy1-2-tri fluoromerhy I panty' j- II-I-indole-5-carboxylic acid-2-
trimethylsllanylethyl ester;
244-(S-1Moro-2-inethoxyphenyl)-2-hydroxy-4-methyl-2- trifluoromethy I
pentyI{- Indole-5-carboxy I c acid; 2-14-(4-f1uom-2-hydroxypheoy hydrox
y-4-methy1-2-trifl uoromethyl penty- I J-4-methyl- J H-indole-6-carbonitrile;
{ 2- [4-     troro-2-me rhoxypheny1)-2-hydroxy-4-methyl-2-tritl uoromethyl
pentylk 1H-indoi-5- yl Ipiperidin- I -ylmethanone; 2- [4-(5-fl
uoro-2-methoxyphenyI)-2-hydrox y-4-methy1-2- trifl uorornethyl panty I I
H-indo)e-5-carboxylic acid rnethylamide; 2-1445-11 tioro-2-
methoxypheny1)-2-hydroxy-4-methy I-2-trifluorome rhylpenty
111-indo1-5-y I JpyrrolidinI-yirnethanone; 1- 12-1,4-(5 - fl
uoro-2-methoxypheny1)-2-hydroxy-4-methy1-2- trifi uoromethylpentyll
1H-indoie-5-carbonyl ) piperkiin-4-one; 2-{4,(5-fluoro-2-
methoxypheny1)-2-hydroxy-4-methyl-2-trifluoromethylpentyl I
H-indoie-5-carboxylic acid (2-hydroxyethyl)amide;
{2-{4(S-fluoro-2-methoxypheny1)-2-hydroxy-4-rnethyl-2- tri uorometh y I
pentyl11(4-hydroxyp peridi n- I -yl)methanone; 2-44-(5- fl
uoro-2-methoxyphen y11-2-hydrox y-4-methy I-2-tri fl uoro rnethylpenty II-
I 1-1-indol -5- yl (3- h ydroxypyrrol id i n- 1 -Arne thane ne;
2-14-(5-fluoro-2-methoxypheny1)-2-hydroxy4- merhyI-2-rrifl
uoromethylpenty II- I H-indole-5-carhoxyl ic acid cyanornethylamide; 2-[4-
(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-Enethyl-2-trifluoromethylpentyl I-
Incioic-5 - carboxylic acid (2-dimethylarninoethyl)amide;
2-[4-(5-fluoro-2-rnethoxyphenyl)-2-  hydroxy-4-riatthyl-2-trifluorome1hy I
pertly! - II-1- indoi-5-y1 j (4-methyl piperazi it- I - y I )rnethanone; (
[2-[4-(5-fluoro-2-methox ypheny1)-2-hydroxy-4-metliy1-2-
trifluorotnethylpentylh- I H-indole-5-carbonyi } amino)acetic acid methyl
ester; 24445- fl tioro-2-me thoxyphenyI)-2-hy drox y-4-rne thy1-2-tri
fluoromethy Ipenty11-1H-indo le-5- c arbox ylic acid
carbamoylmethylamide; 4-( { 24445-fluoro-2-methoxypheny1)-2-
hydroxy-4-methyl-2-trifluoromethylpentyll-111-indole-5-carbonyl
lamino)butyric acid methyl ester; ({
2.44-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl -2- tri fluor rnethy
Ipentyll- H-indole-5-carbony I ) am inolacetic acid; 4-( 244-(5-fluoro-2- me
thoxyphen yl)-2-hydroxy-4-methy1-2-tri flu oromethy Ipentyll - carbonyl
lamino)butyric acid; 244-(3-dimethy1atninomethy1phenyl)-2-hydroxy-4-
methyl-2-tritluoromethylpentyll-IH-indole-5-carbonitrile;
4-fluoro-2{4,4,4-trifluoro-3-- hydrox y-1,
1-dimethyl-3-(5-trifluoromethyl-1H-indo1-2-ylmethyl)hutyllphenol; 2-14-(5-
bromo-2.3-dihydrobenzofuran-7-y1)-2-bydroxy-4-methy1-2-tri
fluoromethylpenty 1-4- methyl- I H-indole-6-carbonitrile; 242-hydro x
y-4-(5-meth ancsullonyl-2,3- di ityrdrobenzofura n-7-y1)-4-rnethy
I-2-trifluoromethyl pentyl J-4-methy1-1H-in dole-6- carbonitri le;
24445-bromo-2,3-dihydrobenzofuran-7-y1)-2-hydrox y-4-methyl-2-
trifluoron iethyl pen ty I]-1H-indole-5-carbox yl ic acid; 244-(5-bromo-2,3- 



dih ydrobenzofuran-7-y1)--2-hydroxy-4-methy1-2-trifluoromethylpentyll
carboxylic acid amide;
244-(5-bromo-2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-atethyl2-trifluoror
nethylpentylj- I H-indole-5-carboxylic acid dimethylamide;
2-44-(5-Bromo2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methy1-2-tri
fluorome thyl pen tyl J -1H-indol e-5- carboxylic acid cyanoinethyiamide; {
2-44-(5-bromo-2,3-dihydrobenzothran-7-y1)-2-
hydroxy-4-methyl-2-trifluoromethylpentyll- IH-indol-5-y1 lpyrrol id in- 1-y
Imethanone;
214-(5-brorno-2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methy1-2-triflu0r0
methylpentyll- I H-indo1-511 ltnorpholin-4-ylmethanone; 2-44-(5-tluoro-2-
rnethoxypheny1)-2-hydroxy-4-methyl-2- trifluoromethylpentyll - 1
H-indole-5-carboxylic acid amide:
2[445-fluoro-2-intahoxypheny0-2-hydroxy-4-methyl-2- tri n
uoromethylpentyll- H-indol-5-y1 } morpholi n-4-ylmethanone; 2-(4-benzo[
1,3]dioxol4-y I -2-hydrox y-4-methy I -2-tri flu ororne th yl pe
nty1)-4-methyl- I H-indolc-6-carbo ni trite; 1,1, I
drifluoro-4-methyl-4-plienyl-2-quinolin-4-ylmethyl1iexan-2-ol;
242-hycIroxy-4- methyl -4-(5-methylsulfanyl-2-
,3-dihydrobenzofuran-7-y1)-2-trilluoromethylperityl
J-IHindolc-3-carbonitrile; 7(&4.4-trilluorct-3-hydroxy- I ,
-dimethy1-3-quinciin-4-  yInyibutyl)-2,3-dihydrobenzofuran-5-carbon tri le;
2-[2-hydroxy-4(5-
rnechanesuIfonvl_23_dihvdrohenzofuran_7_yl4rnethv2trinuorolfletFlylpefl
L:{JFJ - I  ndole-3-carboni trite; 2j2-hydroxy-4-(2-h ydroxy-5-methyl
pheny1)-4-methyl-2-trill uoromethylpentyli-4-methy I-1H-indole-6-carbon i
tri le; 1,1,1469 uoro-445- tioro-2,3-
dihydrobenzofuran-7-y1)-4-methyl-2-(5-methylsulfanyl-1H-indoi-2-yimethy
ppentan-2- al; 242-hydroxy-4-(2-methox
y-5-methyisulfanylpheny1)-4-methy1-2- trifluoromethyl penty11-1H-i
ndole-3-carbon i tri le; 242-Hydroxy-4-(5-methariesu1tiony1-2- me
thoxypheny0-4-methy1-2-trifl uorometh y I pentyle-3-carbonitri le; 24445- fl
u oro-2,3-dihydrobenzofuran-7-y 0-2-hydrox y-4-methy1-2-triflumor)ethy
Ipenty11-1Hindo le-5-s ulfonic acid dimethy am ide;
1,1,1-trifluoro-4-(5-fluoro-2,3- dihydrobenzofuran-7-y-
1)-4-methyl-2-(5-phenyl-1H-indo1-2-ylmethyppentan-2-ol; 244-
(5-tert-buty1-2-hyd roxyphenyl )-2-hydrox y-4-methy1-2-tritil umomethy
'pen tyll -1HM ndo le3-carbonitri le; 2-[2-hydroxy-4-(2-hydrox
y-5-isopropylpheny1)-4-methy-1-2-
trifitioromethylpentylb1H-indole-3-earbonitrile; 242-hydroxy-4-(2-hydrox
y-3,5- d i methyl pheny I )-4-methy1-2-td
fitioromethylpentylkIH-indole-3-carboni trile; 2-12- hydroxy-4-(5-hydrox
y-2,4-dimethylphenyI)-4-methy1-2-tri uoromc thylpentylii- I
PIindole-3-carbonitrile; 244-(5-tert-buty1-2-methoxypheny1)-2-hydroxy
-4-me thy1-2- trilluoromethy ipenty1J-1H-i ndole-3-carbonitri le;
2-14-(5-tert-buty1-2-methoxyphenyE)
hydroxy-4-methy1-2-trifluoromethylpentyl]- I
-inethy1-111-indole-3-carbonitrile; 242- hy droxy-4-(5-i
sopropy1-2-methoxypheriy1)-4-methyl-2-tri fluoromethylpe rity1]-1Hindol
e-3-carbonitri le; 2-12-hydro x
y-4-(5-isopropy1-2-methoxypheny1)-4-methyl-2- trifluorome
thylpentylkl-methy 1-1H-indole-3-carboni tri le;
2[2-hydroxy-4-(2-hydroxy-5-
methanesulfonylphenylii-4-methy1-2-trillitoromethylpentyl I- 1H-in do I
e-3-carbonitrile; 2- {2-hydroxoxy-5-rne
thylpheny1)-4-methyl-2-trifluoromethy loenty 111-4-rnethyl-
1H-indole-6-carbortitri le; 1,1,1-triti uorm4-methyl-2-qu inclin-4-ylmeth y
I-4-otolylpentan-2-01; 1, I
,1-trilluoro-4-methy1-2-quinolin-4-ylmethy1-4-m-toly Mentan-2-oli  I
,1,1-trifiluoro-442-11tiorophenyl)-241H-indol-2-ylmethyl)-4-methylpentan-2
-ol; 1, I, Itrifl uoro-4-(211 uoropheny1)-4- methy1-2-qu inol n-4-ylmeth yl
pentan-2-01;
1,1,1-trifluoro443-ftuoropheny1)-2-(1H-indoi-2-ylmethyl)-4-inethylpentan-2
-ol; I , I ,1-trilmoro-4-(3-
fluorophenyl)-4-methyl-2-quinolin-4-yiniethylpentan-2-ol;mire-44,4- fl
tioropheny11-24 I H-indol-2-yirnethyl)-4-methylpentan-2-ol; I
,1,1-tricluoro-4-44-
fluorepherly1)4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
3-(4,4,4-trifluoro-3-hydroxy-   1,1 -dimethy1-3-quinol
in-4-ylmethylbutylhthenol; 1,1, 1 -trif1uoro-4-methyl-2-quinolin-4- ylme
thy1-4-(2- trilluoromethylphenyppentan-2-ol; 1, I, I -trifluoro-24 1 H-in
ylmethyl)-4-methyl -444-tri fluoromethylphenyljpe ntan-2-01; 1,1, 1 -tri fl
uoro-4-methy1-2- quinol
in-4-ylmethy1-4-(4-trifluoromethylphenyl)pentan-2-ol; 4-(3-chloropheny0-
1, 1, 1- trifluoro-2-(1H-indo1-2-ylmethyp-4-mothyl pentan-2-ol
4-(3-ch1oropheny1)- 1 , 1 , 1,- tri el LI
oro-4-methy1-2-quinolin-4-ylmethylpentan-2-ol; 4-(4-dimethyl am
inopheny1)- 1 , 1 ,1 - trifi uoro-2-(11-1-indo1-2-ylmethyl)-4-me thy
Mentan-2-ol ; 4-bipheny1-3-yl- I. 1,1-lrit1 uoro4-methy1-2-quinol in-4-yi
MC thyIpentan-2-oh 4-(3-bromo phenyl)- 1 , 1-trifluoro-24 1Hindo1-2-4 m
ethyl)-4-methyl pe n tan-2-ol; 4-(2-d ifluoromethoxy-5-fluorophe ny1)- Li 1-
tri fluoro-2-(111-indo1-2-y1 methy 0-4-methylpentan-2-ol; 4-bi ph
eny1-3-y1-1, 1, 1 -trifluoro2-(1 1-1-indo1-2-ylmethyl)-4-methylpentan-2-ol;
4-(4-dimethylaminopheny0-1 , 1 ,1 -
trifluoro-4-methy1-2-quinoiin-4-ylmethylpentan-2-ol;
214-(5-11uoro-2-methylpheny0-2-
hythoxy-4-methy1-2-trifluoromethylpenty,1,6-d ihyciropyrrolo[2,3-c ] pyri di
n-5-one; 2- 14-(5-Fluoro-2-m ethylpheny1)-2-hydroxy-4-me thy
I-2-trifluorcymethy Ipenty1]-6-methyt- 1
.6-dihydropyrrolo(2,3-elpyriclin-5-one; 2- 14-(5-fluoro-2-methyl-
pheny1)-2-hydroxy-4- methy1-2-trifluorometh ylpentyl 1-4-methyl- 1.4-ciih
ydropyrrolo[3,2-b]pyridin-5-one;
ifluoro-4-(5-fluoro-2-methylpheny1)-2-(6-methoxy-1H-pyrrolo11,2-clpyridin
-2- ylmethyl)-4-methylpentan-2-01;
2[445-fluoro-2-methylpheny1)-2-hydroxy-4-mettly1-2-
trifluoromethylpenty111-5-methyl-1,5-dihydropyrrolo[3,2-c lpyridin-6-one;
21445-0 uoro2-methyl-
phenyl)-2-hydroxy-4-methyl-2-trifluoromethylpenty1]-1,3a-clihydropyrrolo[3
,- 2-cIpyridin-6-one; 2-1445-0 uoro-2-methyl
pheny1)-2-hydroxy-4-methy]-2- tri fluoromethylpenty41-1
,7-dihydropyrro1o[3,2-clpyridine-4,6-dio ne; 6-44-(5-fluoro-2- methy
lpherly1)-2-hydroxy-4-methyl-2-trfluorometh yl pentyll -3-methyl- 1 7-
dihydropyrrolo[2,3-d]pyrimidine-2,4-dione; 244-(5-chloro-2,3-di
hydrobenzofuram7-y1)- 2-hydroxy-4-methy1-2-trifluoro-
tnethyMenty11-1,6-dillydropyrrolo12,3-0Thyridin-5-one;
2-14-(5-chlero-2,3-dihydrobenzoluran-7-y1)-2-hydroxy-4-methy1-2-
trifluoromethylpenty11-6-methyl-1,6-dihydropyrrolo12,3-clpyridin-5-one;
244-(5-chloro2,3-dihydrobenzefuran-7-y1)-2-hydroxy-4ethyl-24 rifluorome
thylpenly 1 ,4- dihydropyrrolo13,2-b1n -5-one;
2-[4-(5-ehloro-2,3-dihydrobenzofiran-7-yl)-2- 



hydroxy-4-methyl-2-trifluoromethy 1 penty11-4-methy1-1
,4-dihydropyrrolof 5-one; 2-14-(5-ehloro-2,3
-(Iihydrobenzofuran-7-y1)-2-hydroxy-4-methy1-2-trifluoro m e thy Ipentyll-
1 ,5-4 hydropy rro lo[3.2-ene; 2- [4-(5-ch loro-2,3-  di hydrobe n
zoftiran-7-yI)-2-hydroxy-4-rnethy I-2-tri fluoromethylpen ty111-5-me thyl- I
,5- dihydropyrrolo[3,2-ejpyridin-6-one
4-(5-chloro-2,3-dihydrobenzoluran-7-yrk 1, 1,1 -
trifluoro-2-(6-methoxy-5,6-dihydro- 1H-pyrrolor3,2-elpyridin-2-ylmethyl)-4-
methylpentan-2-of;
2[4oro-2,3-dihydrobenzofuran-7-y11-2-hydroxy-4-methy1-2-
trifluoromethylpentylk I ,7-dihydropyrrolo13,2-c]pyriciine-4,6-dione;
644-(5-chi oro-2,3- clihydrobenzof uran-7-yI)-2-hydrox y-4-me thy1-2-trifl
uoromethy Ipe n ry l]-3-methyl- ,7-
dihydropyrrolo[2,3-d]pyrimidine-2,4-dione;
244-(3-dimethylaminornethylpheny1)-2-
hydroxy-4-methyl-2-trifluoromethylpenty11-1H-indole-5-carbonitrile; 1,1 , 1
-tri fluoro-2- 1H-indo1-2-ylmethyl)-4-methyl-4-(3-morphol
in-4-ylmethylphenyOpentan-2-o1; 1,1,1 -
trifluore-4-methyl-4-(3-morpholin-4-ylmethylpheny1)-2-0 H-pyrrolo[2-
,3-d]pyridazin2-ylmethyl)pentan-2-ol; I , 1 -trifluoro-4-(5-fluoro-2-methy I
pheny1)-4-methy1-2-(5- morphol!methyl- 1H-indo1-2-y1rnethyDpen; 1,1 ,
1 -trilluoro-4-(5-fluoro-2- methylplienyl)-4-methyl-2-(5-moiph ol i
n-4-ylmethyl- 1H-pyrrol o [2,3-cipyri din-2- ylmethyppentan-2-ol; {
244-(5-fluoro-2-methylpherly1)-2-hydroxy-4-methyl -2- trifuoromethylpenty
El - 1H-indol-5-y1 I phenylmelhanone; {2-14-(5-fluorn-2-
methyIplieny1)-2-hydroxy-4-methyl-2-trifluoromethylpenty- 11- 1 H-pyrro
to [2,3-c]pyricl 5-yllphe nylmethanone; 2-14-(5-fluoro-2-methyl
pheny1)-2-hydroxy-4-meth y1-2- trifl uorome thylpenty Ill- I
H-indo1-5-yllfuran-2-ylmethanone; (2-14-(5-fluoro-2-
methylpheny1)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-pyrrolo12,3
-c]pyriciin5-yllfuran-2-ylmethanone; 1,1 , I -trifluoro-24 1
II-indol-2-ylmethyl)-4-methyl-4-pyridin2-ylpentan-2-ol;
1,1,1-trifluoro-4-tnethy1-4-pyridin--4-y1-2-quinolin-4-ylmethylpentan-2- ol;
2-(2,6-dimethy I pyridi n-4-ylmethylj- 1,1 , 1
-trifluoro-4-(5-fluoro-2-methoxypheny1)-4- me thy Mentan-2-ol ;
2-[3-(2,6-dimethylpyridin-4-y1methyl)-4,4,4-trifluoro-3-hydroxy- I , I -
dimethylbutyl14-fluorophenol; Ii. -trifluoro-4,4-dimethyl-5-pheny1-2-quinoli
n-4-  yl methyl pentan-2-ol; I ,1, -trill uoro-4-(5-fl uoro-2-rne thoxy
pheny1)-4- methy1-2-pyrid n4-ylme thylpe ntan-2-ol ;u ore-3-(2-tluoropy ri
n-4-ylmethyl)-3- hydroxy- I, 1 -di methylbu tylllphenol;
2-1,3-(2-bromopyriclin-4-y I mealy 444 rifluoro-3hydroxy-I, 1 -dimeth y
Ibuty 1]-4-11 uoropnenol ; 2-(6,8-di me thy (qui nolin-4-y lmethy I , I
,ltrifluoro-4-(5-f1uoro-2-metnoxy- pheny1)-4-methyipentan-2-ol;
4-14-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentylipyridine-2-car
boni le; 2,6-rlichloro-41-14-(5-fluoro-2-methoxypheny11-2-hydroxy
-4-methy1-2- trill uoromethylpentyl J nicotinoni tri le ; 4-14-(5
noro-2-methoxyphery0-2-hydroxy-4-
methy1-2-trifluoromethylpentylNuinolin-2-ol; 2,6-dichloro-4.44-(5-fluoro-2-
hydroxypheny1)-2-hydroxy4-methy1-2-trifiumornethylpentyllnicotinonitrile;
2-(2- chforo-8-methylquinolin-4-ylmethyl)-1, 1,!
-trifluoro-4-(5-fluoro-2-methoxypheny0-4- methylpentan-2-oh
2-(2,6-dichloroquinolin-4-ylmethyl)-1, I ,1-trifluoto-445-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;
243-(2-chloro-8-methy1quinolin-4-ylmethyl 1- 4,4,4-trifluoro-3-hydrox y-1 ,
1-dimethylbutyll-4-fluorophenol;
2-13-(2,6-dichloroquinolin4-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1, I
-dimethylbuty11-4-fluorophenol;
dihydrobenzofu1an-7-yD-242,6-dimethylpyridin-4-ylmethyp-1,1,
-trifluoro-4- methylpentan-2-ot; 2-(2,6-dimethylpyridin-4-y1methy14-1,1, I
-triflitoro-4-(3- fluoropheny1)44-methylpentan-2-ol;
2-(2,6-dimethylpyridia-4-ylmethyl)-1, 1,
1-trifluoro4-(4-fluoropheny1)-4-methylpentan-2-ol; 1,
1,1-trifluoro-4-(5-fluoro-2-methylpheny0-4-
tnethy1-2-quinolin-4-ylmethy1pentan-2-01;
2(2,6-dimerhylpyridin-4-ylmethyl)-1,
trifluoro-445-fluoro-2-methylpheny1)-4-methylpentan-2-oi;
2-(2,6-dirnethylpyridin-4- yirnethyt)-1, I,! -tri
uoro-4-methyl-4-m-tolylpentan-2-ol; 1,1,1-trifluorm4-(5-fIuoro-2-
methoxyphenyl)-4-methyl-2-(2-methylquinolin-4-ylmethyl)pentan-2-ok
4-fluoro-2- (14,4,4-trifluoro-3-hyclroxy-1, I , I
-dimerhy1-3-quirmlin-4-y1methylbutyljphen0l;
4-fluoro2414,4,4-trifluoro-3-hydrox y-1,
1-dilTICthy1-3-(2-methylquinolin-4-ylmethyl)butyll phenol;
2-(2,6-dimethylpyridin-4-ylmethy0-1 , 1,1 -trifluoro-4-(4-f1uoro-2-methox
ypheny1)-4- methylpentan-2-o1;
1,1,1-trifluoro-4-(5-fluoro-2-methoxypheny0-4-methy1-2-(7-
methylquinolin-4-yEmethyppentan-2-0l;
2-13-(2,6-dimethylpyridin-4-ylmethy1)-4,4"4 - trifluoro-3-hydroxy4,1 -di
methylbuty11-5-fluorophenol; and 2- (5,7-dimethylqui n ol in-4- y linethyl)-
1,1 ,1 -trifluoro-4-(5-fl uoro-2-methoxypheny1)-4-methylpen tan-2-01. In
still another embodiment, said at least a D1GRA has Formula I, wherein
(a)A is an aryl or heteroaryl group, each optionally independently
substituted  with one to three substituent groups, which are independently
selected from the group consisting of CI-05 alkyl, C2-05 alkenyl, C2-05
alkynyl, CI-C3 alkanoyl, C3-C8 cycloalkyl, heterocycly1, aryl, heteroaryl,
CI-Cs alkoxy, C2-05 alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl, C)-Cs
alkoxycarbonyl, amyl, aminocarbonyl, al kylaminoc arbonyl,
dialkylaminocarbonyl, am inocarbonyloxy, CI -05 alkylaminocarbonyloxy,
C4C4, dialkylaminocarbonyloxy, CjCs alkanoylamino, CCs
alkoxycarbonylamino, CI-05 alkylsulfonylarnino, aminosulfonyl, CI -05
alkylaminosulfonyl, CI-05 dialkylanmosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by C1-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with C1-05 alkyl, C1-05 alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone;         (b) R1 and R2 are each
independently hydrogen or CI-05 alkyl;         (c) R3 is hydrogen. C1-C8
alkyl, C2-C.8 alkenyl, C2-C8 alkynyl, carbocycle, heterocyclyl, aryl,
heteroaryl, carbocycle-Ci-C8 alkyl, carboxy, alkoxycarbonyl, aryl-C,- Cg
alkyl, aryl-C1-C8 haloalkyl, heterocyclyl-CI-Cs alkyl, heteroaryl-C1-Cs
alkyl, carbocycle-C2-C8 alkenyl, aryl-Cs-Cs alkenyl, heteroeyclyl-Cs-C8
alkenyl, or heteroarylC2-C8 aikenyl, each optionally independently
substituted with one to three substituent groups, wherein each substituent
group of R3 is independently C1-05 alkyl. C2-05 alkenyl, C2-05 alkynyl,
Cs-Cs cycloalkyl, phenyl, C.IsCs alkoxy, phenoxy, Clses alkanoyl, aroyl,
C1-05 alkoxycarbonyl, Cz-05 alkanoyloxy, aminocarbonyloxy, C1-05
alkylaminocarbonyloxy,dialkylaminocarbonyloxy, aminocarbonyl, C1-05
alkylaminocarbonyl, CI-05 dialkylaminocarbonyl, C1-05 alkanoylamino,
C1-05 alkoxycarbonylamino, C1-05 alkylsulfonylamino, C1-05
alkylaminosulfonyl, dialkylaminosulfonyl, halogen, hydroxy, carboxy,
cyano, oxo, trifluoromethyl, nitro, amino wherein the nitrogen atom is
optionally independently mono- or di-substituted by C1-05 alkyl, ureido
wherein either nitrogen atom is optionally independently substituted with
C1-05 alkyl, CE-Cs alkylthio wherein the sulfur atom is optionally oxidized
to a sulfoxide or sulfone, wherein R3 cannot be trifluoromethyl;         (d) B
is C1-05 alkylene, C2-El5 al kenylene, or Cs-Cs alkynylene, each
optionally independently substituted with one to three substituent groups,
wherein each substituent group of B is independently C/-C, alkyl, hydroxy,
halogen, amino, or oxo; 12) is absent: 



E is the hydroxy group and  (g)Q comprises a heteroaryl group optionally
independently substituted with one to three substituent groups, which are
independently selected from the group consisting of C1-05 alkyl, C2-05
alkenyl, C2-05alkynyl, CI-05 alkanoyl, C3-C8 cycloalkyl, heterocyclyl, aryl,
heteroaryl, CT-Cs alkoxy, C2-05 alkenyloxy, C2-05 alkyny, foxy, aryloxy,
acyl, CT-CSalkoxycarbonyl, aroyl, aminocarbonyl, alkylaminocarbonyl,
dialkylaminocarbonyl, atninocarbonyloxy, CI-Cs alkylaminocarbonyloxy,
CI-05 dialkylaminocarbonyloxy, CT-Cs alkanoylamino, CI-05
alkoxycarbonylamino, CI-05 alkylsulfonylamino, aminosulfonyl, CI-05
alkylaminosulfonyl, CI-05 dialkylaninosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by CpC5 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with C1-05 alkyl, C1-05alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone, wherein each substituent
group of Q is optionally independently substituted with one to three
substituent groups selected from the group consisting of CT-C3 alkyl,
C1-C3alkoxy, acyl, CI-C3silanyloxy, C1-05 alkoxycarbonyl, carboxy,
halogen, hydroxy, oxo, cyano, heteroitryl, heterocyclyl, amino wherein the
nitrogen atom is optionally independently mono- or di-substituted by
C1-05 alkyl or aryl, ureido wherein either nitrogen atom is optionally
independently substituted with Ci-05 alkyl, or trifluoromethyl.
Non-limiting examples of these compounds include
2-cyclopropy1-4-(5-fluoro-2-
methoxypheny1)-4-methyl-l-(1H-pyrrolo[3,2-c]pyriclin-2-yl)pentan-2-ol;
4-(5-fluoro-2- me thoxypheny 1)-2-hydroxy-4-methy1-2-(1H-pynblo[2,3-c]
pyridin-2-ylmethyppentanoic acid;
4-(5-fluoro-2-methoxyphenyI)-2-hydroxy-4-methyl-24 lH-pyrrolo[2,3-c I
pyriclin-2- ylmethylThentanoic acid methyl ester,
2-cyclopropyl-4-(5-fluoro-2-inethylpheny1)-4- methyl- I
-(1H-pyrrolo[2,3-clpyridin-2-yppentan-2-ol; 4-(5-chlorc-23-
dihydrobenzofuran-7-yl)-2-cyclopropy1-4-rnethyl- I -( I
H-pyrrolof2,3-clpyridin-2- yl)pentan-2-ol;
2-cyclopropy1-4-(5-fluoro-2-methylpheny1)-4-methyl- I -(1H-pyritio[3,2-
cjpyridin-2-yl)pentan-2-01;
4-(5-chloro-2,3-dihycirobenzofuran-7-y1)-2-cyclopropy14- methyl- I I
H-pynolo13,2-clpyridin-2-yl)pentan-2-ol; 4-(5-tluoro-2-rnethox
yphenyli2,4-di methyl- l -( I II-pyrroio12,3clpyridin-2-yi )pentan-2-o!;
5-(5-fluoro-2-
methoxyphenyli-2,5-dirnethyl-3-(1H-pyrroloi2,3-clpyriciin-2-ylmethylThexa
n-3-o 515fluoro-2-rnethoxyphenyl)-2,2,5-trimethyl-3-(
in-pyrrolo[2,3-clpyridin-2-   ylmethy11hexan-3-01;
2-cyclollexyl-4-(5-fluoro-2-methoxypheny1)-4-methyl- I -(1
HpyrroIo[2,3-elpyritlin-2-yepentan-2-01;
2-cyclopenty1-4-(5-fitioro-2-methoxypheny0-4- methyl- -(
11-1-pyrrolo{2,3-cipyridin-2-yOpentan-2-ol;
5-(5-fluoro-2-rnethoxypheny1)-5-
methyl-3-(1H-pyrrolo12,3-c]pyridin-2-ylmethyphexan-3-ol; 2-(5-fluoro-2-
methoxypheny1)-2,6-climethyl-4-(1
H-pyrrolo[2,3-c]pyridin-2-ylmethyl)heptan-4-ol; 215-
fluoro-2-metlioxypheny1)-2,5,5-trimethyl-4-(1H-pyrrolo[2,3-c1pyridin-2-
ylmethyplieptan-4-o1;
1,1-ditluoro-4-(5-fluoro-2-Inethoxypheny1)-4-methyl-2-( I H-
pyrrolo[2,3-cjpyridin-2-y]methyl)pentan-2-ol; methoxyplien
y1)-4-rnethyl-2-( I H-pyrro lo[2,3-cjpyridin-2-ylmetli y Dpentan-2-ol ; 5-(5-
fluoro-2-tnethylpheny1)-2,5-climethyl-3-(1H-pyrrolo[2,3-elpyridin-2-y1ineth
yOliexan-3- ol; 5-(5-fuoro-2-methylpheny1- )-2,25-trimethy1-34 I
H-pyrrole[2,3-c]pyridin-2-  yl Me thylThexan-3-o1;
5-(5-chloro-2,3-dihydrobenzofuran-7-y0-2,5-(limethyl-34 I
pyrrolo[2,3-cIpyriclin-2-yIrnethylIthexan-3-ol ; 2-cyclobuty1-4-(5-fluoro-2-
methoxypheny1)-4-methy(-1-( I H-pyrrol or2,3 -c
Ipyriclin-2-yDpentan-2-01; 2-(5-fluoro-2-
me(ihoxypheny1)-2,6,6-trimethyl-44 I
H-pyrrolo[2,3-cIpyridin-2-ylmethyphepta0-(1--0l; 5- (5-fluoro-2-metho x
ypheny1)-5-methy1-13-( I ff-pyrrolo[2,3-c1pyri d in-2-ylme thyl)he
x-1-en3-01;
5-(5-tluoro-2-methoxypheny1)-5-methy1-3-(1H-pyrrolo[2,3-cIpyridin-2-
yErnethyl)hex-1-yn-3-ol;
1-fluore-4-(5-fIuoro-2-rnethoxyphenyl)4-tnethyl-2-(1HpyrroloI2,3-ejpyridin-
2-ylme(hy1)pen1an-2-ol; 2,2-diffuoro-5-(5-fluoro-2-
methoxypheny0-5-methy1-34 I H-pyrrolo[2,3-cIpyri din-2-y Imethyl)he x
an-3-31; 2-fluoro5-(5-fluoro-2-methoxypheny1)-2,5-dimethyl-34 I
H-pyrrolo[2,3-c)pyridin-2- ylmethy])hexan-3-ol;
2-fluoro-5-(5-tiuoro-2-rnethoxyphenyI)-5-rnethyl-3-(1HpyrroloI2,3-eIpyridin
-2-yimetliy1)hexan-3-0l; 5-(5-fluoro-2-metho xypheny1)-2,5- di
inethy1-3-(1H-pyrrolo12,3-c]pyridin-2-ylmethytThex-1-en-3-ol; 1,
1,1-trifluoro-5-(5- fluoro-2-methoxypheny1)-5-methyl-34 I
ll-pyrro1o12,3-cIpyridin-2-ylmethylThexan-3-o1;
4-(5-fluoro-2-methoxyptieny1)-4-methyI-2-phenyl- 1 -( I
H-pyn-o13[2,3-c/pyridin-2- yljpentan-2-ol;
5-(5-chloro-2,3-dihydrobenzofuran-7-ylj-2,2,5-trimethyl-3-(II-Ipyrrolo[2,3-cj
pyridi n-2-ylmethyl)hexan-3-01; 5-(5-fluoro-2-methylpheny1)-2,2,5-
trimethyl-3-thieno12,3-Opyridin-2-ylmethylhexan-3-ol; 1,1
-difluoro-4-(5-iluor0-2-
methoxypheny1)-4-rnethyl-2-(1H-pyrrol(413,2-cjpyridin-2-ylmethyl)pentan-
2-01; 5-(5- fluoro-2-rnetboxypheny1)-2,5-dimethyl-3-( I
H-pyrrolo[3,2-cipyridin-2-y1inethylThexan3-o1; .5-(541
noro-2-methoxypheny1)-2,2,5-trimethy 1-34  ylmethyphexan-3-ol; 2-(
1-fluorocyclopropy1)-4-(5-fluoro-2-methoxypheny1)-4-rnethyl 1
-(1H-pyrrolo[2,3-c]pyridin-2-yOpentan-2-al; 24 1 -fluorocyclopropy1)-4-(4-
f1uoropheny1)-4-methyl- I -quinol in-4-ylpernan-2-ol ;
2-14,4-dif1uoro-3-hydroxy- 1, 1- di methyl-1H 1H-pyrrolo[3,2-c
lpyridin-2-ylmethyl)buty11-4-f1uorophenol;
5-(5-chlow2,3-dihydrobenzofuran-7-y1)-2,5-dimethy1-3-(11T-pyrrolo
[3,2-c]pyridin-2-  ylmethy pliex an-3-01;
5-(5-fluoro-2-methylpheny1)-2,5-ciimethy1-3-(1 H-pyrrol 0[3,2-
c]pyridin-2-y1 methylThexan-3-ol; 541541
tioro-2-methylpheny1)-2,2,5-trimethyl-34 1 EL pyrrol c43,2-cdpyrid
in-2-ylinethylThe xan-3-ol ; 4-(5-chloro-2,3-ditlydrobenzofuran-7-y1)- 1 , 1
-d itlitoro-4-methy1-2-(1H-pyrrolo[3,2.-c ipyridin-2-ylinethy Ope ntan-2-ol;
4-(5-chloro-2,3-dillydrobenzofuran-7-y1)-1,1-difluoro-4-methyl-2-pyrr0l043,
2-1)]pyridin-l-ylmethylpentan-2-ol;
5-(5-chloro-2,3-dihydrobenzofuran-7-y1)-2,2,5-trimethy1-3--(111-
pyrrolo13,2<pyridin-2-ylmethyphexan-3-ol; 5-(5-fluoro-2-rne thy lphe
ny1)-2,2,5- trimethyt-3-(3-methyl-
Ili-pyrrolo{2,3-c}pyridin-2-yllnethyl)hexan-3-o1; 5-(5-chlore-2,3-
dillydrobenzofuran-7-y1)-2,5-dimethy1-3-(3-methyl-114-pyrrolia[2,3-elpyrid
ia-2- ylrnethylThexan-3-ol;
5-(5-chloro-2,3-dihydnabenzofuran-7-y1)-2,5-dimethyl-3-(5-
phenykII4-pyrrolo12,3-c1pyridin-2-ylmethyl)hexan-3-ol;
5-(5-fluoro-2-methylpheny1)- 2,2,5-trimethy1-3-(5-phenyl
H-pyrrolc412,3-cipyri d in-2-ylmethy One xan-3-01; 545-
fluoro-2-inethylpheny1)-2,5-climethyl-3-(5-phenyl-1H-pyrrolo[2,3-c1pyri
ylme thy phexan-3-ol;
5-(5-fluoro-2-tnethylpheny0-5-methy1-3-(5-phenyl-11rpyrroln[2,3-c1pyridin
-2-ylmethy1)hexan-3-0l; 4(S-fluoro-2-methylpheny1)-2,4-d
'methyl1-(5-pheny1-1 H-pyrrol o[2,3-cipyrid in-2-y Open tan-2-01;
4-(5-chIoro-2,3-
dihydrobenzofuran-7-y1)-1,1-difluoro-4-methyd-2-(6-inethyl-1H-pyrrolo13,
2-c]pyridin-2- ylmethyppentan-2-ol;
5-(S-fluoro-2-methylpheny1)-2,5-dimethy1-3-(5-pyridia-3-y1-1Hpyrrolo[2,3
-e]pyr1d1n-2-ylmethy]jhexan-3-ol;
5-(5-ch1oro-2,3-dihydrobenzofuran-7-y11,-
5-methyl-3-(5-pherly1-111-pyrrolo112,3-clpyridin-2-ylrnethy1jhexan-3-ol;
4-(5-chloro-2,3-
dihydrobenzofuran-711)-2,4-dimethyl-145-phanyl-11-11-pyrrolof
2,3-(4pyridin-2- yppentan-2-ol; 1 , 1 -difluoro-4-(5-m eth anesullony1-2,3-d
in ydroben zofuran-7-y1)-4- methyl-24 1 H-pyrrolo[2,3-c I
pyridin-2-ylmethyppentan-2-ol; 5-(5-chlero-2,3-
dibydrobenzofuran-7-y1)-2,5-diniethyl-3-(5-pyriclin-3-yl-1I1-pyrrolo12,3-cd
pyridin-2- ylniethyphexan-3-o1; 2-(5-hrorno-1H-indo1-2-ylmethyl)- 1,
1-diflucdo-445-
rnethanesulfony1-2,3-dihydrobenzoluran-7-y1)-4-methylpentan-2-01; and
2-12-  difluorcnnethyl-2-hydroxy-4-(5-methane5ulfonyl
-2,3-dihydrobenzoluran-7-y1)-4-
methylpentyll-4-methyl-Ili-indole-6-carbonitrile. In still another
embodiment, said at least a DIGRA has Formula I, wherein             A is an
aryl or heteroaryl group, each optionally independently substituted with
one to three substituent groups, which are independently selected from
the group consisting of CI-Cs alkyl, C2-05 alkenyl, C2-05 alkynyl, C1-C3
alkanoyl, Cs-Cs cycloalkyl, heterocyclyl, aryl, heteroaryl, C]-Cs alkoxy,
C2-05 alkenyloxy, CaCs alkynyloxy, aryloxy, acyl, CI-Cs alkoxycarbonyl,
aroyl, am inocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl,
aminocarbonyloxy, CI-Cs alkylaminocarbonyloxy, CI-Cs
dialkylaminocarbonyloxy, C!-05 alkanoylamino, CE-05
alkoxycarbonylamino, CI-05 alkylsulfonylarnino, aminosulfonyl, CI-Cs
alkylaminosulfonyl, CI-Cs dialkylaninosulforryl, halogen, hydroxy, carhoxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by CJ-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with C1-05 alkyl, C1-05 alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone;        (b) R1 and R2 are each
independently C1-05 alkyl, wherein one or both are independently
substituted with hydroxy, C1-05 alkoxy, C1-05 alkyithio wherein the sulfur
atom is optionally oxidized to a sulfoxide or sullone, amino wherein the
nitrogen atom is optionally independently mono- or di-substituted by Ci-05
alkyl or aryl;         (c) R3 is hydrogen, CI-C8 alkyl, Cs-Cs aikenyl, Ca-C8
alkynyl, carbocycle, heterocyclyl, aryl, heteroaryl, carbocycle-Cs -C8 alkyl,
carboxy, alkoxycarbonyl, aryl-Cg C.8 alkyl, aryl-C]-05 haloalkyl,
heterocyclyl-CI-C alkyl, heteroaryl-CI-C8 alkyl, carboeycle-C2-C8 alkenyi,
aryl-C"-C8 alkenyl, heterocyclyl-C2-C8 alkenyl, or heteroarylC2-C8
alkenyl, each optionally independently substituted with one to three
substituent groups, wherein each substituent group of R7 is independently
CI-05 alkyl, C2-05 alkenyl, Cs-Cs alkynyi, C3C8 cycloalkyi, phenyl, C:-Cs
alkoxy, phenoxy, CI -05 alkanoyl, amyl, -Cs alkoxycarbonyl, CoC5
alkanoyloxy, aminocarbonyloxy, C-Cs alkylaminocarbonyloxy, CI-Cs
dialkylaminocarbonyloxy, aminocarbonyl, C1-05  



alkylarninocarbonyl, C1-05 dialkylaminocarbonyl, Ca-05 alkanoylatnino,
Cr-Cs alkoxycarbonylamino, C1-05 alkylsulfonylamino, Cr-05
aikylatninosulfonyl, CI-C3 dialkylaminosulfonyl, halogen, hydroxy,
carboxy, cyan, oxo, trifitioromethyl, nitro, amino wherein the nitrogen atom
is optionally independently mono- or di-substituted by CI-05 alkyl, ureido
wherein either nitrogen atom is optionally independently substituted with
C1-05 alkyl, C1-05 alkylthio wherein the sulfur atom is optionally oxidized
to a sulfoxide or sulfone;        (d) B is C1-05 alkylene, C)-Cs, alkenylene,
or C2-05 alkynylene, each optionally independently substituted with one to
three substituent groups, wherein each substituent group of B is
independently C1-C3 alkyl, hydroxy, halogen, amino, or oxo;        (e) D is
absent;        (f) E is the hydroxy group; and          (g) Q comprises a
heteroaryl group optionally independently substituted with one to three
substituent groups, which are independently selected from the group
consisting of C1-05 alkyl, C2-05 alkenyl, C2-05 alkyflyl, C1-C3 alkanoyl,
C3-C8 cycloalkyl, heterocyclyt aryl, heteroaryl, C1-05 alkoxy, C2-05
alkenyloxy, e2-C.5 alkynyloxy, aryloxy, acyt CI-Cs alkoxyearbonyl, amyl,
aminocarbonyl, alkytaminocarbonyl, dialkylaminocarbonyl,
aminocarbonyloxy. C1-05 aikylaminocarbonytoxy, C1-05
dialkylaminocarbonyloxy, CI-05 alkanoylan no, C1-05
alkoxycarbonylamino, C1-Cs alkylsulfonylamino, aminosulfonyl, CI-05
alkylaminosulfonyl, CI-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy,
eyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by C1-C4 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with C1-05 alkyl, CI-05 alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone, wherein each substituent
group of Q is optionally independently substituted with one to three
substituent groups selected from the group consisting of Ca-C, alkyl,
C1423 alkoxy, acyl, C1-C3 silanyloxy, Ch-Cs alkoxyearbonyt carboxy,
halogen, hydroxy, oxo, cyano, heteroaryl, heterocyclyt amino wherein the
nitrogen atom is optionally independently  mono- or di-substituted by
C1-Cc alkyl or aryl, amid wherein either nitrogen atom is optionally
independently substituted with C1-c5 alkyl, or trifluoromethyl. In still
another embodiment, said at least a DIGRA has Formula I, wherein      (a)
A is an aryl, heteroaryl, heterecyclyl, or Cc-C8 cycloalkyl group, each
optionally independently substituted with one to three substituent groups,
which are independently selected from the group consisting of C1-05
alkyl, C2-C.5 alkenyl, C2-05 alkynyl, C1-C3 alkanoyl, C3-C8 cycloalkyl,
heterocyclyi, aryl, heteroaryl, C1-05 alkoxy, C2-05 alkenyloxy, C2-05
alkynyloxy, aryloxy, aeyl, C1-05 alkoxycarbonyl, amyl, aminocarbonyl,
alkylaminocarbonyl, dialkylaminocarbonyl, aminocarhonyloxy, C;. C5
alkylaminocarbonyloxy, C1-05 dialkylaminocarbonyloxy, C1-05
alkanoylarnino, CI-05 alkoxycarbonylamino, CI-05 alkylsalfonylamino,
aminosulfonyl, C1-05 alkytaminosullonyl, clocc dialkylaninosullonyl,
halogen, hydroxy, carboxy, cyano, trifluoromethyl, tritluommethoxy, nitro,
amino wherein the nitrogen atom is optionally independently mono- or
di-substituted by C1-05 alkyl or aryl, ureido wherein either nitrogen atom is
optionally independently substituted with C1-05 alkyl, C1-05 alkylth o
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone;
(b) RI and R2 are each independently hydrogen, C;-05 alkyl, C5-C15
arylalkyl, or R' and R2 together with the carbon atom they are commonly
attached to form a C.3-05 spire cycloalkyl ring;       (c) B is the carbonyl
group or methylene group, which is optionally independently substituted
with one or two substituent groups selected from the group consisting of
C.1-C3 alkyl, hydroxy, and halogen;      (d) R31 is the trifluoromethyl
group;      (e) D is absent; (0E is the hydroxy group or amino group
wherein the nitrogen atom is optionally independently mono- or
di-substituted by C1-05 alkyl; and  (g)Q comprises a 5- to 7-membered
heterocyclyl ring fused toa 5- to 7- membered heteroaryl or hoterocycly1
ring, each optionally independently substituted with one to three
substituent groups, wherein each substituent group of Q is independently
Ci-Cs alkyl, Cs-Cs alkenyl, C2-05 alkynyl, Cs-C8 cycloalkyl, heterocyclyi,
aryl, heteroaryl, C-Cs alkoxy, C2-Cc alkenyloxy, C2-05 alkynyloxy,
aryloxy, acyl. Cl-Cs alkoxycarbonyl, CrCs, alkanoyloxy, aminocarbonyl,
alkylaminocarbonyl, dialkylamitiocarbonyl, aminocarbonyloxy, C1-05
alkylaminocarbonyloxy, C1-05 dialkylaminocarbonyloxy, C1-05
alkanoylamino, C1-05 alkoxycarbonylamino, C1-05 alkylsuIfonylamino,
Cl-05 alkylaminosulfonyl, C1-05 dialkylaminosulfonyl, halogen, hydroxy,
carboxy, oxo, cyano, trifluoromethyl, trifluoromethoxy, trifluoromethylthio,
nitro, amino wherein the nitrogen atom is optionally independently mono-
or di-substituted by CI-Cs alkyl, ureido wherein either nitrogen atom is
optionally independently substituted with CI-Cs alkyl, or C-Cs alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfcme,
wherein each substituent group of Q is optionally independently
substituted with one to three substituent groups selected from the group
consisting of C1-C3 alkyl, C1-C3 alkoxy, C;-C3 alkoxycarbonyl, acyl, aryl,
berizyl, heteroaryl, heterocyclyl, halogen, hydroxy, ow, cyano, amino
wherein the nitrogen atom is optionally independently mono- or
di-substituted by C1-05 alkyl, and ureido wherein either nitrogen atom is
optionally independently substituted with C!Cs alkyl or trifluoromethyl,
wherein Q cannot beI ,Thaphthyriclin-4-one. 



Non-limiting examples of these compounds include 4-[4-(5-fluoro-2-
methoxypheny1)-2-hydroxy-4-methyl-2-trifluoromethylpentyll-4E-thienoP,2
-bipyridins 7-one;
444-(5-fluoro-2-hydroxypheny1)-2-hydroxy-4-methy1-2-trifluoromethylpent
y-                           4-I4-(2,3-dihydrobenzofuran-7-y
I)-2-hydroxy-4-methyl2-tri fl noromethy I penty I]eno [3,2-b I pyri din-7-one;
I 44-(5-tluoro-2-
methoxypheny0-2-hydroxy-4-methyl-2-trilluoromethylpentyli- I H- I
,olnaphthyriciin-4- one; I
-[4-0-nuoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyll-l
II[I ,6]naphthyridin-4-one;
4-[4-(5-fluoro-2-methyIphenyI)-2-hydroxy-4-tnethyI-2-
triflucromethylpentyIj-4H-thienoI3,2-blpyridin-7-o0e:4-l2-hydroxy-4-(5-
r-nc,thanesuIfony1-2,3-dihydrobenzofuran-7-yI)-2i-methy1-2-trifluororneth
yIpenryll-zll-Ithieno[3,2-bJpyridin-7-one;
I42-hydroxy-4-(5-methanesulfonyl-2,3-dillydrobenzofuran7-y11-4-methyl-2
-trifl tioromethy Ipcinty II - I H-[ I ,6] naphthyri din-4-one; I -I4-(5-fluoro-2-
me thy lpheny1)-2-hydro x y-4-methy1-2-trilluoromethyl pen
ty1]-1H-11,6jhaphthyridin-4- one:
4-12-hydroxy-4-12-methoxy-3-rnethylpheny11-4-methy1-2-trifluoromethylp
enty11- 4H-thieno13,2-bipyridin-7-one;
4-12-hydroxy-4-(2-methoxypheny1)-4-methyl-2-
trifluoromethylpenty11-4I-1-thieno13,2-b]pyridin-7-one; 4-14-(3-bromo-2-
me thoxyphe ny1)-2-hy droxy-4-meth y1-2-tri fl uoromethyl penty11-4H-th
ieno13,2-blpyridin7-one;
4-12-hydroxy-4-(2-hydroxy-3-methylpheny1)-4-methyl-l-trifluoromethylpent
y 1]- 4H-thieno13,2-b]pyridin-7-one;
4]-14-(3-bromc]-2-hydroxypheny1)-2-hydrox y-4-methy1-2-
uoromethylpenty1]-4H-thieno [3,2-b]pyrid in-7-one;
3-bromo-1-141-(5-chloro-2,3- dihydrobenzofuran-7- y0-2-hydrox
y-4-methy1-2-tri flu oromethylpenty11- 1H-  [ 1,61naphthyridin-4-one;
6-chloro-4- [4-(2,3-dihydro be nzofuran-7-yD-2-hydroxy-z1-
methy1-2-trifluoromethylpenty11-411.1hieno [3,2-blpyrid in-7-one:
6-bromo-4-[4-12,3- d ihydrobenzofuran-7-y1)-2-hydroxy-4-methyl-2-tri
fluorom ethyl penty1,1-41H-thie no13,2- b]pyri cii n-7-one; 3-chloro-
-14-(5-fl uoro-2-hydro xyphen y 0-2-hydroxy-4-methy1-2 tritl uorometh y I
pen cy1)- 1 Fl-El ,61naphthyridin-4-000; I -14-(5-ehloro-2,3-
dihydrobenzofuran-7-y1)-2-hydroxy-4-meatyl-2-trifluoromethylpentyl
1-3-methyl- II-1- [1 ,6]naphthyridin-4-one; 1
-141-(5-Chloro-2,3-dihydrobenzoluran-7-y 0-2-hydroxy-4- methyI-2-tri fl
uorome thylpenty11-3-methyl- 1H-11,71n aphthyri din-4-one; 1
[2-hydroxy-4- (2-methoxy-3,5-dimethylpheny1)-4-methy1-2-trifl
uoromethylpenty11-3-methyl- 1 Fl-  [ 1,6] naphthyrid i n-4-one; 1
-12-hydroxy-4-12-methoxy-3,5-dimethylpheny1)-4-methyl-2- trifl
uoromethy Ipenty11-3-methy1-1H-11 ,7 Jnaphthyridin-4-one; 1
-[2-hydroxy-4-112- hydroxy-3,5-d imethy1phe
ny1)-4-methy1-2-trifluoromethylhl- 1H 11 ,6i naphthyrid irt-4-one; 1
+1-(5-fthoro-2-meth yl phe ny 0-2-hydroxy-41-methy1-2-
trifinoromethylpenty El- 1EN 1,8 nap hthyri di ft-4-o ne;
-14-(5-fluoro-2-methylphenyH2-
hydroxy--4.-methyl-2-trifluoromethylpentyl]-1H-11,71naphthyridin-4-one;
4441-(5-fluoro2-hydroxypheny11-2-hydroxy-z1--merhyl-2-trilluoromethylpe
nty- 1]-4H-thiazolo[4,5- blpyridin-7-one;
4-[4-(5-fivoro-2-hyclroxypheny0-2-hyriroxy-4-methyl-2-
trifluoromethyInentyl]-4H-oxazolo14,5-b ipy rid M-7-one;
4-14]-(5-fluoro-2-metpheny11- 2-hyd ro xy-4-metity1-2-trifl imrornethyl pen
ty11-4H-furo] 3,2-b ipyrici in-7-one 7-1445- uoro-2-meth
ylpheny1)-2-hyciroxy-4-methyl-2-trifItIOTOIllethylpenty11-711-thieno1:2,3-
bjpyrichn-4-one, (-1-141--(5-flucro-2-hydroxypheny1)-2-hydroxy-4-methyl
-2- trifluororneLfjylpentyI /-41-1-exazoic][5,4-hipyridin-7-one; 4-14145-
cluoro-2- hyclroxypheny1)-2-hydroxy-41-methy
1-2-trifluoromerhylpenty17-4H- thiazoiof5.4-  p yri din-7-one;
744-(5-fluoro-2-rno thy lpheny1)-2-ii ydro xy-4-me thy1-2- trifl
uorornethylpen tyli-71-1-furof 2,3-bipyriclin-4-one:
444-(5-fluoro-2-rnethylpheny1)-2-
hydroxy-4-methyl-2-trifluoromethy[pentyl]- I ,4-d ih ydropyrrelo[3.2-Hpyrid
in-7-one; I - [4-(5-fluoro-2-hydroxypheny1)-2-hydrox y-4-methy1-2-trifl
uoromethy !pent:y[1-5,6,7,8- tetrahydro- I H41 ,6]naphthyridin-4-one; I
-14-(5-fluore-2-methylpheny1)-2-hydroxy-4- meth y [-2-tri fluoromethy lpe
nty E)-6-tnethy I -5,6,7,8-tetrahydro-1H-[ I ,6]naphthyrid in-4- one; I
-(4-(2,3-di hydrobenzofuran-7-yI)-2-hydrox y-4-me thyl-2-tri fluoromethyl
penty I H-[ 1,8 inaphthyridin-4-one;
112-hydroxy-4-(5-methanesulfony1-2,3- d i h ydrobenze
furan-7-y1)-4-methy E-2-tritluorome thy Ipenty IF I H-[ I ,7)naph thy ri din-
-one-4-
[2-hydroxy-4-(5-methanesuIfony1-2,3-dihydrobenzofuran-7-y1)-4-tnethyl-2
- trifluoromethylpentyl]-41- H-thiazole14,5-b]pyridin-7-one;
4-14-(2,3-dihydrobenzofurao7-yI)-2-hy droxy-4-me thy1-2-trifluoromethyl
pentyl -4H-oxazolo[4,5-b]pyri din-7-one: 4- [2-hydrox y-4-(5-meth
anestilionyl-2,3-dihyd robenzofuran-7-y!)-4-methyl-2- tritluoromethyl penty
U-4H-furo[3,2-bi pyri din-7-o ne; 744-(2,3-dihydrobenzofuran-7-y1)-
2-hydroxy-4-methyl-2-trifluoromethylpentylj-7H-thieno[2,3-bipyridin-4-one;
442- liydroxy-4-(5-methane sul
fony1-2,3-dihydrobenzofuran-7-yI)-4-methyl-2- trifluoromethyl
pent),1]-4H-oxazolo[5,4-bj pyrid in-7-one; 4-{2-hydroxy-4-(5- 



methane sulfony
1-2,3-dihydrobenzofuran-7-y1)-4-meihyl-2-trifluoromethylpenty I] -4H- th
azolo[5,4-b] pyridin-7-one;
744-(2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methyi-2-
trifluoromethylpentyll-7H-furo[2,3-bipyridin-4-one;
414-(2,3-dihydrobenzofuran-7-y1)-
2-hydroxy-4-methy1-2-trifluoromethylpenty1]-1,4-dihydropyrrolo[3,2-b]pyri
din-7-one; 1 -
[2-hydroxy-4-(5-methanesuIfonyl-2,3-dihydrobenzofuran-7-y1)-4-meth
yI-2- trifluoromethy lpentyI]-5,6,7,8-tetrahydro- 11-14 1,61naphthyriii
in-4-one; I 44-(2,3-
dihydrobenzofuran-7-y1)-2-hydroxy-4-rnethyl-2-trifluoromethylpentyl]-6-me
thyl-5,6,7,8- tetranydro- I H-[ I ,6Inaphthyrid in-4-one - [4-(2,3-d ycirobenzo
furan-7-y I )-2-hydroxy-4- methy1-2-trill uoromethyl pe nty1]-5-in e
thy1-5,6,7,8-tetrahydro- Ill-fl ,5Jnaphthyridin-4- one; I
-14-(2,3-dihydrobenzofuran-7-y0-2-hydrox y-4-methy 1-2-trill uoromethy
Ipenty I]-5- rnethyI-5,6,7,84etrahydro- I H-[ 1,51naphthyridin-4-one;
442-hydroxy-4-(4- methoxybiphenyl-3-y1)-4-methyl-2-trithoromethylpentyll
-4H-thieno[3,2-b]pyriclin-7- one;
4-12-hydroxy-44-(2-rnethoxy-5-pyriclin-3-ylpheny1)-4-methyl-2- trill
uoromethylpentAl-LIII-tineno[3,2-b]pyridin-7-one;
442-hydroxy-442-methoxy-5- pyri
idin-5-ylphonyl)-4-roothyl-2-trifluorernethylpenty I }-411-thienof 3,2-blpyridi
n-7 -  one; 4-[2-hydroxy-4-(2-mechoxy-5-thiophen-3-y1 phe ny
1)-4-methy1-2- trifluoromethylpentyleno [3,2-b]pyrid in-7-one 4-12-hydro x
y-4-(4-
hydroxybipheny1-3-y0-4-rnethy1-2-trilluorornethylpenty11-4H-thieno[3,2-hl
pyr lir 7- one;
4-112-hydroxy-4(2-hydroxy-5-pyriclin-3-ylphenyl)-4-methyl-2-
tri1luoromethylpenty11-4H-thieno[3,2-hipyridin-7-one;
4-12-hydroxy-4-(2-hydroxy-5- pyrimidin-)-ylpheny1]-4-tnethyl
-2-trifluoromethylpenty11-4H-thienot 3,2-b1pyridi 11-7- one;
4-12-Hydroxy-4-(2-hydroxy-5-thiophen-3-ylpheny1)-4-methy1-2- trifl
uorornethylpenty111-4H-thieno[3,2-b1pyridin-7-one; 1 42-hydroxy-4-(4-
methoxybipheny1-3-yI)-4-methyl-2-trifluoroniethylpentyll-
1H-11,61naphthyridin-4-one; 1 -12-hydrox y-4-(2-ine thoxy-5-pyrid
in-3-ylpheny1)-4-niethyl-2-tri fluoromethyl pen tyI]- 1H-0 ,61naphthy rid i
n-4-one; I -12-hydroxy-4-12-methoxy-5-p yrimidin-5-y Ipheny1)-4- m
ethy1-2-tri fluoromethylpenty+ IT-[1,6]nap hthyrid in-4-one; 1 -12-hydrox rn
ethoxy-5-thiophen-3-ylpheny1)-4-methy1-2-tri fluorom e thy Ipenty1.1- L
H- [ 1,6] naphthyridin-4-one- ; 1 -12-hydroxy-4-(2-methoxy-5-th
iophen-3-y1pheny1)-4- methy1-2-tri fluoroinethy Ipenty11-1H-[1,6] naph
thyrid in-4-one; 1 -112-hyOroxy-4-(2- hydroxy-5-pyri
din-3-ylpheny0-4-rnethy1-2-trifl uorome thylpe ntyl] - 1H-[ 1,6]naphthy di
ri4-one; 1-[2-hydroxy-4-(2-hydroxy-5-pyrirniclin-5-ylpheny1)-4-Inethy1-2-
trifl uoromethylpenty111- Ili-{1,6}naphthyri di n-4-one;
1-12-hydroxy-4-(2-hydroxy-5- thiophen-3-ypheny
0-4-methy1-2-trirluoromethy Ipentyll- 1 H-[1,6]naphthyridin-4-o ne;
[4-(5-fluoro-2-methoxypheny1)-2-hydroxy-4-methyl-2-trifluoromethylpenty1
]-5Hpyrido[3,2-dlpyrimidin-8-one;
114-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trif1uoromethylpentyli-IH-pyrido[2,3-d]pyridazin-4-one; 5-114(5-fluoro-2-
methoxypheny1)-2-hydroxy-4-methyl-2-trifluorornethyloenty-
11-5H-pyrido13,2- c]pyridazin-8-one; 4-14-(2-fif1uorornethox
y-3-methylphenyl- )-2-hydroxy-4-Inethyl-2- trait; orornethy I
penty1]-4H-thienoI3,2-Npyridin-7 one; 3-c hIoro- 1 -1442,3- d hydrobe n
zofuran-7-y1)-2-hydroxthy1-2-trifl uorornetny Ipe riLy11- EH-
1,61naphthyridin-4-one, 4-(4-benzo[
,13]dioxo1-4-y1-2-hydroxy-4-methy1-2-
triflucromethylpenty1)-6-bromo-4H-thieno13,2-1] lpyridin-7-one;
4-(4-henzor 1,31dioxo1-
4-y1-2-hydrexy-4-rnethy1-2-trifluorornethylpenty1)-6-chloro-4II-thieno13,2-
Hpyridin-7- one; 6-ch
Ioro-4-112-hydroxy-4-methy1-4-(5-pyridin-3-y1-2,3-clihydrobenzofuran-7-y
0-2-    uorornethy pentyI]-4H-thieno[3,2-b1 pyrici in-7-one; 1 -14-benz,o1
1,3Id ioxo1-4-yl- 2 - hydroxy-4-rnethy1-2-trifluotornet]iyl pentyI)-3-ehiorc- 1
H-I 1 ,ojnaphthyridi ri-4-one; 5-
chloro-442-hydroxy-4-methyd-4-(5-pyrimidin-5-y1-2,3-dihydrobenzoluran-
7-y1)-2- trifluoromethyIpentyli-4H-thienof3,2-bjpyridin-7-0ne;
3-chloro-142-hydroxy-4-methy1-
4-(5-pyrirnidin-5-y1-2,3-dihydrobenzofuran-7-y0-2-trifluorornethylpentylk
!Fi- t I ,6jnaphthyridin-4-one; 3-chloro- I
[2-hydroxy-4-rnethy1-4-(5-pyridin-3-y1-2,3-
dihydrobenzofuran-7-yI)-2-trifluoromethy1pentyil-1 H-[
1,6Inaphthyridin-4-one; 442- hydroxy-4-rnethyd-4-(5-pyrim
idin-5-y1-2,3-dihydrobenzof uran-7-yI)-2- trif
luoromethyloentyl]-4H-thienof3,2-blpyridin-7-one; I 42-hydrox y-4-me
thy1-4-(5-
pyrimidin-5-y1-2,3-dihydrobenzofuran-7-y0-2-trifluoromethylpentyI1-1H1,6
Jnaphthyridin-4-one;
6-chloro-442-hydroxy-4-(2-methoxy-5-pyridin-3-ylpheny0-4-
methyl-2-trifluoromethylpentylf-4H-thieno[3,2-Npyridin-7-one;
6-chloro-442-hydroxy-4-(2-methoxy-5-pyrirnidin-5-ylpheny0-4-methyl-2-trifl
uoromethylpentyl]-4H-thieno[3,2-Hpyridin-7-one;
6-chIoro-4{2-hydroxy-4-(2-hydroxy-5-pyridin-3-ylpheny1)-
4-methy1-2-trifluoromethylpentyll4H-thieno[3,2-Hpyridin-7-one;
6-chloro-442- hydroxy-44-
2-hydroxy-5-pyrirnidin-5-ylpheny1)-4-rnethyt-2-trif I
uorornethylpenty11-4Hthieno{3,2-b}pyridin-7-one;
4-(4-bipheny1-3-y1-2-hydroxy-4-Inethyl-2-trilluorornethylpenty0-6-ehloro-4
H1hienof3,2-Npyridin-7-one; 4-(4-biphenyl-3-y1-2-11?,:droxy-4-
methyl-2-triattoromethylpenty1)-4H-thienof- 324ajpyridin-7-one; 3-chloro- I
-144545-
chloropyridin-3-y1)-2,3-dihydrobenzofuran-7-yII-2-hydroxy-4-tnethyl-2-
trifluoromethylpentyll- I H-[ I ,6Jnaphthyridin-4-one; 6-chloro-4- f4-[5-(2,6-
dimethylpyridin-4-y1)-2-methoxypheny1]-2-hydro
xy-4-merhy1-2-trifluoromethylpentyI I - 411-thieno[3,2-blpyridin-7-00e- ;
4[2-hydroxy-4-(2-hydroxy-5-pyridin-2-ylpheny0-4-
methy1-2-tritluoromethylpenty1]-4H-thienot3,2-blpyridin-7-one;
6-chIoro-4-[2-hyciroxy-4-methyl-4-(5-pyrazin-2-yl-2,3-dihydrobenzofuran-7
-yl)-2-trifluorornethyIpentyI]-4H-thieno[3,2-b]pyridin-7-one;
3-chloro-]12-hydroxy-4-methy1-4-(5-pyrimidin-2-y1-2,3-
dihydrobenzoluran-7-y1)-2-tritluoronte thylpentyl I H-14
,6Inaphthyridin-4-one; 5-f?--                                  4-trilluoro-3-hydroxy- I, I
- ciimethylbutyI J-2,3-dihydrobenzofuran-5-yllnicotinonitrile;
4-14-Methoxy-3-14,4,4-
trifittoro-3-hydroxy,--1,1-dimethyl-3-17-oxo-7H-thieno[3,2-hipyridin-4-
ylmethyl)butyl 'phenyl }pyridine-2-carbonitrite; 6-chloro-444[5-(2-fluoro-6-
methylpyridin-4-y1)-2-methoxypheny1]-2-hydroxy-4-methyl-2-trilluorometh
ylpentyl 4H-thienof3,24-dpyridin-7-one; 3 -chloro- -12-hydroxy-4-(5.4
H-irnidazol-4-y0-2,3-
dihydrobenzofuran-7-y1J-4-methy1-2-trifluorornethylpentyl 1- I I4-[ I
,6Inaphthyridin-4-  one;
6-chloro-4-[2-hydroxy-4-methyl-4-(5-morpholin-4-y1-2,3-clihydrobenzofura
n-7-y1)- 2- trifl uoromethy I pc ntyl ]-4H-thienol 3,2- hdpyrid i n-7-one; and
42-hydro x y-4-m e thyl-4- C5-piperidin-1
-y1-2,3-dihydrobenzofuran-7-y1)-2-trifluoromethylpentyll-1
HI,Ginaphthyridin-4-one.       In yet another embodiment, said at least a
DIGRA has Formula!, wherein A, B, D. E, RI, and R2 have the meanings
disclosed immediately above, and R3 is hydrogen, C1-05 alkyl, C2-05
alkenyl, C2-05 alkynyl, carbocycle, beterocyclyi, aryl, heteroaryl,
carbocycle-C1-C8 alkyl, carboxy, alkoxycarbonyl, aryl-C1-05 alkyl,
aryl-CI-05 haloalkyl. heterocyclyl-C1-C8 alkyl, heleroaryl-C1-C8 alkyl,
carboeyele-C2-05 a.lkenyl, aryl-C2-05 alkenyl, heterocyclyl-C2-05 alkenyl,
or heteroaryl-C2-C8 alkenyl, each optionally independently substituted
with one to three substituent groups, wherein each subst tuent group of
R3 is independently C1-05 alkyl, C2-05 alkenyl, C2-05 alkynyl, C3-C2
cycloalkyl, phenyl, Ca-05 alkoxy, phenoxy. CI-05 alkanoyl, aroyl, CI-05
alkoxycarbonyl, C1-05 alkanoyloxy, aminocarbonyloxy, C1-05
alkylaminocarbonyloxy, CI-05 dialkylaminocarbonyloxy, aminocarbonyl.
CrC5 alkylaminocarbonyl, CI-05 dialkylatninocarbonyl, C1-05
alkanoylamino, C1-05 alkoxycarbonylamino, CI-05 alkylsulfonylamino,
Ci-05 alkylaminosulfonyi, C1-05 dialkylaminosulfonyl, halogen, hydroxy,
carboxy, cyano, oxo, trifluorornethyl, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by CI-05 alkyl,
ureido wherein either nitrogen atom is optionally independently substituted
with C1-05 alkyl, C.1-05 alkyithio wherein the sulfur atom is optionally
oxidized to a sulfoxide or sulfone, wherein R3 cannot be trifluoromethyl. In
vet another embodiment, said at least a DIGRA has Formula I, wherein
(a)A is an aryl, heteroaryi, heterocyclyl, or C3-Cs cycloalkyl group, each 



optionally independently substituted with one to three substituent groups,
which are independently selected from the group consisting of C1-C3
alkyl, C2-05 alkenyl, C2-05 alkynyl, C1-C3 alkanoyl, C3-C8 cycloalkyl,
heterocyclyl, aryl, heteroaryl, C1-05 alkoxy. C52-05 alkenyloxy, C2-05
alkynyloxy, aryioxy, acyl,-05 alkoxycarbonyl, aroyl, aminocarbonyl,
alkylaminocarbonyl, dialkylaminocarbonyl, am inocarbonyloxy,
alkylaminocarbonyloxy, C1 -05 dialkylaminocarbonyloxy, Ci -05
alkanoylamino, CoC5   alkoxyearbonylamino, CI-05 alkylsulfonylamino,
aminosulfonyl, CI-05 alkylaminosulfonyl, CF-Cs dialkylaninosullonyt,
halogen, hydroxy, carboxy, cyano, trifluoromethyl, trifluoromethoxy, nitro,
amino wherein the nitrogen atom is optionally independently mono- or
di-substituted by C,-05 alkyl or aryl, ureido wherein either nitrogen atom is
optionally independently substituted with CI-05 alkyl, C1-05 alkylthio
where,in the sulfur atom is optionally oxidized to a sulfoxide or sulfone;
(b) RI and R2 are each independently hydrogen or CI-05 alkyl; (c) R3 is
the trifluoromethyl group;        (d) B is C!-05 alkylene, C2-05 alkenylene, or
C2-05 alkynylene, each optionally independently substituted with one to
three substituent groups, wherein each substituent group of B is
independently Cl-C3 alkyl, hydroxy, halogen, amino, or ox.o;        (e) D is
absent;        (f) E is the hydroxy group; and         (g) Q comprises an
indoly1 group optionally substituted with one to three substttuent groups,
wherein each substituent group of Q is independently CI-05 alkyl, C2-05
alkenyl, C2-05 alkynyl, C5,-Cs cycloalkyl, heterocyclyl, aryl, heteroaryl,
CI-05 alkoxy, C2-05 alkenyloxy, C2-Cs alkynyloxy, aryloxy, acyl, CI-05
alkoxycarbonyl, CI-Cs alkanoyloxy, aminocarbonyl, alkylaminocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy, CI-05 alkylaminocarbonyloxy,
CI-05 dialkylaminatarbonyloxy, CFCs alkanoyiamino, CF-Cs
alkoxycarbonylamino, CI-05 alkylsulfonylamino, aminosulfonyl, C; -05
alkylaminosulfonyl,dialkylaminosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, trifluoromethylthio, nitro, amino
wherein the nitrogen atom is optionally independently mono- or
di-substituted by CI-05 alkyl, ureido wherein either nitrogen atom is
optionally independently substituted with C,-05 alkyl, or Cr-05 alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone,
wherein each substituent group of Q is optionally independently
substituted with one to three substituent groups selected from the group
consisting of C-- C3 alkyl, CI-C3 alkoxy, halogen, hydroxy, oxo, eyano,
amino, and trifluoromethy Non-limiting examples of these compounds
include 4-(5-bromo-2,3- d hydrobenzofuran-7-yI)- 1,1,1 -trifttioro-24
H-indol-2-yltnethy11-4-methylpentan-2-ol; 1, I , I -trifluoro-24 1
Hdricio1-2-y Imethy 1)-4-ineth y I-4-pyrid in-2-ylpentan-2-ol d
ihydro-5-cyanobenzofuran-7-y1)- 1, 1,1 -trill tioro-24 I H-i
ndol-2-yl-methyl)-4- methyl pentan-2-01; 442,3-di hydrohe n zofuran-7-yI)-
1,1, I -trifluoro-2-(1H-indo1-2- ylmethyl)-4-methylpentan-2-ol ; 1,1,1 - tr
fluoro-4-(5-fluoro-2,3-dihydrobenzothran-7-y1)-
2-(1H-indol-2-ylinethyl)-4-methylpent1n-2-0l; I, 1,1 -trifluoro-24 I
H-indo1-2-ylmethyl)- 4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-y1
)pentan-2-ol; dihydrobenzofuran-5-yI)- I I, I -trifluoro-2-0
H-indo1-2-ylmethyl)-4-methyipentan-2-ol;
2-14-(2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-inethyl-2-trifluoromethylpe
ntyli- I Hindole-3-carbonitrile;
244-(5-fluoro-2,3-dihydrobenzoftiran-7-y1)-2-hydroxy-4-methy/-2-
trifluoromethylpenty11-1H-incfole-3-carbonitrile;
214-(5-bromo-2,3-dihydrobenzofuran7-y1)-2-hydroxy-4-methyl-2-tritluoro
methylpenty11-1H-indole-3-carbonitrile: 24442,3-
dihydrobenzofuran-7-y1)-2-hydroxy-4-methyl-2-trifluoromethylpenty11-4-m
ethyl-IHindole-6-carbonitrile;
214-(2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methyl-2-
trifluoromethylpentyli- I H-indole-5-carbonitri le;
4-(2,3-dihydrobenzofuran-7-y1)- I, I.- trifl uoro-2-(7-fl uoro- 1H-
indo1-2-ylmethy1)4-methylpentan-2-ol; 1 -[4-(2,3- d
ihydrobenzofuran-7-yI)-2-hydroxy-4-me thy1-2-tri fl uorome thylpentyl I-
H-indo le-3- carbon i trite; 4-(2,3-dihydrobenzofuran-7y1)- I, I
,1-trifluoro-4-tnethyl-2-(5-trifluoromethyl- 1H-
incio1-2-ylmethyl)pentan-2-ol; and 1,1,1-trifluoro-2-(1H-
indo1-2-ylmethyl)-4- methyl-4-thiophen-3-ytpentan-2-ol. In a further
embodiment, said at least a DIGRA has Formula I, wherein (a).A is an aryl
or heteroaryl group, each optionally independently substituted 



with one to three substituent groups, which are independently selected
from the group consisting of Ot-05 alkyl, CT.-Cs alkenyl, Cll3-C7.5
alkynyl,alkanosit, C3-Cti cycloalkyl, heterocyclyl, aryl, heteroaryl, C!-C3
alkoxy, C3-Cl5 alkonyloxy, alkynyloxy, aryloxy, acyl,alkoxycarbonyl, aroyl,
arninocarbonyl, alkylaminocarbonyi, dialkylaminocarbonyl,
aminocarbonyloxy, CI-05  a I ky I aminoe arbonyloxy, CT-Cs cl i al kyl am
inocarbonylox y, CI-Cs al kanoylan no, CT-Cs alkoxycarbonylamino,
CT-05 alkylsulfonylamino, aminosullonyl, C1-05 alkylatninosulfonyl, CI-05
dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano, trifluoromethyl,
trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by CI-05 alkyl or aryl, ureido
wherein either nitrogen atom is optionally independently substituted with
CI-05 alkyl, C1-,C5 alkyltho wherein the sulfur atom is optionally oxidized
to a sulfoxide or sulfone; (b)RI and R2 are each independently hydrogen
or CT-05 alkyl, or RI and R2 together with the carbon atom they are
commonly attached to form a C3-C8 spiro cycloalkyl ring; (e)R3 is
carbocycle, heterocyclyl, aryl, heteroaryl, carboeyele-CT-Cs alkyl carboxy,
alkoxycarbonyl, aryl-C1-05 alkyl, aryl-CT-Cs haloalkyl, heterocyclyl-CT-C8
alkyl, heteroaryl-CT-C8 alkyl, carbocycle-C2-C8 alkenyl, aryl-C2-C8
alkenyl, heterocyclyl-C2-C8 alkenyl, or heteroaryl-C2-C8 racily', each
optionally independently substituted with one to three substituent groups,
wherein each substituent group of R3 IS independently C1-05 alkyl, CI-05
alkenyl, C2-05 alkynyl, C3-C8 cycloalkyl, phenyl. CT-C5 alkoxy, phenoxy,
CI-05 alkanoyl, aroyl, CT-05 alkoxycarbonyl, CT-CS alkanoyloxy,
aminocarbonyloxy, CT -05 alkylaminocarbonyloxy, CT-05
clialkylaminocarbonyloxy, aminocarbonyl, CT-CS alkylaminocarbonyt,
CT-CS dialkylamincycarbonyl! C1-05 alkanoylarnino, CT-CS
alkoxycarbonylamino, CT-CS alkylsulfonylamino, CT-05
alkylaminosulfonyl, CI-C8 dialkylaminosulfonyl, halogen, hydroxy,
carboxy, cyano, oxo, trifluoromethyl, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by CI-05 alkyl,
ureido wherein either nitrogen atom is optionally independently substituted
with CT-CS alkyl, CI-05 alkylthio wherein the sulfur atom is optionally
oxidized to a sulfoxide or silicone; B is the methylene or carbonyl group;
(e)D is the -NH- group; (k)E is the hydroxy group; and  (g)Q comprises the
group       Non-limiting examples of these compounds include
2-benzy1-2-hydroxy-4- methy1-4-phenylpentanoic acid ( 1 -ox o- I
,3-dihydroisobenzoluran-5-yl)amide; 2- hy drox y-4-methy1-2,4-di
phenyipe ntanoic acid ( 1-oxo- I ,3-dihydroisoberu.oluran-5- yl)amide;
2-hydroxy-4-methy1-2-phenethyl-4-phenylpentanoic acid (1-oxo-1.,3-
dihydroisobenzofuran-5-ypamide;
2-hydroxs,i-2-(3-inethoxybenzy114-methy1-4- phe nylpentano le acid (1
-ox o- 1,3-d ihydroisobenzo furan-5-yDamide; 2-hydroxy-2-(4-
methoxybenzy1)-4-methyl-4-phenylpentanoic acid
(1-oxo-1,3-dihydroisobenzofuran-5- yl)ainide;
2-hydroxy-2-12-(4-methoxyphenypethy1+1-tnethyl-4-phenylpentanoic acid
(1- oxo-1,3-dihydroisobenzofuran-5-yl)amide;
2-cyclohexylmethy11-2-hydroxy-4-methy1-4-- phenyipentanoic acid
(I-oxo-1,3-dihydroisobenzofuran-5-yl)amide;
2-(4-tertbutylbenzy1)-2-hydroxy-4-methy14-plienylpentanoic acid
(1-oxo-1,3- dihydroisobenzofuran-5-yDamide;
2-bipheny1-4-ylmethyl-2-hydroxy-4-methyl-4- phenyIpentanoic acid
(1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-hydroxy-4-
inethy1-2-naphthalen-2-ylmethy1-4-phenylpentanoic acid ( -oxo- 1,3-
dihydroisobenzofuran-5-yl)amide;
2-hydroxy-2-(3-hydroxybenzy1)-4-rnethyl-4- phenylpentanoic acid
(1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-hydroxy-4-
methy1-2-(2-methy1-2-phenylpropy04-phenylpentanoic ac id ( 1 -ow- 1 ,3-
dihydroisobenzofuran-5-yl)amide;
2-benzy1-4-(5-fluoro-2-methoxypheny1)-2-hydroxy-4- methylpentanoic
acid (1-oxo- I ,3-dihydroisobenzofuran-5-yl)amide;
2-cyclohexylmethyl4-(5-fluoro-2-methoxypheny1)-2-hydroxy-4-methylpent
anoic acid (1-ow-1,3- dihydroisobenzofuran-5-y0amide:
2-benzy1-4-(5-firtoro-2-hydroxypheny1)-2-hydroxy-4,- methylpentanoic
acid (1-ow-1,3-dihydroisobenzofuran-5-yparnidei 2-cyclohexylmethy1-
4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methylpentanoic acid
(1-oxo-1,3- dihydroisobenzofuran-5-yl)amide;
4-(5-fluoro-2-hydroxypheny1)-2-bydroxy-4-methyl-2-
(2-methy1-2-phenylpropyl)pentanoic acid (I
-oxo-1,3-dihydroisobenzofuran-5-yl)nimidei
2-(2-chloro-6-fluorobenzy0-4-(5-fluoro-2-methoxyp'nenyl)-2-hydroxy-4-
me thy I pentanoi c acid ( 1 -o x o- I ,3-clillydroisobenzofuran-5-yparn kJ
2-(3 -ft u orobenzy I)- 44541
uoro-2-rne(hoxypheny1)-2-11ydroxy-4-methylpentanoic acid (1 -ox o- 1 ,3-
di hydroi sobenzof uran-5-yl)am ide;
2-(2.-fluorobenzyI)-4-(5-fluoro-2-methoxyplieny1)-2-
hydroxy-4-incthylpentanoic acid (I -oxo- 1,3-di hydroisobenzo furan-5-y
Dam idc; difluorobenzyI)-4-(5-fluoro-2-methoxyphenyl)-2-hydro
xy-4--rnethylpentanoic acid ( - oxo- 1 ,3-d ihydroisobenzofuran-5-y0am ide
; 2-(2-ch I oro-6-fluorobenzy1)-4-(5-fluoro-2- hydroxypheny
0-2-hydroxy-4-methy Ipentanoic acid (I -oxo- 1 ,3-dihydro
isobenzofuran-5- yi)am ide 243-fluor benzy1)-445-fluoro-2-h ydroxyphe
ny1)-2-hydrox inethylpentan o ic acid ( 1 -oxo- 1 ,3-dihydroi sobe
zoitiran-5-yDarnide; 2-(2-fluorobenzy1)-
4-(5-11uoro-2-hydroxypheny1)-2-hvdroxy-4-methyIpentanoic acid (I -oxo-
I ,3- dihydroisobenicifuran-5-sipamide;
2-(3,4-difIuorobenzy1)-445-iluoro-2-hydroxypheny0-
2-hydroxy-4-methylpentanoic acid ( 1-o xo- I
,3-dihydroisobenzofuran-5-yDamide; 244-
tiorobenzy1)-4-(5-fIvoro-2-methoxyphenyl )-2-h ydrox y-4-methy [pc
ntanoic acid ( 1 -oxoI d3-dihydroisobenzoluran-5-y)ainide;
4-(5-fluor0-2-methox ypheny I)-2-hydroxy-4- 



me thy1-2-(3-methy [be nzyl)pen tanoic acid ( I
-oxo-1,3-clihydroisoben7ofuran-5-yljarnidei
2-(4-fluorobenzy0-4-(5-fluor0-2-hydroxypheny1)-2-hydroxy-4-metliylpenta
noic acid ( 1 - oxo-1 ,3-dihydroisoberizofuran-5-yl)am ide;
4-(5-flucro-2-hydroxypheny1)-2-hydroxy-4-
methy1-2-(3-methylbenzylThentanoic acid ( 1 -oxo-ydrois
benzofuran-5-yOarnide;
2-(3,5-difluoropheny1)-4-(5-fluoro-2-hydroxyplumy1)-2-hydroxy-4-methylp
eritanoic acid  (1 -oxo-ydroisoben zoluran-5-yl)am i de;
4-(5-11uor0-2-methoxyplienyld-2-hydroxy-
4-niethy1-2-(2-methyIbenzyl)pentanoic acid ( 1 -oxo-
,3-dihydroisobenzofuran-5- yOarnide; 2-(3 ,5-di mealy lben
zy1)-4-(5-fluoro-2-methoxypheny1)-2-hydrox meth yl pentano ic acid (1
-oxo- 1 ,3-dillydroisoben zofuran-5-y amide; 2-(2,5- di fl
tiorobenzy1)-4-(5-fluoro-2-inethoxy pheny1)-2-hyd rox y-4-methylpen
tanoic acid (I - axe- I d3-dihydroiso5en7ofuran-5-y amide, 2-(2,5-di
uorobenzy1)-4-(541 tioro-2- hy clroxy
plieny1)-2-liyclroxy-LI-rnethylpentanoic acid (1 -ox o-1,
3-dihydroisobenzofura-5- yparn ide; 4-(5- fluoro-2-hydro x
ypheny9-2-hydro xy-4-methy1-2-(2- methyl be n zyppentanoic acid (1
-oxo- I ,3-dihydroisobenzofuran-5-yr)arnide; dirneihylbenzyI)-4-(5-fl
uoro-2-hyclroxy pheny1)-2-hy droxy-4-rnethylpentanoic acid (1- oxo-
,3-dihydroisokinzofuraii-5-yOarp ide; 2-(3-chlorobenzyI)-4-(5- fluoro-2-
hydroxyplienyl)-2-hydroxy-4-rnethy 'pen iano ic acid ( I -axe- Iydro
sobenzofuran-5- yl )amicle;
4-(5-fiuoro-2-anethoxyphenyl)-2-hydroxy-242-(4-methoxyphenypetliy11-4-
methylpentarmic acid (I -axe-1,3-dihydroisobenzofuran-5-yeamicie; 44541
uoro-2- me thox ypheny1)-2-hydro x y-2-(2-rnothoxybenzypemethy
Ipentanoic ac id (I -oxo- I  d ihydroi sobenzoru ran-5 -yl)am ide;
4-(5-fluoro-2-methexypheny0-2-hydroxy-4-methy [Therm th ylpentanoic
acid (1 -axe- I 3-dihydroisobenzofuran-5-yDamide; 2-(2-
chlorobenzy1)-4-(5-fluoro-2-methexyphenyl)-241ydroxy-4-methylpentanoi
e acid ( I -oxo- ,3-dihydroisobenzafuran-5-yl)amide;
4-(5-fluom-2-hydroxypheny0-2-hydroxy-4- methy1-2-phenethylpentanoic
acid ( 1 -axe- 1 ,3-d ihydroi sobenzofuran-5-y0am ide; 4-(5-  uaro-2-hy dro
x y phony 0-2-hydrox y-2-[2-(4 -hydroxyphenypethy41-4-methyl pentanoic
acid ( I -axe- 1 ,3-dthydrai sobenzoftiran-5-y Darnide; 2-(2-ch I
arobenzyl)-445- fluarci-2- hydroxyphe ny1)-2-hydroxy-4-me thy Mentanoic
acid ( I -axe- 1,3-di hy droisobenzefurart-5- ypam ide;
4(S-fluoro-2-hydroxypheny1)-2-hydro xy-2-(2-hydrox ybenzy1)-4- methyl
pe mimic ac id (I -oxo- 1,3-di hydroi sobe nzafura n-5-ypiam i de;
2(2-bromobermy0-
4-(5-fluoro-2-rnethoxypheny1)-2-1ydroxy-4-methy1pcntanoic ac id (I -oxo-
1 ,3- dihydroisobenzoluran-5-yl)amide;
2-(2-bromobenzy1)-4-(5-11uoro-2-hydraxyphenyl)-2-
hydroxy-4-tnethylpentanoic ac id ( 1 -axe- I
,3-dihydroisobenzafuran-5-yl)amide; 2-(5-
fluore-2-mechoxybenzyl)-2-hydroxy-4-methyl-4-phenylpentanoic acid ( 1
-ox o- 1,3- dihydroisobeinzofuran-5-yDamide;
2-(5-fluoro-2-hydroxyberizy0-2-hydroxy-4-met y1-4- phenyl pentanoic ac
id ( 1 -oxo- 1 ,3-dihdroisobenza furan-5-yIjamide; 2-(5-fluero-2-
methoxybenzyl)-4-(5-fluoro-2-methoxyplieny0-2-hydroxy-4-methylpentanoi
c acid ( 1- axe- 1,3-di hydroisobenzofuran-5-yl)arn hie;
2-(5-fluore-2-hydrox ybenzy1)-445-fl uoro-2- hy drox
ypheny1)-2-hydroxy-4-methylpentanoic acid ( 1 -o xe- 1,3-dihydraise
benzofuram5- yl)ainide;
2-(3,5-dimethoxybenzy1)-2-hydroxy-4-methyl-4-phenylpentanoic acid ( 1
-oxo1 3-dillydroisabenzofuran-5-yl)amider 2-(3,5-dihydroxybenzy1)-2-h
ydro xy-4-m ethyl -4- plieny Ipentanoic acid ( 1 43 0-
,3-clihydroisobenzofurani-5-ye- amide; 2-hydroxy-2-(2- methoxybeazy
04-methy1-4-phe nyl pen Lana ic acid ( 1 -axe-
1,3-dilityidreisobenzaluran-5- yljamicIc; 12-hydrox
y-2-(2-hydroxybenzy1)-4-methy1-4 -phenylpentanoic acid (1-oxo-  1 3-di
hydra isabenzefura n-5-yDam ide; 2-hydroxy-2-1244-hydrox yphenyl)ethy
11-4- merfly1-4-phenyi pentanoic acid (1
-axo-1,3-dihydroisobenzafuran-5-yriamide; 15-12- tie nzy1-4-(5-flu
0ra-2-meth x yurienyE)-2-4 droxy-4-metri ylpen tylam
inej-3Hisobenzoluram I -one; 4(S-fluore-2-mettiox yphe ny I 42-h yd
roxy-4-methy I -2-( - pheimMinyl)pentanoic acid Ii -axe-
I,3-dillydroisobenzoluran-5-y pamide; 2-hydroxy-4-
methy1-4-phcnyl-2-pyridin-2-yimethylpentanoic acid (1 -oxo-
1,3-dihydroisobenzofuram  5-yl)amide;
4-(5-fluoro-2-methoxypheny1)-2-hydroxy-4-methyl -2-( I
-phenylethyl)pentanoic acid ( I -oxo- I ,3-dihydroisobenzaluran-5-yflarnide;
4-(5-fluoro-2- hydroxypheny1)-2-hydroxy-4-methyl-24 I
-phenylethyl)pentanoic acid ( I -oxo-1,3- dihydroisobenzofuran-5-yflamide;
2-cyclopenty1-4-(5-fluoro-2-inethoxypheny1)-2-
hydroxy-4-methylpentanoic acid (1-oxo- I
,3-dihydroisobenzoluran-5-yflamide; 2-
cyclopentyl-4-(5-fluoro-2-hydroxyphenyl)-2.-hydroxy-4-methylpentanoic
acid (1-oxoI ,3-dihydroisobenzofuran-5-yl)amide;
2-cyclopentylmethy1-4-(5-fluoro-2-
hydroxypheny1)-2-hydroxy-4-methylpentanoic acid ( I -oxo- I
,3-dihydroisobenzofuran-5- yparnide; and 2-benzy1-2-hydroxy-N-( I
-oxo-1,3-dihydroisobenzofuran-5-ylj4-phenyIbutyrarnide. In still another
embodiment, said at least a DIGRA has Formula I, wherein       (a) A is an
aryl or heteroaryl group, each optionally independently substituted with
one to three substituent groups, which are independently selected from
the group consisting of G-C2 alkyl, G2-05 alkenyl, C2-05 alkynyl, CI-Cs
alkanoyl, Cs-Cs cycloalkyl, heterocyclyl, aryl, heteroaryl, C(-05 alkoxy,
C2-Cc alkenyloxy, C2-Cs alkynyioxy, aryioxy, acyl, C1-05 alkoxycarbonyl,
aroyl, aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl,
aminocarbonyloxy, Ci-Cs alkylarninocarbonyloxy, C1-Cs
dialkylarninocarbonyloxy, C1-Cc alkanoylamino, Cr-Cs
alkoxyearbonylamino, C1-Cs alkylsulfonylamino, aminosulfonyl, CI-Cc
alkylarninosulfonyl, CaCs dialkylaninosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by C1-Cf alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with CI-Cs alkyl, fl-Cc al kyithio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone;        (b) R1 and R2 are each
independently hydrogen or Cr -Cs alkyl, or R.' and R2 



together with the carbon atom they are commonly attached to form a CCs
spire cycioalkyl ring; ,-,,       (c) the anitioromethyl group:         (d) B is
C1C5 alkylene, C2-05 alkenylene, or C2-05 alkynyiene, each optionally
independently substituted with one to three substituent groups, wherein
each substituent group of B is independently C1-C3 alkyl, hydroxy,
halogen, amino, or ow;        (e) D is absent;             E is --NR6127,
wherein R6 and R7 are each independently hydrogen, CI-C8 alkyl, C2-C8
alkenyl, C2-C8 alkynyl, C1-C8 alkoxy, C2-C8 alkenyloxy, C2-C8
alkynyloxy, hydroxy, carbocyclyl, heterocyclyl, aryl, aryloxy, acyl,
heteroaryl, carbocycle-C1-C8 alkyl, aryl-C1-05 alkyl, aryl-C1-Cs haloalkyl,
heterocyclyl-C1-C8 alkyl, heteroaryl-C1-C8 alkyl; catbocycle-C2-C8
alkenyl, aryl-C2-C8 alkenyl, heterocyclyl-C2-C8 alkenyl, heteroary1-C8-C8
alkenyl, or CI-Cs alkylthio wherein the sulfur atom is oxidized to a
sulfoxide or sulfone, each optionally independently substituted with one to
three substituent groups, wherein each substituent group of R6 and R7
are independently C1-05 alkyl, Cs-05 alkenyl, C,-05 alkynyl, C3-C8
cycioalkyl, phenyl, C1-05 alkoxy, phenoxy, C1-05 alkanoyl, arox,i1, CI-Cls
alkoxycarbonyi, CI-05 alkanoyloxy, aminocarbortyl" C1-05
alkylarninocarbonyl, CI-05 dialkylaminocarbonyl, aminocarbonyioxy, Ci-05
alkylaminocarbonyloxy, C1-05 dialkylarninocarbonyloxy, CI-05
alkanoyiamino, C1-65 alkoxycarbonylarnino, CI-05 alkylsulfonylamino,
aminosulfonyl, C1-05 alkylaminosulfonyl, C1-05 dialkylaminosulfonyl,
halogen, hydroxy, carboxy, cyano, oxo, trifluoromethyl, trifluoromethoxy,
nitro, amino wherein the nitrogen atom is optionally independently mono-
or di-substituted by CI-Cs alkyl, ureido wherein either nitrogen atom is
optionally independently substituted with C1-05 alkyl, or CI-Cs alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfcirte;
and (g)Q comprises a heteroaryl group optionally independently
substituted with  one to three substituent groups, wherein each substituent
group of Q is independently C1- C5 alkyl, C2-05 alkenyi, C2-05 alkynyl,
C3-C8 cycloalkyl, heterocyclyl, aryl, heteroaryl, C:-Cs alkoxy, C2-05
alkenyloxy, C2-05 alkynyioxy, aryloxy, acyl. C1-05 alkoxycarbonyl, C1-,C5
alkanoyloxy, aminocarhonyl, CI-05 alkylaminocarbonyt, C1-05
diaikylaminocarbonyl, aminocarbonyloxy, C -05 alkylaminocarbonyloxy, C,
-Cc dialkylaminocarbonyloxy, Cr-Cs alkanoylamino, CI-05
alkoxycatbonylamino, C1-Cs alkyisulfonylamino, aminosulfonyl, CI-Cs
alkylaminosulfonyi, C1-Cs  dialkylarninosulfonyl, halogen, hydroxy,
carboxy, cyano, trifluoromethyl, trifluoromethoxy, tritluoromethylthio, nitro,
or amino wherein the nitrogen atom is optionally independently mono- or
di-substituted by C1-C.3 alkyl; or ureido wherein either nitrogen atom is
optionally independently substituted with Ci-05 alkyl; or CI-05 alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone,
wherein each substituent group of Q is optionally independently
substituted with one to three substituent groups selected from Ci-C3 alkyl,
Ci-C13 aikoxy, halogen, hydroxiy, oxo, cyano, amino, or trifluoromethyl.
Non-limiting examples of these compounds include
3-(5-fluoro-2-methoxyphenyl)-3-methyl- I -(pyrici n-2-y 'me:thy-1)- 1 -tri 11
uorome thyl-butylam ne ; 3-(5-fluoro-2- methoxy-pheny1)- I -(1H-i
ndo1-2-ylinethyl)-3-rnethyl- I -tri fl uoromethyl-buty !amine; 1 - (2,6-d lento
ro-py ridin-4-y !me thyl)-3 45-11uoro-2-rne thoxy-phe ny11-3 -methy I- I -
trifluoromethyl-butylamine; I
-(4,6-dimethyl-pyridin-2-ylatethy0-3-(5-flu0r0-2-
methoxy-pheny11-3-methyl- I -trifl uororneth yl-butylarn ine; 1-(2-chl
oro-pyri din-4- yl methyl)-3-(5-fluoro-2-inethoxy-pheny1)-3-methyi- I
-trifluoromethyl-butylarnine; 3-(5-
fluoro-2-methyl-pheny1)-3-methyl-1-(3-methyl- Iflied-Lyn- 1 -tri
fluoromethyl- bu tylam ne; 3-(5-fluoro-2-methoxy-pheny 0-3-rnethyl- I
-(3-methyl- 1 H-indol-2- ylmethyl)- 1-trifluoromethyl-bu tylam i ne ; I
-(6-fluoro-1H-indo1-2-ylmethyl)-3415-fluoro2-methoxy-phenyl)-3-methyl- I
-trill uoromethyl-bu tylamine; 3-(4-fluoro-pheny1)-3- methyl- 43-methyl-
1H-i ndo1-2-y Imethyl)- I -trifluoro-methyl-butylarninei 3-benzofuran7-yl- I
-(12.6-dichloro-pyri di n-4-yline thyl)-3-methyl- I
-trifluoromethyl-butylamine; dihydro-benzofuran-7-y1)- I -(6-fltIOTO- LIN
nd ol-2-ylme thyl)-3 -me thy 1-1 -trifluoromethylbutylamine; 3-(5-fl
uoro-2-methox y-phenyl)-3-in ethyl- I -qu inol i n-4-ylmethyl- 1 -
trifluoromethyl-butylatnine;
1-(2-cfdoro-quinolin-4-yimetiv)4)-3-(5-fluoro-2-methyipheayl)-3-methyl- I
-trifluorornethyl-butylarnine; 3-(4-fluorc-pheny11-3-methyl- 1 - (mina
n-4-y1 methyl- I -trifl uoromethyl-butyl amine; 74 3-am
ino-3-(111-benzoimidazol-2-
ylinethy0-4,4,4-trilluoro-1,1-dimethyl-buty11-2,3-dihydrobenzofuran-5-earb
onitrile; I - (6-fluoro- I H-benzo Mitt azol-2-ylme thyl)-13-(5- fl uore-2-meth
y l-phen yl)-3-me thy I- I - trifluoromethyt-butylamine; 2[3-arnino-34 I
H-benzoimidazol-2-ylmethyl tritl uoro-1,1-dimethyl-buty114-fluoro-phenol;
1H-henzoimidazol-2-y1inethyl)-3-(4- fl uoro-pheny1)-3 -meth y I- I -tri
flnorome th yl-b uty lam ine; I -( I Fl-indol -2-y Ime chy I)-3-methyl-
3-pyridin-3-yl- Ntritl uorornethyl-bu tyl am ine; I -( 1 H-benzoi m
methy1-3-pyridin-4-y1-1-trifluoromethyl-butylamine;
3-imethy1-1-(3-methy1-1H-indol '
ylmethyl)-3-pyridini-3-y1-1-trifluoromethyl-butylattiine; 1(6-fluoro-
11-1-indo1-2-
yhnethyl)-3-methyl-3-pyridin-3-y1-1-trifluoromethyl-butylamine;
3-(2,3-dihydrobenzofuran-7-y0-1-11H-indol-2-ylmethy0-3-methyl-1-trilluoro
methyl-butylainine; 13- (15-fluoro-2-methoxy-pheny1)-3-methyl- I -q uinol
in-4-ylrnethy I-1-tri fluoromethy my IImethyl-am ine;
ethyl-13-(5-fluoro-2-methoxy-pheny B-3-methy -cluinol i ii-4-ylmethy1-15
fluororneth yl -butyll-amine ; 13-(5-fluoro-2-methoxy-pheny0-3-me th
yl-l-qui nol in-4- yl methy I-1-tri fluoromethyl-butyl] -propylami ne; [3-(5-11
uoro-2-methoxy-pheny methyl- I -qu inol in-4-y Imethy 1-1-tri uoromethyl
-h uty]] - isobutylamine; buty1-13-t5- fluom-2-methoxy-pheny
0-3-methy151-quinol in-4-ylmethyl-l-trifluoromethyl-butyllamine.; 1345-6
uoro-2-methox y-phenyl)-3-methyl-1-quinolin-4-ylmethyl-1-trifluoro-
methyl-butyll-dimethylamine;
N-13-(5-fluoro-2-methoxy-pheny1)-3-methy1-1-quinolin4-ylmethyl-1-trifluor
omethyl-buty11-acetamide; N-13-(5-fluoro-2-metboxy-phenyl)-3-
methy1-1-quinolin-4-ylmeth yl-lstri fluoroinethy I-butyll-form amide;
N-13-(5-fluoro-2-
methoxy-pheny1)-3-methyl-1-quinolin-4-ylmethyl-1-trifluoromethylsbutyllm
ethanesulfenainide;
1-(2,6-dimethyl-pyridin-4-ylmethyl)-3-(5-11ticro-2-methoxyphenyl)-3-rnethy
l-1-trifluoromethyl-butylamine; 3-(5-fluoro-2-methoxy-pheny1)-3-
methyl-1-(1H-pyrrolo[2,3-clpyridin-2-ylmethyl)-1-trifluoromethyl-butylamine
; 2-12- amino-4-(5-fluoro-2-methoxy-pheny
0-4-methy1-2-trifluoromethyl-pentyll-4-rnethyl- ITndole-6-carbonitrile;
14-13-(5-fluoro-2-methoxy-pheny1)-3-methyl-1-quinolin-4-
ylmethyl-1-trifluoromethyl-buty11-hydroxylarnine; and
2-(3-amino-4,4,4-trifluoro-1,1-
dignethyl-3-quinolin-4-ylmethyl-huty0-4-fluoro-phen0l, 



In yet another embodiment, said at least a DIGRA has Formula 1, wherein
A. B, D, E, R, R2, le, and R7 have the meanings disclosed immediately
above, and le is C1-C4      Cs-Cs alkenyl, C2-C8 alkynyl, carbocycle,
heterocyclyl, aryl, heteroaryl, carbocycle-Q-C8 alkyl, carboxy,
alkoxycarbonyl, aryl-Ci-Cs alkyl, aryl-CH-Cii haloalkyl, heterocyclyl-C1-C8
alkyl, heteroaryl-C; -Cs alkyl, carbocycle-C2-05 alkenyl, aryl-Cs-Cs
alkenyl, heterocyclyl-C2-C3 alkenyl, or heteroaryl-C2-C8 alkenyl, each
optionally independently substituted with one to three substituent groups,
wherein each substituent group of R3 is independently C1-05 alkyl, C2-05
alkenyl, Cs-Cs alkynyl, Cs-Cs cycloalkyt, phenyl, C1 -Cs alkoxy, phenoxy,
CI-05 alkanoyl, aroyl. CI-Cs alkoxycarbonyl, Cj-C alkanoyloxy,
aminocarbonyloxy, Ci -05 alkylaminocarbonyloxy, Ch -05
dialkylaminocarhonyloxy, aminocarbonyi, C1-05 alkylaminocarbonyl, C-Cs
dialkylaminocarbonyl, C1-05 alkanoylamino, CoCs alkoxycarbonylamino,
CoCs alkylsulfonylamino, CI-05 alkylaminosulfonyl, Ca-05
dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyan, oxo,
trifluoromethyl, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C,-05 alkyl, ureido wherein
either nitrogen atom is optionally independently substituted with CI-05
alkyl, CI-05 alkylthio wherein the sulfur atom is optionally oxidized to a
sulfoxide or sulfone, wherein 123 cannot be trifluoromethyl.
Non-limiting examples of these compounds include
1-(2,6-dichloro-pyridin-4- ylmethy 1)-3-(5-fluoro-2-methoxy-phenyko
1,3-dimethyl-butylamine; 1-ethy1-3-(5-fluoro2-incithoxy-phenyl)-3-methyl- I
squinolin-4-ylmethyi-butylamine; I -cyclohex ylme thyl -3-
(5-fluoro-2-methoxy-pheny1)-1-(1 H-indo I -2-y lin ethyl)-3-methy isbuty I
am ine ; I -(2-
chloro-quinolin-4-ylinethyl)-1-cyclopenty1-3-(5-fluoro-2-merlioxy-pheny0-3-
inethylbutylarn ine; I
-(2-chloro-pyridin-4-ylmethyl)-1-cyclopentylmethy1-3-(5-fitioro-2-
methoxy-phenyl)-3-methyl-hutylamine;
3-(5-fluoro-2-methoxy-pheny1)-1,3-dimethyl-lquinolin-4-ylmethyl4butylami
ne; Tcyclopropy1-3-(5-fluoro-2-methoxy-pheny0-3- methyl-l-qu inol in-4-y I
methyl-butyl amine; 3-(5-fluoro-2-methoxy-pheny1)-1,3-dimethy1-
1-(1H-pyrroloi,2,3-c]pyridin-2-ylmethyl)-butylamine; Iscy.iclopropy1-3
-(5-fluoro-2- rnethoxy-pheny 1)-3-methy 1-1-(1H-py rrolo [2,3-cl
-pyridin-2-ylmethylj-buty I amine; 243- am ino- I
,1,3-trimethy1-4-(1H-pyrrol o[2,3-cThyridin-2-ye- hut"lj4fiuorolienol; 2T:2-
arnino-4-(5-f1uoro-2-methoxy-phenyl)-2,4-dimethyI-pentyf'I-4-inethyi-lH-in
doIe-6- carbonitrile.        Other compounds that can function as DIGRAs
and methods for their manufacture are disclosed, for example, in U.S.
Patent Application Publications 2004/0029932, 2004/0162321,
2004/0224992, 2005/0059714, 2095/0176706, 2005/0203128,
2005/0234091, 2005/0282881, 2006/0014787, 2006/0030561, and
200610116396, all of which are incorporated herein by reference in their
entirety.        In another aspect, the present invention provides an
ophthalmic pharmaceutical composition for treating or alleviating a dry eye
condition or other ophthalmic disorders, which require rewetting of the
eye. The ophthalmic pharmaceutical composition  WO
2008/005686PCT/ES2007/9 comprises at least a DIGRA, a prodrug
thereof, or a pharmaceutically acceptable salt thereof. In one aspect, the
pharmaceutical composition comprises a pharmaceutically acceptable
carrier.       The concentration of a DIGRA, a prodrug thereof, or a
pharmaceutically acceptable salt thereof in such an ophthalmic
composition can be in the range from about 0.001 to about 1000 mg/nil
(or, alternatively, from about 0.001 to about 500 mg/mil, or from about
0.01 to about 300 mg/ml, or from about 0.1 to about 250 mg/ml, or from
about 0.1 to about 100 mg/m1).       In one embodiment, a composition of
the present invention is in a form of a. suspension or dispersion. In
another embodiment, the suspension or dispersion is based on an
aqueous solution, For example, a composition of the present invention
can comprise sterile saline solution. In still another embodiment,
micrometer- or nanometersized particles of a DIGRA, or prodrug thereof,
or a pharmaceutically acceptable salt thereof can be coated with a
physiologically acceptable surfactant (non-limiting examples are disclosed
below), then the coated particles are dispersed in an liquid medium. The
coating can keep the particles in a suspension.        In another aspect, a
composition of the present invention can further comprise a non-ionic
surfactant, such as polysorbates (such as polysorbate 80
(polyoxyethylene sorbitan monooleate), polysorbate 60 (polyoxyethylene
sorbitan monostearate), polysorbate 20 (polyoxyethylene sorbitan
monolaurate), commonly known by their trade names of Tween(r) 80,
Tween(r) 60, Tween0 20), poloxamers (synthetic block polymers of
ethylene oxide and propylene oxide, such as those commonly known by
their trade names of Pluronic10; e.g., Plutonic(r) F127 or Plutonic(r) F108)
), or poloxamines (synthetic block polymers of ethylene oxide and
propylene oxide attached to ethylene diamine, such as those commonly
known by their trade names of TetronictIO; e.g., Tetronic(r) 1508 or
Tetronic(r) 908, etc., other nonionic surfactants such as Brij(r), y and long
chain fatty alcohols (i.e., oleyl alcohol, stearyl alcohol, myristyl alcohol,
docosohcxanoyl alcohol, etc.) with carbon chains having about 12 or more
carbon atoms (e.g., such as from about 12 to about 24 carbon atoms).
Such compounds are delineated in Martindale, 34th ed., pp 1411-1416
(Martindale, "The Complete Drug Reference,' S.   C. Sweetman (Ed.),
Pharmaceutical Press, London, 2005) and in Remington, "The Science
and Practice of Pharmacy," 2first Ed., p. 291 and the contents of chapter
22, Lippincott Williams & Wilkins, New York, 20068 the contents of these
sections are incorporated herein by reference. The concentration of a
non-ionic surfactant, when present, in a composition of the present
invention can be in the range from about 0001 to about 5 weight percent
(or alternatively, from about 0.01 to about 4, or from about 0.01 to about 2,
or from about 0.01 to about I weight percent).        In addition, a
composition of the present invention can include additives such as buffers,
diluents, carriers, adjuvants, or excipients. Any pharmacologically
acceptable buffer suitable for application to the eye may be used, Other
agents may be employed in the composition for a variety of purposes. For
example, buffering agents, preservatives, co-solvents, oils, humeetants,
emollients, stabilizers, or antioxidants may be employed. Water-soluble
preservatives which may be employed include sodium bisulfite, sodium
bisulfate, sodium thiosulfate, benzalkonium chloride, chlorobutanol,
thimerosal, ethyl alcohol, methylparaben, polyvinyl alcohol, benzyl alcohol,
and phenylethyi alcohol. These agents may be present in individual
amounts of from about 0.001 to about 5% by weight (preferably, about
0.01% to about 2% by weight). Suitable water-soluble buffering agents
that may be employed are sodium carbonate, sodium borate, sodium
phosphate, sodium acetate, sodium bicarbonate, etc., as approved by the
United Suites Food and Drug Administration ("US ELM") for the desired
route of administration. These agents may be present in amounts
sufficient to maintain a pH of the system of between about 2 and about II.
As such the buffering agent may be as much as about 5% on a weight to
weight basis of the total composition. Electrolytes such as, but not limited
to, sodium chloride and potassium chloride may also be included in the
formulation.       In one aspect, the pH of the composition is in the range
from about 4.5 to about II. Alternatively, the pH of the composition is in the
range from about 6 to about 9, or from about 6.5 to about 8. In another
aspect, the composition comprises a buffer having a pH in one of said pH
ranges.       In another aspect, the composition has a pH of about 7,
Alternatively, the composition has a pH in a range from about 7 to about
7.5. 



In still another aspect the composition has a p1-I of about 7.4.       In a
further aspect, a composition of the present invention formulated for the
treatment of dry eye-type diseases and disorders may also comprise
carriers designed to provide immediate, short-term relief of dry eye-type
conditions. Such carriers can be formulated as a phospholipid candy or art
artificial tears carrier, or mixtures of both. A phospholipid carrier comprises
one or more phospholipicls that lubricate, wet, approximate the
consistency of endogenous tears, aid in natural tear build-up, or otherwise
provide temporary relief of dry eye symptoms and conditions upon ocular
administration. Non-limiting examples of phospholipid carrier formulations
include those disclosed in U.S. Patents 4,804,539; 4,883,658; 4,914,088;
5,075,104; 5,278,151; 5,294,607; 5,371,108; 5,578,586; the foregoing
patents are incorporated herein by reference to the extent they disclose
phospholipid compositions useful as phospholipid carriers of the present
invention.        In yet another aspect, a composition also can comprise a
viscosity-modifying compound designed to lubricate, wet, approximate the
consistency of endogenous tears, aid in natural tear build-up, or otherwise
provide temporary relief of dry eye symptoms and conditions upon ocular
administration the eye. Such compounds may enhance the viscosity of the
composition, and include, but are not limited to: monomeric polyols, such
as, glycerol, propylene glycol, ethylene glycol; polymeric polyols, such as,
polyethylene glycol; various polymers of the cellulose family, such as
hydroxypropylmethyl cellulose ("HPMC"), carboxymethyl cellulose
("CMC") sodium, hydroxypropyl cellulose ("HPC"); polysaccharides, such
as hyaluronic acid and its salts, chondroitin sulfate and its salts, dextrans,
such as, dextran 70; water soluble proteins, such as gelatin; vinyl
polymers, such as, polyvinyl alcohol, polyvinylpyrrolidone, povidone;
carbomers, such as carbomer 934P, carbomer 941, carbomer 940, or
carbomer 974P; and acrylic acid polymers. In general, a desired viscosity
can be in the range from about I to about 400 centipoises ("cps").       In
yet another aspect, the present invention provides a composition for
treating or alleviating the dry eye condition or an ophthalmic disorder
requiring rewening of the eye. The composition comprises: (a) at least a
MGR& a prodrug thereof, or a  pharmaceutically acceptable salt thereof;
and (I)) an immtinosuppressive medicament; said DIGRA, prodrug
thereof, or pharmaceutically acceptable salt thereof, and
immunosuppressant medicament being present in amounts effective to
treat or alleviate said dry eye condition or ophthalmic disorder. In one
embodiment, such an immunosuppressive medicament comprises
Cyclosporine, such as for example Cyclosnorine A. The concentration of
Cyclosporine in such a composition can range from about 0.01 to about 2
percent by weight, or from about 0.1 to about 1.5 percent by weight, or
from about 0.2 to about 1 percent by weight. Other immunosuppressive
medicaments also can be suitable, such as Azathioprine,
Cyclophosphamide, Taerolimus Hydrate, Mycophenolate Mofetil,
tvlycophenolic Acid, Pimecrolimus (or its hydrate), or Sirolimus (or its
hydrate). In one embodiment, an immunosuppressive medicament can be
a biologically derived material, such as an immunoglobulin-containing
antibody.       In still another aspect, a method for preparing a composition
of the present invention comprises combining at least a MORA, a prodrug
thereof, or a pharmaceutically acceptable salt thereof with a
pharmaceutically acceptable carrier. In one embodiment, such a carrier
can be a sterile saline solution or a physiologically acceptable buffer.
Physiologically acceptable buffers include, but are not limited to, a
phosphate buffer or a Tris-HCI buffer (comprising
tris(hydroxyrnethyl)aminomethane and WI). For example, a Tris-HC1
buffer having pH of 7.4 comprises 3 g/I of
tristhydroxymethyDaminomethane and 0.76 WI of ITC1. In yet another
aspect, the buffer is 10X phosphate buffer saline ("PBS") or 5X PBS
solution.       Other buffers also may he found suitable or desirable in
some circumstances, such as buffers based on HEPES
(N-(2-hydroxyethyllpeperazine-lt -(2-ethanesulf(mic acid)) having plc of 7.5
at 25C and pH in the range of about 6.8-8.2; BES (N,N-bis (2-
hydroxyethy112-aminoethanesulfonic acid) having pK" of 7.1 at 25C and
pH in the range of about 6.4-7.8; MOPS (3-(N-morpholinolpropancsullonic
acid) having plc of 7.2 at 25C and pH in the range of about 6.5-7.9; TES
(N-tris(hydroxymethyl )-methy1- 2-aminoethanesullonic acid) having p.K.,
of 7.4 at 25C and pH in the range of about 6.8- 8.2; MOBS (41 N-morphol
inolbutanestilfonic acid) having plc of 7.6 at 25C. and p11 in  the range of
about 6.9-8.3; DIPSO (3-(N,N-bisf 2-hydrox iefhyllamino)-2-
hydroxypropane) ) having plc of 7.52 at 25C and pH in the range of about
7-8.2; TAPSO (2-hydroxy-3 tris(hydroxyrnethyl)methylaminol- I
-propanesulfonic acid) ) having plc of 7.61 at 25C and pH in the range of
about 7-8.2; TAPS
(f(2-hydroxy-1Jbis(hyclruxymedryi)ethyl)amino1-1-propanesulfonic acid) )
having plc of 8.4 at 25C. and pH in the range of about 7,7-9.1; TABS
(N-tristhydroxymethyl)methyl-4- aminobutanesulfonie acid) having pK" of
8.9 at 25C and pH in the range of about 8.2- 9.6; AMPSO (N-(
1,1-dimethy1-2-hydroxyethyl)-3-arnino-2-bydroxypropanesuifonic acid) )
having plc, of 9,0 at 25C and pH in the range of about 8.3-9.7; CHES (2-
cyclohexylamino)ethanesulfonic acid) haying pKa of 9.5 at 25C and pH in
the range of about 8.6-10.0; CAPSO (34cycl ohexy lamino)-2-hydroxy-
1-propane s ul Ionic acid.) having pKa of 9.6 at 25C and pH in the range
of about 8.9-10.3; or CAPS (3- (cyclohexylamino)-1-propane sulfonic acid)
having pKa of 10.4 at 25C and pH in the range of about 9.7-11.1.        In
certain embodiments, a composition of the present invention is formulated
in a buffer having a slight acidic pH, such as from about 6 to about 6.8. In
such embodiments, the butler capacity of the composition desirably allows
the composition to come rapidly to a physiological pH after being
administered to into the patient. EXAMPLE 1        Two solutions I and II
are made separately by mixing the ingredients listed in Table 1. Five parts
(by weight) of mixture I are mixed with twenty parts (by weight) of mixture
H for 15 minutes or more. The pH of the combined mixture is adjusted to
6.2- 6.4 using I N NaOH to yield a composition of the present invention.
Table I Ingredient Amount Mixture I 



Carhop& 934P NF ,025 g Purified water 99.75 g Mixture II  Propylene
glycol  EDTA 0.1 mg Compound of Formula IV 50 g  EXAMPLE 2:
Two mixtures I and II are made separately by mixing the ingredients listed
in Table 2. Five parts (by weight) of mixture I are mixed with twenty parts
(by weight) of mixture II for 15 minutes or more. The pH of the combined
mixture is adjusted to 6.2- 6.4 using I N NaOH to yield a composition of
the present invention.  Table 2 Ingredient Amount Mixture I  , Carbopol
934? NF 0.25 g 



Purified water 99.75 g Mixture II  Propylene glycol  EDTA 0.1 mg
Compound of Formula IV 50 g Cyciosporine A 5 g  EXAMPLE 3:       Two
mixtures I and H are made separately by mixing the ingredients listed in
Table 3. Five parts (by weight) of mixture I am mixed with twenty parts (by
weight) of mixture II for 15 minutes or more. The pH of the combined
mixture is adjusted to 6,26,4 using 1 N NaOH to yield a composition of the
present invention.  Table 3 Ingredient Amount Mixture I  Carbopol 934P
NE 0.25 g Purified water 



99.75 g Mixture II  Propylene glycol 3 g Triacetin 7 g Compound of
Formula H 50 g Cyclosporimi A 5 g EDTA 0.1 mg  EXAMPLE 4:       Two
mixtures land II are made separately by mixing  he ingredients listed in
Table 4. Five parts (by weight) of mixture I are mixed with twenty parts (by
weight) of mixture II for 15 minutes or more. The pH of the combined
mixture is adjusted to 6.2- 6.4 using I N NaOH to yield a composition of
the present invention.  Table 4 Ingredient Amount Mixture I  Carbopol
934P NE 0.75 g 



Purified water 99.75 g Mixture II  Propylene glycol 7 g Glycerin 3 g
Compound of Formula III 50 g Cyclosporine A 5 g HAP (30%) 0.5 mg
Alexidine 2HC1 1-2 pprn  Note: "HAP" denotes hydroxyalkyl
phosphonates, such as those known under the trade name Dequesta
EXAMPLE 5: The ingredients listed in Table 5 are mixed together for at
least 15 minutes, The  pH of the mixture is adjusted to 6.2-6.4 using I N
NaOH to yield a composition of the present invention,  Table 5 Ingredient 



Amount (% by weight) Povidone 1 HAP (30%), 0.05 Glycerin 3 Propylene
glycol 3 Compound of Formula IV 0.5 Cyclosporine A 0.1 Tyloxapol 0.25
BAK 10-100 ppm Purified water q.s. to 100  Note: "BAK" denotes
benza]konium chloride. EXAMPLE 6:       The ingredients listed in Table 6
are mixed together for at least 15 minutes. The pH of the mixture is
adjusted to 6.2-6.4 using 1 N NaOH to yield a composition of the present
invention.  Table 6 



Ingredient Amount (% by weight) Povidone 1.5 HAP (30%) 0.05 Glycerin 3
Propylene glycol L 3 Compound of Formula IV 0.75 Cyclosporine A 0.1
Tyloxapol 0.25 Aiexidine 2FICI 1-2 ppm Purified water q.s. to 100
EXAMPLE 7:       The ingredients listed in Table 7 are mixed together for
at least 15 minutes. The pH of the mixture is adjusted to 6.2-6.4 using 1 N
NaOH to yield a composition of the present invention. 



Table 7 Ingredient Amount (/2: by weight) CMC (MV) 0.5 HAP (30%) 0.05
Glycerin  Propylene glycol 3 Compound of Formula Pi' 0.75 Cyclosporine
A 0.1 'Tyloxiipol (a surfactant) 0.75 Alexidine 2HC1 1-2 ppm Purified water
q.s. to 100         In another aspect, a DIGRA, a prodrug thereof, or a
pharmaceutically acceptable gait thereof is incorporated into an
ophthalmic device that comprises a biodegradable material, and the
device is implanted into a subject to provide a long-term (e.g., longer than
about I week, or longer than about 1, 2, 3,1, 5, or 6 months) treatment of
the chronic inflammatory condition. Such a device may be implanted by a
skilled physician 



in the subject's ocular or periocular tissue.       In still another aspect, a
method for treating, reducing, or alleviating dry eye condition or an
ophthalmic disorder, which has an etiology in inflammation, comprises, (a)
providing a composition comprising a DIGRA, a prodrug thereof, or a
pharmaceutically acceptable salt thereof; and (h) administering CO a
subject an amount of the composition at a frequency sufficient to treat,
reduce, or alleviate the dry eye condition or the ophthalmic disorder in the
subject. In one embodiment, the DIGRA is selected from among those
disclosed above.  In another embodiment, the composition further
comprises an irnmunosuppressive agent selected from among those
disclosed above. The concentration of the DIGRA, a prodrua thereof, a
pharmaceutically acceptable salt thereof, or the immunosuppressive agent
is slecetd from among the ranges disclosed above.       In another aspect,
a composition of the present invention is administered topically under an
eyelid or on the ocular surface of the subject, In still another aspect, a
composition of the present invention is injected into the conjunctival tissue
of the subject.       In yet another aspect, a composition of the present
invention is administered topically once daily, more than once per day,
once every other day, or once a week. COMPARISON OF
GLUCOCORTICOIDS AND DIGRAS        One of the most frequent
undesirable actions of a glucocorticoid therapy is steroid diabetes. The
reason for this is the stimulation of gluconeogenesis in the liver by the
induction of the transcription of hepatic enzymes involved in
gluconeogenesis and metabolism of free amino acids that are produced
from the degradation of proteins (catabolic action of glucocorticoids). A
key enzyme of the catabolic metabolism in the liver is the tyrosine
aminotransferase ("TAT"). The activity of this enzyme can be determined
photometrically from cell cultures of treated rat hepatoma cells. Thus, the
gluconeogenesis by a glucocorticoid can be compared to that of a DIGRA
by measuring the activity of this enzyme. For example, in one procedure,
the cells are treated for 24 hours with the test substance (a DIGRA or
elucocorticoid), and then the TAT activity is measured. The TAT activities
for the selected DIGRA and glucocorticoid are then compared, Other
hepatic enzymes can be used in place of TAT, such as
phosphoenolpyruvate carboxykinase, glucose-6-phosphatase, or
fructose-2,6- biphosphatase. Alternatively, the levels of blood glucose in
an animal model may be measured directly and compared for individual
subjects that are treated with a glucocorticoid for a selected condition and
those that are treated with a DIGRA for the same condition.        Another
undesirable result of glucocorticoid therapy is increased TOP in the
subject. TOP of subjects treated with giticoicorticoid and DIGRA for a
condition may be measured directly and compared. TESTING:
Comparison of the DIGRA Having Formula IV With Two Corticosteroids
and One NSATD in Treating Inflammation IN I RODUCTION
Inflammatory processes are multidimensional in origin, and are
characterized by complex cellular and molecular events involving
numerous components all of which have not been identified.
Prostaglandins are among these mediators and play an important role in
certain forms of ocular inflammation. Paracentesis of the anterior chamber
in the rabbit eye induces inflammatory reaction due to the disruption of the
blood-aqueous barrier ("BAB"), which is mediated, at least in part, by
prostaglandin E2 (References 1 -3 belowl. Intraoeular or topical
administration of POE) disrupts the LAB. [Reference 4, below] The
treatment schedule adopted in this study was similar to the clinical
NSAIDs (Ocufen) treatment schedule used by surgeons for patients
before cataract surgery. We investigated a dissociated glucocorticoid
receptor agonist ("BOL303242-X", compound having Formula IV above) at
different doses on rabbit paracentesis model evaluating aqueous
biornarkers levels, and iris-ciliary body MP activity in comparison with
vehicle, dexamethasone, loteprednol and flurbiprofen. METHODS
2.1Drugs and Materials 2.1"1. Test articles       BOL-303242-X (0.1%,
0.5% and I% topical formulations), lot 2676-MLC-107, Bauch &I Lomb
incorporated ("B&L") Rochester, USA.       Vehicle (10% PEG 3350; 1%
Tween 80; phosphate buffer pH 7.00), lot 2676- NITC-107, B&L
Rochester, USA. 



Visumetazone(r) (0.1% Dexamethasone topical formulation), lot T253,
Vimfarma., Rome, Italy.         Lotemax (0.5% Loteprednol topical
formulation), lot 078061, B&L, TOM, Macherio, Italy.        Oculen(r) (0.03%
Fiurbiprofen topical formulation), lot E45324, Allergan, Westport, Ireland.
7.2Animals Species: Rabbit Breed: New Zealand Source: Marini (Reggio
Emila, Italy) SexMale Age at Experimental Start: 10 weeks. Weight Range
at Experimental Start: 2.0-2.4 Kg Total Number of Animals: 28
Identification; Ear tagged with an alphanumeric code e. Al means test
article A and animal 1). Justification: The rabbit is a standard non-rodent
species used in pharmacodynamic studies. The number of animals used
in this study is, in judgment of the investigators involved, the minimum
number necessary to properly perform this type of study and it is
consistent with world wide regulatory guidelines.
Acclimation/Quarantine: Following arrival, a member of the veterinary staff
assessed animals as to their general health. Seven days elapsed between
animal receipt and the start of experiment in order to acclimate animals to
the laboratory environment arid to observe them for the development of
infection disease.        Animal Husbandry: All the animals were housed in
a cleaned and disinfected room, with a constant temperature (22-1 'CC),
humidity (relative, 30%) and under a constant light-dark cycle (light on
between 8.00 and 20.00). Commercial food and tap water were available
ad libitum. Their body weights were measured just before the experiment
(Table T-1). All the animals had a body weight inside the central part of
the body weight distribution curve (10%), Four rabbits were replaced with
animals of similar age and weight from the same vendor because three of
them showed signs of ocular inflammation and one was dead upon arrival.
Animals Welfare Provisions: All experiments were carried out according to
the ARVO (Association for Research in Vision and Ophthalmology)
guidelines on the use of animals in research. No alternative test system
exists which have been adequately validated to permit replacement of the
use of live animals in this study. Every effort has been made to obtain the
maximum amount of information while reducing to a minimum the number
of animals required for this study. To the best of our knowledge, this study
is not unnecessary or duplicative. The study protocol was reviewed and
approved by the Institutional Animal Cart and Use Committee (fACUC) of
the University of Catania and complies with the acceptable standards of
animal welfare care. 13Experimental Preparations 2.3.1 Study design and
randomization        Twenty-eight rabbits were randomly allocated into?
groups (4 animals/each) as shown in the table below.  Table 



WO 2008/005686PCT/US2007/071655 Group No of rabbits Treatment
Observations and measurements Termination and assays I 4 CTR 50 pi
drops at 180, 120, 90, and 30 min prior to first paracentesis, and at 15, 30,
90 min after the first paracentesis. Clinical observations and pupillary
diameter at 180 and 5 min before the first paracentesis, and at 5 min
before the second paracentesis. Paracentesis at 0 and 2 hours,
Termination immediately after the second paracentesis. Aqueous humor
collected for PGE2, protein, leukocytes and LT134 measurements.
Iris-ciliary body collected for MPO activity measurement. 



II 4 1% BOL -    III 4 0.5% BOL    IV 4 0.1% BOL    V 4 0.5% LE   



VI 4 0.1% Dex    VII 1",1"1-1 4 _1 .n .--.. 0.03% F 1-. .,-.?.-.    o-veIucc--
Tri=iflurbiprofen otepre no ctabonate; Dex=dexam hasone;  To each test
article was randomly assigned a letter from A to G A = vehicle (10%
PE03350/1% Tween 80/PB pH 7.00) B = Ocufen (Fluorbiprofen 0,03%) 



C = Visumetazone (Desmethasone 0.1%) D = Lotemax (Loetprednol
etabonate 0.5%) E = BOL-303242A 0.1% (1 mg/g) F = BOL-303242-X
0.5% (5 mg/g) 0 = BOL-303242-X 1% (10 mg/g) 2.3 ,2 Reagent
preparation for MPO assay 2.3.2.1 Phosphate buffer (50rnM; pH=6)
3.9g of NaH2PO4 21120 were dissolved in a volumetric flask to 500ml
with water. The pH was adjusted to pli=6 with 3N NaOH. 2.3.7.2
Hexa-decyl-trimethyl-ammonium bromide (0.5%)        0.5g of
hexa-decyl-trimethyl mmonium bromide was dissolved in I 00m1
phosphate buffer, 2.3.2.3 o-dianisidine 2HCI (0.0167%)/ H202(0.0005%)
solution       The solution was prepared freshly. Ten microliters of 11201
(30 wt.%) were diluted to I ml with water (solution A). 7,5mg o-dianisidine
2HCI were dissolved in 45mi of phosphate buffer and 75u1 of solution A
were added. Experimental Protocols 2.4.1 Animals treatment and sample
collection        Each rabbit was placed in a restraint device and tagged
with the alphanumeric code. The formulations were instilled (50 01) into
the conjunctival sac of both eyes 180, 120, 90 and 30 min before the first
paracentesis; then 15, 30, 90 min after the first paracentesis. To perform
the first paracentesis the animals were anaesthetized by intraveneous
injection of Sing/kg Zoletir (Virbac; 2,5mg/kg tiletamine HO and 2.5mg/kg
zolazepam HO) and one drop of local anesthetic (Novesint Novartis) was
administered to the eye. Anterior chamber paracentesis was performed
with a 26 G needle attached to a tuberculin syringe; the needle was
introduced into the anterior chamber through the cornea, taking care not
to damage the tissues, Two hours after the first paracentesis, the animals
were sacrificed with 0.4 ml Tanae (Intervet International By.) and the
second paracentesis was performed. About MO kl of aqueous humor were
removed at the second paracentesis. Aqueous humor was immediately
split in four aliquots and stored at -80 C until analysis. Then both eyes
were enucleated and the iris -ciliary body was carefully excised, placed in
polypropylene tubes, and stored at -80 C. until analysis. 2.4.2 Pupillary
diameter measurement       The papillary diameter of both eyes was
measured with a Castroviejo caliper ISO min and 5 min before the first
paracentesis and 5 min before the second paracentesis,  2,4..3 Clinical
evaluation       The clinical evaluation of both eyes was pet formed by a slit
lamp (4179-T: Stasis, Italy) at 180 min and 5 min before the first
paracentesis and 5 min before the second paracentesis. The clinical score
was assigned according to the following scheme: 0 = normal = discrete
dilatation of iris and conjunctival vessels 2 -= moderate dilatation of iris
and conjunctival vessels 3 = intense iridal hyperemia with flare in the
anterior chamber 



4 = intense iridal hyperemia with flare in the anterior chamber and
presence of fibrinous exudates. 2.4.4 Prostaglandin E2(P0E2)
measurement         For the quantitative determination of PGE2 in the
aqueous humor we used the PGE2 Immunoassay kit (R&D Systems;
Cat.No. KGE004; Lot.No, 240010). Eleven microliters or 16u1 of aqueous
humor were diluted to 110p1 or 160p1 with the calibrator diluent solution
provided with the kit. One hundred microliters of samples and of standards
were load into a 96-well plate and recorded in a plate layout. Samples
were treated following the assay procedure described in the kit. A
rnicroplate reader (GDV, Italy; model DV 990 B/V6) set at 450 am
(wavelength correction at 540 rim) was used for making the calibration
and analyzing the samples. 2.4.5 Protein measurement        For protein
concentration determination in the aqueous humor we used the Protein
Quantification Kit (Fluka; CarNo. 77371; Lot.No. 1303129). Five
microliters of aqueous humor were diluted to 100p1 with water. Twenty
microliters of samples and of standards were load into a 96-well plate and
recorded in a plate layout. Samples were treated following the assay
procedure described in the kit. A interpolate reader (GDV, Italy; model DV
990 B/V6) set at 670 nal was used for making the calibration and
analyzing the samples.  2.4.6 Leukocytes (PMN) measurement        For
the determination of the number of leukocytes we used a haemocytometer
(Improved Neubauer Chamber; Brigth-line, Hausser Scientific) and a
Polyvar 2 microscope (Reichert-Jung). 2.4.7 Leucotriene B4 (LTB4)
measurement        For the quantitative determination of LTI34
concentration in the aqueous humor we used the LTB4 Immunoassay kit
(R&D Systems; Cat.No. KGE006, Lot.No, 243623). Gni of aqueous humor
were diluted to 110p1 with the calibrator diluent solution provided with the
kit. WO pi of samples and of standards were load into a 96-well plate and
recorded in a plate layout. Samples were treated following the assay
procedure described in the kit. A microplate reader (GDV. Italy; model DV
990 B/V6) set at 450 nm (wavelength correction at 540 nm) was used for
making the calibration and analyzing the samples. 2.4.8 Myeloperoxidase
(MPO) measurement        The activity of MPO was measured as
previously described by Williams et alT5] The iris-ciliary bodies were
carefully dried, weighed and immersed in lml of
hexa-decyltrimethyl-ammonium bromide solution. Then, the samples were
sonicated for 10 sec on ice by a ultrasound homogenizer (HD 2070,
Bandelin electronic), freeze-thawed three times, sonicated for 10 sec and
centrifuged at 14,000 g for 10 min to remove cellular debris. An aliquot of
the supernatant (40-200u1) was diluted to 3m! with the odianisidine
2HC1/11202 solution. The change in absorbance at 460nm was
continuously monitored for 5 min by a spectrophotometer (UWVis
Spectrometer Lambda EZ 201; Perkin Elmer), The slope of the line (Nmin)
was determined for each sample and used to calculate the number of
units of MPO in the tissue as follows: AlP01,7 LI/IninT10 ,111 mg were r =
Ii .3 ;WWI.  Values were expressed as units of MPO/g of rissu 2.5Data
Analysis       Pupillary diameter, POE', protein, PMN, and MPO were
expressed as mean SEM. Statistical analysis was performed using one
way ANOVA followed by a Newman-Keuls post hoc test. Clinical score
was expressed as % of eyes and the statistical analysis was performed
using Kruskal-Wallis followed by a Dunn post hoc test. P<0.05 was
considered statistically significant in both cases. Prism 4 software
(GraphPad Software, Inc.) was used for the analysis and graphs.
3.RESULTS 3.1Pupdlary diameter measurement       The raw data are
displayed in Tables T-2 and 1-3. No statistical significance was found
between the CRT and all the treatments. 



Clinical evaluation        The raw data are displayed in Tables T-4 and 1-5.
Only the 0.5% LE group showed a significant difference vesus CTR
(p<0.05). 3.3Prostaglandin E2 (P6F2) measurement       The raw data are
displayed in Tables T-6 and T-7, The treatments 0.03% F. 0.5% LE, 0.1%
BOL, and 0.5% BOL were statistically significant versus CTR (p<0.05).
3.4Protein measurement       The raw data are displayed in Tables T-8
and T-9. It has been found a statistical significance for the treatments
0.03% F and I% BOL vs CTR with p<0.00 I, and 0.5% BOL vs CTR with
p<0.05.  3.5Leukocytes (PMN) measurement       The raw data are
displayed in Tables T- 10 and T-I I. All the treatments were statistically
significant vs CTR (p<0.001). 3.6Leucotriene B4 (LTB4) measurement
All samples were under the limit of quantification (about 0.2 flefill) of the
assay. 3.7Myeloperoxidase (MPO) measurement       The raw data are
displayed in Tables T-12 and T- 13. It has been found a statistical
significance for the all the treatments vs CTR with p<0.0 i for 0.03% F, and
p-c0,001 for 0.1% Dex, 0.5% LE, 0.1% BOL, 0.5% BOL and 1% HOE.
DISCUSSION The preliminary conclusions from the data generated are:
BOL-303242-X is active in this model.  There was not a large difference
between these concentrations of BOL-303242-X and NSAID and steroid
positive controls.        There was not a profound dose-response for
BOL-303242-X, perhaps because we are at either maximal efficacy or
maximal drug exposure at these doses. However, the results show that
BOL-303242-X is as effective an anti-inflammatory drug as some of the
commonly accepted prior-art steroids or NSAID. Some other very
preliminary data (not shown) suggest that BOL-303242-X does not have
some of the side effects of corticosteroids.  5. REFERENCES       1.
Eakins ICE (1977). Prostaglandin and non prostaglandin-mediated
breakdown of the blood-aqueous barrier. Exp Eye Res, 25, 483-498.
2. Neufeld AN, Sears ML (1973). The site of action of prostaglandin E2 on
the disruption of the blood-aqueous barrier in the rabbit eye. Exp Eye Res,
17, 445-448,        3. Unger WO, Cole DP, Hammond B (1975). Disruption
of the blood-aqueous barrier following paracentesis in the rabbit. Exp Eye
Res, 20, 255-270.        4. Stiernschantz J (1984). Autaeoids and
Neuropeptides. In: Sears, ML (ed) Pharmacology of the Eye.
Springer-Verlag, New York, pp 311-365 



5. Williams RN, Paterson CA, Eakins KE, Bhattacherjee P (1983)
Quantification of ocular inflammation: evaluation of poiymorphonuclear
leukocyte infiltration by measuring myeloperoxidase activity. Curr Eye Res
2:465-469, Table T-1: Rabbit body weight measured just before the
experiment                     Sex Body weight (g) 



2090 2140 2100 2320 7270 2190 2340 2300 2160 21 60 2280 2400 2220



WO 20081005686 PCI7US20071071655              D2 D3 D4 El E2 E3 



E4 Fl F2 F3 F4 GI 07 03 04 Mean  S.D.  2200 2180 2260 2170 2330 7350
2300 2190 2940 2120 2200 2410 2270 2310 2130 2236.8  89.2
Table T-2 Raw data of pupillary diameter at -180 min (basal), -5 min (5
min before the first paracentesis) and at +115 min (5 min before the
second paracentesis), and calculated difference between the value at
i-115 min and the value at -180 min.  Treatment 



Rabbit ID Eye Diameter (mni)    Ti:180 rain T2:-5 minI T3: +115 min A(T3 -
T I) CTR Al DX 6.0 5.54.0 -2.0   SX 5.5 5.5 4.0 -1.5  A2 



DX 6.0 6.5 4.5I-1.5   SX 6.0 6.5 5.0 -1.0  A3 DX 6.5 6.5 5.0 -1.5   SX 6.5
6.5 5.0-1.5 



A4 DX 6.0 6.55.01.0  SX 6.0 6.55 01-1.0  0.03% F BIDX 5.06.04.0-1.0
SX 5.0 6.015-1.5  82DX 7.0 6.55.5-1.5  SX 



6.07.05.0-1.0  83DX6.0 ' 4.5 -L5   SX6.0 16.56.0 0.6  84 DX 5.5 6.05.5 0.0
SX 6.05.55.0 -1.0   WO 2008/005686PCT/US2007/071655 



0.1% Dex Cl DX 6.0 5.5I5.5I-0.5   SX 7.0 6.55.5-1,5  C2 DX 5.5 6.56.0 0.5
SX 5.5 6.0 5.5 0.0  



C3 DX 6.5 6.04.5-2.0   SX 6.5 6.5 5.0 -1.5  C4 DX 6.5 TO 6.0 -0.5   SX 7.0
7.56.5-0.5  



0.5% LE D1DX 6.0 6,0 4.5 -1.5   SX 6.0 6.0 5,0 -1.0  D7 DX 6.5 6.5 5,5 0



SX 6.5 6.5 5.5 -ID   D3 DX 6.0 6.0 6.0 0.0   SX 6.5 6.5 6.0 -0.5  D4 DX 6.5
6.5 



6.0 -0,5   SX 6.5 6.5 5.0 -1.5       0.1% BOL El DX 6.5 6.5 5.0 -1.5   



SX 6.5 6.5 6.0 -0.5  E2 DX 6.5 7.0 5.0 -1.5   SX 6.5 7.0 6.0 -0.5  E3 DX
7.0 7.0 



6.0 -1.0   SX 7.5 7.5 6.5 -1.0  E4 DX 7.0 6.5 5.5 -1.5   SX 7.0 7.0 5,5   



0.5% BOL Fl DX8.0 8.0 6.5 -1.5   SX 8.0 8.0 6.5 -1.5  F2 DX 7.0 7.0 6.5 



-0.5   SX 7.0 7.0 6.0 -1.0   DX 7.5 7.5 7.0 -0.5   SX 8.0 8.0 7.0 -1.0  F4 



DX 7.0 7.0 6.0 -1.0   SX 7.5I 7.0 6.5 -1.0   % BOL Cl.DX 6.06.0 5.5 -0.5
SX 6.5 6.5 



5.0 -1.5  02 DX 6.0 6.5 5.0 -1.0   SX 6.0 6.5 5.0-1.0  0CDX 1111- , 6.5 7.0
5.5-1.0  1.SX 



6.5 7.0 5.01 c  041DX 6.5 6.5 6.0-0.5  ISX 6.56.0 6.0-0.5     Table T-3
Difference between the value of pupillary diameter at T3=115 min (5 min
before the second paracentesis) and the value at T1=-180 min (basal)
(Mean  SEM).  Treatment Rabbit Group ID Mean (mm)SEM A(r3 - T1) n 



CTR A -1.4 0.12 8 0.03% F B -0,9 0.22 8 0.1% Dex C -0.8 0.30 8 0.5% LE
D -0.9 0.18 8 0.1% BOL E -1.1 0.16 



8 0.5% BOL F -1.0 0.13  1% BOL 0 -0.9 0.15   Table T-4Raw data of
clinical score at-ISO min (basal), -5 min (5 min before the fi -st
paracentesis) and at +115 min (5 min before the second paracentesis).
Treatment Rabbit ID Eye Clinical Score    -180 min I-5 min +115 min 



CTR Al DX 0 1    SX 0 I 3  AI DX 0 0 I   SX 0 0 d 



A3 DX 0 0 '   SX 0 o 3  A4 DX 0 0 3  SX    0.03%F 



B I'DX 00   SX 00 2  132DX002  SX0 02  ;DX!0 02 .t.   SX 002  B4DX 0 02



-  1SX 00-    WO 20081005686PCULTS2007/07 I 655 Table T-5 Clinical
score expressed as percentage of eyes at -180 min (basal), -5 min (5 min
before the first paracentesis) and at 115 min (5 min before the second
paraeentesis).    Treatment Rabbit Group ID N (eyes) Score (%)
01i1211 



-180 min CTR IA 8' 100     0.02%F B 8 100     0.1% Dex IC 8 I100  



0.5% LE D 8 100     0.1% BOL  8 100    t_ 0.5% BOL F 8 100  



I g'o BOL G $ 100       -5 min  CTR A8 75 25 --  .03% F B 8. 



100    0.1% Dex C 8 75 75   0.5% LE D 8 100    0.1% BOL E 8 100   



0.5 L BOL F 8 100     1% BOL G 8 100 --     i-115 min CTR A  2575 0.03%
F 



B 8  __ 100-- 0.1% Dex C   75 75  0.5% LE D 8  75 25 __  0.1% BOL E 8  



-- 75 75   0.5% 130L F 8 37.5I62.5   I% BOL CI x1  _J  Table T-6Raw data
of PGE2 levels in aqueous humor samples collected at the second
paracentesis Treatment Sample PGE2 (ng/m1) CTR 



2-Al-DX 3.81  2-Al-SX 2.91  2-A2-DX 4.77  2-A2-SX IN/A  2-A3-DX 1.46
2-t 3-SX 3.00  2-A4-DX 1.87  2-A4-SX 1.88  



0 03% F 2-BI-OX 1.04  2-B1-SX 0.75  2-B2-DX 0.85  2-B2-SX 1.11
2-B3-DX 2,11  2-B3-SX 0.93  2-B4-DX 0,61  



2-B4-SX 2.11    0.1% Dex 2-C1-DX 2.51  2-C1-SX N/A  2-C2-DX 2.32
2-C2-SX N/A  2-C3-DX 2.10  2-C3-SX 3.03  



2-C4-DX 2,32  2-C4-SX 1,30    0.5% LE 2-D1-DX -NI/D  2-DI -SX N/D
2-D2-DX VD  2-D2-SX 0.23  2-D3-DX N/D  



2-D3-SX 0.68  2-D4-DX N/D  2-04-SX 1.10    0.1% BOL 2-E!-DX 1.62
2-EI-SX 1.88  2 E-DX 2.15  2-E2-SX 0.70  



7-E3-DX 1.34  2-E3-SX 1.03  2-L4-DX N/D  2-E4-SX N/D   0.5% BOL 2-F
I -DX 2.3!  2-F1-SX 2.59  2-F2-DX N/D  2-F2-SX 



0.53  2-F3-DX 0.75  2-F3-SX 0.80  2-F4-DX 1.62  2-F4-SX 1.09   I% ROL
2-G1-DX 0.50  2-G I-SX 1.87  2-G2-DX 1.71 



2-02-SX 4.04  2-03-DX 1.11  2-G3-SX 3.78  2-04-DXN/D  2-G4-SXN/D
IN/A -4 not available 2N/D = not detectable, under the limit of
quantification 'fable T-7Levels of POE, in aqueous humor samples
collected at the second paracentesis (Mean  SEM). Treatment Sample
GroupMean (nglini) SEM 0./1-19 a 



7 CUR A 2.815   0.03% F B 1.189 0.209 8 0.1% Dex C 2.263 0.232 6
0,5% LE D 0.672 0.250 3 0.1% BOL E1.452 0.971 



6 0.5% BOL F1.384 0.306 1% BOL 0L2.168 0.586b  Table T-8Raw data
of protein levels in aqueous humor samples collected at the second
paracentesis Treatment Sample Protein (rrig/m I) CTR 2-A 1 -DX 50.24
21-SX 53.51  2-A2-DX 28.73  



2-A2-SX 1N/A  12-A3-DX 40.09  24A3-SX 30.84  2-A4-DX 41,79  2-A4-SX
30.35    0.03% F 2-B1-DX 20.78  2-B1-SX 28.80  



2-B2-DX N/A  2-B2-SX 23.41  2-B3-DX 20.21  2-B3-SX 17.53  2-B4-DX
15,12  2-B4-SX 20.52    0.1% Dex 2-C1-DX 31.3  



2-C I -SX N/A  2-C2-DX 31.81  2-C2-SX N/A  2-C3-DX 35.95  2-C3-SX
37.15  2-C4-DX 32.12  2-C4-SX 32.40    0.5% LE 



2-DI-DX 36.14  2-D I -SX 39.10  2-D2-DX 34.69  2-D2-SX26.10
2-03-DX26.30  2-D3-SX28.16  2-D4-DX 40.90  2-D4-SX 39.85    0.1%
BOL 



2-E I -DX 34.87  2-E1-SX 34.41  2-E2-DX 31.14  2-E2-SX 72.87  2-E3-DX
29.46  2-E3-SX 31.69  2-E4-DX 35.70  2-E4-SX49.25   



0.5% BOL 2-Fl-DX 33.98  2-F1-SX 33.65  2-F2-DX 19.99  2-F2-SX 27.11
2-F3-DX 19.72  2-F3-SX 36.35  2-F4-DX 27.71  2-F4-SX 32.74 



1% BOL 2-G1-DX 20.99  2-G1-SX 21.48  2-G2-DX 15.11  2-G2-SX 20.28
2-G3-DX 20.94  2-03-SX 21.89  2-G4-DX 20.03 



2-G4-SX 30.76 - flOt available Table T-9Protein levels in aqueous humor
samples collected at the second paracentesis (Mean  SEM). Treatment
Sample Group Mean (ing/m1) SEMn CTR A 39.364 3.754 0.03% F
B20.910 1.648 7 0, 1 % Dex C 33.457 1.001 6 



0.5% LE D 33.905 2.190 8 0.1% B OL E 33.667 2.655 8 0.5% BOL F
28,844 7.749 8 I% BOL G21,435 1.529 1_ 8  Table T-10Raw data of PMN
numbers in aqueous humor samples collected at the second paracentesis
Treatment 



Sample PMN (number/up CTR 2-A I -DX 90  2-Al-SX 80  2-A2-DX r 70
2-A2-SX IN/A  2-A3-DX 70  2-A3-SX 80  2-A4-DX 50 



2-A4-SX 40    0.03% F 2-B1-DX 50  2-B1SX 40  2-B2-DX N/A  2-B2-SX
20  2-B3-DX 10  2-83-SX 40 



2-B4-DX 30  2-B4-SX 20    0.1% Dex 2-C1-DX 20  2-C I -SX N/A
2-C2-DX 20  2-C2-SX N/A  2-C3-DX 50 



2-C3-SX 40  2-C4-DX 20  2-C4-SX 30    0.5% LE 2-D 1 DX N/A  2-D I -SX
N/A  2-D2-DX 40  2-D2-SX 20 



2-D3-DX 20  2-D3-SX 30  2-D4-DX 40  2-D4-SX 20    0.1% BOL 2-E I -DX
N/A  2-E I -SX 20  2-E2-DX 40 



2-E2-SX 50  2-E3-DX 20  2-E3-S X 20  2-E4-DX 20  2-E4-SX N/A    0.59:9
BOL 2-F1-DX 40  2-F -SX o() 



2-F2-DX 20  2-F2-SX I 0  2-F3-DX 10  2-F3-SX 10  2-F4-DX 20  2-F4-SX
40    1% BOL 2-G1-DX 30 



2-G I -SX 20  2-G2-DX 30  2-G2-SX 40  2-63-DX 20  2-03-SX 30
2-G4-DX 40  2-G4-SX 20 not avatiable Table T- I 1PYIN numbers in
aqueous humor samples collected at the second pariacentesis (Mean
SEM). 



Treatment Sample GroupMean (number/u1) SEM  - n CTR A68.57! 6.701
0,03%F B30.0005345 0.1%Dcx C 30.0005.164 6 0.5% LE D 28.333 4.014
6 0.1% BOL, E 28.333 



5.426 6 0.5% BOL F 21.250 4.407 8  28.7502.950  Table T-12Raw data of
MK) activity in iris-ciliary body samples collected after the second
paracentesis. Treatment Sample Iris-ciliary body weight (mg) Volume Ili I)
2A/min MPO UnitIg CTR A I -DX 41.7 40 



0.021 1.11  AI-SX 42.3 40 0.024 1.26  A2-DX 46.6 40 0.039 1.85  A2-SX
40.5 40 0.037 2.02  A3-DX 48.9 40 



0.075 3.39  A3-SX 51.1 40 0.049 2.19  A4-DX 36.6 40 0.013 0.79  A4-SX
38.8 40 0.019 1.08     



0.03%F BI -DX 39.5 100 0.049 1.10  B 1 -SX 42.7 100 0.082 1.70  B2-DX
34.1 100 0.013 034  B2-SX 36.6 100 0.031 



0.75  83-DX 45.6 100 0.038 0.74  I33-SX 38.0 100 0.027 0.63  4-DX 40.1
100 0,033 0.73  B4-SX 42.6 100 0.061 



1.27   0.1% Dex C i -DX 36.4 100 0.0290.71  CI -SX45.8 WO 0.031 0.60
C2-DX 42.9 1000.064 1.32  C2-SX 42.7 1000.023 0.48  



C3-DX 43.0 1000.019 0.39  C3-SX 46.8 1000.024 0.45  C4-DX413
100i0.023I0.48  C4-SX 36.1 tOO 0.0210.51 1 1 0.5% IF DI-DXI38.9200
0.02610.30'  DI-SX 



44.7 200 0.0530.51   D2-DX,35.9 2000.0670.81   D2-SX40.712000.055
0.60   D3-DX46.3.200 0.076 0.73  D3-SX 41.9i200 F0.0961.01  D4-DX1
46.7I3N/A N/A 



N/A  D4-SX  32.9IN/A N/AN/A   0.1% BOL E1-DX 43.6 100 0.05 I 1.04  E
I-SX '37.2 100 0.042 1.00  E2-DX 32.6 100 0.042 



1.14  E2-SX  37.4 100 0.045 1.06  E3-DX 36.2 1000.050 1,27  E3-SX 45.1
1000.0310.61  E4-DX 30.4 1000.0361.05  E4-SX 42.3 1000.0310.65 



0.5% BOL El -DX 45.8 100 0.0440,85  EUSX 38.2 100 0.040 0.93  F2-DX
34.9 100 0.031 0.79  F2-SX 42.0 



100 0.049 1.03  F3-DX 39.1 100 0.033 0.75  E3-5X 40.6 100 0.034 0.74
F4-DX 36.2 100 0.022 0.54  F4-SX 39.5 



100 0,026 0.58     1% BOL G1-DX 32.4 100 0.024 0.66  GI-3X 43.1 100
0.033 0.68  02-DX 30.6 100 0.017 



0.49  02-SX 39.9 100 0.018 0.40  03-DX 41.3 100 0.016 0.34   03-SX 44
100 0.052   04-DX 36.6 100 0.013 



0.31 1- G4-SX i 36.9 1000.018 043                         supeflrntant. dilutedto
m or the analysis. 2A/min = mean of the slope of the line recorded every
15 sec for 5 min 3N/A ri not available Table T-13MPO activity in iris-ciliary
body samples collected after the second paracentesis (Mean  SEM).
Treatment Sample Group MeanSEM MPO Unit/g n CTR A 4703J0.297
0.03% F B 0.9060.151 8 0.1% Dex 



C 0.6180.106 8 0.5% LED 0.661 0.102 01% BOL E 0.9710.079 8 0.5%
BOL F 0.7750.058 8 ,1% BOL r0.542 0,083 R H         While specific
embodiments of the present invention have been described in the
foregoing, it will be appreciated by those skilled in the art that many
equivalents, modifications, substitutions, and variations may be made
thereto without departing hon the spirit and scope of the invention as
defined in the appended claims.  MCSLLP      A composition comprising:
(a) a dissociated glucocorticoid receptor agonist ("DIGRA"), a prodrug
thereof, or a pharmaceutically acceptable salt thereof; and (b) an
immunosuppressive agent, wherein the DIGRA comgiises a compound
having Formula I  



wherein A and Q are independently selected from the group consisting of
unsubstituted and substituted aryl and heteroaryl groups, unsubstituted
and substituted cycloalkyl and heterocycloalk-y1 groups, unsubstituted
and substituted cycloalkenyl and laeterocycloalkenyl groups,
unsubstituted and substituted cycloalkynyl and heterocycloallcynyl groups,
and tmsubstituted and substimMd heterocyclic groups; RI and R2 are
independently selected from the group consisting of hydrogen,
unsubstituted Cr C15 linear or-branched alkyl groups, substituted C,-C15
linear or branched alkyl groups, unsubstimmd C3-C15 cycloalkyl groups,
and substituted C3-Cts cycloalkyl gimps; R3 is selected front the group
consisting of hydrogen, unsubstituted C1-C15 linear or branched alkyl
groups, substituted C1-C25 linear or branched alkyl groups, unsubstituted
C2-Cts cycloalkyl and heterocycloalkyl groups, substituted CC15
eyeloalkyl and heterocycloallcyl groups, aryl groups, heteroaryl groups,
and heteroeyelyiie groups; B comprises a carbonyl, amino, divalent
hydrocarbon, or hoterohydrocarbon group; E is hydrmy or amino group;
and D is absent or comprises a carbonyl group, -NH-, or , wherein R'
Comprises an unsubstituted or substituted C1-C15 linear Or branched
alkyl group; and wherein RI and R..2 together may form an masubstimted
OT substituted CI-C15 cycloalkyl group. 2. The composition of claim 1,
further comprising a physiologically acceptable carrier. 3. The composition
of claim 2, wherein (a) the DIGRA, the prodrug thereof, or the
pharmaceutically acceptable salt thereof; and (b) the irnmunosuppressive
agent are  MCSLLP  present in the composition in amounts sufficient to be
effective for treating Or reducing a dry eye condition or an
ophthalmological disorder that requires rewetting of the eye. 4.The
composition of claim 3, wherein the composition causes a lower level of at
least an adverse side effect in a subjnct than at least a glucocorticoid used
to treat or reduce the same condition or disorder.  5. The composition of
claim 4,wherein said at least a glucocortico d is selected front the group
consisting of dexamethasone, prednisone, prednisolone,
methylprednisolone, medrysone, triamcinolone, loteprednol etabonate,
physiologically acceptable salts thereof, combinations thereof, and
mixtures thereof.  6. The composition of claim 4, wherein said at least an
adverse side effect is selected from the group consisting of glaucoma"
cataract, hypenension, hyperglycemia, increased levels of triglye erides,
and increased levels of cholesterol.  7. The composition of claim 4,
wherein the level of said at least an adverse side effect is determined at
about 30 days after the composition is first administered to, and is present
in, the subject.  8. The composition of clai 4, wherein the DIGRA has
Formula I    wherein A and Q are independently selected from the group
CO/1SiStiria Of aryl and heteroaryl groups substituted with at least a
halogen atom, cyano group, hydroxy group, orCi-C10 alkoxy group; R, R2,
and R3 are independently selected from the group,  WO
21108/0056867/071 65S consisting of unsubstituted and substituted
C1-05 alkyl groups; B is a CI-Csalkylene group; D is the -NE- or -NW-
group, wherein R is a C-Cs alkyl group; and E is the hydroxy group. 9.The
composition of claim 4,wherem the DIGRA has Fommla I 



wherein A comprises a dihydrobenzofuranyl group substituted with a
halogen atom; Q comprises a quinolinyl or isoquinolinyl group substituted
with a Ci-Clo alkyl group; W and R2 are independently selected from the
group consisting of unsubstituted and substituted C'.!-C.5 alkyl groups; B
is a C1-Cl3 alkylene group; D is the -NI-f- group; E is the hydroxy group;
and R3 comprises a completely halogenatedalkyl group; 10.The
composition of claim4, wherein the DIGRA has Formula I    wherein A
comprises a dihydrobenzofuranyl group substituted with a fluorine atom; Q
comprises a quinolinyl or isoquinolinyl group substituted with a methyl
group; RI and R2 are independently selected from the group consisting of
unsubstituted and substituted Cr C5 alkyl groups; B is a c-c alkylene
group; D is the -NH- group; E is the hydroxy group; and R3 comprises a
trifluorometnyi group.  WO 2008/095686PCP/US2007/07 11. The
composition of claim 4,v,Merein the DIGRA has Formula II  wherein R4
and R5 are independently selected from the group consisting of hydrogen,
halogen, cyano, hydroxy,alkoxy groups, unsubstituted Ci1-C10 linear or
branched alkyl groups, substituted Ci-Cgs linear or branched alkyl groups,
unsubstituted cyclic alkyl groups, and substituted C3-Cig cyclic alkyl
groups. 12. The composition of claim 4,wherein the DIGRA, has Formula
III    wherein R4 and R5 arc independently selected from the group
consisting of hydrogen, halogen, cyano, hydroxy, Co-Cao alkoxy groups,
unsubstitmed C41-C10 linear or branched alkyl groups, substituted Ci-Clo
linear or branched alkyl groups, unsubstituted C3-C10 cyclic alkyl groups,
and substituted C3-Cli0 cyclic alkyl groups.  



MC SLLP WO 20081005686PC/1JS20071071655 13.The composition of
claim 4,wherein the DIGRA has Formula IV    14. The composition of
claim 13,wherein the immunosuppressive agent comprises Cyclosporine
A. 15. The composition of claim 4,wherein the DIAGRA has Formula I,
wherein        (a) A is an aryl group optionally independently substituted
with one to three substituent groups, which are independently selected
from the group consisting of CI-05 alkyl, Ch-05alkenyl, Ca-C, alkynyl,
Ci-C3 alkanoyl, C3-C8cycloalkyl, heterocyclyl, aryl, heteroaryl,
CI-05alkoxy, C2-05 alkenyloxy, C2-05alkynyloxy, aryloxy, acv],
alkoxycarbonyl, aroyt, aminocarbonyi, alkylaminocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy, C1-05alkylaminocarbonyloxy,
CI-05 dialkylaminocarbonyloxy, CtC5 alkanoylamino,
C1-05alkoxycarbonylamino, C1-05 alkylsulfonylamino,
aminosulfonyl,alkylaminosulfonyl, Clt-05dialkylaninosulfonyl, halogen,
hydroxy, carboxy, cyano, trifluoromethyl, trifluoromethoxy, nitro, amino
wherein the nitrogen atom is optionally independently mono- or
di-substituted by CI-05 alkyl or aryl, ureido wherein either nitrogen atom is
optionally independently substituted with Ci-05 alkyl, Ct-05 alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone; (b)
R1 andR2 are each independently hydrogen or C:-Cs R3 is the
trilluoromethyl group;  WO 2008/005686PCIVUS2007/071655              B is
Ci-05 alkyl. C2-Cs aikenyl, or C,-Cc alkynyl, each optionally independently
substituted with one to three substituent groups, wherein each substituent
group of B is independently Cl-C3 alkyl, hydroxy, halogen, amino, or oxo;
D is absent; (ftE is the hydroxy group; and (g)Q is an azaindolyi group
optionally independently substituted with one to three substituent groups,
wherein each substituent group of Q is independently C1-05 alkyl, C2-05
alkenyl, C2-05 alkynyl, C3-C8 cycloalkyl. heterocyclyl, aryl, heteroaryl, CI-
C5 alkoxy, C2-05 alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl, C-C8
alkoxycarbonyl, C1-05 alkanoyloxy, aminocarbonyl, alkylatninocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy, Ci-05 alkyiaminocarbonyloxy,
C1-C3 clialkylaminocarbonyloxy, C:- C5
alkanoylamino,alkoxycarbonylarnino, CI-05 alkylsulfonylamino,
aminosulfonyl, C1-Cs alkylaminosulfonyl,dialkylaminOsulfonyl, halogen,
hydroxy, carboxy, cyano, trifluoromethyl, trifluorometboxy,
trifluoromethylthio, nitro, or amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by CI-Cs alkyl, ureicio wherein
either nitrogen atom is optionally independently substituted with Ci-05
alkyl, C1-05 alkylthio wherein the sulfur atom is optionally oxidized to a
sulfoxide or sulfone, wherein each substituent group of Q is optionally
independently substituted with one to three substituent groups selected
from the group consisting of Co C3 alkyl, Ci-Cii aikoxy, halogen, hydroxy,
oxo, cyano, amino, and trifluoromethyl. 16.The composition of claim
4,wherein the NAG-RA has Formula Iin 



(a).A is an aryl or heteroaryl group, each optionally independently
substituted with one to three substituent groups, which are independently
selected from the g,roup consisting of CI-05 alkyl, C7-05 alkenyl,alkynyl,
C1-C3 alkanoyi, C3-C8 cycioalkyl, heterocyclyl, aryl, heteroaryl, C3 -C3
alkoxy, C2-05 alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl, C1-05
alkoxycarbonyl, aroyl, aminocarbonyi, alicylaminocarbonyl,
dialkylannisocarbonyi, aminocarbonyioxy, Ci-05 alkylarninocarbonyloxy,
C1-05 dialkylarninocarbonyioxy, C1-05 alkanoylamino, CI-05  MCSLLP
WO 200/005686PCT/US2007/071655 alkoxycarbonylamino, C):-C2
alkylsulfonylamino, ammosulfonyl, CI-05 alkylaminosulfonyl, CI-05
dialkylaninosulfonyl, halogen, hyciroxy, carboxy, cyano, tritiuoromethyl,
trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C1-05 alkyl or aryl, ureido
wherein either nitrogen atom is optionally independently substituted with
C1-05 alkyl, CI-Cc alkylthio wherein the sulfur ittQm is optionally oxidized
to a sulfoxide or sulrone;       (b) RI and R2 are each independently
hydrogen or C1-05 alkyl, or RI and R2 together with the carbon atom they
are commonly attached to form a C2-C8 spirt) cycloalkyl ring;       (c) B is
the methylene or carbonyl group;        (d) R.3. is a carbocycle,
heterocyclyl, aryl, hetercaryl, carbocycle-Ci-CR alkyl, aryl-C1-C8 alkyl,
aryl-C, -C8 haloalkyl, heteroeyclyI-01-C8 alkyl, heteroaryl-C1-C8
carbocycle-C-i-Cs alkenyl, aryl-C2-C8 alkenyl, heterocyclyl-C2-C8 alkenyl,
or ineteroarylC2-C8 alkenyl, each optionally independently substituted
with one to three substituent groups; D is the -NE- group; E is the hydroxy
group; and (g)Q comprises a methylated benzoxazinone. 17.The
composition or claim 4,wherein the DIAORA has Formula I. wherein (alA
is an aryl or heteroaryi mioup, each optionally independently substituted
with one to three substituent groups, which are independently selected
from the group consisting of C;-C) alkyl, C2-Cc alkenyi, C2-C.5
alkynyl,alkanoyl, Ci-C8          heterocyclyl, aryl, neteroaryl, Ci-05 alkoxy,
C2-C2 alkenyloxy, C2-C2 alkynyloxy, aryloxy, acyl, CI-Cs alkoxycarbonyl,
amyl, aminocarbonyk alkylarnimcarbonyl, dialkylaminocarbonyl,
aminocarbonyioxy. alkylaminocarbonyloxy, Cs-Cs,
dialkylaminocarbonyloxy, 0[-05 alkanoylami no, Cr
MCSLLP WO 2008/005686POMS2007/071655 alkoxyearbonylarnino,
C1-Cs alkylsulfonyiamino, aminosulfonyl, CI-Cs 



alkylaminosulfonyl, CL-05 dialkylaninosul fonyl, halogen, hydroxy,
carboxy, cyano, triflucromethyt, trifitioromethoxy, nitro, amino wherein the
nitrogen atom is optionally independently mono- or di-substituted by
C1-05 alkyl or aryl, timid wherein either nitrogen atom is optionally
independently substituted with C1-05 alkyl, CI-Cs alkylthio wherein the
sulfur atom is optionally oxidized to a sulfoxide or sulfone;        (b) RI and
R2 are each independently hydrogen or C1-05 alkyl, or RI and R2
together with the carbon atom they are commonly attached to form a
Ca-Cs Spiro eycloalkyl ring;        (c) 12.3 is the trifluoromed yl group;
(d) B is C1-05 alkyl. C2-05 alkenyl, or Cs-Cs alkynyl, each optionally
independently substituted with one to three substituent groups, wherein
each substituent group of B is independently C1-C3 alkyl, hydroxy,
halogen, amino, or oxo; D is absent; (.0E is the hydroxy group; and (g)Q is
an aryl or heteroaryl group one to three substituent groups, which are
independently selected from the group consisting of C1-05 alkyl, C2-Cs
alkenyl, alkynyl, C1-C3 alkanoyl, Cs-Cs cycloalkyl, heterocyclyl, aryl,
beteroaryl, C;-Cs alkoxy,      alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl,
C1-05 alkoxycarbonyl, aroyl, aminocarbonyl, alkylarninocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy, C!-Cs alkytaminocarbonyloxy,
Ca-Cs dialkylaminocarbonylcxy, Ca-Cs alkanoylamino, C1-05
alkoxycarbonylamino, CI-Cs alkylsulfonylamino, aminosulfonyl, C-Cs
alkylaminosullonyl, CI-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy,
cyano, trifiuoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by C1-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with C1-05 alkyl, CI-Cs aikylthio -wherein the sulfur atom is
optionally oxidized to a sulfbxide or sullone, wherein each  WO
20081005686PCITS20071071655 substituent group of Q is optionally
independently substituted with one to three substituent groups selected
from the group consisting of CI-Cs alkyl, Ci-C3 alkoxy, acyl, CI-C3
sitanyloxy, C1-Cs alkoxycarbonyi, carboxy, halogen, hydroxy, oxo, cyano,
heteroaryl, heterocyelyi, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by CI-Cs alkyl or aryl, ureido
wherein either nitrogen atom is optionally independently substituted with
C1-05 alkyl, and trifluoromethyl. 18.The composition of claim 4,wherein
the DIAGRA has Formula I wherein       (a) A is art aryl, hcteroaryl, or
Cs-C, 5 cycloalkyl group, each optionally independently substituted with
one to three substituent groups, which are independently selected from
the group consisting of C:-Cs alkyl, Cs-Cs alkenyl, C2-05 alkynyl, Cr-C3
alkanoyl, C-C8 cycloalkyl, heterocyclyl, aryl, heteroaryl, CI-Cs alkoxy,
Cs-Cs alkenyloxy, Cs-Cs alkynytoxy, aryloxy, acryi, C1-05 alkoxycarbonyl,
aroyl, aminocarhonyl, alkylaminocarbonyl, dialkylaminocarbonyl,
arninc)carbonyloxy, C1-05 alkylarninocarbonyloxy, C-Cs
dialkylaminocarbonyloxy, Cr-05 alkanoylamino, C1-Cs
alkoxycarbonylamino, CI-Cs alkylsulfonylamino, aminosulfonyl, C1-05
alkylaminosulfonyl, Ci-Cs dialkylaninosulfonyt, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by CI-Cs alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with CI-Cs alkyl, C-Cs alkyithio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone;       (b) Ri and R` are each
independently hydrogen, C5 -Cs alkyl, Cs-Cis arylalkyl, or Rt and R2
together with the carbon atom they are commonly attached to form a
C25-C8 Spiro cycloalkyl ring; R3 is the trifluoromethyl group; (d)B is the
carbonyl group or methylene STOUp, which is optionally independently
substituted with one or two substituent groups selected from CI-05
hydroxy, and halogen;  MC 8L P WO 2008/005686PC141520q7/11'71655 



reD is absent;             E is the hydroxy group or amino group wherein the
nitrogen atom is optionally independently mono- or di-substituted by
CH-05 alkyl; and (g)Q comprises a pyrrolidine, morphofine,
thiornorphohne, piperazine, piperidine, 1H-pyridin-4-one,
1H-pyridin-2-one, 1H-pyridin-4-yiidenearnine, 1Hquinolin-4-ylideneamine,
pyran, tetrahydropyran, 1,4-diazepane, 2,5- cliazabicyclol2,2.11heprane,
2,3,4,5-tetrahydrobenzo[b1[1,41diazepine, clihydroquinohne,
tetrahydroeuinoline, 5,6,7,8-tetrahydro-III-quinolin-4-one,
tetrahydroisoquinoline, decahydroisoquinoline, 2,3-dihydro-1H-isoindole,
2,3-dihydro-1H-indole, chroman, 1,12,3,4-tetrahydroquinoxaline,
1,2-dihydroindazol-3-one, 3,4-dihyclro-2Hbenzo[1,4joxazine,
4H-benzol1,41thiazine, 3,4-dihydro-2H-benzol 441thiazine, 1,2-
dihydrobenzo[d] 11,31/oxazin4-one, 3,4-dihydrobenzo11,41oxazin4-one,
3H-quinazolin4- one, 3,4-clihydro-IH-quinoxalin-2-one,
111Hcminnolin24-one, 1H-quinazolin4-one, 1H[1,5]naptithyridin-4-one,
5,6,7,8-tetranyciro-IH41,- .51naphthyridin-4-one,
2,13-dihydro11141,5jnaphthyridin-4-one,
1,2-dihydropyrido[3,2-d1111,3]oxazin-4-one, pyrroio13,4-
cjpyridine-1,3-dione, 1,2-dihydropymilo13,4-clpyridin-3-one, or
letrahydrcal[1,4]cliazepinone group, each optionally independently
substituted with one to three substituent groups, wherein each substituent
group of Q is independently C1-05      C2-05 alkenyl, C2-05 alkynyl,
C.2-05 cycloalkyl, heterocyclyl, aryl, heteroaryi, C12- C5 alkoxy, C2-05
alkenyioxy, C2-05 alkynyloxyi, aryloxy, acyl, C1-05 alkoxyearhonyi, C1-05
alkanoyloxy, aminocarbonyi, alkylaminocarbonyl, dialkylarninocarbonyl,
aminocarbonyloxy, C1-05 alkylaminocarbonyloxy, C1-05
dialkylaminocarbonyloxy. C1-C3 alkanoyiamino, CH-05
alkoxycarbonylamino, C1-C6 alkyisulfonylitmino, CH-05
alkylarninosulfonyl, C1-05 dialk.ylaminosulfonyl, halogen, hydroxy,
carboxy, oxo, cyano, trifluoromethyl, trifluoromethoxy, trifluoromethylthick
nitro, amino wherein the nitrogen atom is optionally independently mono-
or di-substituted by C1-05 alkyl, ureido wherein either nitrogen atom is
optionally independently substituted with CI-05 alkyl, or C1-05 alkylthio
wherein the sulfur atom is optionally oxidized to a sulroxide or suifone,
wherein each substituent group of Q is optionally independently
substituted with one to three subs:Ithen: groups selected from CH-C3
alkyl, C1-C3 alkoxy, C4C-: alkoxycarbonyl, acyl, aryl, benzyl, heteroaryl,
neterocyclyl, halogen, hydroxy. oxo, cyano, amino wherein  MCSLLP WO
20081005686PCTRIS20071071655 the nitrogen atom is optionally
independently mono- or di-substituted by C[-05 alkyl, or ure do wherein
either nitrogen atom is optionally independently substituted with C1-05
alkyl 19,The composition of claim 4, vherein the DIAGRA has Formula I,
wherein (a)A is an aryl, heteroaryt, or Cr-C1s cycloalkyl group, each
optionally  independently substituted with one to three substituent groups,
which are independently selected from the group consisting of C.1-05
alkyl, C.2-05 alkenyl, C2-05 alkynyl, C1-C1 alkanoyl, C3-C8 cycloalkyl,
heterocyclyl, aryl, heteroaryl, CI-C3 alkoxy, C2-Cs alkenyloxy, C2-05
alkynyloxy, aryloxy, acvl, C-Cs alkoxycarbonyl, aroyl, aminocarhonyl,
alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy,
alkylarninocarbonyloxy, C,-05 dialkylaminotearbonyloxy, C1C5
alkanoylamino, C1-05 alkoxycarbonylamino, C1-05 alkylsulfonyl amino,
aminosulfonyl. Eln-Cs alkylaminosulfonyl, Cy.C.5 dial kylaninosulfonyl,
halogen, hydroxy, carboxy, cyano, trifluoromethyt, trifittoromethoxy, nitro,
amino wherein the nitrogen atom is optionally independently mono.- or
di-substituted by C,-05 alkyl or aryl, ureido wherein either nitrogen atom is
optionally independently substituted with Ct-Cr alkyl, CI-05 alkylthio
wherein the sulfur atom is optionally oxidized to a suifoxide or sulfuric;
(b) RI and R2 are each independently hydrogen, C1-05 alkyl, C2-C15
arylalkyl, or Rj and R2 together with the carbon atom they are commonly
attached to form a Ci-C8 spiro cycloalkyl ring;         (c) R3 is hydrogen,
Cs-C alkyl, C2--C8 alkenyl, C2-C8 alkynyl, carbocycie, heterocyclyl, ary!,
heteroaryl, carbocycle-C, -C8 alkyl, carboxy, aikoxycarbonyl, aryl-C1- Cs
alkyl, aryl-CI --C8 haloalkyl, heterocyciyi-Cr-C8 alkyl, heteroaryl-Ci-Ca
alkyl, carbocycie-C-o-C alkenyl, aryl-CesCs &ken yi, heterocyclyl-C2-C8
alkenyl, or netteroaryiC2-Cs alkenyi, each optionally independently
substituted with one to three substituent groups, wherein each suhstituent
group of .12t' is independently C-Cs alkyl, C---05 alkenyi, C2-05 alkynyl,
Cre-C8 cycloalkyt, phenyl, C-C alkoxy, phen.oxy, G1-C8 alkarmyt, aroyl,
Cpcx alkoxyearbonyi,-Cs alkanoyloxy, aminocarbonyloxy,
alkylaminocarbonyioxy, Cs-05 clialkytamincycarbonyloxy, arninocarbonyl,
g-Cs  MCSLLP WO 2008/005686PCT/US2007/071655 



alkylammocarbonyl, CI-05 dialkylaminocarbonyl, (11-05 alkanoylamino,
C!-05 alkoxycarbonylamino,alkylsulfonylamill0 ,-05 alkylaminosullonyl,
C1C5 dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, ozo,
trifluoromethyl, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by Cy -Q5 alkyl, ureido wherein
either nitrogen atom is optionally independently substituted with C,-Cl5
alkyl, Ci-05 alkylthio wherein the sulfur atom is optionally oxidized to a
sulfoxide or sulfone, wherein R3 cannot be trifluoromethyl; (d)B is the
carbonyl group or methylene group, which is optionally independently
substituted with one or two substitucnt groups selected from C1-05
hydroxy, and halogen; (c)D is absent;             E is the hydroxy group or
amino group wherein the nitrogen atom is optionally independently mono-
or di-substituted by C.1-05 alkyl; and (g)Q comprises a pyrrolidine,
morpholine, thiomorpholine, piperazine,  piperidine, IH-pyriclin-4-one,
IH-pyridin-2-one, 1H-pyridin4-ylideneamine, I Hguinolin-4-ylidenearnine,
pyran, tetrahydropyran, 1,4-cliazepane, 2,5- diazabicyclo[2.2.1 jheptane,
2,3,4,5-tetrahydrobenzolb1,11,4Idiazepine, clihydroquincline,
tetrahydroguinoline, 5,6,7,8-tetrahydro-IH-guinolin-4-onc,
tetrahydroisoguinoline, decahydroisoguinoline,
2,3-dihydro-IH-isoindole,chromart, 1,2,3,4-tetrahydroguinoxaline,
I3,4-ciihyciro-2H- benzo[1,4lcxazine, 4H-benzof 1,4]thiazine,
3,4-dihydro-21-1-berizol I skithiazine, 1,2- dihycirobenzo[dl
11,3)oxazin4-one, 3.4-dihydrobenzof 1,4)oxazin4-onc, 311-quinazolin4-
one, 3,4-dihyciro-IH-guinoxalin-2-one, 1H-guinnolin-4-one,
1H-quinazolin4-onct, !H- i ,51naphthyridin-4-one, 5,6,7,8-tetrahydro-I H-1
I,- Sinaphthyridin-4-one, 2,3-dihyciros [H-[ ,51nanhthyridin-4-one,
1,2-ciihydropyrido11,2-d111,31oxazin-4-one, pyrroloI3,4- c1pyridine-
3-dione, I ,12-(iihydropyrrolol3,4-crpyridin-3-one, or
tetrahydrolid11,41diazepinone group, each optionally independently
substituted with one to three substituctnt groups, wherein each substituent
group of Q is independently C1-05, alkyl, C.:2. -05 aikenyl, CC5 alicynyl,
cycloalkyl, heterocyclyt, aryl, heteroaryl CI-  WO
2008/005686PCUUS20071071655 C5 alkoxy, Cs-Cs alkenyloxy, Cs-Cs
alkynyloxy, aryloxy, acyl, C!-Cs alkoxycarbonyi, C1-05 alkanoyloxy,
aminocarbonyl, alkylaminocarbonyl, clialkylaminocarbonyl,
atninocarbonyloxy, C,-Cs alkylaminocarbonyloxy, C1-05
dialkylaminocarbonyloxy, Cs alkanoylamino, C1-05 alkoxycarbonylarnino,
C1-05 alkylsulfonylamino, Ch-Cs alkylaminosulfonyl, C1-05
diallsylarninosulfonyl, halogen, hydroxy, carboxy, oxo, Cy'd110,
trifluoromethyl, trifluoromethoxy, trilluoromethylthio, nitro, amino wherein
the nitrogen atom is optionally independently mono- or di-substituted by
C-Cs alkyl, are ido wherein either nitrogen atom is optionally
independently substituted with CI-Cs alkyl, or C-Cs alkylthio wherein the
sulfur atom is optionally oxidized to a sulfox hie or sulfone, wherein each
substituent 7oup of Q is optionally independently substituted with one to
three substituent groups selected from C:-C3alkoxy, C1-C3
alkoxyearbonyl, acyl, aryl, benzyl, heteroaryl, heterogyelyl, halogen,
hydroxy, oxo, cyano, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C1-Cs alkyl, or ureido wherein
either nitrogen atom is optionally independently substituted with CI -05
alkyl, 20.The composition of claim 4, wherein the DIAGRA has Formula I,
wherein (a)A is an aryl, heteroaryl, or Cs-Cis cycloalkyl group, each
optionally  independently substituted with one to three substituent groups,
which are independently selected from the group consisting of C1-05
alkyl, CFCs alkenyl, Cs-Cs alkynyl, Ci-C3 alkanoyl, C2-C8 cycloalkyl,
heterocyclyl, ahyl, hederoaryl, g-05 alkoxy. C2-Cs alkenyloxy, C2-05
alkynyloxy, aryloxy, acyl, C1-05 alkoxycarbonyl, amyl, aminocarbonyl,
alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, Cr-05
alkylaminocarbonyloxy,dialkylaminocarbonyicxy, CI-Cs alkanoylamino,
C1-C3 



alkoxycarbotrylamino, Ci-Cs alkylsulfonylamino, aminosullonyl, CI -Cs
alkylaminosullonyi, C1-05 dialkylaninosullonyl, halogen, hydroxy, carboxy,
cyan(); trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by CI-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with-C alkyl. C1-05 alky Ithic wherein the sulfur atom is
optionally oxidized to a suifoxide or sulfone;  WO
2008/005686PCT/U52007/0 71655 (-11R1 and R2 are each
independently hydrogen or Cl-Cis alkyl, or R' and R2 together with the
carbon atom they are commonly attached to form a C1-C8 Spiro
cycloalkyl ring; tc)R3 is theuoroinethyl group; (d) B is the carbonyl group;
(e) D is the -NH- group; (1)E is the hydroxy group; and (g)Q comprises an
optionally substituted phenyl group haying the formula  wherein Xi, Xs, X8
and X4 are each independently selected from the group consisting of
hydrogen, halogen, hydroxy, trifluoromethyl, trifluoromethoxy, CI-05 alkyl,
C2-Cls alkenyl, C2-C8 alkynyl, CI-C18 alkoxy,alkylthio wherein the sulfur
atom is optionally oxidized to a sulfoxide or sulfone, C;-Ccalkanoyi, Ci-c5
alkoxycarbonyl, C5 aCylOXy, C] -Cs alkanoylamino, CI-05carbamoyloxiyi,
urea, aryl, and amino wherein the nitrogen atom may be independently
mono- or di-substituted by Cl-05alky!, and wherein said aryl group is
optionally substituted by one or more hydroxy or C1-C8 aikoxy Q-roups,
and wherein either nitrogen atom of the urea group may be independently
substituted by CI-Cs alkyl; or Q is an aromatic 5- to 7-membered
monocyclic ring haying from one to four heteroatoms in the ring
independently selected from nitrogen, oxygen, and sulfur, optionally
independently substituted with one to three substituent groups selected
from the group consisting of hydrogen, halogen, hydros y, trilluoromethyl,
trifluoromethoxy, ci-C8 alkyl, C2-0, alkenyl, C33-05alkynyl,alkoxy, C!-CS
WO 200t1;005686PCT/US2007/071655 alkylthio wherein the sulfur atom
is optionally oxidized to a sulloxide or sulfone, C1-05 atkanoyl, C1-05
alkoxycarbonyl, CI-05 acyloxy, CI-05 alkanoylamino, Ci-05 carbamoyloxy,
urea, aryl optionally substituted by one or more hydroxy or Cl-05 alkox
groups, and amino wherein the nitrogen atom may be independently
mono- or di- substituted by Ci-05 alkyl, and wherein either nitrogen atom
of the urea group may be independently substituted by C.!-05 alkyl. 21.
The composition of claim 4,wherein the DIAGRA has Formula I, wherein
CalA is an aryl or heteroaryl group, each optionally independently
substituted 



with one to three substituent groups, which are independently selected
from the group consisting of CI-05 alkyl, C2-05 alkenyl, C2-C; alkynyl,
CI-C3 alkanoyl, C3-C8 cycloalkyl, heterocyclyk aryl, heteroaryl, C1-C35
alkoxy, C2-05 alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl, C:-Cs
alkoxycarbonyl, aroyt, aminocarbonyl, alkylaminocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy, C1-05 alkylaminocarbonyloxy,
C1-05 dialkylaminocarbonyloxy, C1-05 alkanoylamino, C1-05
alkoxycarbonylamino, C1-05 alkylsulfonylamino, arninosulionyl. CI-05
alkylaminosullonyl, Ci-05 dialkylaninosulfonyl, halogen, hydroxy, earboxy,
cyan, trifluoromethyl, trilluoromethoxy,i, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by Ct-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with Ci1-05 alkyl, CI-05 alkylthio wherein the sulfur atom is
optionally oxidized to a suifoxide or sulfone; (h)R1 and R2 are each
independently hydrogen or C1-05 alkyl; Mt)R3 is C1-05 alkyl, C2-C8
alkepyl,alkynyl, carhocycle, heterocyclyl,      etc:wary!, carbocycle-C1-C8
alkyl, aryl-CI-Cy alkyl, aryl-C1-C8 haloalkyl, heterocyclyl-C1-C8 alkyl,
heteroaryl-q-Ciicarbocycle-C2-C8 alkenyl, aryl-C2-05 alkenyl,
heterocycly1-&-Cii alkenyl, or heteroaryl-C2-05 alkenyl, each optionally
independently substituted with one to three substituent groups, wherein
each subsoutent group or R3 is independently C:-Cs alkyl, C2-05
alkenyl,alkynyl, C3-C8 cycloalkyl, phenyl, C1-05 alkoxy, phenoxy. C1-05
alkanoyl, amyl, C--Cc alkoxycarbonyi, C1-05 alkaneyloxy,
aminocarbonyloxy, C1-05 alkylaminocarbonyloxy, C1-05  WO
2008/005686PCT/U82007/071655 dialkylaminocarbonyloxy,
aminocarbonyl, Ci-05 alkylaminocarbonyl,
dialkylaminocarbonyl,alkanoylamino, C1-05 alkoxycarbonylamino, C1-05
alkyisulfonylamino, CI-05 alkylaminosulfonyl, (35-05 dialkylaminosulfonyi,
halogen, hydroxy, carboxy, cyan, ow, trifluoromethyl, nitro, amino wherein
the nitrogen atom is optionally independently mono- or di-substituted by
C1-05 alkyl, ureido wherein either nitrogen atom is optionally
independently substituted with C1-05 alkyl, or CI-05 alkyithio wherein the
sulfur atom is optionally oxidized to a sulfoxide or sulfone, wherein R3
cannot be trifluoromethyl;       (d) B is C1-05 alkylene, C2-05 alkenyiene,
or C2-05 alkynylene, each optionally independently substituted with one to
three substituent groups, wherein each suhstituent group of B is
independently Cl-C3 alkyl, hydroxy, halogen, amino, or ow;       (e) D is
absent; (1)E is the hydroxy group; and (g)Q comprises an azaindolyl
group optionally independently substituted with one to three substituent
groups, wherein each substituent group of Q is independently CI-C.5 alkyl,
C2-05 alkenyt, C2-05 alkynyl,cycloalkyl, heicrocyclyl, aryl, heteroaryl.
CI-05 alkoxy, C2-05 alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl, C1-05 



alkoxycarbonyi,alkanoyloxy, aminocarbonyl, alkylaminocarbonyi,
dialkylaminocarbonyi, aminocarbonyloxy, CI-05 alkylaminocarbonyloxy,
C,-05 dialkylaminocarbonyloxy, C;-05 alkanoylamino, C;-05
alkoxycarbonylamino, C1-05 alkylsulfonyiamino, aminosulfonyl, C1-05
alkylaminosulfonyl, C1-05 dialkylaminosulfonyi, halogen, hydroxy,
carboxy, cyano, trifluoromethyl, tritluoromethoxy, trifluoromethylthio,. nitro,
amino wherein the nitrogen atom is optionally independently mono- or
di-substituted by C1-05 alkyl; ureido wherein either nitrogen acorn is
optionally independently substituted with CI-05 alkyl, or C1-05 alkyl thio
wherein the sulfur atom is optionally oxidized to a sulfoxide or suifone,
wherein each substituent group of Q is optionally independently
substituted with one to three substituent groups selected from C1-C1
alkyl, C1-C3 alkoxy, halogen, hydroxy, axe, cyano, amino, or
trifluoromethyl.  WO 20081005686P CDUS2007/071655 22.The
composition of claim 4, wherein the DIAGRA has Formula I. wherein (a)A
is an aryl or heteroaryi group, each optionally independently substituted
with one in three substituent groups, which are independently selected
from the group consisting of Ca-05 alkyl, C2-05alkenyl, C2-05alkynyl,
C1-05alkanoyl, Css-Cts cycloalkyl, heterocyclyl, arykyheteroaryl, C1-05
alkoxy, C2-05 alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl, CE-05
alkoxycarbonyl, aroyl, aminocarbonyl, alkylaminocarbonyl,
dialkylaminocarhonyl, aminocarbonyloxy, CI-Cs alkyiaminocarbonyloxy,
Ca-Cs dialkyiaminocarbonyloxy, CI-Ccalkanoylamino,
alkoxycarbcmylamino, CI-05 alkylsulfenylamino, aminosulfonyl, CI-Cs
alkylaminosulfonyl, C1-05 dialkylaninosulfonyl, halogen, hydroxy, earboxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by CI-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with CI-Cs alkyl, CI-Cs alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone;       (h) Ile and R2 are each
independently hydrogen or CI-Cs alkyl, or RE and Rd together with the
carbon atom they are commonly attached to form a Cs-CE, Spiro
cycloalkyl ring; R3 is the trifluorometnyl group; (d)B is CI-Cs alkylene,
C2-05alkenylene, or C2-05alkynylene, each optionally independently
substituted with one to three substituent groups, wherein each substituent
group of B is independently CI-Cs alkyl, hydroxy, halogen, amino, or oxo;
D isabsent;        (f) E is the hydroxy group; and        (g) Q comprises a
heteroaryl group optionally independently substituted with one to three
substituent groups, which are independently selected from the group
consisting of CI-05 alkyl, C5-05 alkenyl, O1-05 altcynyi, CE-C3 alkanoyl,
C:3-CE  WI) 20081005686Pa/US2007/071655 cycloalkyl, heterocyclyl,
aryl, heteroaryl, Cy-Cs alkoxy, C2-Ccalkenyloxy, C-2-05 alkynyloxy,
arytoxy, acyl,alkoxycarbonyl, aroyl, aminocarbonyt, alkylaminocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy, alkylaminocarbonyloxy, CJ-05
dialkylaminocarbonyloxy, C1-05alkanoylamino, Ci-05
alkoxycarbonytamino, C;-05 alkylsulfonylamino, aminosulfonyl, Cs-05 



alkylaminosulfonyl, Ca-05 dialkylaninosulfonyi, halogen, hydroxy, carboxy,
cyano, trifluoromethyt, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by CI-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with Ct-05 alkyl, Ci-Ccalkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone, wherein each substituent
group of Q is optionally independently substituted with one to three
substituent groups selected from the group consisting of CI-C3 alkyl,
CI-C3 alkoxy, acyl, CI-C3silanyloxy, CI-Csalkoxycarbonyl, carboxy,
halogen, hydroxy, oxo, cyano, heteroaryl, heterocyclyi, amino wherein the
nitrogen atom is optionally independently mono- or di-substituted by C;-05
alkyl or aryl, ureido wherein either nitrogen atom is optionally
independently substitu ted with Cs-05 alkyl, or trifluoromethyl. 23.The
composition of claim 4, wherein the DLAGRA has Formula I, wherein (a)A
is an aryl or heteroaryl group, each optionally independently substituted
with one to three substituent groups, which are independently selected
from the group consisting of Ci-Cs alkyl, C3-05 aikenyl, C2-05 alkynyl,
CI-C3 aikanoyl, cycloalkyl, ligerocyclyl, aryl, heteroaryl. Ci-05 alkoxy,
C2-05alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl, C1-05 alkoxycarbonyl,
aroyl, aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyt,
aminocarbonyloxy, C-Cs alkylarninocarbonyloxy,
Cs-Ccdialkylaminocarbcmyloxy, Cp-CcalkanoyiamCi-05
alkoxyearbonylamino, CI-05 alkyisulfonylarnino, aminosulfonyl, Cy-Cs
alkylamin.osulfonyl, Ci-Cs dialkylaninosullonyl, halogen, hydroxy, carboxy,
cyanc, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by Cs-Cs alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with C1 -Cc alkyl, CI-Cs alkyithio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone;  WO
20081005686PCT/CS2007fl17165        (b) R1 and R2 are each
independently hydrogen or CI-05 alkyl;        (c) R3 is hydrogen, C;-C8
alkyl, Cs-Cs alkenyl, C2-C8 alkynyl, carbocycle, heterecyclyl, aryl,
heteroaryl, carbocycle-C;-C8 alkyl, carboxy, alkoxycarbonyl, aryl-Cy
Csalkyl, aryl-C1-05 haloalkyl, heterociycly1-C1-C8 alkyl, heterciary,1-C-05
alkyl, carbocycle-C2-05 alkenyl, aryl-C2-C8 alkenyl, heterooyclyl-C2-C8
alkenyl, or heteroarylCs-C8 alkenyl, each optionally independently
substituted with one to three substituent groups, wherein each substituent
group of R3 is independently Ci-05 alkyl, Cs-05 alkenyi, C2-05 aticynyi,
Cs-Cs cycloalkyl, phenyl,alkoxy, phenoxy, CI-Cs alkanoyl, amyl, C1 -05
alkoxycarbonyl, C1-05 alkanoy1oxy, aminocarbonyloxy,
alkylaminocarbonyloxy, C1-05 dialkylaminocarbonyloxy, aminocarbonyl,
CL-05 alkylaminocarbonyl, C1-05 dialkylaminocarbohyl, CI-05
alkanoylamino, C1-Cs alkoxycarbonylamino, Ch-05 alkylsulfonylamino,
C1-05 alkylaminosullonyl, CI-05 dialkylaminosulfonyl, halogen, hyelroxy,
carboxy, cyan, oxo, trifluoromethyl, nitro, amino wherein the nitrogen atom
is optionally independently mono- or di-substituted by C,-05 alkyl, ureido
wherein either nitrogen atom is optionally independently substituted with
C1-05 alkyl, C:-05 alkylthio wherein the sulfur atom is optionally oxidized
to a sulfoxide or sulfone, wherein R3 cannot be trifluoromethyl;        (d) B
is C1-05 alkylene, Cs-Cs alkenyiene, or C2-05 alkynylene, each optionally
independently substituted With one to three substituent groups, wherein
each substituent group of B is independently CI-C3 alkyl, hydroxy,
halogen, amino, or oxo; (e) 11) is absent; E is the hydroxy group (g)Q
comprises a heteroaryl group optionally independently substituted with
one to three substiment groups, which are independently selected from
the group consisting of Cw-Cs alkyl, Cs-05 aikenyl, Cs-05 alkynyl, C1-C3
alkanoyl, Cs-C8 cyoloalkyl, heterocyclyl, aryl, heicroaryl, CI -Cs aikoxy,
C1-05 alkenyioxy, C?-05 alkynyloxy, aryloxy, acyi, CI -Cs alkoxycarbrmyl,
aroyi, amincarbonyl, alkyl aminocarlirmyl, cliaikylaminocarbonyl,
aminocarhonyloxy,  MCSLLP 



WO 2008/005686PCT/ LS2007/071655  aakylaminocarbonyloxy, C -05
dialkylaminocarbonyloxy, Ci-Cs alkanoylamino, CI-Cs al
koxycarbonylamino,alkyisulfonyiamino, aminosulfonyl, CI-05
alkylaminosullonyi, CI-Cs dialkyianinosulfonyi, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is oplionally independently mono- or di-substituted by CI-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with C1-05 alkyl, CI-05 alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone, wherein each substituent
group of Q is optionally independently substituted with one to three
substituent groups selected from the group consisting of CI-C, alkyl, C-C
alkoxy, acyt, CrC3 silanyloxy, C1-Cs alkoxycarbonyl, carboxy, halogen,
hydroxy, oxo, cyano, hcteroaryl, heterocyclyl, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by C1-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with CI-05 alkyl, or trifluoromethyl. 24.The composition of claim
4,wherein the DIAGRA has Formula I, wherein (a)A is an aryl or heteroaryl
group, each optionally independently substituted with one to three
substituent groups, which are independently selected from the group
consisting of Q-C, alkyl, C2-05 alkenyl, C2-05 alkynyl, C1-Cs alkanoyl,
C3-C8 cycloalkyl, heterocyclyl, aryl, heteroaryl, C; -05 alkoxy, C2-05
alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl. C1-05 alkoxycarbonyl, aroyl,
aininocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl,
aminocarbonyloxy, CI-05 alkylaminocarbonyloxy, C1-05
dialkylaminocarbonyloxy, C1-05 alkanoylamino, Cf-Cs
alkoxycarbonylamino, CI-05 alkylsullonylamino, aminosullonyl, C,-C,
alkylaminosuifonyl, C-C,dialkylapinosulfonyl, halogen, hydroxy, earhoxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by Cl-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with Cl-C3 alkyl. Ci-C,alkylt o wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone; tkOk' and Rt are each
independently C1-C23 alkyl, wherein one or both are independently
substituted with hydroxy, Cp-Ccalkoxy, CI-Cx alkylthio wherein the
MCSLLP WO 2008/005686PCTIUS2007/071655 sulfur atom is optionally
oxidized to a sulfoxide or sulione, amino wherein the nitrogen atom is
optionally independently mono- or di-substituted by CI-Cs alkyl or aryl;
(c) R3 is hydrogen, CI-Cs alk-yl, C2-C8 alkenyl, C2-Cs alkynyl,
carbocycle, heterocyelyl, aryl, heteroaryl, carbocycle-C1-C8 alkyl,
carboxy, alkoxyearbonyl, aryl-C1- c3 alkyl, aryl-C1-C2 haloalkyl,
heterocyclyl-Q-Cs alkyl, heteroaryl-C1-Cs alkyl, carbocycle-C2-05 &Reny',
aryl-C2-05 alkenyl, heterocyclyl-Cd-Cs alkenyl, or heteroarylC2-Ct8
alkenyl, each optionally independently substituted with one to three
substituent groups, wherein each subsdituent group of R3 is
independently C1-05 alkyl, C-,-05 alkenyl, 02-05 alkynyl, C3-05 eycloalkyl,
phenyl, C:-Cc alkoxy, pherioxy, C1-05 alkanoyl, amyl, C1-05
alkoxycarbonyl, C1-Cc alkanoyloxy, aminocarbonyloxy, Ci -05
alkylaminocarbonyloxy, C1-05 dialkylarninocarhonyloxy, aminocarbonyl,
Ct-05 alkylaminocarbonyl, CI-Cs dialkylaminocarbonyl,alkanoylamino,
CI-Cs atkoxycarbonylamino, CI-05 alkylsulfonylamino, CI-05
alkylaminosulfonyl, CI-Cs dialkylaminosulionyl, halogen, hydroxy, carboxy,
cyano, oxo, trifluoromethyl, nitro, amino wherein the nitrogen atom is
optionally independently mono- or di-substituted by CI-05 alkyl, ureicio
wherein either nitrogen atom is optionally independently substituted with
Ct-Cs alkyl, Ct-05 alkylthio wherein the sulfur atom is optionally oxidized
to a sulfoxide or sulfone;        (d) B is CI-05 alkylene, C2-05 al kenylene,
or Cs-Cs alkynylene, each optionally independently substituted with one to
three substituent groups, wherein each substituent group of B is
independently C1-C3 alkyl, hydroxy, halogen, amino, or oxo; (e) D is
absent; E is the hydroxy group and (g)Q comprises a hetercaryl group
optionally independently substituted with one to three substituent groups,
which are independently selected from the group consisting of CJ-Cs
alkyl, C2-05 alkenyl, C2-05 alkyny,, C-Cs alkanoyl, CsCs cycloalkyi,
heterocyclyl, aryl, heteroaryl, Ct -Cs alkoxy, C2-05 alkenyioxy, C2-05
alkynyloxy, aryloxy, acyl, Ct-Cs alkoxyearbonyl, amyl, am inocarbonyl,
MCSLLP 



WO 2008/005686PCT/US2007/O'Yi 655 alkylaminocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy, C-Cs alkylaininocarbonyloxy,
C1-05 dialkylaminocarbonyloxy, CE-Cs alkanoylam no, C1-05
alkoxycarbonylamino, C1-Cs alkylsulfonylamino, aminosulfonyl, C1-C1
alkylaminosulfonyl,dialkylaninosulfanyl, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen atom is
optionally independently mono- or di-substituted by Ci-Cs alkyl or aryl,
ureido wherein either nitrogen atom is optionally independently substituted
with C1-05 alkyl, C1-05 alkylthio wherein the sulfur atom is optionally
oxidized to a sulfoxide or sulfone, wherein each substituent group of Q is
optionally independently substituted with one to three substituent groups
selected from the group consisting of C1-C3 alkyl, C1-C3 alkoxy, acyl,
C1-C3 silanyloxy, C81-C3 alkoxycarbonyl, carboxy, halogen, hyclroxy,
oxo, cyano, heteroaryl, heterocyclyl, amino wherein the nitrogen atom is
optionally independently mono- or di-substituted by C1-Cs alkyl or aryl,
ureido wherein either nitrogen atom is optionally independently substituted
with C1-05 alkyl, or trifluoromethyl. 25.The composition of claim 4,
wherein the DIACiRA has Formula I, wherein (a)A is an aryl, heteroaryi,
heterocyciyl, or C3-C8 cyeloalkyl group, each optionally independently
substituted with one to three substituent groups, which are independently
selected from the group consisting of C1-05 alkyl, C2-05 alkenyi, C2-05
alkynyl, C1-C3 alkanoyl, C3-C8 cycloalkyl, heterocyclyl, aryl, heteroaryl,
Cy-Cs alkoxy, Cs-Cs alkenyloxy, Cs-Cs alkynyloxy, aryloxy, acyl, C1-05
alkoxycarbonyl, aroyl, aminocarbonyl, alkylaminoccirbonyl,
dialkylaminocarbonyi, aminocarbonyloxy, C-Cs alkylarninocarbonyloxy, CI
-C8 dialkylaminocarbonyloxy, CI -Cs alkanoylamino, C1-Cs
alkoxycarbonylamino, C1-05 alkytsultionylamino, aminosulfonyl. C1-05
alkylaminosullonyi, CI-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
mom is optionally independently mono- or di-substituted by CH-Cs alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with C1-05 alkyl, C1-C; alkylthio wherein the: sulfur atom is
optionally oxidized to a sulfox id:, or sulfone;  MCSLLP 'NO
20081003686PCT/US2007/071655             R1 and R2 are each
independently hydrogen, Q-05 alkyl, C5-Ct5 aryialky: or R1 and R2
together with the carbon atom they are commonly attached to loon a
C3428 Spiro cycloalkyl ring; (k))B is the carbonyl group or methylene
group, which is optionally  independently substituted with one or two
substituent groups selecte). from the group consisting of C:1-C3 alkyl,
hydroxy, and halogen; (d)R3 is the trifluoromethyl group; (g)D is absent;
E is hydroxy group or amino group wherein the nitrogen atom is optionally
independently mono- or di-substituted by C1-05 alkyl; and (g)Q comprises
a 5- to 7-membered heterocyciyl ring fused to a 5- to 7- membered
heteroaryl or heterocyclyl ring, each optionally independently substituted
with one to three substituent groups, wherein each substituent group at Q
is independently CI-05 alkyl, C2-05 alkenyl, C2-05 alkynyl, C3-C8
cycloalkyl, heterocyclyi, aryl, heteroaryl, C1-05 alkoxy, C2-05 alkenyloxy,
C2-05 alkynyloxy, aryloxy, acyl. C1-05 alkoxycarhonyl, CI-05 alkanoyloxy,
aminocarbonyl, alkylaininocarbonyl, dialkylaminocarbonyi,
aminocarbonyloxy, Ci-05alkylaminocarbonytoxy, C1-05
dialkylaminocarbonyloxy, CI-Csalkanoylamino, C:-Cf
alkoxycarbonylamino, CI-05 alkylsulfonylamino, CyCs alkylaminosulfonyl,
C1-C3 dialkylaminosullonyl, halogen, hydroxy, carboxy, oxo, cyano,
trifluoromethyl, triflutoromethoxy, trifluoromethylthic, nitro, amino wherein
the nitrogen atom is optionally independently mono- or di-substituted by
CI-05 alkyl, ureido wherein either nitrogen atom is optionally
independently substituted with Ct-C75 alkyl, or C1-05alkylthio wherein the
sulfur atom is optionally oxidized to a sulfoxide or sullone, wherein each
substituent group of Q is optionally independently substituted with one to
three substituent groups selected from the group consisting of C-C alkyl,
Ch-C3alkoxy, Coct alkoxycarbonyl, acyl, aryl, benzyli. heteroaryl,
heterocyclyi, halogen, hydroxy, oxo, cyano, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by Ck-Cf, alkyl,
and  WO 2008/005686PCTTUS2007/071655  ureido wherein either
nitrogen atom is optionally independently substituted with C1-05 alkyl or
trifluoromethyl, wherein Q cannot he 11-I-[ I ,51naphthyridin-4-cme. 



26.The composition of claim 4, wherein the DIAGRA has Formula I.
wherein       (a) A is an aryl, heteroaryl, heterocyclyl, or C3-C1cycloalkyl
group, each optionally independently substituted with one to three
substituent groups, which are independently selected from the group
consisting of CpC5 alkyl, C2-Ccalkenyl, C25,-C:5 alkynyl, CI-C3
alkanci!,1, C3-C8 cycloalkyl, heterocyclyl, aryl, heteroaryl, CI-05alkoxy,
C2-05 alkenyioxy,alkynyloxy, aryloxy, aciyl, C1-05 alkoxycarbonyl, aroyl,
aminocarbonyl, alkylaminocarbonyl, dialkylarninocarbonyl,
aminocarbonyloxy, CI-05 alkylaminocarbonyloxy,
CI-05dialkylaminocarbonyloxy, CI-Cs alkanoylamino, CI-05
alkoxyciutonylamino, Cp-Ccalkylsullonylamino, aminosullonyl, CI-Cs
alkylaminosulfonyl, CI-Ccdialkylaninosulfonyt, halogen, hydroxy, carboxy,
cyano, trifluommethyl, trilluoromethoxy, nitre, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by C1-Cc alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with C1-05 alkyl, C1-05alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone;       (b) 12) and R2 are each
independently hydrogen, C-C alkyl, Cc-C/5a / or RI and R2 together with
the carbon atom they are commonly attached to form a C3-C8 spiro
cycloalkyl ring;        (c) B is the carbonyl group or methylene group, which
is optionally independently substituted with one or two substituent groups
selected from the group consisting of CI-C1 alkyl. hydroxy, and halogen;
(d) R:` is hydrogen, CI-Cs alkyl, C2-Ct5 alkenyl, C2-C8 alkynyl,
carbocycle, beterocyclyl, aryl, heteroaryl, carboeyele-Ct1-C8 alkyl,
carhoxy, alkoxyearbonyl, aryl-C./- Cs alkyl, aryl-C-05haloalkyl,
heterocyclyl-C1-C8 alkyl, neteroaryl-C1-C8 alkyl, carbocycle-Cy-C8
alkenyl, aryl-05-C8 alkenyi. heterocyclyl-C2-058 alkenyt, or
het:croup/IC2-C8 alkenyl, each optionally independently substituted with
one to three substimeni Effoups, wherein each substituent group of R3 is
independently CpCf, alkyl, C2-05  MCSLLP WO
2008/005686PeTTUS2007/071655  alitenyl, 02-C8 alkynyi,
C-Cscycloalkyl, phenyl, Cr-Cr, alkoxy, phenoxy, C1-C8 alkanoyl, aroyl,
Co.C8alkoxyciarbonyl, CJ-Cs alkanoyloxy, aminocarbonyloxy, C!-05
alkylaminocarbonyloxy, CI-Cs clialkylaminocarhonyloxy, aminocarbonyl,
CI-C8 alkylaminocarbonyl, Cl-Cs, dialkylaminocarbonyl, Cl-Cc
alkanoylamino, CI-C3 alkoxycarbonylarnino, C1-C3 alkylsulfonylamino,
C1-05 alkylarninosullonyl, dialkylaminosullonyl, halogen, hydroxy,
carboxy, cyan, oxo, trilluoromethyl, nitro, amino wherein the nitrogen atom
is optionally independently mono- or di-substituted by Ci-C8 alkyl, ureido
wherein either nitrogen atom is optionally independently substituted with
C;-Cc alkyl, C1-C8 alkylthio wherein the sulfur atom is optionally oxidized
to a sulfoxide or sulfone, wherein R3 cannot be trifluoromethyl; (e)I) is
absent; (0E is hydroxy group or amino group wherein the nitrogen atom is
optionally independently mono- or di-substituted by C;-C8 alkyl; and (g)Q
comprises a 5- to 7-membered heterocyclyl ring fused to a 5- to 7-
membered heteroaryl or heterocyclyl ring, each optionally independently
substituted with one to three substituent groups, wherein each substituent
group of Q is independently CI-05 alkyl, C2-05 alkenyl, C2-05alkynyl,
C3-05cycloalkyl, heterocyclyk aryl, heteroaryi, C]-05 alkoxy, C2-C4
alkenyloxy, Ca-Qs alkynyloxy, aryloxy, acyl. C1-C8 alkoxycarbonyl, C1-05
alkanoyloxy, arninocarbonyl, alkylaminocarbonyl, diaikylaminocarbonyl,
aminecarbonyioxy, CI-Cs alkylaminocarbonylox?,,, C1-05
chalkylaminocarbonyloxy, CI-C8 alkanoylamino,
CI-05alkoxycarbonylarnino, C1-Cs alkylsulfonylaminc, g-Cf,
alkylaminosulfonyi,dialkylaminoSulfonyl, halogen, hydroxy, carboxy, oxo,
cyane, trifluoromethyl, tritkoromethoxy, trifluoromethylthio, intro, amino
wherein the nitrogen atom is optionally independently mono- or
di-substituted by C1C5 alkyl, ureido wherein either nitrogen atom is
optionally independently substituted with Cl-05 alkyl, or C1-C38 alkyl thio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone,
wherein each substinient group of Q is optionally independently
substituted with one to three substituent groups selected from the group
consisting or C!-C; alkyl, C1-Caalkoxy, C1-C8alkoxycarbongl, acyl, aryl,
benzyl, heteroaryl, heterocyclyl, halogen, hydroxy, oxo, cyano, amino
wherein the  MCSLLP WO 2008/005686PCTMS2007/071655 nitrogen
atom is optionally independently mono- or di-substituted by C1-Cs alkyl,
and ureido wherein either nitrogen atom is optionally independently
substituted with Cs-Cs alkyl or trifluoromethyl, wherein Q cannot be
III-l1,51naphthyridin-4-one. 27.The composition of claim 4, wherein the
DIAGRA has Formula I, wherein 



(a)A is an aryl, heteroaryl, heterocyclyl, or C1-C8cycloalkyl group, each
optionally independently substituted with one to three substituent groups,
which are independently selected from the group consisting of CH-Cs
alkyl, C2-05 aikenyi, C2-Cs alkynyl, Cs-Cs alkanoyl, C1-C8cycloalkyt,
heterocyclyl, aryl, heteroaryi. C1-05 alkoxy, C2-05 alkenyloxy,
C3-05alkynyloxy, aryloxy, acyl, CI-Cs alkoxycarbonyl, aroyl, am i
nocarbonyl, alkyl aminocarbonyl, dialkylaminoearhonyl. am inocarbonyl
oxy, C1-05 alkylarninocarbonyloxy, C1-05dialkylaminocarbonyloxy,
C1-05alkanoylamino, C1-Cs alkoxycarbonylamino,
CI-05rdkylsullonylamino, aminosullonyl, Cs-Cs alkylaminosulfonyl, CI-Cs
dialkylaninosutfonyl, halogen, hydroxy, carboxy, cyano, trifluoromethyl,
trifiuoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substimted by C:-Cs alkyl or aryl, ureido
wherein either nitrogen atom is optionally independently substituted with
C1-Cs alkyl, C-Cs alkylthio wherein the sulfur atom is optionally oxidized
to a sulfoxide or sulfone; RI and R2 are each independently hydrogen or
C1-05 alkyl;       (c) R2 is the trifluoromethyl group;       (d) B is C1-05
alkylene, C2-05 alkenylene, or Co-Cs alkynylene, each io ally
independently substituted with one to three substituent groups, wherein
each substituent group of B is independently C -CH alkyl, hydro,xy,
halogen, amino, or oxo;       (e) I) is absent;       (f) E is the hydroxy group;
and )Q comprises an indoly1 group optionally substituted with one to three
substi tient groups, wherein each substituent group of Q is independently
C,-05 alkyl,  WO 2008/05686PCTIUS2007/071655  C2-C.5 alkenyl,
C2-05alkynyl, C3-C8 cycloalkyl, heterocyclyi, aryl, heteroaryl, CI-05
alkoxy, C2-05 alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl,alkoxycarbonyi,
C1-05 alkanoyloxy, arninocarbonyl, al kylaminocarbonyl,
dialkylaminocarbonyi, aminocarbonyloxy, Cr-05 alkylaminocarbonyloxy,
C1-05 dialkylarninocarbonyloxy,    alkanoylamino, C-Cs
alkoxycarbonylamino, CI-05alkynsulfonylamino, aminosulfonyl, C1-05
alkylaminosullonyl, C1-05dialkylamitiosulfonyl, halogen, hydroxy, carboxy,
cyan, trilluorometkyl, trifluoromethoxy, trifluoromethylthio, nitro, amino
wherein the nitrogen atom is optionally independently mono- or
di-substituted by Cr-05 alkyl, ureido wherein either nitrogen atom is
optionally independently substituted with C1-05 alkyl, or CeC5 alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone,
wherein each substituent group of Q is optionally independently
substituted with one to three substituent groups selected from the group
consisting of C1- C3 alkyl, CI-C3 alkoxy, halogen, hydroxy, oxo, cyano,
amino, and trifluoromethyl. 28.The composition of claim 4, wherein the
DIAGRA has 1ormula 1, wherein       (a) A is an aryl or heteroaryl group,
each optionally independently substituted with one. to three substituent
groups, which are independently selected from the group consisting of
C1-05 alkyl, C2-05alkenyl, C2-05 alkynyt, C1-C3 alkanoyl, Q3-C8
cycloalkyl, heterocyclyl, aryl, heteroaryl. CyC5 alkoxy, C2-05 alkenyloxy,
C2-05 alkynyloxy, aryloxy, acyl,alkoxycarbonyl, aroyl, aminocarbonyi,
alkylaminocarbonyt, dialkylarninocarbonyl, aminocarbonyloxy, C7-05
alkylaminocarbonyloxy, C.!-05 dialkylaminocarbonyloxy, C1-05
alkanoylamino, C1-05 alkoxycarbonylamino, Ci-05 alkylsulfonylamino,
aminostilfonyl, CI-05 alkylaminosulfonyl, CI-05dialkylaninosullonyl,
halogen, hydroxy, carboxy, eyano, trifluoromethyl, trifluorornethoxy, nitro,
amino wherein the nitrogen atom is optionally independently mono- or
di-substituted by C1-05 alkyl or aryl, ureido wherein either nitrogen atom is
optionally independently substituted with C1-(15 alkyl, CI -05 alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone;
(b) R1 and R2 are each independently hydrogen or C1-05 alkyl, or R' Id
R2 together with the carbon atom they are commonly attached to form a
C3-C8 spire cycloalkyl ring;  



WO 2008/005686PC'F/US2007/071655 (a)R3 is carbocycle, heterocyclyl,
aryl, heteroaryl, carbocycle-C1-05, alkyl, carboxy, alkoxycarbonyl,
aryl-C1-C8 alkyl, aryl-CI-C8 haloalkyl, heterocyclyl-CnC8 alkyl,
heteroaryl-C1-C8 alkyl, carboeycle-05-C8 alkenyl, aryl-C2-C8 alkenvi,
heterocyclyl-C2-C8 alkenyl, or heteroatyl-05-C8 alkenyl, each optionally
independently substituted with one to three substituent groups, wherein
each substituent group of R3 is independently C1-05 alkyl. C5-05 alkenyl,
C5-05 alkynyl, C3-C8 cycloalkyl, phenyl, CI-C5 alkoxy, phenoxy, C1-05
alkanoyl,alkoxycarbonyi, C1-05 alkanoyloxy, aminoearbonyloxy, CH-Cs
alkylaminocarbonyloxy, C1-05 dialkylaminocarbonyloxy, aminecarbonyl,
C1-05 alkylaminocarbonyl, CI-05 dialkytaminocarbonyl, C:-Cs
alkanoylamino, CA-Cs alkoxycarbonylamino, C1-05 alkylsulfonylamino,
C1-05 alkylaminosulfonyl, CI-05 dialkylaminosulfonyl, halogen, hytiroxy,
carboxy, cyano, oxo, trifluoromethyl, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by C1-05 alkyl,
ureido wherein either nitrogen atom is optionally independently substituted
with C1-05 alkyl, C1-05 alkylthio wherein the sulfur morn is optionally
oxidized to a sulfoxide or sulfone; B is the methylene or carbonyl group;
(e)D is the -NH- group; (0E is the hydroxy group; and Q comprises the
group  29.The composition of clairn4, wherein the DIAGRA has Formula I,
wherein (a)A is an aryl or heteroaryl (Troup each optionally independently
substituted with one to three substituent gToups, which are independently
selected from the group consisting of CCs alkyl, C2-05 alkenyl, C2-Cs
alkynyl, CH-Cs alkanov Cj-C8  WO 2008/005686PCT/US2007/071655
cycloalkyl, heterocyclyl, aryl, heteroaryl, Cpcs alkoxy, C)-Cs alkenyloxy,
Cy-Cs alkynyloxy, aryloxy, acyl, C1-05 alkoxyciarbonyl, aroyl, am
inocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy,
C1-05 alkylarninocarbcmyloxy, C;-05 dialkylaminocarbonyloxy, C1-05
alkanoylamino, CI-Cs alkoxycarbonylamino, CI-05 alkyisulfonylamino,
aminosulfonyi, Cr-05 aficylatninosulfonyl, Cy-05 dialkylaninosultonyl,
halogen, hydroxy, carboxy, cyancy, trifluoromethyd, trifluoromethoxy,
nitro, amino wherein the nitrogen atom is optionally independently mono-
or di-substituted by CI-05 alkyl or aryl, ureido wherein either nitrogen atom
is optionally independently substituted with C-C alkyl, Cy-05 alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone;
(b) 123 and R2 are each independently hydrogen or CI-C.5 alkyl, or R1
and R3 together with the carbon atom they are commoniy attached to
form a C1-C8 Spiro cycloalkyl ring;        (c) R3 is the trifluoromethyl group;
(d) B is C1-05 alkylene, C)-(35 alkenylene, or C2-05 alkynylene, each
optionally independently substituted with one to three substituent groups,
wherein each substit.uent group of B is independently (71-C3 alkyl,
hydroxy, halogen, amino, or oxo;        (e) D is absent;        (f) E is -NleR7,
wherein R6 and R7 are each independently hydrogen, Ct-C8      C2-05
alkenyl, Ca-Cs alkynyl, C1-05 alkoxy, C2-05 alkenyloxy, C2-C8
alkynyioxy, hydroxy, carbocyclyl, heterocyclyl, aryl, aryloxy, acyl,
heteroaryl, carbocycle-C1-C8      aryl-Cg-C8 alkyl, aryl-C:-C9 haloalkyl,
heterocyclyl-C-C8 alkyl, heteroaryl-C1-C; alkyl, carbocycic-C2-05 alkenyl,
aryl-C2-C8 alkenyl, heterocyclyl-C)-C8 alkenyl, heteroaryl-C2-05 alkenyl,
or C1-05 alkyithio wherein the sulfur atom is oxidized to a. sulfoxide or
sulfone, each optionally independently substituted with one to three
substitnent groups, wherein each substituent group of R6 and R7 are
independently Cy-Cs alkyl, C.2-c5 alkenyt,alkynyl, Cs-C8 cycloalkyl,
phenyl, C1-05 alkoxy, phenoxy, 



C-05 alkanoyi, amyl,alkoxycarbonyi, Cl; -05 alkanoyloxy, arninocarbonyl,
MCSLLP LVO 2008A105686PCTMS201171071655
alkylaminocarbonyl,-Cs dialkylaminocarbonyl, aminocarbonyloxy,-Cc
alkylaminocarbonyloxy, CI-05dialkylaminocarbonyloxy, CI-Cs
alkanoylamino, C1-05 alkoxycarbonylamino, C1-05 alkykulfonylamino,
aminosullonyl, CI-05 alkylaminosulfonyl, C1-05 dialkylaminosullonyl,
halogen, hydroxy, ataxy, cyano, oxo, trilluoromethyl, trifluoromethoxy,
nitro, amino wherein the nitrogen atom is optionally independently mono-
or di-substituted by C,-C; alkyl, ureido wherein either nitrogen atom is
optionally independently substituted with CI-05 alkyl, or C1-05 alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or suifone; and
(g)Q comprises a heteroaryl group optionally independently substituted
with one to three, substituent groups, wherein each substituent group of Q
is independently Co C5 alkyl, C2-05 alkenyl, C2-05 alkynyi,
C3-C8cycloalkyl, tieterocysclyl, aryl, heteroaryl, C,-Ccalkoxy, C2-05
alkenyloxy, C2-05 alkynyloxy, aryloxy, acyl. C1-05 alkoxycarbonyl,
CI-05alkanoyloxy, aminocarbonyi, C1-05 alkylaminocarbonyl, C,-05
dialkylaminocarbonyl, aminocarbonyloxy, CIalkylarninocarbonyloxy, C1-05
dialkylaminocarbonyloxy, C1-05 alkanoylamino, CI-05
alkoxycarbonylamino. C1-05 alkyisulfonylamino, aminosulfonyl, C1-05
alkylaminosulfonyt, C1-05 dialkylaminosulfonyl, halogen, hydroxy,
carboxy, cyano, tritluoromethyl, trilluorometboxy, trifluoromethylthio, nitro,
or amino wherein the nitrogen atom is optionally independently mono- or
di-substituted by Cl1-05 alkyl; or ureido wherein either nitrogen atom is
optionally independently substituted with C1-05 alkyl; or C1-05 alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone,
wherein each substituent group of Q is optionally independently
substituted with one to three substituent groups selected from C1-C3
alkyl, C1-C3 alkoxy, halogen, hydroxy, oxo, C)IiiflO, amino, or
trifluoromethyl. The composition of claim 4,where n the D1AGRA has
Formula I, wherein             A is an aryl or heteroaryi group, each optionally
independently substituted with one to three substituent groups, which are
independently selected from the group consisting of Cralkyl, C2-C;
aikenyl, C2-C, alkynyl, C1-C3alkanoyl, cycloalkyl, heterocyclyi, aryl,
neteroaryl, C1-Cc alkoxy, C2-05 alkenyloxy, Cs-Cs alkynyloxy, aryloxy,
acyl, C,-05 alkoxycarbonyl, amyl, aminocarbonyl,  alkylaminocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy. CI-Cs alkylaminocarbonyloxy,
C0C5 dialkylaminocarbonyloxy, C1-05 alkanoylamino, C1-05
alkoxycarbonylamino,Cs alkylsulfonylamino, aminosultenyi, CpC5
alkylaminosulfonyl, C1-05 dialkylaninosulfonyi, halogen, hydroxy, carhoxy,
cyano, trifluoroniethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by CI-05 alkyl or
aryl, ureido wherein either nitrogen atom is optionally independently
substituted with C1-05 alkyl, C:-05 alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or suifonet         (b) R1 and R2 are each
independently hydrogen or Ci-05 alkyl, or RI and R2 together with the
carbon atom they are commonly attached to form a C3-C8 spiro cycloalkyi
ring;         (c) R3 is C1-C8 alkyl, C2-05 alkehyl, Ca-C8 alkynyl, carbocycle,
heterocyclyl, aryl, heteroaryl, carbocycle-C1-C8 alkyl, carboxy,
alkoxycarbonyl, aryl-C1-C8 alkyl, arylC1-C8 haioalkyl, heterocyclyl-CoC8
alkyl, heteroaryl-CoC8 alkyl, carbocycle-C2-C8 alkomit, aryl-C2-C8
alkenyl, heterocyclyl-C2-C8 alkenyl, or heteroary1-C2-C8 alkenyl, each
optionally independently substituted with one to three substituent groups,
wherein each substituent group of R3 is independently CI-C8C2-05
alkenyl, C2-05 alkynyt, C3-C8 cycloalkyl, phenyl. Ci-05 alkoxy, phenoxy,
CI-05 alkanoyi, aroyl, CoC8 alkoxycarbonyl, CmC5 alkanoyloxy,
aminocarbonyloxy, CI-C8 alkyiaminocarbonyloxy, C1-05
dialkylanlinocarbonyloxy, aminocarbonyt, C1-05 alkylaminocarbonyl,
Cr-Cs dialkylaminocarbonyl, C1-C85 alkanoylamino, C1-05
alkoxycarbonylamino, CI-Cs alkylsulfonylamino, C1-05 alkylaminosulfonyt,
C1-05 dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, oxo,
trifluoromethyl, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by CI-05 alkyl, ureido wherein
either nitrogen atom is optionally independently substituted with CI-05
alkyl, CmC5 alkylthio wherein the sulfur atom is optionally oxidized to a
sulfoxide or sulfone, wherein RI cannot be trifluoromeithyl,             B is
CoC5 alkyletre, C2-05 alkenylene, or C2-05 alkynylene, each optionally
independently substituted with one to three substationt groups, wherein
each substituent group of B is independently Cl,-C72, alkyl, hydroxy,
halogen, amino, or oxo,  MCSLLP 



WO 200 81095684PCTMS2007/07 I 655 (e)D is absent; )E is-NR6R' ,
wherein R6 and fe are each independently hydrogen, C, -Cs alkyl, C2-C8
alkenyl, CT-Cs alkynyl, C1-C8 alkoxy, C2-05 alkenyloxy, C2-05
alkynyloxy, hydroxy, carbocyclyl, heterocyclyl, aryl, aryloxy, acyl,
heteroaryl, carhocycle-C1-C8 alkyl, aryl-C1-05 alkyl, aryl-C1-C8 haloalkyl,
heterocvclyl-C1-C alkyl, heteroaryl-C1-C8 alkyl, carbocycle-C2-C8alkenyi,
aryl-C2-C8 alkenyl, heterocyelyl-C2-05 aikenyl, heteroaryl-C2-05alkenyi,
or C t-05 alkylthio wherein the sulfur atom is oxidized to a suifoxide or
sulfone, each optionally independently substituted with one to three
substituent groups, wherein each substituent group of R6 and R7 are
independently C1-05 alkyl, C2-05 alkenyl, C2-05 alkynyl, Cs-Cs
cycloalkyl, phenyl. CI-Cs alkoxy, phenoxy,      alkanoyl, aroyl, CI-Cs al
koxycarbonyi, C]-05alkanoyloxy, aminocarbonyl, C1-05
alkylaminocarbonyl, CyCsdialkylaminocarbonyi, aminocarbonyloxy, C-Cs
alkylatninocarbonyloxy, CI-05dialkylaminccarbonyloxy, C,-05
alkanoyEamino, C,-Cs aikoxycarbonylarnino, C1-05 alkyisulfonyiamino,
aminosullonyl. CI-Cs alkylaminosulfonyl, C1-05 dialkylaminosulfonyl,
halogen, hydroxy, carboxy, cyano, oxo, trifluoromethyl, trifluorornethoxy,
nitro, amino wherein the nitrogen atom is optionally independently mono-
or di-substituted by C1-05ureido wherein either nitrogen atom is optionally
independently substituted with C1-05 alkyl, or C1-05 alkylthio wherein the
sulfur atom is optionally oxidized to a suit:oxide or suifone; and (g)Q
comprises a heteroaryl group optionally independently !substituted with
one to three substituent groups, wherein each substituent group of Q is
independently CFCs alkyl, C2-05 alkenyl. C2-05 alkynyl, C3-C8cycloalkyl,
heterocyclyl, aryl, heteroaryl, C: -05 alkoxy, C2-05 alkenyloxy, Cs-Cs
alkynyloxy, aryioxy, acyl, CI-05 alkoxycarbonyl, C1-05 alkanoyloxy,
aminocarbonyl, C1-05 alkylaminocarbonyl, C:-Cs  dialkylammocarbonyl,
aminocarbonyloxy, C1-05 alkyiaminocarbonyloxy, C1-05
dialkylaminocarbonyloxy, C1 -Cs alkanoylarnino, CI-05
alkoxycarbonylamino, C1-05 alkylsul fonylamino, aminosulfonyl, Cs-05
alkylaminosulfonyl, Cs-Cs cludicylaminosulfonyl, halogen, hydroxy,
carboxy, cyan, trifluoromethyl, trifluoromethoxy, trifluoromethylthio, nitro,
or amino wherein the nitrogen atom is optionally independently mono- or
di-substituted by C1-05 alkyl; or ureido wherein either mtrogen atom is
optionally independently substituted with C1-05 alkyl; or Cm-Cs  WO
2008/005686PCII1JS20071071655 alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxidc or sulfone, wherein each substituent
group of Q is optionally independently substituted with one to three
substituent groups selected from C1-C1 alkyl, Cr-C3alkoxy, halogen,
hydroxy, oxo, cyanu, amino, or trifluoromethyl.  31. The composition of
claim 1, wherein the immunosuppressive agent comprises, a material
selected from the group consisting of Cyclosporine, Azathioprine,
Cyclophosphamicie, Tacrolimus Hydrate, Mycophenolate Mofetil,
Mycophenolic Acid, Pirnecrolimus, Sirelimns, Pimecrolimus Hydrate,
Sirolimus Hydrate, immunoglobulin antibodies, combinations thereof, and
mixtures, thereof.  32. The composition of claim 31, wherein the
immunosuppressive agent comprises Cyclosporine A. 31The composition
of claim 11, wherein the irnmunosuppressive agent comprises a material
selected from the group consisting of Cyclosporthe, Azathioprine,
Cyclophosphamide, Tacrolimus Hydrate, Nlycophenolate Mofetil,
Mycophenolic Acid, Pimecrolimus, Sirolimus, Pimecrolimus Hydrate,
Sirolimus Hydrate., immunoglobulin antibodies, combinations thereof, and
mixtures thereof.   34. The composition of claim 12, wherein the
immunosuppressive agent comprises a material selected from the group
consisting of Cyclosporine, Azathioprine, Cyclophospharnide, Tacrolimus
Hydrate, Mycophenolate Mofetil, Mycophenolic Acid, Pimecrolimus,
Sirolimus, Pimecrolimus Hydrate, Sirolimus Hydrate, immunoglobulin
antibodies, combinations thereof, and mixtures thereof. 



35. The composition of claim 13,wherein the immunosuppressive agent
comprises a material selected from the group consisting of Cyclosporine,
Azathioprine, Cyclophosphamide, Tacrolimus Hydrate, Mycophenolate
Moletil, Mycophenolic Acid, Pimec;rolimus, Sirolimus, Pimecrolimus
Hydrate, Sirolimus Hydrate, immunoglobulin antibodies, combinations
thereof, and mixtures thereof.  35.The composition of claim 35, wherein
the Mununosuppressive agent comprises Cyclosporine A.  37. Use of a
DIGRA, a prodrug thereof, or a pharmaceutically acceptable salt thereof to
produce a composition for treating a dry eye condition or an
ophthalmological disorder that has an etiology in inflammation of a tissue
of the eye, wherein the DIGRA comprises a compound having Formula I
R1 R2Ra (I) A; wherein A and Q are independently selected from the
group consisting of =substituted and substituted aryl and heteroaryl
groups, =substituted and substituted cycloalkyl and licterocyclaallcyl
groups, =substituted and substituted cycloalkenyl and heterocycloallcenyl
groups, =substituted and substituted cycloalkynyl and heterocycloalicyay1
groups, and unsubstitute.d and substituted heterocyclic groups; RI and Rz
are independently selected from the group consisting of hydrogen,
=substituted C-- Cts.linear or branched alkyl groups, substituted CI-Cu
linear or branched alkyl groups, =substituted C3-C15 cycloaLkyl groups,
and substituted Ci-C15 cycloaLkyl groups; P2 is selected from the group
consistimt of hydrogen, =Substituted C1-C15 linear or branched alkyl
groups, substituted C t-C15 linear or branched alkyl groups, =substituted
C3-Cis cycloalky, land beterocycloalkyl groups, substituted C3-C15
cycloalkyl and heteroe-yzioalkyl groups, aryl groups, heteroaryl groups,
and heterocyclylic groups; B comprises a carbonyl, amino, divalent
hydrocarbon, or heterohydrocarbon group; E is hydroxy GT amino group;
and D is absent or comprises a carbonyl gaup, -NE-, or - NR'-, wherein R'
....omprises an =substituted or substituted CI-C.15 linear Or branched
alkyl group; and wherein P.' and Rz together may form an =substituted or
substituted C3-C;5 cycloalkyl group,  38. The use of claim 37furthe,r
including the use of an immunosuppressive agent to produce said
composition,  39. A method for manufacturing a composition for treating a
dry eye condition or ant ophthalmological disorder that has an etiology in
inflammation, the method comprising:   (a) providing a DIGRA, a prodmg
thereof, or a phamiaceutically acceptable salt thereof; providing an
immunosuppressive agent; and  (b) combining (i) said DIGRA, prodrug
thereof, or pharmaceutically acceptable salt thereof; and (ii) said
imrnunosuppressive agent with a pharmaceutically acceptable carrier. 40.
The method of claim 39, wherein the DiGp_A. has Formula I w R2re )CA-
A wherein A and Q are independently selected from the group consisting
of 31371 and heteroaxyl groups substituted with at least a halogen atom,
cyano group, hydroxy group, or C-C alkoxy group; 121, R1, and Rs are
independently selected from the group consisting of unsubstituted and
substituted 01-05 alkyl groups; B is a Cr-05 alkylene group; D is theor
-NW- group, wherein R' is a C1-05 alkyl group; and E. is the hydroxy
group. 41. The method of claim 39, wherein the DIGRA has Formula I  



wherein A comprises a dihydrobenzofurany-1 group substituted with a
halogen atom; Q c.:ompriUes a cuinolinyi or isoquinolinyl group
substituted with a C1-C10 alkyl group; R1 and R2 are independently
selected from the group consisting of unsubstituted and substituted CI-Cs
alkyl groups; B is a C:-C3 allcylene group; D is the -N-H- group; Sic the
hydroxy group; and R3 comprises a completely halogenated Crew allcyl
group. 138  MCSLLP WO 2008/005686PCT/US2007/071655 42. The
method of claim 391whendin the DIAGRA has Formula II wherein R4 and
R5 are independently selected from the group consisting of hydrogen,
halogen, cyano, hydroxy, C1-C10 alkoxy groups, unsubstituted C1-C10
linear or branched alkyl groups, substituted CoC,0 linear or branched alkyl
groups, unsubstituted C3-Cill cyclic alkyl groups, and substituted C3-C10
cyclic alkyl groups. 43. The method of claim 39001cl-du the DIGRA has
Formula III R4  wherein R4 and R5 are independently selected from the
group consisting of hydrogen, halogen, cyano, hydroxy. C1-C10 alkoxy
groups, unsubstituted C1-C3 linear or branched alkyl groups, substituted
Cordb linear or branched alkyl groups, unsubstituted C3-C10 cyclic alkyl
groups, and substitutedcyclic alkyl groups.  MCSLLP WO
2008/005686PCMIS2007/071655 44.The method of claim .39, wherein
the DIGRA has Formula IV 








