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BACKGROUND OF THE INVENTION The present invention relates
to compositions and methods for treating, reducing, ameliorating, or
alleviating POSEEHIITESY s N MHAMOTS HEFRaSREAMIPGIREBLUIEG,
pred&HEIACEADIN fo| R MILEH M BERTG RO HER RISRpSISE MBSGOHREd HALMIC
glucocorticoid receptor agonists ("DISRASESand methods for the
treatment, reduction, amelioration, or alleviation of posterior-segment
oPp ROSHREDIRIASEE using such compositions. In addition, the present
invention relates to compositions and methods using such DIGRAs for
treating, redmcing, ameliorating, or alleviating posterior-segment
ophthalmic JSEERICTHER AIRESSHE RIS i Ahframmitiatribatent Appltatiediic
comdittohriky heglsssifieohasionisafeyprisepsesiseaias carneal
edema, anterior uveitis, pterygium, corneal diseases, or opacifications

ith an exudative or inflammator}/ component, conjunctivitis, allergy- and

I s‘%ﬁ%%gég\l&ﬁ?&a%ﬁ,lgrvﬁ%%%eye diseases such as exudative

macular degeneration, macular edema, diabetic retinopathy, age-related
macular deqRograANALFEIN ARVl ARAAIEDG PRSGOCNS dapases
comprise the largest number of causes for Vvision loss. There has i)eeng’
SR VRIENES ISt TAHRY BRER ot R e aSe ARk Haredsialogy m
ipteiannalion. present iVBIchthe:RAEK Wntbeseya:dineasesrdialsliC acd
rg}ing%& O{' rtQC% I g%ino%.cg §§§£Rndness in adults between the ages

of 18 f0 72 who stifrer Hom dia in ! Sl rdEdge thn BoseDtaic e Ben,
theber a8, incrbasinigly doststectedsbyntbe aplitksini afeells iminivadin

i palagicat . t n.molecules, such.as
iggg}llgellular adﬁ%g?g}@?ﬂ%ﬁ‘gﬁ%&?éﬁ%%ﬂ&%ﬁ zg%%gs%ourp r %lél?rgd?\ngs%eﬁmds
O HEn DER N s 2 inmas duengvarestisreisadbor ihvéaingl othslimirissgment
ofdhffamioeikyasculatutee thelyassiiatuigRRgituction results in ischemia
and leads to hypoxia condition in the surrounding tissues, especially the
retina. In response to such a condition, new blood vessels begin to
proliferate SIREAHIBIRENditHBS@RbE blatifivd ssdterare tysicidhpienkysh as

resukingdenfichrecdmueiationdnganthe frunaaad e e %gi@“fycm%ns with an
\gsb%fltpge%tﬁ%%?ndltlon known as macular edema. (See; e.g., A.P.
Adamis, British J. B phthals U L BE s o gty e auhiaseeinduceavest.
Cpidhadmol BaokistialSMseatol. sddh Naxbd G (R003 )} Maseisas, macular
iSOV JREIR! (X EGRe) & X&?Héﬂ‘"ﬁé’r‘éﬁgd ronflammatory

angiogenic factor, has been found at e evated 1evels in the dishati Ptina

dErRY B Brekicfiprsitisratrrecanarsolifeates staer VEGR@ISo vision loss.

iMtereasthecepoassion pkHe M ARs WeAMr Ihe @0ecndataelial cellsidly in
Kim et al,, BM?, Chem., Vol. 276, No. 10, 7614 (2001).) In addition,
mn ammaiicin. . Co . X .
experimental investigations in animals have shown that raRNA expression
for the prointlammatory cytokines(interleukin-1) and TN1F-a (tumor
necrosis fagiae) de ipaeased B ihedaling easbiindnepausk pldiabstes.

and mt%reiov&ar, inhibition of TNF-a has demonstrated beneficial effects |
use of bl1

fhe pravemioR S HBLT OT SR8 SRt gt 1 19 NG e sfiardrometiabetes. In
Nepharbl sDigsl. firansplantevolt20e 2601k (2005 kisiraxeeneRtaihesion of
i ntral and causal role of chronic
i Feat Sauky AR
dyerraluar pihgsine setlestlst] EASEE-J) volas®|a480 {2884m)molecule- |
Macular degeneration, another back-of-the-eye degenerative condition, is
the most common cause of central vision loss in those 50 or older, and its
prevalence increases vvith age. Age-related macular degeneration
("AMD") is the more common form of the condition. The other form, which
is sometimes called "juvenile macular degeneration” ("JMD") is most
commonly caused by an inherited condition. It is estimated that 50 million

people worldwide suffer from AMD. It has recently been discovered that
miitatinne in twon Anenec ancndina nroteine in the en-called comnlement
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In general, the present invention provides pharmaceutical compounds and
itions for treating, reducing, or ameliorating in a subject a
b%@‘ﬁ?@iﬁ%-eye condition or disorder, which compounds and gg{%?ﬂ(}s{f{%ﬁgm
cause a lower level of at least an adverse side effect than at least a
prior-art glucocorticoid used to treat, reduce, or ameliorate the same
condition or disorder. In one aspect, such a back-of-the-eye
condition or disorder has an etiology in inflammation. In another
aspeerBlith avboriditiopveredigossier s telactedidiamaife ¢ropsansisting
of, diahglig e W6 RR D A%S: acular degeneration ("AMD,"
et MDY e ber Tt R RGN el
uGEIHLIAH B ShpioanG thersbiespeciallyihstilprrothercappeetidivech a
pharitace ukioabloompaudscand:s orRRS IR GRIRLSE AiRastamimetic
ogeaggéﬁcc%c?rti.co!p igié{eatin& reducing, or ameliorating such a condition
Sorder. YPICAly|C Ui KRBthey Rdbd adtmylsion AederibaIeBrapodnds

or disorder.
andobripositiohe compriseat deastiandisseaiateshilGRHSOH IO GEPIO P,
agonist("PIGRA- rodrug-Qf tically acceptable salt _
B T Ko - ettt
ameflidrativt, Johdviiting 3 IFA¢RAGBIN eVeyen borditive el gisovdefatihat has
an Edegy imiptammation comprises: ; !
phprma&%ﬁti&gﬁy acce tablg salt therggg}a%’g@)gﬁb m%%r%r se e(é(%:]rtlezflguf?grzr’ﬂt
the gfoupes é&Hﬁ’g‘?lﬁf?‘a‘)‘%ﬁﬁ‘-‘i‘ﬂﬂ’&ﬁﬂﬁS%w*zfq%%tﬁé?tmwﬁ DGRtz
produgy BOE _dqohadmaeﬁwi?gﬂysaaﬁgmagbmwlaﬁhafr@mib clm endothelierx]l cells.
apti | nig; ; a I a I ..In yet another
AT (LS, h e Eomprsse
aH%‘ﬁﬁﬁj‘élﬁﬂ?d%Bl&&M‘@mwﬂm;tM@niﬁﬁk dharrauiaticns b ipnplehialetory
farmuation. sysiemu @ deyice: TRe furhesaseast ?9&%9&‘5?9%%%%% in the

adverse side effect is demonstrated in vitro or in vivo.
S TS BrOSSALTR B GRSIro R EIeh eh ot e el Tredideing,
amm'méﬂtﬁﬂ@i emelieviatifiga inabk ptthareyef Qﬁﬁl@ﬂik@i’é@{dﬁi&ﬁﬁd &F.H R@varro
Inistering a composl o rising at least a
A e L S R TG e
sEpsEcis Rergyolisgetistressitientndadustiovle afdiionatioflaomalteviaticr.
Ipgtib@nesherr asmest the mst ises\ngrfRrming an,
a@;id'\?ogﬁ;% pr{%e%ure in the@u%ﬁ%ﬁgﬁﬁazgggﬁé reeaﬁtmpg%%%erlga%éﬁ&%wg
arfielidration, St alteation of the condition or disorder. Other
features and advantages of the present invention will become apparent
from the foljqyung-detail IRt | claim! AILED e
DESCRIPTION OF i Eﬁ%@@é&@?ﬁ%@ﬂ %ﬁ?éﬁ%ﬁsﬁ% A the
gl EOPHRERf PP 6T U st s RARYSE 3P ebmigeiuAddHapTs eigrable
ofbipalingtththe ? mg@eﬂbﬁ@@@daf%@ﬁm&_}&laiﬁ i %Mgimg RAAEL AN, MAGH
gle™ of-produci ifferentiated levels of transrepression
T e h A AR WS B B
pIgpRsptias i< JbHRET e ereimreibre addd s ligarickd conditids. Uused
hasiubeiesmmalA jaoskib BRAR MeARA laRr- Arhranched-ghain
s%turated aliphatic hydrocarbon monovalent group, which may be
UHETDSTRO (88 BTl a0 BrRe FBeRs Rmp D paridin sorcebsdplenatiement
substiteitedonittfdratgest atems (f.deteBpir AMNOrEHIiRg RxaRRles Af

include methyl, ethyl, n-propyl, 1-methylethyl(isopropyl),
e AR SR A e il cactive,the
dregiatan rigdustitissue-dantgingenflaeveimiothe erhnutalitiny thor iadkeny |
gf&k&l@"ymgeé}%gzé'@ﬁ@ﬁaﬁf;ﬁfﬁﬂ%ﬁ@!&ﬂ@kﬁa@ﬂ&haél%t%%’raos%acrp Y with gmmune
monovalent radical containing at least one carboncarbon doubie Bond”
THICRAH T BB RRRd BV GO apacatdriss Erseer I isrdpdRyl Grisutangtihe
isobutenyl. 3-inethylbut-2-enyl, mpentenyl, heptenyl, octenyl, decenyl. and
the like. As used herein, the ter%n "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, 2-butynyl,
3-methylbutynyl, n-pentynyl, heptynyl, octynyl, decynyl, and the like.

Ac i1iced harein the tearm "allkvienea" or "allkviliene Aarnrin” meanc a linear- or



The term ' heteroaryl" or "lieteroaryl group” means a stable aromatic 5- to
- red, monocyclic or pol?,,cyclic monovalent or divalent radical
Wowiqclﬁ%%g comprise one or more fused or bridged ring(s), pre g}r%‘lgﬁ?/ogl/ %7-4 943

to 7-membered nionocyclie or 7- to 10-membered bicyclic radical, having
from one to four heteroatoms in the ringtsi independently selected from
nitroven, oxygen, and sulfur, wherein any sulfur heteroatonis may
optionally he oxidized and any nitrogen heteroatom may optionally be
odidigrdrowbe hentemimethinfessnotheywise: speaidiedcihedetaroanilring
ManbRaiachedat Ak sabisDeleioalom oncArhon atgm which results
in a stable str%cture and, i%subshgt]]u‘%ed? may be §url%%ﬂflu%%e§ rz’fH?/Iqubﬁ‘[%rbf@S'

hetSiafort Brearsh b Whid8%esults in a stable structure.

Non-limiting examples of heteroaryls include furanyl, thienyl, pyrrolyl,
oxazolyl, thigzolyl, 1 ”'Q%Qj g(p razolyl, isoxazalyl, isothiazolyl, .=
oxadiazolyl, tria;o?yi{]tetrazg Vi, tnéﬂ?ézgd ﬁ,“gf/rigﬁ?f/ T‘BVHS%&MP’“ Is a term
pYriERi IO RSO S/ iInflaimplotsideliditiphsazsontietikinigh findipdylerior segment of

againgolyb giazaindatyliRinyer HinoRIyhe %Yc@ﬁ%,zéi%ﬂﬁédzié%‘?xllﬁg%'%'ation of the

azaisoindolyl, benzofuranyl, furanopyridinyl, furanopyrimidinyl,
Zhorméiyirgg/mg}ﬁ %M%mﬁﬁw’ rai%r%h%m;gr{y}ﬂammamon of the optic

fGrand
dibyatiofudavepyliithiniifl shinyiaiofusane pyoisai gy e MOt the eye). Ocular
tig' Jidinyl, thienopyrimidinyl, thienopyrazinyl, thienopyridazinyl,
di%%g%gd%%%f/% }h%%%?hr?e%%?/ﬁucﬁ% f’a“.Hi}éf‘& [ERShRiRyT Vision,
intia2dIpe coeataerhob iy dibiminelzezbly (Themeinfidagelyl s imid azdpysidityte

b@ﬁlﬂ&ﬁé%‘{inéhm%ﬁi@m%lvzmj%ﬂ%ﬂwqujet%%ogﬁ%ongrlw and cystoid
benz%%?%g%l, benzoxazinonyl, oxazolopyridinyl, oxazolopyrimidinyl,

befZi R/ SRS CRPRBRRHFE 42 AERRsAn BiRufrrT zisitiguinoliny,
dihydroquinolinyl, tetrahydroquinolinyl, isoquinolinyl, dihydroisoquinolinyl.

tetrahyd rO'ﬁ‘BGH'M@ﬂe&%&%ﬂ)&eﬁ%ﬁﬁ'%@ﬁ?ﬂs mg?é?g}]n l’ber ()f serious
a

a]éa hthzdazinyl, %ul‘nazollnyl. azaquinazolinyl, quin inyl,
b 25,1 Rk 7 g droRBRtRgHtein |
tetrahydronaphthyridinyt, pteridinyl, carbazolyl, acridinyl, phenazinyl,

phenothiazifyl, RBHiPHExa7IBang, t}net?clxl}f%s “cq ticc};)rt]eerc}%r have been under
"heter,ocgcle‘j, "heteroc%cle roup”, "heterocyclyl" "rheterocycﬁ 1 group™,

HEEEHSEDRRdOr dserete wiﬁ"ﬂﬁ?éraﬁgtéogt%iet@t#vowm@ﬁmzic@eqoe.g.,
M-AnSpalbaced: mqrm@yedioﬂmpﬁlmmgngmgw@keﬂtc@r@iN@!elnbféfﬁgomg;
a -

ic comprise one or mare fused or bridged ring(s), preferab
T S O B Kool Pl
ffoM. Sreeto Whdeb Aefivbatéms inGtitéastoieeing dideperidantly, seleste

f( %DS'S'WQQ%&'@@@{ gﬁ@c%ﬂo?%ﬁ%e%@%ﬁ@%%&%&ﬁﬁj[rlrgl%girﬁo%ggq 2 n(‘)%}/de) has

ptionally be oxidized and any nitrogen heteroatom may op |onaﬁ§/ef)e
g”ﬁf‘d’ii’é%f%‘r%ﬁ%%%éf?ﬂ%%nt/i%f s tisarsmia pdsmrospely groly exchatost
hetepeyalpalkylheterveyciaatkenyl andhrterooveiaaliomyi @rﬁ}?!éipcﬁmozogy,
%&e Iowoeryvgfgs%&i{ég the heterqcyclyl ring may be attached at any
swt'a% & heteroaton or Carbon st WRIHSGREIEP Sespibibasthseture
angsifesisgstitateentmay e pubsiitutedias aay; suitablethatsreaioner,
aaeRAPEpMIANSESUER 1 ariabissiyiyte Nanlmiting examples of
heterocycles include pyrrolinyl, pyrrolidinyt, pyrazo mfi, pyrazoﬁ inyl,
PRSI AR iR RBs SRERRiAE Biowshazniyherematnrhapgyamyic
temaby@mm})wamﬁy&e&mﬂy&m@m%ﬁﬁ%@é@y@qgﬁﬁm@yﬂﬁg University
@g@f&Qyiﬁ%X{ég%zzi‘%toaend tr%g#le . ['Eh,e term f'c&cloa kyl" or
"eycloalkyl group’ Meancea st AHsH CLAYERta 2008 155membered
myHedytiielorpayeyciowonovalendsadical consistingisetetoheatienen the
@mggpyggggpag{gwigmich may comprise one or more fused or bridged
ring(s), preferably a 5- to 7-membered monocyclic or?- to 10-membered
bicyclic ring. Unless otherwise specified, the cycloalkyl ring may be
attached at any carbon atom which resylts 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,
eyclobutyl, cy,iclopentyl, cyclohexyl, cycloheptyl, cyclooctyl, cyclononyl,
cyclodecyl, norbomyl, adamantyl, tetrahydronaphthyl (tetralin),

hievielol?2 2 2loctanvl 1-meaethvievelonronyvl 2-methvlevielonantyvyl



In another aspect, the phartnaceutical compounds and compositions
' t least a dissociated glucocortieoid receptor agonjst.{ "

wo sﬂé@ré%%@erein, a D1GRA can comprise any enantiomer of ﬁég( /rﬁ%%%é%%?’
or a racemic mixture of the enantiomers. 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 l. wherein A and Q are
independentlyssklevte thitenttie grovgpitonsisting:of gramebstituted @adievating
susiitied aedand-neierqary SRS AFOSIied And substituted .
c cloalkél a‘%d heterocycloalkyl groups,%u stituted%%d%ﬂ gﬁf‘@t%dlt s
CYCROEIEALPEAR! Hi8Fo MUtd N T oo ps s UBSttlet anidrs uigstitutesla

Cyetaalkisnyit andihieteracyopaky Ml esaidaIamd WRRHISUMIRE: 28 cular and-
Slljl? tituted heteroc clﬁ:r%gggups; R1 and R2 are independently selected

fromthe group-congis FHSRRE AR distitstdtdacts vagpss associated with
(altetnpitivedph @GR uoe Gl E;006:GdeB8)ineas s oraneh el alkyl GEREDShe
S jfut -C1 t ivel 1-C10, or C1-05, or CI-C3) linear or
e S BN R b et
sGbyatingd Bhgqéaeéﬂwﬁafwé@x}mr@@p@p@@-b@)aaynb@amwsgmmms

isprelecteciam ecareumeo RRstRg O fRYIFOg8 T SHDSIYSA GG Wk of.
(aléernatlvel ,.c-C10, or C1-C, or C1-C3) linear or branched alkyl groups,

stbsstRGtET EHORTS A ARV 8 gxésisicq periofisoires- syt ap vral
braghedratlyt g idupshronsubstititedi€3xColh (altefaatitvelicClestheQisk of
C loalk terocycloalkyl grayps, substituted C3-C15
o S e BB g tpst o
aRAgreLISsMRB S Barlost o ik watonedeporely licgrouf3nd coapetisés elop,
carbRl AHIRG dplentiRuconarRRMb ARSI RYERRGARRON group; E is
hydroxy or amino group; and D is absent or comprises a carbonyl group,
-NH-, or -NR'-, wherein R' comprises an unsubstituted or substituted
CI-C15 (altérhesiveAinGniseainroef @l e @Sy torolsis-«08) dinéendan bragdibded

alkeyb aporapts BNdupprRISIRR @R, JHR% i | fior
sg)bs;%{%ed SC g—é\%‘g%yclg al klyl grﬁ??%l%ogn% embgz‘?{rggﬁ.%ﬂﬁgﬁggc%ﬁ%%sgg on
H

ona 8 HETEUHLa fiTeis ¢ elrioni- admiBitBERALS glucocerigpigraelude
ehypodimint, Bln:aglmmwlk lJﬁ@;ﬁﬂi@ikyiﬁm?@fb_mwﬁl%?yk@mgw@aﬂamﬂd
a .alkyleneoxycarbonylamino, alkyleneamino,
O LR Bt e
afkeayendekpdametaprliniprocetiesrtyleneamino, alkynylenecarbonyl,
alkynyleneoxycarbonyl, alkynylenecarbonyloxy,
alkynyleneoxycarbaonylamino, alkynyleneamino, arylcarbonyloxy
aryloxycarggzﬁéfgfeﬂ fxé?r 0'grou Et%ugfneler% & W?ﬁb%} 8?%8‘&“%%?&?3&0‘“@5
afftl QoEROHHEBY dp Henilyedate coe dridivr threbgribu- thersistinginfoasy hauch

hesgy, MM&UE&%& ' ' A IdPthan
hl3rédr(§§>z(5§jlr group, or Ig}gﬁgﬁ%}‘@g;gﬁ? ?ﬁﬁ%ﬁ%ﬁg %ﬁ%bsega ksofygé%‘i?&‘ anat
0

&F AP QMY PYFOEHTIaRId Bsd AR RS ANGhdS BRI he kseddrdiion.
the group consisting of unsubstituted and substituted C1-05 alkyl groups
(mrefesabiyy ©F CaRA giebiesy B is a C:-05 alkylene group
(alternatively, CI-C3 alkyl groups); D is the -NHor -NR'- group, wherein R’
is a Ci-05 alkyl group (preferably, C1-C3 alkyl group); and E is the hydroxy
group. In geyenhtisthesemboditienty & idesyprisescautical compounds and
%Bw&h%qmr@éw{rggfqy&m?w%ﬁaMgg i 'ea St

tom; Q coniprises
a quinolinyl or isoquinolinyl group substitut %agh(%fg}%"gﬁ? RI
ArRPHOR X iR Pem SditiyceBIBRIBES FBR T P BYSIOnScHmsistilay O level of at least
unsubstituted and substituted CI-05 alkyl groups (preferably, C1-C3 alkyl
groups); B is a CI-C3 alkylene group; D is the -NH- group; E is the
hydroxy group; and R3 comprises a completely halogenated CI-Cio alkyl
group (preferably, completely halogengted C1-05 alkyl group; more
preferably, completely halogenated C1-C3 alkyl group). In still
another embodiment, A comprises a dihydrobenzofuranyi group
substituted with a fluorine atom; Q comprises a quinolinyl or isoquinolinyl

group substituted with a methyl group; Ri and R2 are independently

calerctad from the aroirin concictinA Nnf 1incirithetitiited and cirithetitiited Cl-O&



di
WO%%&Q ofuran-?-yl)-2-hydroxy-4-methyl-2-triﬂuoromethyIi,%(-;‘lr}ggf/i\m%g!1'9 43
soquinoli( 2H)-one,

514-(5-fluoro-2,3-dihydrobenzofuran-7-y0-2-hydroxy-4-methy1-2-
trifluoromethyl-pentylaminoj-2,6-dimethylquinoline, 544-(5-fluoro-2,3-
dihydrobenzofuran-7-y1)-2-hydroxy-4-methy1-2-trifluoromethyl-pentylamin
ot-6-chloro2-methylquinoline,

saady oyl Faditiharabenstof pran-7ryglR dopdiooiyd-dsedethyda-reduce, or
tritaromethy LRrotdaminelisaRbingline,
5-(445-fluoro-2,3-dihydrobenzofuran-7-y1)-2-
hydroxy-4-methyl-2-trifluoromethyl-peMylaminolquinoline,
5-[4-(2,3-dithydre-Bteoraith a back-of-the-eye condition or disorder has an etiology in
bepzafianyl)-2-hydroxy-4-methyl-2-trittuoromethyl-pentyl am ino
Iquinolin-2[11-1]- one,
6-fluro-544-(5-fluoro-2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methy1-2-
trifluoromethyhpemnty igminodeR anetidjtquioodisdeder is selected from the group

8- ~PAAABLIIONQ=2,3- | ' »
o OB (DR e e A SRS AR
oipoludiagrvandotisieAMD), diabetic macular edema (“DME), posterior uveitis, and
ScddBrdtienranddselinydrobenzofuran-7-y1)-2-hydroxy-4-methy1-2-
trittuoromethyl-pentylaminm1-2-methylisoquinol-142hJ-one, and
enantioniers thereof. In yet another embodiment, said at least a DIGRA
has Formul! Bilhateirenasge 008 TH207R8PE T USRB0TB 248 43mpos(a) i
is@AR SrRHR PRERBANY INdeReRERYISH @,%E{ME%HHQ&”SJ%QHS?anng such
substiruent groups, which are independently seleCted fron the group
cORLSHIY ST &1 Talkyl, C2-05 atkenyl, C2-05 alkynyl, Ci-C3 alkanoyl,
C3-C8 cycloalkyl, lieterocyclyl, aryl, heteroaryl. CI-05 alkoxy, C2-05
alkenyloxy, 22 RNR VRN, %&W@Xﬁt&rQ%n%%%gﬁﬂg%%&ri%hs

aminocarbonyl, alkylaminocarbonyi, dialkylaminocarbonyl,

2RI BofSibky EIRG AR SBEAREBIRALMF e o5 eraikiarR A b RYdRyE, of
G Gimatkanoidsiipinec 16 alkayearbonylamino, CI-05

alkylsulfonylamino, aminosulfonyl, CI-05 alkylaminosulfonyl, Ci-05
dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano, trifluorotnethyl,

trifluorometHosG), AARIET 4ARRTS HERINERS ten ARk GgainataraueiripBomdipyating, or
intepensentycmonoeayeicsndsititediby del-BaalkyhRE @M UIgid@ammation

V\él& reri{n ejta r | n at}g) is optionally independently substituted with
Cl- zfl%?l?é-?é%ﬂjogwﬁlgréﬂnatﬁ%mé)éﬁffrug%gﬁ)( ReEpiany oRaptens
d BuAfonidead sdedfaddrom thigriMpndnRi2imeoé dchrindefiancierily fycdroganr
Ohn DDA o pro&Qg%@atg%M£9%8QﬁgMcgg9a%?F salt t}@z)ef%'lﬁi?a'&l%s—

a optionally

alkyl, C2-05 alkenyl, or C2-05 alkynyl, each opti iIndependently
SHISSIRERETRARART oHE {0 et Rt BXstfoups, wherein each substituent
group of B is independently C1-C3 alkyl, hydroxy, halogen, amino, or oxo;
(€) D is absgik @R NS IAIG QU BNLAR, B AN SIS AR,
optionally independently substituted with one to three substituent groups,
WABRSIACR AR i igrblfprotlasipnintepeblddptyutiios atkylpamabs:
aienybior-Obtatkysnde Ga-C8 cycloalkyl, heterocyclyl, aryl, heteroaryl. Cl-
C5 alkoxy, C2-05 alkenyloxy, C,-05 alkynyloxy, aryloxy, acyl. CI-05
alkoxycarbonyl, CnC5 alkanoyloxy, aminocarbonyl, aikylaminocarbonyl,
dialkylamin@caydisy|2mesih sediopossy sty eress kg el frobanbosigdtxdyin vitro
GHas/diglkylaminocarbonyloxy, C5 alkanoylamino. Q-05
alkoxycarbonylamino, CI-Cs aikylsulfonylamino, aminosulfonyl, C1-05
alkylaminosulfonyl, CI-05 dialkylaminosullonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, triflaoromethylthio, 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-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
roncictina 0of OC: allken/l C 1-CR alikovyyy haloaoen hvdrovy oy ovvann



(e)B is the methylene or carbonyl group; (d)123 is a carbocycle,

l, aryl, heteroaryl, carbocycle-ClI-Cg alkyl, aryl-Cr- -C -
Wogg{jgg ‘i;él‘j eteroeyelyl-C -Cg alkyl, heteroaryl-Ci-Cg alkyl, P%SI%&(%W%%M
earbocycle-C2-C8 alkenyl, aryl-C2-C8 alkenyl, heterocyclyl-C2-C8
alkenyl, or heteroarylC2-C3 alkenyl, each optionally independently
substituted with one to three substituent groups; te.)D is the -NH- group; E
is the hydroxy group; and (g)Q comprises a methylated benzoxazinone.
Non-limitind rexaniples @t thbsersmpowadsoinptoddes a method for treating,
28Rl G iare: 2 MEthaPPEIY A ydroxy-d-methy loentangic
acid 4-H%e£}[rlllyl_- 1 -oxg ”_r| henzo[§ F%géf%(g%zﬁ?/-%g%g%cfag;rydlgmger' ¢
pal QAL HBUDLHGERS A FSBPRF YN Py ol pest insthy [PERanai modrug,
agid(ghinetydntoxadkifanz il AAoxazin- GRamidR: 2o £ VEIPRE nent,
Imgth¥1-4- 5;‘luoro-2-methoxyphenyl)-Z-hydroxy-4-methy1pentan0|c
ST PSHRGIO2HR8-Of BEHLE 4] [ 1 ,2.10 x az in-6-yOamide:
2-cyclohexylmethy1-4-(5-fluom-2-

hydroxypheny@i?-Ryeem atovlieantpReic. AL G Me W hmi®¥ % Haitional
be tizo[d][ 1,2loxazin-6-yl)amide;

PESRIVE BRI N RAMACE HictrpIpeRtaiRdue s drashirsatian.| i viation
Hbbazoldi o jexdzindéeyl)amide; and 2-cyclohexylmethyl-2-
hydroxy-4-methylpentanoie acid(4-methyl- | -oxo- 1 H-benzofd111,2
Joxazin-6-y hamide. In still another embodiment, said at least a DIGRA

has Formul3'PH RS 2921 aI3A%ES oh e roessitgroseisicaar il bptionayparent
indeperdenty sghkistiiutadwithpooe adbramsubstituent 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, heterocyclyl,
a‘?ﬁ?%@ce%d?ﬁ,s@r{’é% LRGSR EEECR XIRNTIANy, C2-05  alkynyloxy,

aryloxy, acyl, CrC5 alkoxycarbonyl, aroyl, aminocarbonyl,
alkylaminogarhanyie ialky ARG AN ATNGSAIBARYION CA0R:r A
alkylaminocarbonyloxy, ’CI-‘OS'dialkyl%ming(gggg})%ﬁé?(}?Caf9 i%uéﬁlgi}i%? Jisa
CRBBUMGBR A SBRPRRLABIEnD HiRyIBIsHerTiRS RS catoTNoBisiony,
GbiOplilgleminapbifomding !0 5 gidfledantoasulioavihaleaem fvdroxy,

ct%grt})g)e( Y iglr]l,a'gciiflttrjonrs%rp%tr} l, trifluoromethoxy, nitro, amino wherein the
nitrogen atom & opfionally indeperdE ity HoNs- orgrynyadthdiys wa
@0l piidgl ioseamglimesitivavhefeire éither nitgagen atom is optionally
independently substituted with CI-05 alkyl, C1-05 alkylthio wherein the

sulfur atom js o tc'ﬁlnall oxidized, to a sulfoxide or sulfone;  (b) R1 and
R2 are eachifi Epen lehfﬁ? /Gt BEN o CRES! MRHP ol ens Ad iR Rether
\itknthedechdbonaatone dhéytate bgdnertynatiachatt o foip, & KGRSO
NG <iiheti 3481 ifl |. group:; B.is C1-05 .
e B R A ol i e i
éﬁg%%ﬁaﬁéﬂ%ifﬁ’ eftb thiee b SmiEm Geoue; oftdieeigreaphistibdtimethy !,
graup ©bBslindependentlyi a3 1alkybu Y PNl Og8 M ARG PTBRY 1),
()05 absent: (0 hyd -and | or heteroaryl
s gbsen a( %e'sb evié/ (riggr%i%royp, an (g). Is an aryl or heteroary
group one to thiee SUbSlitli8HT , Which are independently selected
from the group consisting of C1-05 alkyl, C2-05 alkenyl, C2-05 alkynyl, ClI

-C1 alkanoyls @Bdﬁgrgﬂglﬁélﬂnhﬁw%yqy*aﬁc@ﬂyl@%@ar%hng%ﬂear— or
z%{lgl%xé 52%\95 aIlkEnt)/qu%{ C2-C, alkynyloxy, aryloxy, acyl, C1-05 .
aKOyearba BPEYE ARSI SRYIOX MG A TG 4PBEHgIn at least one carbon-
diafiylaimibidanbnyhiarinosakbomyitiay b CEObH3IkyAMIBOSADRYIBRYL, n-

-05,dj in -05 alkanoylaminp, C1-0
B B NN R cteapegnd he
éﬂ%?flaminosulfonyl, CI-05 dialkylaninosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by CE-05 alkyl or
aryl, ureido wherein either nitrogen atog 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 grottp consisting of CI-C3 alkyl,
Cl-C?R alknvyvy acvl Cl-C?R cilanviaovyy CI1-08 allkkovvvearbonvl carbovy



methy Ipentan-2-ol; 1, 1, 1 -trifluoro-445-fluoro-2-methoxypheny
-2-(3-flliqro-5- trifluorornethylbenzyl)-4-methylpentan-2-ol;

Wogf@?gﬁiz&r%-zfluoro-& trifluoromethylbenzyl- )- 1, 1 1 - tri PCT/US2007/074943

fluoro-4-(5-fluoro-2-methoxypheny 0-4-methylpentan2- ol ; 4-[

4-(5-fluoro-2-methoxypheny1)-2-hydrox y-4-me thy1-2-

trifluoromethylpenty El benzonitri le; 243,5-dibromobenzyl)- 1,1,1 -trifl

uoro-4-(5-fluoro-2- metho xypheny0-4-methy Ipe ntan-2-ol; 1 1, 1 trifl

tioro-4-(5-fluoresi iethoxyipreny Bi@n¢ 126t "alkynyl group” means a linear- or

uQrQ-3-trf Ibenzy)-4-methy Ipentan-2-ol; 1, 1., 1
S bl e caor:
bebgn) AnsdwdpEhiaisrm of erestibl diedthegromisoditnent!tsaigl atrtessy b n-
DUGIA S ARGl ISR (OIS RVAU AR ORI T the
ca/ loalkyl group, each optionally indepéndently 'substituted with one to

th¥&e substituent groups, vvhich are independently .selected from the

group consisting of C1-05 alkyl, C2-05 alkenyl, C2-05 alkynyl, C I-C3

alkanoyl, C3:Gr&yelealk ro aryl, - Cl-05 alko i
C2-05 alkenyloxy, 02-05’3{3{%@@10%%%?0%, %a]g)%‘l? g%%%lfﬁ x%%‘r So“ng%é” or

PGl En B e Lliphatisacaepeihgn dhetleplaisrisebhaboeyhe specified
aminbeasbaniextofak-0BhalltaniReeamRRYIg¥brSaps®ach as methylene,

dialkylaminocarbonyioxy, CI-05 alkapoylamino. CI-05 | )
A SR o SR ST S BRI L2 cquivalently be
aflepripdiheorsifanyhliibes dialkylaninosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trittuoromethoxy, nitro, amino wherein the nitrogen
atoni is optignally independently mono- or di-substituted by CI-05 alkyl or
aryl, ureido?vgI é%er}]n gg‘%gﬁﬁﬂ?oﬁéﬁ‘ SRGphtnaly iRtk pafRTe At hranched-
stistitliplh vty Gtcob aikii bt 0o alkyithingvherpinithel sulfbe AtoRRIBon
optipRaliv xidized iQ anulfoxide ar sulfones, . (B) Rl and R2 are each
independently hydrogen, C1-05 a(ﬂ%ﬁ?l é%?&%STgﬁys/% kyll,sgﬁ( ﬁ?%ln%:% groups
tOBEtAS UGN IS GARBS AYABmnthE e Riris e aieh B Vike ach edtaiornatively and

GaOR1ISNRIKDmE yelaadihding: as -(alkgleR3)is the trifluoromethyl group;

(d) B is the carbonyl group or methylene group, which is optionally
independently substituted with one or two substituent groups selected

from C1-05 ¥Ry arexsy e prajelsnylene grapbiraisseine{ORidtehed-

hyiehia>ay Sl OsBBAIBRHIAKRNYREIRI LORNiHR0aNALPBhIS- ARHARAIN triple
wgdegerﬁgentl mono- or. |-§_ bstituted by CI-05 alkyl; and (g)Q comprises
[

a pyriofiding, MorpHOTRE, TAISHSRBRDTE Hipeanies psshitene. o-

| pymittine A2 6yl iHepyritlimeZapihayiniiqoyidipedeydidene a8piR8ylene, octynylene,
I inelin-4:ylidenaami tetrahydropyran, |.4-diazepane, 2,5-.
d%a}%?cycio[z.z.l Jheiotgﬁg%(/,r ??% %%&%%i‘/%%ﬁ%fgﬁ Sgi?grgzt%%%é?m as -
dittyé¥buinoline, tetrahydroquinoline,

5,6,7,8-tetrahydro-1H-quinolin-4-one, tetrahydroisoquinoline,
decahydroigoquingling, 23-dihycht-1H-isoindole, 2,3-dihydro-IH-indole,
chroman. 13 St oy o oG 2. g dihAls O Ehee
E%W&Uﬂqﬁ‘éﬁ%[ﬂﬂlmi ﬁél,ieﬁl-lotiélpzoﬁltm]miazﬁne atoms having a single
Fifedliydpardi-bepralfidhlihiagingic ben@varaRgnZQldhaphiy! or anthranyl),

one, 3H-quihazolin4-

[1.3J xaFinA_f.- nS, 3,4-dihydrohenzo[1,4-loxazin4-( , .
S RS TS S TR el e ARG ied. the aryl ring may

Telquitiadolindyoneatli tafbbn ainaphibyrieintdipne b6 Fictattamudro- |
H-[ 1.+ hyridin-4-one, 2,3-dihydrol H-[l,51naphthyridin-4-one,
A el A el B e
cipyidineNoB-ldRHag £ oraits/dropyirslofBsdrclpyeidinonegtunyl, anthryl,
teReanyarolbintlaAldineRRINANERIRY Rng A RPIGNANY Hé_‘%%B%%‘%&ﬂXs "Ar
substituted with one to three substituent groups, wherein each substituent
group of Q is independently C1-05 alkyl, C2-05 alkenyl, C2-C3 alkynyl,
C3-C8 cycloalkyl, heterocyclyt, aryl, he}eroaryl. CI-C5 alkoxy, C2-05
alkenyloxy, C,-05 alkynyloxy, aryloxy, acyl, C1-05 alkoxycarbonyl, CI-05
alkanoyloxy, aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl,
aminocarbonyloxy. C1-05 alkylarninocarbonyloxy, C1-05

dialkylaminocarbonyloxy, C tC5 alkanoylamino. Clalkoxycarbonylamino,
C1-08 allkvieciifonvviaminn Ci -0O8 allkvvlaminaciilfonvl Cl-Ce



tnfluorome thy 'pen1H-quinol n-4-one; 1 -1-4-(5-chl oro-2,3-d
ofuran-7-y11- 2-hydroxy-4-methy1-2-trifluorornet ent
wo %%dﬁ]% B ono: | 4442.5. B
dihydrobenzofuran-7-y1)-2-hydroxy-4-methyl-2-tri fluoromethylpentyl j-
1H-quinol in-4- one; 1 -14-(5-fluoro-2-hy droxypheny1)-2-h
ydroxy-4-methy1-2-tri uorotnethylpenty | HE 1,51naphthyridin-4-one;
144-(5-fluoro-2-methoxypheny0-2-hydroxy-2,4-
dimethylpefityl3;b-timerhyi Py dindy0Biub" means a stable aromatic 5- to
1 2-PyerxYa e methox
thiophen-2-yl pheﬁ%y?w2 élre‘%ﬂ)y YRS yahgn iadisdinghich may
ncguyHse PYMZHGH%?JH?%@F]?6?&€Q]GM1P¢—§¢h)aﬁlhydmy%meihyd

Adhiflyeremethys ) @%M{bélé%t l t
:?/phe%?y@l) 2-hyclro x y-4-inethy1-2- t%f%%r%ﬁm%?ﬁygp@#gﬁ%% %ur%etefoatomg

“dﬂﬁf(’)'l’iﬁﬁ 1Bﬁ¢@e[xg@ma?5;g§sgf f(gm nitrogen, oxygen, and sulfur, wherem any
h‘ydfmm&mdjmyiiﬁayb)pﬁdmetﬁlyngﬁﬂfﬂé@m@ﬁ@ﬂwlhéwmatom may

-on 415 3 5- d| ISOX oI 4-
N AT o A SRRt s s sin
HUGMIWWM%@ ang 3uhipdtokyteto@elny dr oarrly(éﬁ-dmnphbmh&esu ts m a stable

f a@ 4é1’0 O r{car on
e e L R

AR Fos Uk AR Br SRSt RS SRy op- quummm@ﬂheteroawh include
%hyﬂromﬂinp@fhybﬂ-&ﬁawlwlﬂn@zo 1m1dazolyl pyrazolyl, isoxazolyl,

4%?&%%2@%5 ?Jg%%g ” 1H>§ tgqé?agogf?epyrldmyl pyridazinyl,
-GW@I‘HW)LGPM%NUMHIWMbIlnddlwdym%yh)dﬂmmybémkﬂweﬂwﬂeo@ILZ-
Qo e ORISR MR M IR o

pentyl] - 1Hquinolin-4-ohe
f&&ﬂ‘(@?ﬂﬂ%ﬁ% (B aREiREL R K fumsaRtrigazy

tdfhyﬁromﬁihwm@tyur ﬂybl@fbitﬁﬁ)d)ﬁ@réhﬂﬂedﬂq%ar@ﬁ(%ﬁw Arkdama ey lieny!,
p[n )é yn 4 mneot rllm?_] 6 roronetrg%/m%erttﬁ y1)- IH- C<1:1umolt|n -4-one;
1AABYLEE 5’_‘}1 g y €50py tenopyridaziny

Iﬁlbm;@h@nm@thZCtﬁllﬂdmﬁlme@hytpbnbtyldllll)}drqﬂnﬂaﬁhpyﬁf@idﬁlyl indazolyl,

A3 e A 2k Razolyl, b
quoro i m%th Iehlror%zgny4 }?Irrlﬁg?]cyl/amlyhygug%o orpl)cyl/ y‘I e(%%}rl}%llzorfy 4-one;
£ wo@ymdlrmemix;pl@wm%%fhw%mly benzoxazinyl, benzoxazinonyl,
b}?&ft)ldpwyn%ﬁlﬁi@z}dfapwﬂﬁ@ﬁﬁm amad@sm&zn | fay iﬂo&ﬂoz}n%ﬁ
1- 14h(r% n?éte yl- gl rgn[etho? ﬁcﬂ%’ fgoxy -4-methy
trifluoromethy 137 Y] qﬁl?ﬁlﬁ‘)'brw&’c{r%mh%tho
Xyﬂﬂﬂﬁ@)‘mhlydl{nﬁ@wquﬁlmﬂhyﬂﬁﬁhmﬂmqm&thym,ecﬂfyl];)rﬂgfﬂ -8dcinnolinyl,
DRI A9 akaphthal
[Er -(5- bron?o aZai%) (t:ir%f(lzm e q?l/}m%zﬂ;/rgrlo%aﬁum et% r1312qmlpﬁ)():()ardorr\){éthyIpenty
i‘]zaﬂlllnodaé}ﬁ}’éﬁ‘?})h%ﬁéimy @lderesplineidBnl, whpbydroyapiohethiny!,
Ijphreniyl -damethyl 2 difyo aetivipembidmlaHuinol Brdi@R&iny!, and the
% -(5-bromo-2-me tho x ypheny I)-2-hydroxy4-meth

9. -trifluoromethylpentyll- I H-quinolin-4-one; | -[4-(3,5-difl uoropheny
hydroxy -4-methy1-2-tri fluoromethylpenty | H-quinolin-4-one; | 4443,5- di

methylpheﬁ%@farhyd{a&wéym tmét%%ctytf H%f@ﬁgethﬂel@ﬁﬁ%l n I . "heterocyclyl
nQ Ln -4- -one; drox 4-methy1-4434,2-methyl-r

f fioxsIaR2S ’f)péf ?C’[??ff %?H‘é ﬂﬁ?%ﬁmk PRSI AOhE;
mgnzp¢ 2 B rihycrobenzofiyamic; syigrihayenoont-aratpihg which may comprise

; 4- 14434
e S B by«

iPrfaEﬁﬁ‘Eﬂr b'_l%’ﬁgc 1111_@,4}@3/(3@@11 IREtky/ sy heteroatoms in at least one ring
xazol-4-yl)pheny11-2-hydroxy-4-methy I-2-tri fl uoromethylpentyl } - 1 Hqu
inol in-4-one ; 144-(2,3-di hydrobenzofglran -7-y 0-2-hydrox
tnfluoromethylpentyl] -3,5-dirnethyl- IH-pyri din-4-one; 1 -[4-(5-fluoro-2-
methoxypheny1)-2-hydro xy-4-methy1-2-trifluorome thy Ipentyl -2-hydroxy
methyl-3,5- dime thyl- 1H-pyridin-4-one; 1
-14-(5-fluoro-2-hydroxypheny0-2-hydrox y-4-methy1-2- trifl

noronmaethvinentyy | 1-2-hvdrovyvmethvl-1H-cinnonlin-A-one- |

’)/0’;'4943



In still another embodiment, said at least a DEGRA has Formula I,

woYhgrein %)A is an aryl, heteroaryl, or C5-C15 cycloalkyl group, each

op fonal y'independently substituted with one to three substi fgwg;g&gg@%s

which are independently selected from the group consisting of CI-05 alkyl,
C2-05 alkenyl, C2-05 alkynyl, alkanoyl. C3-C8 cycloalkyl, heterocyclyl,
aryl, heteroaryl, CI-05 alkoxy, C2-05 alkenyloxy, C2-05 alkynyloxy,
aryloxy, acyl, Ci-Cs alkoxycarbonyl, aroyl, aminocarbonyl,
alkyeponidocgrboaytddiatatarnipacathanyaminaeareemiony Ll

a inocarbonyloxy,. Cl-05 djalkylaminocarbonyloxy, Cl -05 i
aﬁ%r?ogl/élganr}igiﬁn&yé% aﬁ&o‘?y%}gfg%er%/ﬁﬁ%ﬂ ,nt?fgﬁé/ g‘f%}%ﬁﬁ%@ﬁrﬂﬂ%‘@@‘” be
apridzsdliorigl aCIaBizdiy laminskutfomyh Ri0scdidtkglaninosifany!,
hﬁé%’@@cmﬂ{%i’m%@%&}@@ﬂ; yﬁﬂ%@( @?X&é@é&"g@@ﬁ%th%}’esg I(%I{Rérwise

amino wherein the nitrogen atom is optionally in ntly mono- or
dFREGH RSBl Tecy s B s A8 RidrBrdo g raftiableistairege arawhwis
optienaty independenibrubsiiiiednidith GhQRualY Sy te S BOMRg 4t any
Wsh1 ,rﬁig ﬁhe sgggl#rrl g}%rrl]blg opt)tlonilly oxidized to a sulfoxide or sulfone; |
B) RPand RE°5PE SAEH TRASHER AR FithogdrBP'e e tisy Non Ry Hae
R zogéthef withothyecandudatmmdiey, anerotidinyaly: attdioh e g e foriia |,

- i | ring. 2) le s the trifluoromethyl group; (d)
o B R oy
grSTHBY it ieneenisHabYdE BptdnbanaRydrsatutediphérivixghodimaidnginyl,
thadeaseta. wherein Xi, X2, X3 and X4 are each independently selected
from the group consisting of hydrogen, halogen, hydroxy, trifluoromethyl,
trifluoromethoxy, C1-05 alkyl, C2-05 alkenyl,alkynyl. CI-05 alkoxy. CI-05
alkylthio whEe i thecslfatiadont isspomhdligroxitimeanto atshiffokinte oy
stiforedGl-Qb13lkanemdsed AR SAEBRRYHIE HoRAGU PN G 1:0Risting
a[k[alrllogllamlglo, Ci-05 carbamoyloxy. urea, aryl, and amino wherein the
niffegen SO ALY ri?f%fé‘ﬁlé?fa%W?NFH]‘ES‘%98?@‘-%@&@6%9‘@?@?”‘3g€d
allog(sarle fetabhe mSsaid anghgrad ioptiatially Subdstiiuteeh By @NEQERHUR.

r.CJ-05 > . wherein either nitrogen atom of the
B Y B GRS Sl
aY"cS‘t‘ﬁgt‘i%SFSl-“té)“ﬁﬁ%bﬁé’f@é}lfﬁ@ﬁ‘édﬁéﬂbsﬂﬂgeﬁavmgbﬁr@m&ﬁné%m suitable

helesatemsinithe-sng Rdepandentbnaelecte SIaMBILIOaRN QXYSen ARd
sulflﬂr, %ptignalglog%?ﬁpen ently substituted with one to three substituent

groupe SRlactE e GRSUR e SHERTY o ¥y Ritereh CHARSG B, SrgérRRa) L
triflcloronyéthytberifiucxdanethpiye i hyomadisyith @ 2:0m itk enyk@2rPS
alkvnylalkoxy, G195 alkylthi erein the sulfur atom is optionall
oxXi izél:-y[d%_ to%ai sCquo)gide or %%ﬁ@.}r&? B"aﬂ?a{;hr?oc ,Céﬁ?ag!a[ké%ﬁc%\};c%lr?ﬁ? ol,
@ﬂéﬁ‘éé&ﬂ%xy, CI-05 alkanoylamino, C!)-05 carbamoyloxy, urea, aryl
optionally substituted by one or more hydroxy or C1-05 alkoxy groups,
and amino metnm the it .atom may, be independently mqno- or. .
di-substituted b)? Cl-0 Cg)lﬁl;%%ggdo\svﬁgrce?% ‘é‘?%ﬁéfgrn". lpogne]ﬁag‘ @rﬁt%@?ﬁélmg >
dfolphsaiPeredrerssetielsrypslissatigtaisy G0 Badikal having aNerstlimiting
eAaples Rinhess COMBAHDESINIGIME olely of carbon and hydrogen atoms which
,:4.45-fluoro-2-hydroxypheny1)-2-hydroxy-4-methyl-2-triffuoromethyl-penta
Ao ﬁgﬁp(ﬁ%?&%Pﬁé’PBEf)ﬂ&ﬁ?ﬁr&?ﬂ?&@? ring(s), preferably a 5- to 7-membered
4u8aflaprive 2+ deoby ety Bidygttaxyed-theshyddriiluopeammiiyhpenta
AT AorOPRenyanide,, i y
28&1553_ flu (i) roﬁZ-h g&%i)ﬁep%%?&?—%?‘w d(f%r)](j)?-nﬁ%réltf\fy 1_%1_ results in a stable structure
tFM df SHRetiyicBenearisicubeidu@datloro spheblylyaabxtdepm which results in a
4ip 18 uRERrdNYErerIRREN alkeny! groups include cyclopentenyl, cycloh
2-hydroxy-4-methyl- -trlfluorometh:))//I-gpgeivrﬁgﬁlrc‘)ciél e{acic(%llC opentenyl, cyclohexenyl,
(2,6-dichloro-pyrimidin-4-yl)- amide;
445-fluoro-2-hydroxy-phenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-pentan
oic acid (2,6-dichloro-pyridin-4-y1)-amigde;
4-(5-fluor0-2-hydroxy-pheny1)-2-hydroxy-4-
methyl-2-trifluoromethyl-pentanoic acid (2.3-dichloro-phenyl)-amide;
4-(5-fluoro-2-
hydroxy-pheny0-2-hydroxy-4-methyl-2-trittuoromethyl-pentanoic acid

(R E_.Aimethvinhenv1-amide-



(d) B is CI-05 alkylene, C2-05 alkenylene, or C2-05 alkynylene, each
ionally independently substituted with one to three substituent groups
Womiggﬁ%gch‘substituent group of B is independently Cl-C3P§E{/ ) 200?/074943

hydroxy, halogen, amino, or oxo; (e) D is absent; (f) Eis the
hydroxy group; and (9) Q comprises an azaindolyl group optionally
independently substituted with one to three substituent groups, wherein
each substituent group of Q is independently C1-05 alkyl, C2-05 alkenyl,
CDFapkyny| E306toydlaatiyhonetgrooyalyleanyl, heteramii Gi-05

- oxy, C2-05 alkynyloxy, aryloxy, acyl, C1-05
Zﬁﬁ%ﬁ%@iﬁ%@ﬁﬁﬁ%“gﬁﬁgﬁgg,%o%?yfv‘fea}{ Pifnaé}ccz}éi%ao}:lwkgﬁ', alkylaminocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy, Ci-05 alkylaminocarbonyloxy,
dialkylamingaanbanyloxyedld 0% akaedaming olpOReans a stable alliéphatic 8-

carbonylamino, C1-05 alkylsulfonylamino, aminosulfonyl, C1-0
A O RO DGR Rt e
c%ﬁ*!@@ﬂ;ﬁacmﬁmﬁfmtbméﬂmsisti_ﬂgomi}ed)lﬁomoﬁriﬁhumnwﬂ@gh{yhfﬂmsﬂilﬂii%h
aiPRINIEIRIB D8 HIFAORRAM S &ﬂtﬁﬁﬁu Xg}tggpa%Tng gy, MR Anbered

di-substituted by CI-C.5 alkyl, ureido wherein er nitrogen atom is
oBRBARIR g 1L riteatisEt Gisrelistine 1 U sathew - a8 cifigdtitic
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4rifluoro-4T Asdeips S heteracysioptivh 1 2 1B ie1qsyrittialiceny . lamealy
Opeaiaydoalk fnl?: 3nelydhenAoM oYM, dnd C'F&Hkynyl group,
troro-élt.-mf:‘tr%l-.24 1H-p¥rrolo[3,2-0|pyr|d|n-2-yelmet yl)pentan-2-01; 1, 1,
TR AN SR WA A SIS R 25U ™ T 4R8O TG FRAREGISI-y Jmeth y
Opentan-2-ol; 1, |, 1 -tri fI_ noro-4-(4-f|uoro-g-methox
ypheny0-4-g1gtBydin24idski-ayelaf2 3qe Ryiidinid: xdtéﬂﬁan%gm%%f%rg'?
1,1,1 -trlfJu?ro-4-(4-fluoro,-2¢methox pheny1)-4-methyl-24"pyrrolo13,2-cl
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optionally independently substituted with one to three substituent groups,
rein_each substituent group of B is independently C1-C3 alkyl
WO\%%%@% slalogen, amino, or oxo: (e) D is absent; E is the hygi‘){?:o%%/)']T
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, C3-05 alkenyl, C2-05
alkynyl, C1-C3 alkanoyl, C:3-C8 cycloalkyk heterocyclyl, aryl, heteroaryl,
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aeowisoptionalytindene beeTily.manemedstdishstiutas b GlalR-alkyl ol
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methylpheny1)-4-methy1-2-(6-amino-1H-pyrrol-
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olo[2,3- cipyridin-2-ylmethyl)-4-methylpentan-2-ol;
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H-pyrrolo[2,3-Opyridin-2-ylmethyl)pentan2-ol;
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1hlelrlePtlpflluoro 2-fluorophenyl)-2- le -indo1-2-ylmethyl)-4-methylpentan-

anothe embodiment, sald at least a prior-arf glucocorticoid is acceptable for
totthbedade(@sélioropheny0-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-trifluoro4-(3-fluoropheny
0-2-(1H-indo1-2- yImeth%/1) -4-methylpentan-2-ol; 1, I ,1-trifluoro-443-
fluoropheny® 24 ABETYI BE QiR Vhﬁéﬁ?ﬂﬁ@ﬁﬁdﬁi goBpositions comprise at

Igbst dmiluera-4f (@ glucarepbeidyd r2aling, reducing, ameliorating, or alleviating such

LJ'L({,QQ Jh% yimethyl)-4-methylpentan-2-ol; 1,1,1 -trifl uoro-4-(4-
Cluoro eny% 4- methy 1-2-quinolin-4-ylmethylpentan-2-ol,

3-(4,4,4-trifluoro-3-hydroxy1 ,I-climethy1-3-quinol

in-4-yErnethylbutyéniipaol ik, %Hﬁﬁﬁaécﬁﬂﬁﬁ]')é&n?p@ﬂﬂ?gcdﬂa BoMpositions comprise
Eﬂ%%)ayl{lfﬁtgc% ﬂ# Ocr&:eotrl‘t%lglgerg e 9&%@5%?&2(‘%1&% ). _u{js used herein, a
Imethy1)-4-methy1-4- (4-trif|uoromethylphenyl)pentan-Z-ol; 1,1, 1
-trifluoro-4-me thy1-2- 1
quinolin-4-y|methy1-4-(4-trifluorometliy?iphenyI)pentan-Z-oI;
4-(3-chlorophenyl)- 1,1, 1- tr ifluoro-24 1H-indo1-2-ylmethyl)-4-me thy
Mentan-2-ol; 4-(3-chlorophenyl)- 1, 1, trifluoro-4-methy1-2-quinolin-4-y
Imethylpe ntan-2-01; 4-(4-dimethy iaminophenyl.)- 1,1, 1 - trifluoro-24
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(c) R3 is hydrogen, C1-C8 alkyl, C2-C8 aikenyl, C2-C8 alkynyl,
, heterocyclyl, aryl, heteroaryl, carbocycle-C1-C8
woggé @%ﬁglkoxycarbonyl, aryl-C1- C8 alkyl, aryl-Ci-C8 haloaf%l?,y/ 52007/074943
heterocyclyl-C1-C8 alkyl, heteroaryl-C1-C8 alkyl, carbocycie-C2-C8
alkenyl, aryl-CD-Cs alkenyl, heterocyclyi-C2-C8 alkenyl,, or
heteroarylC2-C8 alkenyl, each optionally independently substituted with
one to three substituent groups, wherein each substituent group of R3 is

indePencenthnpti@onajiyhaidabr alkenyhoBrRoAHMIYIIE 3i%@re of the
cygloalkyl Sphenyl, C1-05 alkoxy, phenoxy, C1-05 alkanoyl, aroyl, C1-05
alkoxycarbonyl, C1-05 alkanoyloxy, aminocarbonyloxy. CI-05
alkylaminocarbonyloxy, C1-05 dialkylaminocarbonyloxy, aminocarbonyl.
C1-05 alkytiastiinacafieeaybeé2 1R RighkAMINQCRIBAMY: £rl-O3npositions
agléangylaamll%ngI(-}gs %Ilé X C(:aron}/Iamlno C1-05 alkﬁllsglfon}/lamlno,
Cr0b afkyaminosulfoRyl CA~0E'E k?ﬁ%?ﬂfﬁ%gﬁﬁ‘gﬁyf/l‘?‘t SHgeR FRaroxy,
carboxy, cyano, oxo, trifluoromethyl, nitro, amino wherein the nitrogen
atom is optigrallymndepansentyimnanorses Hreubshttes iy £1-05 alkyl,
ureido wherein either nitrogen atom is optionally independently substituted
with C1-05 alkyl, C1-05 alkylthio wherein the sulfur atom is optionally
oxidized®b aRéulfoxitie or sulfone, wherein .123 cannot be trifluoromethyl,
(d) B is C1305 alkylene, C2-05 alkenylene, or C2-05 alkynylene, each |
optionalty indepénd Bﬂfsqutbtuted with one to three substituent grOLS;.))s,
wherein each substituent group of B is independently C1-C3 alkyl,
hydroxy, halogen, amino, or oxo; D is absent; E is the hydroxy group; and

( comprises a heteroaryl group optionally independently substituted

A 2T TR GEISS CARTER e FrelGismishng etoaed

fraodwbaigrtad[a?domslggr@ocltﬁﬂ:lﬁﬁﬁﬁﬁa|kyéu6é%;c@§(ﬁﬂflﬂwbs@t&9§|c§gﬁ{%%1 and
7 -:C8 ¢ <yl, heterocyclyt, aryl, heteroaryl, C1-05

o e o N

AKessr stk hessipammveitimdyindikylstinirdcadonkynyl and

&akyl@mmﬂgﬂﬁ%&p@fﬂmm{w@%ng%%iﬁl@d%%&é@é’@%@og%(&%}’w and

I-05 dialkylaminocarbonyloxy, C1-05 alkanoylamino, Ci-
%kare %1§Ft5’8?1 aﬂ%ﬁ%‘,‘i@i-éfé)% BRSO g8 Simidearoiytswbptgted Ci-

OXy
dylaimmasuifpnyl; G -05iakyleninosulfeaybrvaloarss MAresins R uted

aRQ, tri thyl,Arifluoromethoxy, nitro, amino wherein the nitrogen
e ety g ot S A, et G5 iyt
ARG Winéreipvel e igroesn atbsntisioptio 6al indepemdent)yCs-C, or
aihsfiuer i ©daps Ak Gas v EsI G S plom IS
ch substi

opti nagy oxidized to a sulfoxide or sulfone, wherein eax ent
é‘réhﬂﬁs% §4$ shtio RIS e fddnty SGhuts F with brerertheshed alkyl
;‘fﬂﬂ@tuem@mmigéli-‘@tﬁéﬂ‘!f_lfﬁm{WQG?U%ﬁwl?%Ii&%f@ﬁf%qgkﬁhnched
£ €3 si 0X - <oxygcarbonyl, carboxy,
hil%%%(r%!él% rg%%{g&%fi cE aﬁbﬁﬁéﬁ?é@% ?/‘h(gigérbc%/’)é 9]?§rﬁ¥ﬁ8’%yﬁéf§]ﬂ the
ARISOEYT ekl isToprionalistittdserdertlemetive pr@i-Subsitu@ildyyloalkyl

Gk QoA QI8 HEBIFO; in.ei ' tQm,i iopally. .
igderﬁl%ndentl as%sgfguggd%%g?%éﬁgﬁwﬁf riflul()%r’o%q%ﬁ%%%l@gryl}%ﬁfﬁaps’

AIMBISS ot TRESE oy Ber AR badrocairaBpro s eray gogarbon group; E is

exa
bpdoo 2y metindncy plueipy DdtBrieibybnd o drinpy§e0lOEarbony! group, -NH-, or -NR’-,

-clpwidin-2-yl)pentan-2-ol: 445- fi . )
e R vty i yeIoI£8 i o or
pyritlif2Cyl sty berehesiolbgidroup; and wherein R' and R? together may form
(Gl EVRRENY)-Z Mgt MsHY1-2-(1Hpyrrolo[2, 3-4yridi
n-2-ylmethyl)pentanoic acid methyl ester;
2-cyclopropyl-4-(5-fluoro2-methylphenyl)-4-methy I- 1 -( 1 H-pyrrolo
12,3-clpyridin-2-yOpentan-2-ol;
4-(5-ch|or02,3-dihydrobenzofuran-?-y} -2-cyclopropyl-4-methyl- 1 -(
111-pyn-olo[2,3-c Ipyridin-2- yl)pentan-2-ol;
2-cyclopropyl-4-(5-fluoro-2-methylphenyl)-4-methyl-1-(1H-pyrrolo[3,2-
elpyridin-2-y1)pentan-2-ol;
4-(5-chloro-2,3-dihydrobenzofuran-7-y1)-2-cyclopropyl-4- methyl- I -( |

H-nvrralnal2 2-cinvridin-2-vOneantan-2-nl- A-(G_-fliioro-2-methovysnhenv1)-



meth ylpenty11-4-me thyl- 1H-i ndo le-6-carbonitrile. In still another
embodiment, said at least a DIGRA has Formula I. wherein (@ Ais
WOZR08RA1 heteroaryl group, each optionally independently sUtstititepWett4943
one to three substituent groups, which are independently selected from
the group consisting of C /-05 alkyl, C2-05 alkenyl, C2-05 alkynyl, CI-C3
alkanoyl, C3-C8 cycloalkyl, heterocyclyl, aryl, heteroaryl, CI-05 alkoxy,
C2-05 alkenyloxy, C2-05 alkynyloxy, aryloxy. acyl, CI-05 alkoxycarbonyl,
aroyl ,» ami nQEWBpélK}QW&%QﬂBXLe%AW Anie g%&rttl)noart]é/ 'carbon-carbon
aminocarbonyloxy, Ci-05 alkylaminocarbonyloxy, CI-0
d%R@Taminocarbonyloxy, C1-05 alkanoylal no, C1-05
alkoxycarbonylamino, CI-05 alkylsullonylamino, aminosulfonyl. CI-05
alkylaminostlfanyh. Cl:0% dialiviapingsuiianyl halagan, hydioxy. carbox,
cyano, trifluoromethyl, trifluoromethoxy, nitro, amino'w erein the nitrogen
atdR1 FERHIGHEM T hAbiydsisentp Y- Bk e stichey ynk 08 kafley anino,
e RIAQMASHRINRERAE RITORENHH9MizARoRalY npependently
su?stittllted with I-O? alkyl, CI-05 alkylthio wherein the sttlfur atom is

optiO MY SRIHIEG T A e SR SsatRdRfe AlkynyispestRARyR 2 are each
indepohdentyc@baly alikiynyheceintongl orbatky aye ledepandetimino,
SURSH | ) -05 alkoxy, Ci-05 alkylthio,wherein the sulfur
atc?r?l i%f%ﬁr%\o%r@ﬁ’% (gi%’(gé’&% 'Itlgx 'su %% 5 rgP %?}fg}{w‘él,eg%ﬁ8u\ﬁherein the
nitrogen atom is optionally independently mono- or di-substituted by CI-05

alkyl or arylin still(@)dR@risrhiystiogearn, £ @l nGead alkeri €RtHef the

a |, carhac heterocyclyl, aryl, heteroaryt, carbocycle-Ci-Cs alkyl,
S Mo L R YR B i,
hexXas eyeH- &y s alpumerdrodryl UioRs atkyl (sitmbetycie-C2CG 8liatikg Rybup,
%Y'ﬁ@ﬁégﬁk@u&eg}y)bﬂ)ef@rqg}’ﬁh@-ﬁg‘h%1%539%'(&&&/@@@5&@%&%&%8 oup

aikenyl, each optionally independently substituted with one to thre

SEERUNIBA P GHBUS e SHH LS icnit b SF R3S THegenGently!

ggre@pﬁ)?gw.a@r;%zaﬂmyc I cg:ﬁh@:&méhynyJe1@?8@8:%1@'(&%%%@%@@}11(3 ~NH-
-05all - phenaxy,Cr-Cs.alkanoyl, aro - xycarbonyl,

S a0 T8 R TN A HOpA ) and B

as-5 Hihgnagiviearbonyloxy, aminocarbonyl, C1-05

~alkylaminocarbonyl, C1-05 dialkylaminocarbonyl, C1-05 alkanoylarnino,

CI-05 alkoxyrgaépgnag\amin , %(I-OS alkylsulfonyiamino, % i-05
alkylaminosulfony!, C1-05 tiaKylaminostitAyT %gllhbdéﬂ,wafw,y}:my,
ey ViFTlubrbraethyemitiecamineswhereinheonitagim g isup
mﬂﬁlﬂé’d"&ﬁ%p@@g@%l&'lWP&BH&W@'ﬂwiﬁ%%g%%ﬁg@%&&%?i(ojr\(l)r\llighe

wherein either nitrogen atom is optionally independen stitute

o8B HIRyIUe1oHBRSHRS ikl hitnsr e s e FurCardiy | STop D Fra{eridi ZdC
taleysgtiaide Bisulfpns;alkyletd) dois O-Qaralkylene: ag: 85 ERYENS: Qbup:
%%Epl§3aclk%nxtg%gg,cg%crl\egptiga %II intd%%e%denﬂé substituted with one to
three substitttent groups, whatem sach subStliehsrELpsrERY: completely
imgoserriedly-Cats 3l aioyip:hydroryefbabgernmaneinty, ledaxoated C();Rlis1
ahsap}; (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 df @ilE5aikyk@RUmeikehyhrGRi@S alidyitoehHiatkanaylp
G3GH6Y6Q ly, oaryl,C1-05.alkoxy,.C2-05
alkenyloxy, gi;%lg%%n%%ﬁyb q%%ggg%a%ﬁﬁ%é%% 3’;1 %x(i/ ar Brﬁ ,gzg%@/l,
AR DS ,aé’ﬂ?ﬂ‘é(){rﬁ%‘@aﬁﬂdﬁﬂ,%iﬁlk%éﬁﬁﬁﬁ@é&%éﬁ%ted from the group
arviniedaphsmyionysitikObnalkybaminacer iy §apsOB is a C,-C; alkylene
dialkylaminocarbonyloxy, C1-05 alkanoylamino, C1-05
alkoxycarbonylamino, C1-05 alkylsulfonylamino, arninosulfonyl, CLC5
alkylaminosulfonyl, C1-05 dialkylaninosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluorornethyl, trifluoromethoxy, nitro, amino wherein the nitrogen
atom is optionally independently monol®r 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, wherein each substituent
aroitin of O ic ontionallvy indenandenthvy crihetitiited with one tn three



substituted by CI-05 alkyl, ureido wherein either nitrogen atom is
WO%%B@H%”I d’ndependently.subsltituted Wit_h _C1-05 alkyl, orpl-pé,g#gi%iﬁm 1943
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, CrC3alkoxy, C1-C3 alkoxycarbonyl, acyl, aryl,
benzyl, heteroaryl, heterocyclyl, halogen, hydroxy, oxo, cyano, amino
wdrengirDthe it patgrrEssoptionaiby yndepende ity saonte o trifluoromethyl
dizsypstituted by C1-05 alkyl, and ureido wherein either nitrogen atom is
optionally independently substituted with Ci-05 alkyl or trifluoromethyl,
wherein Q cannot be 1H-11,5Maphthyridin-4-one. Non-limiting
examples ofnthéseheompradidsninchide: 444 (SACRQ 12 Formula 11 or 111
methoxypheny1)-2-hydroxy-4-inethyl-2-trifluoromethylpentyl]-4H-thieno[3,
2-b]pyridin7-one;
41445-fluoro-2-hydroxypheny0-2-hydroxy-4-met 4I-2-trif|uoromethylpenty-
-thignol3,2-blpyriciin-7-one; //@
waft7-y1)-2-hydroxy-4-m

thyl2-trifluoromethylpent
()

trifluoromethylpenty11-4H-thieno[3,2-b]pyridin-7-one; 4-112-hydroxy-445-

methanesulfony1-2,3-dihydrobenzofuran-7-y1)-4-methy1-2-trifluoromethyl

penty1J-4Hthieno[3,2-b[pyridin-Tone;

142-hydroxy-4-(5-methanesulfony1-2,3-dihydrob ﬁzofuran?-yl)-4-methyl-

2-trifl rorgethylpentyll- | H41,6Jnaphthyrids

methylphery ¢ cH, §Fs

0-24qydroxy-4.-methyl-2-t ifluororg
2-Methe y1)-4-me (1)

trifluoromethylpentyll-4H-thieno[3,2-b]pyr#in-7-one; 4-[4-(3-bromo-2-
tnethoxypheny1)-2-hydroxy-4-methyl=2-trifluoromethylpentyll-4H-thieno|[3,
2-b]pyridin7-one;
442-hydroxy-4-(2-hydroxy-3-methylpheny1)-4-methyl-2-trifluoromethylpent
yidkteini & o8], R-bipyidipendendy selected from the group consisting of hydrogen,

-14(3-bromo-2- pheny)-2-hydroxy-4-methyl-2-
b e b R R SR
ofpsgbstituted C,-C)q (alternatively, C;-Cs or C;-C3) linear or branched alky! groups,
diysrebanzoturannémidlseripvdrexystanethyha-Hinaremetiyipentl 1H[

1,6%]n hthyridin-4-one; . _ _
cL BT G HUPBIY o - oo oA aroups, and substiued
rethyl-@iteiriaioedm Ethglpe MiyEHHiHientB, 24imeidin-7-one;
6-bromo-4-[4-(2,3- di hy drobenzofuran-7-y
0-2-hydroxy-4-methy1-2-triflugromethylpentyl]-4enol13,2- pyridin-7-one;
3-chloro- | 14 ASBIGHRSRY BHE e fGRg. e a1V
trilluoromethylpentyl I- | H-[ 1,6 Inaphthyridin-4-one; | -1-4-(5-ehloro-2,3-
dihydrobenzoftiran-7-y1,1-2-hyclroxy-4-methy1-2-trifltioromethylpentyl]-3-
methyl- 1 H1 1.6 Inaphthyridin-4-one; |
44-(5-Chloro-2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-
methyl-2-trifluorornethylpentylL3-methyl- | H-I1 | ,7Thaphthyrid in-4-one; |
-12-hydroxy-4- (2-methoxy-3,5-dimethy Ipheny
1)-4-methyl-2-trifluoromethy Ipenty11-3-methyl- 1H- |
1,6]naplithyridin-4-one; | 1
42-hydroxy-4-(2-methoxy-3,5-dirnethylp%enyl)-4-methy|-2- trifl
uommethylpentylj-3-methy I- 1H41,71naphthyridin-4-one; |
42-hydroxy-4-(2- hydro x
y-3,5-dimethylphenyl)-4-inethyl-2-trifluoromethylpenty [] -3-methyl- | H-

1 RY\nanh thyvrid in-A-one - |



thieno13,2-b1pyridin-7-one;
-112-hydroxy-442-hydroxy-5-pyridin-3-ylpheny1)-
WO?TO%Q @;yl- -trifluoromethylpenty11-4H-thieno{3,2-blpyridin-7 %%T/US2007/074943
6-ehloro-4-12- hydroxy-4+
2-hydroxy-5-pyrimidin-5-ylpheny1)-4-methyl-2-trilluoromethylpenty11-4Hth
ieno[3,2-hipyridin-7-one;
4-(4-bipheny1-311-2-hydroxy-4-methy1-2-trifluoromethylpentyl1)-6-ch]oro-
4H- thleno[3 2-b]pyridin-7-one; 444- blphe

y1>3-y1-2:hydroxy-4-

methyl-2-t etgxlpemgyl) -4H-thien[613,2- 3pyrld|n -7-one;
3-c H
chlorop Mz 1. hydroxy-4- methyl-Z-W)

4-one; 6-chloro-4-{415-(2,6-
iydroxy-4-methy1-2-trifluorom
N 411-thienoP2-bipyridin- - ;
4-12-hydroxy-4-(2-hydroxy-5-pyridin-2-ylpheny0-4-
methyl-2-tritluoromethylpenty11-411-thieno13,2-b]pyridin-7-one;
6-chloro-4-12-hydroxy-4-methy1-4-(5-pyrazin-2-y1-2,3-dihydrobenzofuran-
7-yO0-2-triflusfahvathpipenpatihedddipiemak3 2 Hoipywid INH71006r;IV are disclosed,

11 mid .
ﬁb S B o SR T S Shish s nsymernicd
-BpiE! Isbs{re&%er(@@mbm vnbmw Mt @h@[mmwmun:mmmnwypmmpounds

AatEH QT 8e3AreXy-4. batent Application Publication 2006/0116396 or PCT Patent
dlmethylbutxygiZ V3 d|h drobenzofuran-5-yllnicotinonitrile; 4-

{ARABEABRY-3 4 PYY HHBroL3-

hydroxy-1,1-dimerhy1-3-(7-oxo-7H-thieno13,2-blpyridirt-4-

ylinethylibutyliphgnyliewigdingeR &%mpgu&l@s BaChER 4L Prientlios9Brs.
methyl%yrldln -4-y1)-2-methoxy hen 11- 2- ydroxy-4-methy1-2-trifluoromet

h@‘lﬁé?'l i)dxa&q_rthrgﬁ%frgzﬁlﬂré We}rqjﬁ/ methy -2-trifluoromethyl-
Spé:hllydﬁmilndJZBhyeiﬂquuAtdlﬁrdtlHfm&al&@l‘tﬂi)@cﬁ@drobenzofuran 7-y1)-2-hydroxy-
iyl e R R ek
elendidheniotingarow)2-fahions =448 indrpiwofincdoyt Ry Bydinty tino benzoquiacl -

Nt Ml BifluosometbylpemiyHi bk IBROL3 B-plRyridin-4-png:,and
142 hy d%?ﬁ)% -4-methy1-4-

(SipiER Y&f@f%‘Hmya}&ﬁeﬁ%mmﬁﬁuwiqeﬁmm&%@rﬁﬁpentyl1-
| Hihi chdirapbtinyriding-Dnedroxy- 41m¢¢ﬁpm1@ﬁhebﬂma@91rp&nw§alﬂ@w%ﬁim

DIGRA has For her I
%é%%ﬁ lguén scﬁ%ée@dlﬂ%#fey\‘éoa?e?f aci) C(ia'mafh ?1% pg%/rg“(‘ﬁ’ orih:\ %2‘
Grz'ﬂm%ménwp@z@&aﬂimLunahbgoifﬁlecslﬁuem@mylhatgdbhmﬁmmy] -yl)-2-

o i lyr uoro-
SrC Gl eyt £ €3 a|ky?“w‘%é?£§%’gjc@%c%”"§d f

c%\hf&%%iw sl B S-eH upmash Hetent W@z@%ﬁ@ﬁl}t
arhetefoani- m@ﬁwﬂeenylde@akoemmauy msigmemyiﬁakly suhsttyted

it to.th bstit h t f
e R R0 ﬁ”ﬁ#r&géoup ’
c%whn&gﬂn@ﬁ@ﬁyﬁ@l;%@my frhmﬁwly @ﬂO&aﬂ@hﬂyﬁ@t—y@ﬁmno
akaKyCRTROMY, 521205 a0y v RIBRQCAFRLRYQXY. 2%%8%( “4-methyl-2-

aIk Iamlnocarbonyloxy %05 dialk ylaminocarbonyloxy, a nlnocarbon
TS KR LRHIRB RO éﬁt@%ﬁﬂ@a@mrﬁd%%@ﬁwné?r@snomers thereof.
alkanoylamino, CI-05 alkoxycarbonylamlno CI-05 alkylsulfonylamino,
CI-05 alkylamiposifpauGhdndinkilpmipasy ot ARI096 R, YT erein
carboxy, cyano, oxo, trifluoromethyl, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by Ct-05 alkyl,
ureido wherein either nitrogen atom is optionally independently substituted
with CI-05 alkyl, CI-Cs alkylthio Wherelﬁthe sulfur atom is optionally
oxidized to a sulfoxide or sulfone, wherein R3 cannot be trifluoromethyl. In
yet another embodiment, s id at least a DIGRA has Formula I, where n
(a) A is an aryl, heteroaryl, heterocyclyl, or C3-C8 cycloalkyl group, each

optionally independently substituted with one to three substituent groups,
which are indenendenthvs celected from the aroirin concictina of CE-OR




(c)B is the methylene or carbonyl group; (e)D is the -NH- group; ()E is the
W0%9§B§¥7%OUD; and (9)Q COMPTISES the group Non-li IHEJRI82007/074943
examples of these compounds include 2-benzyl1-2-hydroxy-4-
methy1-4-phenylpentanoic acid
(1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-
hydroxy-4-methyl-2,4-diphenylpentanoic acid
(1-oxo-1,3-dihydroisobenzofuran-5- yDamide;
2-hydraxy-4-maeihyd a2y pheng thytodph e ReBtaNgiua s fed WQ¥Pont B three
dgihé(grtcl)lie%tgbenzgfw ;@}35_ Dagnide(;i | .
2Ny droxy-I{E methoxy beRss BAIHE A< B SNABR SRS deltie o6 -Cs
laBdikydreicobehLof(rariksnyliatide pBedmpattOKy-Qs (@ycloalkyl, heterocyclyl, aryl,
methexypenzyl-deagtiyl-¢-phenying t@;~%ea%§/%ylox , aryloxy, acyl, C,-Cs
3-d amldse; ¥, aryloxy, acy ;

(1-oxo-1,3-dihydroiscbenzofuran-5- .

2lkgarespoyb aerhemssarhanyl athyinminasethgrylpRisHylpentasoiavid
(@Wno&@b%dé@ﬁ@b@}l%@%ﬁﬂn@cﬂr&ﬁm@@i C;-Cs dialkylaminocarbonyloxy, C;-
2-cy Iohe?glmeth 1§-h droxy-4-methyl-4- phenylpentanoic acid (1°-oxo-
SRS ISR S et iArREE A3 R i hbdaypnylamino,
)€Qf4hljbdllldfﬂyyﬂ-ﬁ]e@a}alkydammwﬁﬁmaﬁmcmkl@a@m%nyl, halogen, hydroxy,
B TN omethony, nige. aming wherin e igogen
-8%a 1, SRBpdYondeRrad B BRIy Jamibiitdtdd bly §yC4-alkyl or aryl, ureido
meiiyik-&hanhithalananm i@@ﬁh&ﬁdﬂyﬁﬁ&gﬂ%mmﬁsﬁ&j@@v&%@l b3i1kyl,

d y%ro @g‘gﬁnzg‘furan-&y amide; 2-hy: roxy-2-(3;ﬁhydroxybep;§5 0-4-me
thry - BRI R ROS%E-OPULBaHy it igen s sfpails syoutipne:
ide; 2-hydroxys4- methyl-2-(2-methyl-2-phenylpropyl)-4-phenylpentanoic
acid ( W—%xo-X?L%qgfhhﬁigaféoge%%%%éﬁgyg agﬁtlld%}ia _%5 EnEyr]
2-benzy@;—4-(5{ﬂm-gqmm%]eggoy, -2-hydrox y-4- methylpe ntanoic
acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-c yclohe xyltne
thyl4-(S<diuord32sragttioxdiyheny)-Rkbyarex ¢ 40nattyyipe aiengioasid ( 1
-ox0- 13- clihydroisobenzofuran-5-y Dam i de: 2-benzy1-4-(5-flugro-2-hyd
R SO P e eheh Substient
Stelimpd bisopdapzotisrih- SayDaathivle h wusyoldrasgimetinyd, or oxo;
4-(5-fluoro-2-hydroxypheny1)-2-hydroxy-4-methylpentanoic acid ( 1-oxo-
1,3- diVdroi $bE5EHiran-5-ypam ide;
4-(5-flugro-2-hydroxyphenyl1)-2-hydroxy-4-1-methyl-2-

(2-metr§/5I-2-p%é%§/ %)r@g%%e%rt%uﬁéﬁ:ngcid (1 -oxo-
1,3-dihygdrois@bgnzofuglacey IdStionally ind substi .
2-(2-ch|§$ro-6§iljuorobenzy§£- 5-f[l{§or§(;1-?2r3?n(yatﬁo§§/%%d§3§/l ‘)g-%b-gﬁ%tfgx‘fﬁ%one ©
HEER SRS X Pilesan 9ash qubssifvem sreef @ dhisispopdeits C1-Cs
24(34fl Opi0hekay): @-{844lkynyl, C3-Cs cycloalkyl, heterocyclyl, aryl, heteroaryl, C;-

Yoros2-methc enyt)-2-hydroxy-4-methylpentanoic acid (1-oxo- 1,3-
S B AR nds b 6.6 MBS 3 ot
Gxfphdkpylox hydnensgarbenetialdantancicanid, (kbxiamlndedibydio

i3 RRRRZ A AR, Y RaM e Aiidéirbonyloxy, Ci-Cs dialkylaminocarbonyl ;
difIuorobenzyl)-4-(5-f|uorf—l’z-methox yher? 1 I-2-?1ylci‘roglqiummcm onyloxy, €

yp .
S HERRGEREN Sie Gemlietycasony @i Gdrbiselkslzrirdamsog. Damide ;
Zﬂ(iiﬁoklldfmﬁ;fﬂmmbﬁp&y&i)?ésﬁﬁcdh&u@p@'diglkylgminosulfonyl, halogen,
PR R R .
21730 u&@b@ﬁb_cy11)‘t@g@nfhﬂ@mi@hyqndwpw@nm%mhymmymm-_s,ubstituted by
é@?zﬁiﬁmtae&%nz 0@@1&&1&@mgfm-@nyg{&{m%%ﬂﬂffm&'e/eﬁ%&ém@%bsnmted
2B Fruidrot Bty Hirdxy pehlie) hersir s sullavonp rareial caidizedoeo
1,3- di hydroi soben zofuran-5-y Damide; 2-(34-difluorobenzyl)-4-(5-fl
uoro-2-h ydroxyphenyl)- 2-hydro x y-4-inethylpe ntano ie acid (1-oxo-
1,3-dihydroisobenzofuran-5-yeamide; 244-
fluorobenzy1)-4-(5-11uoro-2-methoxyphenyl)-2-hydroxy-4-methylpentano
ic acid ( -oxo1,3-di hydro i sobenzoturan-5-y amide;
4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-

maothvl-2-(2-methvibenzvDnentannic acid (1 -ovA-



al kylaminocarbonyloxy, C -05 dialkylaminocarbonyloxy, CI-05

I gnino, CI-05 alkoxycarbonylamino, CI-05 alkylsulfo
Wogr@?r?c)%ﬁonyl C[-05 alkylaminosulfonyl, CI-05 dialkylaninosu Mlon %807/074943
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

vwnmmar@e ﬁuﬂfiﬁé aloetds eptionaliyexitized Jo el iprseny SlafpARiend
are eac |nde ende tly h dro e C1-05 alkyl, or R1 an

n
%%&3 Her W.tﬂ“t%‘é) L h%Y Fﬁ?f%ﬁig}’é‘ﬁfa%fﬁéa fBRSHIEOf Crr
O3 aBysdireydloaikyhainggn, hydx(@gyRoveatIaeamﬂ uaron) ety gtevpmethyl.(d)
B is Ci-05 alkylene, C2,-05 alkenylene. or C2-05 alkynylene, each
optionally "E. é)fndentl sub tituted with one to three substituent groups,

wherein ea ’fad‘?B 5%ff%ef§ s ERdR R eet s i oro-4-(5-
hifdooxey; helogepheamind-roetbye?-( 1 H- d'ﬁ)d]b[a aksentidin-2-(nEis)pentan-2-

L Mo 0 PR 570
atkyHtash neperdyoledrbdayidlyhriterebytiyipeayyl-drytbikyymel(2,3-cpyridin-

hetaraany sancyele 101 Gorrld. A raic o Akulody h&}ﬁ}ﬁ II?J&I?IW'QIH
heter %/%[%I -C1-C8 alkyl, heteroaryl-C1-C8 alkyl, carbocycle-C2

RN Ay Py RbRsReyerplcal éé’bﬂk@?%/f* ﬁ’éi&)‘&ér%@ﬂﬁ‘ém
afieryd/ e ClhA5 alkyihiehyigrainiie aylfr atﬁﬂmoomdﬂmlt@@

syl f |onaII epend ntl ityted wit eto
e et ST el o

three s nt grou in eac roup

afearridtédde Atucp-05 kgt yO 2L onaiitettgh( @m@lw meﬁﬁﬂ
cysiRalkybi 35}%&%%@46%1 @u%&}ﬂéﬁ%an%ﬁ&% Sifs

alkoxycarbonyl, CI-05 alkanoyloxy, aminocarbonyl

a8 ﬁécﬁ%b‘ﬁw oioghy; WY&I?ﬁﬁB%‘aﬁbbhﬁrl%Iﬂfﬁﬁc@rﬁbﬁwo&y c1-C
5rwdﬂxd&mhwszarbomdwy7 OH%MIG’MImebQMI@tMy&IeQQn 2-0l; 1,1,1-

I al Iam Ik Ifon
Zérﬁ?r?c%% ony g Ilf‘% #lno I%ionﬁ Hg %% i a?l%){ aﬁ%ﬁ%g %g]%‘ryIC]py”dm‘
h%ﬂg@ﬂl%y&m{@lrmﬁw Byare- okd.AfitiiidromeetHy dinfivdrbdietbxy3-( 1 H-
N BoRMIna Wogkeim e RECS! ‘a}@{pn@ optionally independently mono-
o!r;ydl s%?stltuy'%?d by CtPOS alkyl, ureido wherein either nitrogen atom is
optionally independently substituted with C1-05 alkyl, or C1-05 alkylthio
wherein thelstiiflpaedier dpdonely oiddiziedsto RERdXideForsulioneharih
WO 2008/021729PCT/US2007/074943 (g)Q comprises a heteroaryl group
optional) indep &ttty CsEREHSHP ciRehentrad s itdsnersdsndy oupssituted

whier eie 6@ dicaUDStina Grous, oﬁﬁmamdﬁwd&mﬂw Glldoe @ltoth e PSup

aIk ¥l G2 yl h teroc a I heteroaryl,
iﬁégoOf C§ éaﬁ%ken (%x ad; #ﬁ i Sy 1R i/I’C{ 194405
a‘Ik@W@@ﬁbbﬁ?fomJME @Mah@wgwl aﬁmﬁoeﬁm’ﬂyn@h CilaRenyloxy, C»-Cs

I b l, yloxy,
e alkiffﬁﬁé%;r%&@f @I%I?‘%é%% B 05

A EIaRmBoT ‘é)‘SHéY JosAsRRafB ebes akySuffonylamino,
anhﬂaﬁuﬂmytb,oﬁﬂkﬁ& atkmmmmuﬂoﬁwa@dn%@a@sy@rmm@mb C}-Cs

tr| Iuoromet trifluorotnethoxy,
tr o o?irrlg nymoh 0,70 élﬁ mow é‘%‘l?}ot ?I%l SR¥4t5#5s optionally

|ﬁﬂ@b§ﬁ@éﬁtl9ﬁ>m®r@- o @ﬁwmmwcn&%mlkwdwwemwh eyein,
ecItIﬁﬁ'bI«’BIﬁﬁ@ 2[1 IR SRRHARANYBAGRERAaRIY SHRSH I%&e‘ﬂv t G o%gonally

alkyl; or C1-05 alky MU wherein the sulfur atom is optionally oxidize

st BgeBP%ﬂIFtS‘ﬁeOﬁﬂieﬁ‘&ﬂlé’é%@lﬁ%sfﬁu@hﬂgmﬁlowqu wpeisiediher
independently substituted with one to three substituent groups selected
from C1-C3 alkyl, CI-C3 alkoxy, halogen, hydroxy, oxo, cyano, amino, or
trifluoromethyl. Non-limiting examples of these compounds include
3-(5-fluoro-2-methoxypheny1)-3-methyl- 1-(pyridin-2-ylmethyl)- 1 -trifl
uorometh yl-buty (amine; 3-(5-fluoro-2- methoxy-phenyl)- |
-(1H-indo1-2-ylmethyl)-3-methyl- 1 -trifluoromethy 1-butylamine; 1 - (
2,6-dichloro-pyrid in-4-y

linaethvD\-2-(G_fliinro-2-maethovyv.-nhenv1\)-2-meaethvi-1 -



W0’2§08%2§725' R2, R6, and R7 have the meanings disclosed i

In yet another embodiment, said at least a DIGRA has Formula I, wherein
jat
above, and R3 is CI-C8 alkyl, C2-C8 alkenyl, C2-C8 al kyn%@:%ﬁ%gg%fgﬁ 243
heterocyclyl, aryl, hetcroaryl, carhocycle-C1-C8 alkyl, carboxy,
alkoxycarbonyl, aryl-C, -C8 alkyl, aryl-C I-C8 haloalkyl, heterocyclyl-C1-C8
alkyl, hetcroaryl-C1-C8 alkyl, carbocycle-C2-05 alkenyl, aryl-C,-Cs
alkenyl, heterocyclyl-C2-C8 alkenyl, or heteroaryl-C2-C8 alkenyl, each
optionaliyindépepdently substituéadyyiibsanactpiiiree, SULSHUENL GLUBShio
wherein aach substituent group of R3 is independently CI-05 alkyl, C2-05
aIkenyﬁCZ-Ous gl??/%‘i}ﬁsc? -18%3@2/,(96161 ot %’haeg@? ﬁl-eoéré 3% phenoxy,
C1-05 alpnoyg; aﬁaﬁ%@&ﬁtlﬁe%ﬁfaﬁwlyl&&ggg @(‘)@@ﬂ%ﬁ(; or R' and R?

amingcarbonyloxy, C1-05 alkylaminocarbonyloxy,
df8ﬁ%‘;&\%%@ga?tféﬁgﬂaﬁﬁ‘aﬁﬁm&éaﬂ&@%fye@i&w&ﬁwmfﬁm%t@mr@|
-@5dhalkylamgaocarbonyl, C1-05 alkanoylamino, CI-05
alkoxycarbonylamino, C1-05 alkylsulfonylarnino, C1-05
alkylaminbsulfBrythCmes diatkytarminostifonyl, halogen, hydroxy, carboxy,
cyano, oxo, trifluoromethyl, nitro, amino wherein the nitrogen atom is
optionalifPindepetidenthPrieiiob s araisatiitatr 5io@ Ho SRyl €idE's alkyl,
whereineitheynirpgen@iamisontieaalyyindeosadandy, suRsHEE With iy,
Ccla-r%gcatlfgj C_Zg-oaﬁ]al yIthlﬁéA{ er&g the sulfur atom is optionally oxidized
1 A SuNSKde of SUitane kGt enAEERE N hiliGratmatisy L or heteroaryl-
Nentimitieny bxashpigsodlthést poripolyradssiiatadevith one to three substituent
1g(%l§,7gichloro-pyridin4-y Imethy 1 )-3-(5-fluoro-2-meth ox
y-pheny1)-1,3-climethyl-butylatnine ; | -ethy1-3-(5- fluoro-2-meth o
xy-pheny))-3-m gtinyl-Nrguipglin-4-ylmethyl-butylamine; 1- ¢ ycl ohexy
Imethy1-3-(5-fluoro-2-methoxy-pheny1)- | -( |

H-indo162-ylmetiayhe 3smiettyy#oatylaimine; 1 -(2-c h | oro-quinol
in-4-ylmethyl)- -cyclopenty1-3-(5-fluoro-2-methoxypheny 0-3-me thyl-butyl
ami ne; ®-(2-QRSBPBEsdimeivatehbergayazisgstopentylmethy1-3-
(5-fluoro-2-methoxy-pheny1)-3-methyl-butylamine;
3-(5-fluoro-2rme - -1.3: di. meth yl- | -quinglin-4-y Imethyl-put
famine; 10%%2?)&%%8%@%%% %o- e e‘tﬂ’é‘%‘?‘é’ﬁ eny1 lf%e %8%%%@1%:2%@)%?’%'2'
iR thatRs bty R AifRe; Bustily iRsRsapoi ethdidymptheh lydyo-1 EB-dimethyl-

Lo bl dMyrD2:3-61p) ka2 YDtV BUIRRING: d SYHIRARY 1 3385y -4-
uoro-2-methoxy-pheny1)-3-methyl- | -

( .
ISR STE 5- ER U HEIR e e lirloxazin-6-ybamide; 2-
243 1aheinodnteh 34ty d-2-(ktpypnial?) 3-clpitidine n¢ iy pebtrdic acid(4-

fliQro-phenals . s i
242-aimino-a-{S-ero RS RNV 2SSl g fuoro-2
nhethgryniemdblebs dsarsohingiby Ipentanciptisk Lomplihdsthd-can
fuesisa ps PGRAS sndrmethods 91 heumanulasiy -@Gﬁe%?&%gﬁﬁa%f@r
exa%)/%le,%f S. Patent Appllce}tlon Publications 200 /0029932,

260416155921 S0k aHe b 0esIETGY VAT 8 7o rbgiexy methyl-2-
2005/0265128,y 206734000 205028283 1, ROE{OPLA R Ezin-6-y])amide.
2006/0030561, 2006/0116396, 2006/0189646, and 2006/0189647, all of
which are incorE)orated herein by reference in their entirety. In

another aspB&t tABEREIHIET ot Idr VRIS S dM OBt hatfiRemula I, wherein
pharmaceutical composition for treating, reducing, ameliorating, or )
alleviaﬁﬁg a b%cl%-ao %ﬁg%ect%ﬁa' S%Ooqlp d%‘%rd)(grg%ag%len %ﬁ@&ﬁﬂ@ﬁﬂbsmmd
SHER enesmditisrhdrsdisordar s whidtivlogylénamftammeliord lframdibgroup

amhadimentcsiech Y irflammation & aciLeVic intammatinn, The
o&@é?%rﬁic phZ%néthticﬁo%ﬂiﬁéaﬁgr%%%g a?tq‘ Egg? gyllf)lngﬁ\, a
Y

thFgrSry pHamhaaRithiy SecllRani& s&h Hhepstts 1nGres
aspect, the phammeeutical composition further comprises a
pharmaceutically acceptable carrier. 0 The concentration of a DIGRA.
a prodrug thereof, or a pharmaceuticaﬁy acceptable salt thereof in such an
ophthalmic composition can be in the range from about 0.0001 to about
1000 nag/m1 (or, alternatively, from about 0.001 to about 500 mg/ml, or

from about 0.001 to about 300 ing/inl, or from about 0.001 to about 250
ma/ml or from ahoiit O 001 to aboiit 100 Inal/lnl or from aboiitr O 0ON1 0



Non-limiting examples of the NSAIDs are: aminoarylcarboxylic acid
derivatives (e.g., enfenamic acid, etofenamate, flufenamic acid, isonixin,

WO HUE (Bt ¢ acid, mefenamic acid, nifiumic acid, tatniflumdate/US2007/074943
terofenamate, tolfenamic acid), arylacetic acid derivatives (e.g.,
acectofenac, acemetacin, alclofenac, amfenac, amtolmetin guacil,
bromfenac, bufexamac, cinmetacin, clopirac, dictofenac sodium, etodolac,
felbinac, fenclozic acid, fentiazac, glucametacin, ibufenac, indomethacin,

isoleROIAG IB9KERAG: {PRAZ0laRRRLASI %,%ﬂ%ﬁi@mﬁgg{%n%ametacine,

pll]” otac, proglumetacin, sulindac, tiaramicie. tolmetin, tropesin,
z%%@fﬁl}g‘eﬁamwﬂM&m*a%%\va?ﬂﬁésﬂ(@@%ﬁmwéén?bGﬁbufen,
f_eal‘ldy!m_&I'inocertingzln}ya@@r&@wi@@@i@iﬁu(t&)@ylcﬁld'bd_@ﬂe@ﬁ :?@Hﬂ@/llaﬁmino, Ci-Cs
tinoridine), arylpropionic.acid derivatiyes. (e.q., alminopr :

s sl
fllkphapretehontiirfiprofEnlkid eprofenoin prakarn, ndoprofembketopyaden,
lexaRsalpR tNARFAK R RERBLYZ D! keI ARG R rt%q{ﬁx%ﬁp ﬁaar&%?r?)g foepr%ional ly

protizinic acid, suprofen, tiaprofenic acid, ximoprofen, zaltopro
pYFEPEIE T Jroattettirs SRRy o) ykrbrsied: (¢g doaphereimes ther
benzpipeigians ipptaannedRieluiazans i MeERANE, AYRReNeYIBZANS thio

phenyibutazone, pipebuzone, propyphenazone, ramifenazone,
disuaindicrssdt sttt v
acetangjnosalgl, A5nir are%@eﬁx@e&%r#a@wfgpﬁ?&i%g&%@,@g Ofgh%,coglw and R?

acetylsalicylate, diflunisal, etersalate, fendosal, gentisic aci
seeiisterithibrotRos iRy de) wsirrmaretyeimelesis forasalGninepiro
negephilingisglicylate, 1-naphthyl salicylate, olsalazine, parsalmide, phenyl
acetylsalicylate, phenyl salicylate, salacetamide, salicylamide o-acetic

acid, sdﬁ@ylsdﬁﬂﬁd@cidflwmtawl sulfasalazine), thiazinecarboxamides
(e.g., arnpiroxicam, droxicam, isoxicani, lornoxicam, piroxicam,

tenoxicétjrg), sBiéetarhiitdpforCaslbers b sadnosiyoy rrattiomiieally
Snalapiediny bttty icHR6id @MiNHNR RRAIEZAGs DERZYIAMING ubstituent

abisabolal,.bucolome, dif ide, ditazol, emorfazone, fepradinol,
gng?legnlé,“ﬁ%a ﬁ?ﬁ%g (;&? rgélrﬁw‘g%% S BRI H ARG OPrisoxal,
proquaggne, @ge;[@gq? clismutase tenidap, zileuton, their physiologically
acceptable salts, combinations thereof, and mixtures thereof. In
another@aspeg @ftmmﬁ{@igrg;m‘{)@aﬂ@n, an anti-inflammatory agent is a
PPAR-binding molecule. In one embodiment, such a PPAR-binding
moleculg)is a @ RARaryIRPARDea0I BioARYrbIndine: molanuter RoapQtivaich are
| indi cule js-a RPAR 0
%HH@%&&H&%H&_&‘#&%Q &En‘xbﬁp é%}ggcngg%ﬁt%% ofe 1-C's a'lbf%ﬁd?—(g gfﬁ%[j Cy-Cs

PPA é/%gonlst. Such a PPA to and activates
it

AkAOVAE tie akarexkibmef getrdlobrieing b appropemanpefotisotiexy,

rroidfe taitenyRSPODSE LIRRIBNGLR, I MERMALST, €I IkoxycafBRYroy1,
agonists can mT}uﬁtg% the productjon of TNT-a and other inflammatory

GAROSEO R hd CROPHR YA EY P ngsar el AuBgFeTRyBY g1 Ci-Cs
80k8B (1888} arnytbTylyrghatyled (AifocGianginiet al..dNakaliatainRes-Cs

- 9). e natural. PP inst
%gﬁg%ﬁﬁ”%%» gs%gﬁﬁaﬁri%gﬁ]}% %%‘?m gé%&?@%ﬁﬁéﬁgﬁr) has
pesrsnBn tenrhfbitnebakstaniansdfieny ahaleasgidydnesissrooxin wead,,
JriBiRk e, Mtdrs@kba9AR4(1998) Wmthe s alcarnea, ILiggelnangl
al., in UdS.tFatent 6,241196, disclose methods for inhibiting proliferation ofy
PRERRDHSRS RS8Ry SsraRslitutediDe Cetts BUISRETB PR At ther
mitmgeousosy ithptienRIBARY pagonisysaisetidisel osedhycS pirgelman gkalhio
anelharmathods or diagnesing REARWesponsive hyperprolierative,
cells. All documents referred to"herein are incorporated by reference.
PIATECAF SR ERIAIRPEEs et RAndRislsadisvisrtds idrnmal todiise
PPARYy is expressed to different degrees in the various tissues of the eye,
such as some layers of the retina and the cornea, the choriocapillaris,
uveal tract, conjunctival epidermis, and intraocular muscles (see, e.qg.,

U.S. Patent 6,316,465). In one aspect, a PPARy agonist used in a
composition or a method of the present invention is a thiazolidinedione, a

derivative thereof, or an analog thereof. Non-limiting examples of
thiazolidinedinne-baced PPARY anannicte inchiide ninalitazone



Ingredient Amount Mixture | Maeugert(R) 0.2g Carbopol 934P NT 0.25 g

led water 99.55 g Mixture Il Propylene glycol 5 g EDTA 0.1 m
Woég‘gr%}"%ld%% of Formula IV 50 g EXAMPLE 2: Two mixks B Mg e0es

are made separately by mixing the ingredients listed in Table 2. Five parts
(by weight) of mixture | are mixed with twenty parts (by weight) of mixture

for IS minutes or more. The pH of the combined mixture is adjusted to 6.2-
6.4 using 1 N NaOH to yield a composition of the present invention. Table

2singriedignirAmotniddixiase Ihdasipgenidting of C,-C; alkyl, C,-C; alkoxy, acyl,
Ci-C;y silanyloxy, C;-Cs alkoxycarbonyl, carboxy, halogen, hydroxy, oxo, cyano,
heteroaryl, heterocyclyl, amino wherein the nitrogen atom is optionally independently
mono- or di-substituted by C,-Cs alkyl or aryl, ureido wherein either nitrogen atom is

optionally independently substituted with C,-Cs alkyl, and trifluoromethyl.

Non-limiting examples of these compounds include 2-(3,5-difluorobenzyl)-
1,1, I-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-ol; 2-biphenyl-4-
ylmethyl-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-ol; 2-(3,5-
dimethylbenzyl)-1, 1, I-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-ol; 2-
(3-bromobenzyl)-1, 1, 1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-ol; 2-
(3,5-dichlorobenzyl)- 1,1, 1-trifluoro-4-(5-fluoro-2-methoxypheny!)-4-methylpentan-2-ol;
2-(3,5-bis-triflucromethylbenzyl)-1,1,1 -trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol; 1,1, 1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(3-fluoro-5-
trifluoromethylbenzyl)-4-methylpentan-2-ol; 2-(3-chloro-2-fluoro-53-
trifluoromethylbenzyl- )-1,1,1-trifluoro-4-(5-fluoro-2-methoxypheny!)-4-methylpentan-
2-ol; 4-[4~(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyllbenzonitrile; 2-(3,5-dibromobenzyl)- 1,1, 1 -trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol; 1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-
(2-fluoro-3-trifluoromethylbenzyl)-4-methylpentan-2-ol; 1,1, 1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-2-(2-fluoro-5-trifluoromethylbenzyl)-4-methylpentan-2-ol.

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 C;-Cs alkyl, C,-Cs alkenyl, C,-Cs alkynyl, C;-Cs
alkanoyl, C5-Cq cycloalkyl, heterocyclyl, aryl, heteroaryl, C;-Cs alkoxy, C»-Cs
alkenyloxy, C,-Cs alkynyloxy, aryloxy, acyl, C,-Cs alkoxycarbonyl, aroyl,
aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, C;-Cs
alkylaminocarbonyloxy, C;-Cs dialkylaminocarbonyloxy, C-Cs alkanoylamino, C;-Cs
alkoxycarbonylamino, C;-Cs alkylsulfonylamino, aminosulfonyl, C,-Cs

alkylaminosulfonyl, C,-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano,

22



0.2g 4-(2-phenyl- | H-imidazol-1-y1)-N- pyridin-4-ylpyrimidin-2-amine (a

t ine_kinase inhibitor) 0.3g Carbopol 934P NT 0.25 g Purified wate[/ 074943
WO%&?@& Ixture LI Propylene glycol 5 g EDTA 0.1 mg Comppé)]fj/%zg? f

Formula IV 50 g EXAMPLE 3: Two mixtures | and Il are made
separately by mixing the ingredients listed in Table 3. Five parts (by
weight) of mixture | are mixed with twenty parts (by weight) of mixture Il
for 15 minutes or more. The pH of the combined mixture is adjusted to

uttRetrheadsyngrifIbbiNaRHOIG yitld a6 peslianEd HiLoREASRRLIRVGRIARLY
i ' ' . | 934P NT
i Tda b'%a%'xﬂr? %%cgrlx%[]%ﬁ &H%’s‘ﬁ u%c):(él{)r)? é;-L&%?}p)}fSor@agd?grgggbv%?eorein either
o5 g Purified water
nitrogen atom is optionally independently substituted with C-Cs alkyl, C;-Cs alkylthio

wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone:

(b) R' and R” are each independently hydrogen, C,-Cs alkyl, Cs-C;s arylalkyl,
or R' and R? together with the carbon atom they are commonly attached to form a C3-Cy

spiro cycloalkyl ring;
(¢) R* is the trifluoromethy! group;

(d) B is the carbonyl group or methylene group, which is optionally
independently substituted with one or two substituent groups selected from C,-Cs alkyl,

hydroxy, and halogen;
(e) D is absent;

(f) E is the hydroxy group or amino group wherein the nitrogen atom is

optionally independently mono- or di-substituted by C;-Cs alkyl; and

(g) Q comprises a pyrrolidine, morpholine, thiomorpholine, piperazine,
piperidine, [ H-pyridin-4-one, |H-pyridin-2-one, 1H-pyridin-4-ylideneamine, 1 H-
quinolin-4-ylideneamine, pyran, tetrahydropyran, 1,4-diazepane, 2,5-
diazabicyclo[2.2.1]heptane, 2,3,4;5~tetrahydrobenzo[b][ 1,4]diazepine, dihydroquinoline,
tetrahydroquinoline, 5,6,7,8-tetrahydro-1H-quinolin-4-one, tetrahydroisoquinoline,
decahydroisoquinoline, 2,3-dihydro-H-isoindole, 2,3-dihydro-1H-indole, chroman,
1,2,3,4-tetrahydroquinoxaline, {,2-dihydroindazol-3-one, 3,4-dihydro-2H-
benzo[1,4]Joxazine, 4H-benzo[1,4]thiazine, 3,4-dihydro-2H-benzo[ 1,4]thiazine, 1,2-
dihydrobenzo[d] [1,3]oxazind-one, 3,4-dihydrobenzo[1,4]Joxazin4-one, 3H-quinazoling-
one, 3,4-dihydro-1H-quinoxalin-2-one, 1H-quinnolin-4-one, 1H-quinazolind-one, 1H-
[1,5]naphthyridin-4-one, 5,6,7,8-tetrahydro-1H-[1,- 5]naphthyridin-4-one, 2,3-dihydro-
TH-[1,5]naphthyridin-4-one, 1,2-dihydropyrido[3,2-d][1,3]oxazin-4-one, pyrrolo[3,4-
clpyridine-1,3-dione, 1,2-dihydropyrrolo[3,4-c]pyridin-3-one, or
tetrahydro[b][ ,4]diazepinone group, each optionally independently substituted with one
to three substituent groups, wherein each substituent group of Q is independently C,-Cs
alkyl, Co-Cs alkenyl, C,-Cs alkynyl, C3-Cg cycloalkyl, heterocyclyl, aryl, heteroaryl, C;-
Cs alkoxy, C;-Cs alkenyloxy, C,-Cs alkynyloxy, aryloxy, acyl, C,-Cs alkoxycarbonyl,
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99.55 g Mixture Il Propylene glycol 3 g Triacetin 1 / g Compound of

WigJl 50 EDTA 0.1 mg EXAMPLE 4: Two mixtur gol;/gf%s
wo 28 gtla) se%oarately by mixing the ingredients listed in Table 4. \?Jezlg%r

Welght) of mixture | 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 1 N NaOH to yield a composition of the present invention.
Table 4 Ingredient Amount Mixture | Lucentis(r) 0.3g
NCisGxaeindyydxs-(2rpbenybli:- dmidazabdaypyrintidii2naming @y,

tyJ %Srlxocah)ony %>£9h 89 té’r 9(3/? lplo(c:aar[)ongrjgx é Pé\l Exgky?agllgc!%?bggy loxy, C;-
Cs alkanoylamino, C,-Cs alkoxycarbonylamino, C,-Cs alkylsulfonylamino, C,-Cs
alkylaminosulfonyl, C;-Cs dialkylaminosulfonyl, halogen, hydroxy, carboxy, oxo, cyano,
trifluoromethyl, trifluoromethoxy, trifluoromethylthio, nitro, amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by C;-Cs alkyl, ureido wherein
either nitrogen atom is optionally independently substituted with C;-Cs alkyl, or C-Cs
alkylthio 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 C;-C; alkyl, C;-C; alkoxy, C;-C; alkoxycarbonyl,
acyl, aryl, benzyl, heteroaryl, heterocyclyl, halogen, hydroxy, oxo, cyano, amino wherein
the nitrogen atom is optionally independently mono- or di-substituted by C;-Cs alkyl, or

ureido wherein either nitrogen atom is optionally independently substituted with C;-Cs
alkyl.

Non-limiting examples of these compounds include 2-(2,6-
dimethylmorpholin-4-ylmethyl)-1,1, 1 -trifluoro-4-(5-fl uoro-2-methoxyphenyl)-4-
methylpentan-2-ol; 1-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifltuoromethylpentyl]- 1 H-quinolin-4-one; 1-[4-(5-fluoro-2- -methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl}-3,5-dimethylpiperidin-4-one; 1-[4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-3-methyl- 1H-quinolin-4-
one; 1-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-2,3-
dihydro-1H-quinolin-4-one; 1-[4-(4-fluorophenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}- 1 H-quinolin-4-one; 1-[4-( 3-fluorophenyl)-2-hydroxy-4-methyl-2-
triffuoromethylpentyl]- 1 H-quinolin-4-one; 1- [4-(4-fluoro-2-hydroxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1H-quinolin-4-one; 1-[4-phenyl-2-hydroxy-4-methyl-
-2-trifluoromethylpentyl]-1H-quinolin-4-one; 1-[4-(5-fluoro-2,3-dihydrobenzofuran-7-
yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-1 H-quinolin-4-one; 1-[4-(5-bromo-2,3-
dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}- 1 H-quinolin-4-
one; 1-[4-(5-methyl-2,3-dihydrobenzofuran-7-y- 1)-2-hydroxy-4-methyl-2-
triftuoromethylpentyl}- 1 H-quinolin-4-one; 1 -[4-(5-chloro-2,3-dihydrobenzofuran-7-yl)-
2-hydroxy-4-methyl-2-trifluoromethylpentyl}- | H-quinolin-4-one; 1-[4-(2,3-
dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl|- 1 H-quinolin-4-
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99.15 g Mixture H Propylene glycol 7 g Glycerin 3 g Compound of
Formula Il 50 g Cyclosporine A 5 g HAP (30%) 0.5 mg Alexidine 2HC1

WO 2B 2Rote: "HAP" denotes hydroxyalkyl phosphonates, SGCHEIMBEH 43
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 1 N NaOH to yield a
composition of the present invention. WO

29&8/ p%?@%ﬁ)&g %—ﬂ 9 9&7 %g)‘-@}%péﬁ 5&%%&8!‘?mﬁfn&%%{?{yigé’myu- 1H-
Welg Ifapht?l\;flnc(i)lg—eél -one; 1 [4- 5 ﬂuoro 2-methoxyphenyl)-2-hydroxy-2.4-

dimethylpentyl]-3,5-dimethyl- 1 H-pyridin-4-one; 1-[2-hydroxy-4-(2-methoxy-5-
thiophen-2-ylphenyl)-4-methyl-2-trifluoromethylpentyl]-1H-quinolin-4-one; 1-[4-(6-
bromobenzo[ 1,3]dioxol-4-y1)-2-hydroxy-4-methy!-2-trifluoromethylpentyl |- 1 H-
quinolin-4-one; 1-[4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-3-methyl- 1H-quinolin-4-one; 1-[2-hydroxy-4-(4-
hydroxybiphenyl-3-yl)-4-methyl-2-trifluoromethylpentyl]- 1 H-quinolin-4-one; 1-{4-[5-
(3,5-dimethylisoxazol-4-yl)-2-hydroxyphenyl]-2-hydroxy-4-methyl-2-
trifluoromethylpentyl }-1H-quinolin-4-one; 1-[2-hydroxy-4-(2-hydroxy-5-thiophen-3-
ylphenyl)-4-methyl-2-trifluoromethylpentyl}- | H-quinolin-4-one; 1-{4-[5-(3,5-
dimethylisoxazol-4-yl)-2-methoxypheny!]-2-hydroxy-4-methyl-2-

trifluoromethylpentyl }-1H-quinolin-4-one; 1-[2-hydroxy-4-methyl-4-(3-pyridin-3-
ylphenyl)-2-trifluoromethylpentyl]- 1 H-quinolin-4-one; 4-methoxy-3-[4,4,4-trifluoro-3-
hydroxy-1,1-dimethyl-3-(4-oxo0-4H-quinolin- 1 -ylmethyl)butyl]benzaldehyde: 1-[2-
hydroxy—4n(2~methoxy—5-thiophen~3-ylphenyl)-4-methyl-2~trifluoromethylpentyl] -1H-
quinolin-4-one; 1-[4-(5-furan-3-yl-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}- 1H-quinolin-4-one; 1-[2-hydroxy-4-(4- -methoxybiphenyl-3-yl)-4-
methyl-2-trifiuoromethylpentyl]- 1 H-quinolin-4-one; 1- [4-(5-acetyl-2-hydroxyphenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]- | H-quinolin-4-one; 1-[3,3,3-trifluoro-2-(6-
fluoro-4-methylchroman-4-ylmethyl)-2-hydroxypropyl]- 1 H-quinolin-4-one; 1-(4-{3-[1-
(benzyloxyimino)ethyl]phenyl}-2-hydroxy-4-methyl-2-trifluoromethylpentyl)- 1 H-
quinolin-4-one; 1-{4-(5-acetyl-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
triffuoromethylpentyl}-1H-quinolin-4-one; 1-(2-hydroxy-4-{3-[1-
(methoxyimino)ethyl]phenyl}-4-methyl-2-triflucromethylpentyl)- 1 H-quinolin-4-one; |-
[4-( 5-bromo-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-
quinolin-4-one; 1-(2-hydroxy-4-{3-[1-(hydroxyimino)ethyl]phenyl }-4-methyl-2-
trifluoromethylpentyl)- 1 H-quinolin-4-one; 1-[4-( 5-bromo-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1H-quinolin-4-one; 1-{4-(3,5-difluorophenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl}- 1 H-quinolin-4-one; 1-[4-(3,5-
dimethylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}- 1 H-quinolin-4-one; 1-{2-
hydroxy-4-methyl-4-[3-(2-methyl-[ ] ,3]dioxolan-2-yl)phenyl]-2-trifluoromethylpentyl }-
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"Ivcerin 3 Propylene glycol 3 Compound of Formula 1V 0.5 LticentisO 0.1
- ifi ter g.s. to 100 Note: "BAK"
WOM%‘%@? 0.25 AK 10-100 ppm Purified water q

eno Sénzalkonium chloride. EXAMPLE 6: The inglr)géri@r%o%/%ag‘m

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 3

IH-quinolin-4-one; 1-[4-(2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-

trifluoromethylpentyl]-1H-[1,5|naphthyridin-4-one; 1-[4-(3-[1 ,3]dioxan-2-ylphenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-quinolin-4-one; 1-{4-[3-(3,5-
dimethy]iscxazo[-4-yl)phenyl]—2—hydr0xy»4-methyI-Z—triﬂuoromethylpentyl }-1H-
quinolin-4-one; I-[4~(2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]~3,5—dimethyl~1H~pyridin—4—one; 1-{4-(5-fluoro-2-
methoxyphenyl)-2~hydr0xy-4-methyl~2-trifluoromethylpentyl]-2-hydroxymethyl—3,5-
dimethyl- | H-pyridin-4-one; 1-[4-( 5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}-3-hydroxymethyl- | H-quinolin-4-one: | -[4-(3-bromophenyf)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]- IH-quinolin-4-one; 1-{4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-6-methyl- 1H-quinolin-4-
one; 6-chloro-1-[4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}- 1 H-quinolin-4-one; | -[-4-(2-difluoromethoxy-5-fluorophenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]- | H-quinolin-4-one; | -(4-biphenyl-3-yl-2-
hydroxy-4-methyl-2-trifluoromethylpentyl)- 1H-quinolin-4-one; 1-[2-hydroxy-4-(2-
hydrox y-5-methylphenyl)-4-methyl-2-trifluoromethylpentyl}-1 H-quinolin-4-one; 1-[2-
hydroxy-4-(3-isopropoxyphenyl)-4-methyl-2-trifluoromethylpenty!]-1 H-quinolin-4-one;
] ~[4—(3-ethoxyphenyl)—2-hydroxy—4—methyl—2-triﬂu0romethylpentyl]— 1H-quinolin-4-one;
l—{2—hydroxywdr@(zamethexy-S-methylphenyi}-4~methyi—2-triﬂu0romethyipentyi}~ 1H-
quinolin-4-one; 1-[4-(2,5-dimethylphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}- 1H-quinolin-4-one; 1-[2-hydroxy-4-( 3-methoxyphenyl)-4-methyl-
2-trifluoromethylipentyl}-1H-quinolin-4-one; 1-[4~(5 -fluoro-2-hydroxyphenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]-1,2-dihydroindazol-3-one: 7-fluoro-1 -[4-(5-
fluoro-2-hydroxyphenyl)-2-hydrox y-4-methyl-2-trifluoromethylpentyl]- 1 H-quinolin-4-
one; l-{4-(5—ﬂuoro—Z-hydroxyphenyI)-2-hydr0xy~4-methy1—2—triﬂuoromethylpentyl]—3,5-
dimethyl-1H-pyridin-4-one; 7-fluoro-1-[4-(5 -fluoro-2-methoxyphenyl)-2-hydroxy-4-
methyl-2-trifluoromethylpentyl]- 1H-quinolin-4-one; 1-(2-hydroxy-4-methyl-4-phenyl-2-
trifluoromethylhexyl)-1H-quinolin-4-one; | -[4-(4-fluoro-2-methylphenyl)-2-hydroxy-4-
methyl-2-trifluoromethylpentyl]-H-quinolin-4-one; 1-[4-(3,4-dimethylphenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-quinolin-4-one; 8-fluoro-1 -[4-(5-fluoro-
2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-quinolin-4-one; 6-
fluoro-1-[4( 5-f1uoro-2~hydroxyphenyl)—2-hydroxy—4-methyl*2~triﬂuoromethylpentyl]—
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Compound of Formula IV 0.75 VEGF ribozyme 0 Tyloxapol 8125 Alegi_dinte
2HC 2 ppm Purified water g.s. to 100 EXAMPLE 7: The ingredients
WOKEH Fable 7 are mixed(zogether for at least 15 minutes. THe P8P T1g4943

mixture is adjusted to 6.2-6.4 using 1 N NaOH to yield a composition of
the present invention. Table 7 Ingredient Amount % by weight) CMC (MV)
0.5 HAP (30%) 0.05 Glycerin 3 Propylene glycol 3 Compound of Formula
LV 0.75 LucentisO 0.1

IH-quinolin-4-one; 7-chloro-1-[4-(5-fluoro-2-hydroxypheny!)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]- 1 H-quinolin-4-one: 1-[4-(5-fluoro-2-isopropoxyphenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]-H-quinolin-4-one; 1-[4-(2-ethoxy-5-
fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1H-quinolin-4-one; 8-
fluoro-1 —[4—(5»ﬂuoro—z-methoxypheny1)—2—hydroxy—4-methyl-Z—triﬂuoromethylpentyl]-
1H-quinolin-4-one; 6-fluoro-1 -[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]- 1H-quinolin-4-one; 1-[2-hydroxy-4-( 5-methanesulfonyl-2,3-
dihydrobenzofuran-7-yl)-4-methyl-2-trifluoromethylpentyl]- 1H-quinolin-4-one; 1-[2-
hydroxy-4—methy1—4-(5-methylsulfany1—2,3-dihydrobenzofuran—7~yl)~2m
trifluoromethylpentyl]- 1H-quinolin-4-one; 7-chloro-1 -[4-(5-fluoro-2-methoxyphenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl}- 1 H-quinolin-4-one; 3-chloro-1 -[4-(5-fluoro-
2—methoxyphenyl)-2—hydroxy-4-methyt~2—triﬂuoromethylpentyl]—5—triﬂu0r0methy]— 1H-
pyridin-2-one; 1-[2-hydroxy-4-(5-methanesulfonyl-2,3-dihydrobenzofuran-7-yl)-4-
methyl-2-trifluoromethylpentyl]-3-methyl- 1 H-quinolin-4-one; 1 -[2-hydroxy-4-(2-
methoxy-5-pyridin-3-ylphenyl)-4-methyl-2-trifluoromethylpentyl]- 1H-quinolin-4-one; 1-
[2-hydroxy—4—(2-hydroxy—3,5~dimethy1phenyl)~4-methyl~2-trifluoromethylpentyl]—H—
quinolin-4-one; 1-{4-(3-[1 ,3]dioxan-2-yl-4-fluorophenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}-1H-quinolin-4-one; 2-(1,1 -diox0-2,3-dihydro- 1H- 125
benzo(1,4]thiazin-4-ylmethyl)-1,1,1 -trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol; 2—(2,3-dihydrobenzo[ 1,4}oxazind-ylmethyl)-1,1,1-trifluoro-4-(5-
fluoro-2-methoxyphenyl)-4-methylpentan-2-ol: 1-[4-(5-fluoro-2-hydroxyphenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]-H-quinolin-4-one; 1-[4-(5-fluoro-2-
hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-H-[ 1 ,5]naphthyridin-4-
one; 1-[4»(5-ﬂuoro~2—methyipheny1)—2—hydroxy-4-—methy1—2—triﬂuor0methylpentyl]-H~
quinolin-4-one; 1-[4-(2,4-dimethylphenyl)-2-hydroxy-4-methyl-2-
triffuoromethylpentyl]- 1 H-quinolin-4-one; 1 -[4-(4-fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-H-quinolin-4-one; 1 -[4-(3-fluoro-4-methoxyphenyl)-
2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-quinolin-4-one; 1 -(4-benzo[ 1,3]dioxol-
4-yl-2-hydroxy-4-methyl-2-trifluoromethylpentyl)- 1H-quinolin-4-one; 1 -[4-(5-fluoro-2-
methoxyphenyl)-Z—hydroxy—4—methyl—2—triﬂuoromethy¥pentyl]- 1,2-dihydroindazol-3-
one; 1,1, 1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 -0x0-2,3-dihydro-1H-
1X4~benzo{ 1,4~ Jthiazin-4-ylmethyl)pentan-2-ol; 1-[4-(5-fluoro-2-methoxyphenyl)-2-
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N-(3-methylisoxazol-5-y1)-4-(2-phenyl- 1H-imidazol- |
- rimidin-2-amine (a tyrosine kinase inhibitor) 0.3 Tyloxa ol_léa
Woséﬁr e@ynzt% 0.25 Alexidine 2HC1 1-2 ppm Sunflower oil g.s. t (gy52007/074943
EXAMPLES: The ingredients listed in Table 8 are mixed together
for at least IS minutes. The pH of the mixture is adjusted to 6.2-6.4 using |
N NaOH to yield a composition of the present invention. Table 8
Ingredient Amount (% by weight) CMC (MV) 0.5 HAP (30%) 0.05 Glycerin

%?dﬂﬂylaﬂﬁeﬂ{yﬁﬁﬁim%m&ﬁlgﬂ[mhg@ﬁMW&uﬂvg~dimethyl— {H-pyridin-
200 Sl SN e e
trifluoromethylpentyl]-3-methyl- IH-quinolin-4-one; 1-[2-hydroxy-4-(2-methoxy-3,5-
dimethylphenyl)-4-methyl-2-trifluoromethylpentyl]-  H-quinolin-4-one; 1-[2-hydroxy-4-
(2-hydroxy-5-pyridin-3-ylphenyl)-4-methyl-2-trifluoromethylpentyl]- 1 H-quinolin-4-one;
and 1-[2-hydroxy-4-(2-hydroxy-3-pyridin-5-ylphenyl)-4-methyl-2-
trifluoromethylpentyl]- 1 H-quinolin-4-one.

In still another embodiment, said at least a DIGRA has Formula I, wherein
AR R? B, D, E, and Q have the meanings disclosed immediately above, and RY is
hydrogen, C,-Cg alkyl, C-Cy alkenyl, C,-Cg alkynyl, carbocycle, heterocyclyl, aryl,
heteroaryl, carbocycle-C;-Cy alkyl, carboxy, alkoxycarbonyl, aryl-C;-Cg alkyl, aryl-C-
Cs haloalkyl, heterocyclyl-C,-Cg alkyl, heteroaryl-C,-Cg alkyl, carbocycle-C»-Cg alkenyl,
aryl-C,-Cg alkenyl, heterocyclyl-C,-Cg alkenyl, or heteroaryl-C,-Cg alkenyl, each
optionally independently substituted with one to three substituent groups, wherein each
substituent group of R” is independently C,-Cs alkyl, C,-Cs alkenyl, C,-Cs alkynyl, Cs-
Cs cycloalkyl, phenyl, C,-Cs alkoxy, phenoxy, C,-Cs alkanoyl, aroyl, C{-Cs
alkoxycarbonyl, C,-Cs alkanoyloxy, aminocarbonyloxy, C,-Cs alkylaminocarbonyloxy,
C,-Cs dialkylaminocarbonyloxy, aminocarbonyl, C;-Cs alkylaminocarbonyl, C;-Cs
dialkylaminocarbonyl, C,-Cs alkanoylamino, C,-Cs alkoxycarbonylamino, C;-Cs
alkylsulfonylamino, C,-Cs alkylaminosulfonyl, C-Cs dialkylaminosulfonyl, halogen,
hydroxy, carboxy, cyano, oxo, trifluoromethyl, nitro, amino wherein the nitrogen atom is
optionally independently mono- or di-substituted by C,-Cs alkyl, ureido wherein either
nitrogen atom is optionally independently substituted with C;-Cs alkyl, C,-Cs alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or suifone, wherein R?

cannot be trifluoromethyl.

In still another embodiment, said at least a DIGRA has Formula I, wherein

(a) A is an aryl, heteroaryl, 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, C,-Cs alkenyl, C,-Cs alkynyl, C,-Cs
alkanoyl, C;-Cy cycloalkyl, heterocyclyl, aryl, heteroaryl, C;-Cs alkoxy, C,-Cs
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N-(3-methylisoxazol-5-y1)-4-(2-phenyl- " 0
-imidazol-1-y1)pyrimidin-2-amine (a tyrosine kinase inhibitor) O.
W%ﬁ)g)@a%zﬁa Slﬁf;gant) 0.25 Alexidine 2HC1 1-2 ppm Purified’ g%lo?ﬂ@.mw?’
to 100 EXAMPLE 9: The ingredients listed in Table 9 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 9 Ingredient Amount (% bv weight) CMC (MY) 0.5 HAP (30%) 0.05

Giyeesind Rropylereglyeol &Gomneyndotiamaniadbongp dupentis(r)

R R g RSB R TR BB o Bomtons. €.
alkylami.nocarbonyloxy, C,-Cs dialkylaminocarbonyloxy, C,-Cs alkanoylamino, C,-Cs
alkoxycarbonylamino, C;-Cs alkylsulfonylamino, aminosulfonyl, C;-Cs
alkylaminosulfonyl, C,-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C,-Cs alkyl or aryl, ureido wherein either
nitrogen atom is optionally independently substituted with C;-Cs alkyl, C;-Cs alkylthio

wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone:

(b) R' and R? are each independently hydrogen or C,-Cs alkyl, or R' and R?
together with the carbon atom they are commonly attached to form a C3-Cy spiro

cycloalkyl ring;
() R’ is the trifluoromethy! group;
(d) B is the carbonyl group;
(¢) D is the -NH- group;
(f)  Eis the hydroxy group; and

(g)  Qcomprises an optionally substituted phenyl group having the formula

Xy

Xo

wherein X, X;, X3 and Xy are each independently selected from the group consisting of
hydrogen, halogen, hydroxy, trifluoromethyl, trifluoromethoxy, C;-Cs alkyl, C,-Cs
alkenyl, C,-Cs alkynyl, C;-Cs alkoxy, C,-Cs alkylthio wherein the sulfur atom is
optionally oxidized to a sulfoxide or sulfone, C;-Cs alkanoyl, C;-Cs alkoxycarbonyl, C,-
Cs acyloxy, Ci-Cs alkanoylamino, C,-Cs carbamoyloxy, urea, aryl, and amino wherein

the nitrogen atom may be independently mono- or di-substituted by C;-Cs alkyl, and
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N-(3-rnethylisoxazol-5-y1)-4-(2-phenyl-

-imidazol-1-y1)pyrimidin-2-amine (a tyrosine kinase inhibitg 7494
Wo%ﬁéﬁa%o (a surfactant) 0.75 Alexidine 21-ICl -2 ppm Com 0%(,3}/3%’%0%6 943

EXAMPLE 10: The ingredients listed in Table 10 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 10
Ingredient Amount (% by weight) CM.0 (MV) 0.5 HAP (30%) 0.05 Glycerin

Bwheogivlene gieablpGospponty elifsataieta\o R 6bracasR@x0.& C,-C;

pﬁiy&?%}ggpg,%g%o\%yeragg ieqaxteytl”%ggggﬁ%tom of the urea group may be independently
substituted by C,-Cs 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,
trifluoromethoxy, C)-Cs alkyl, C,-Cs alkenyl, C,-Cs alkynyl, C)-Cs alkoxy, C;-Cs
alkylthio wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone, C;-Cs
alkanoyl, C;-Cs alkoxycarbonyl, C;-Cs acyloxy, C,-Cs alkanoylamino, C,-Cs
carbamoyloxy, urea, aryl optionally substituted by one or more hydroxy or C,-Cs alkoxy
groups, and amino wherein the nitrogen atom may be independently mono- or di-
substituted by C;-Cs alkyl, and wherein either nitrogen atom of the urea group may be

independently substituted by C,-Cs alkyl.

Non-limiting examples of these compounds include 4-(5-fluoro-2-hydroxy-
phenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-pentanoic acid (3,5-dichloro-phenyl)-
amide; 4-(5-fluoro-2-hydroxy-phenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-pentanoic
acid (3-chloro-phenyl)-amide; 4-(5-fluoro-2-hydroxy-phenyl)-2-hydroxy-4-methyl-2-
trifluoromethyl-pentanoic acid (2-chloro-phenyl)-amide; 4-(5-fluoro-2-hydroxy-phenyl)-
2-hydroxy-4-methyl-2-trifluoromethyl-pentanoic acid (2,6-dichloro-pyrimidin-4-yl)-
amide; 4-(5-fluoro-2-hydroxy-phenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-pentanoic
acid (2,6-dichloro-pyridin-4-yl)-amide; 4-(5-fluoro-2-hydroxy-phenyl)-2-hydroxy-4-
methyl-2-trifluoromethyl-pentanoic acid (2,3-dichloro-phenyl)-amide: 4-(5-fluoro-2-
hydroxy-phenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-pentanoic acid (3,5-dimethyl-
phenyl)-amide; 4 5-fluoro-2-hydroxy-phenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-
pentanoic acid (3,5-bis-trifluoromethyl-phenyl)-amide; 4-(5-fluoro-2-hydroxy-phenyl)-2-
hydroxy-4-methyl-2-trifluoromethyl-pentanoic acid (2,5-dichloro-phenyl)-amide; 4-(5-
fluoro-2-hydroxy-phenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-pentanoic acid (3-
bromo-phenyl)-amide; 4-(5-fluoro-2-hydroxy-phenyl)-2-hydroxy-4-methyl-2-
trifluoromethyl-pentanoic acid (3,5-difluoro-phenyl)-amide; 4-( 5-fluoro-2-hydroxy-
phenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-pentanoic acid (3,5-dibromo-phenyl)-

amide.
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0.3 N-(3-methylisoxazol-5-y0-4-(2-phenyl-
-imidazol-1-yl)pyrimidin-2-amine (a tyrosine kinase inhibi

WO#%@:J%%O (a surfactant) 0.25 Alexidine 2HC1'-2 ppm Purifie?%/)ng erza(.)g/.o'gg%z'
[00 In another aspect, a DIGRA, a prodrug thereof, or a
pharmaceutically acceptable salt thereof, and an anti-inflammatory agent
are incorporated into a formulation for topical administration, systemic
administration, periocular injection, or intravitreal injection. An injectable
intravitreal forsnilatiomaameesiaily camprise: a DAOTES HAAEBFRVIAGS eherein
sustained-release of the active ingredients, such as for a period longer
than gbm)t 1 V\(é@ka(mrbdngbetﬂn@)dlgwtplﬁﬁ;h&pﬁoﬁgl@‘ ﬁdﬂ@ﬂhﬁ&l}lmubstituted
CRARIBRMPRMINERS P& %ﬁéﬂ%%&ﬁ@%%ﬁd?@y&gﬁ' D.desiably, e group
comprises a carrier that is‘insoluble or only sparingly ‘soluble in the
vitPeslEnseich o atkis Cant ek dilthaSet Migiid Cefrudiono e, of s
seqaiseligl, Mer-lieyiting ayamnles.efi of:besaddiguidsdogvgs caster.o,

pe nutloil, olivsf oil, coconut oil, sesame oil, cottonseed oil, corn oil,
SORABWEF Bt HSAINSY bit 1a é&‘ﬁ%xéﬁﬁ?rgﬁﬂyﬁqqiﬂi’lpéﬁfﬁﬁ?rm“y1’ In one
entiddimrentrboogngelimtioimcomipositjambbthepresant uention can be
irﬁggﬁﬁg inravitteally, for example through the pars plana of the ciliary . -
body, to treat or re\/ye’r(%r g éucorr?éggr%oroaélrjggg%)Wt#éﬁgﬁ %%lnﬁ) !gmmx’ C-Gs

fiREYAGHE e fohas B Latiepileainy piatyuléonanfouft from about

2319 tenaReuldA0, @), of AR RARIHANEAMANRIBAHDIGRA A RIEM
theé%of, or ﬁb%h&zgr@malceutiggl? acceptabkg11 salt t%ereog IS Bgd?ninisggrg&(%?r?fo

a' BRtEHA B nCHRIPEBH P YU D RS, 1REF0 eHusE gHom is optionally
phelepacieutigatiynacoe piabtetaalt dhgrepflis skjected, fromitheviangasither

di e .. In_another aspect. . G rqdrug.thereqf, or.
R O R S A B i e S o
optifiaimriis duliieaioratcertipridbsoaibiodbigracdbisitnaryidlomnd the

device is implanted into a subject to provide a long-terin (e.g., longer than

about 1\Week, HriBhFerthairhsispandsnay hydogesorfonthididatment of

the chran,c inflammat ondition. Such ice may be implanted by a

skilled Sﬁas.c.ﬁ?ﬁggﬁ%%? Gﬁé?“g}pého‘%:%ﬁ‘a?r“ﬁss?&re‘?“%e’t’?ﬁ‘%&%/?ydy*’

afiothbeteised: carhestssdGof trastihgryeBuing kahnelibfatiBghapalkyl,

alieriaiina a-back-afhera¥paonditien ardisardst, Mhichhasanetigle®:c,
g

inj flarinmation, comprises: (a) providing a compaosition comprising &

DISF. a%?{?&efﬁbv{#gfé?éﬁ%?falpﬂ%!am%reéwﬂr&avn eilbetaBiesemighator;
?hdﬁ(mrﬂdmb;lfi_ﬁmﬂﬂﬂgetmxﬁtﬁuﬁjﬁcﬂ ﬁhl’bamptﬂh@ftt@@u‘?@mmiﬁ) Badh @él_b_sti tuent
r syfficient to tr reduce iorate, or allevigte the condition
T i R R e TS o

frorel eatkshghpadedisel oBedyalbbvenxy Endthekempodioyerit;-Slicitikoxycarbonyl,
inflaoyaatany 18,8 CHFMRUEBIRTRAUONC . alkylalfifbHALBRANET ¢, -c,

emi%diment, such as condijtion or disorder is selected from the group
CORSRIMEBIBIRORIMD: BMEC S of Ube sy BRinesMiaAYt Shthereof.
Imiaﬁorlbeﬁmﬂnb@ﬂmg@t;cthelmmh @ﬂﬁ@n@u@@ﬂ@@?@%ﬁ?iaﬁhﬁn céll-c5

antii ry @gent other than a DIGRA, a prodrug thereaf, and a
il ansles B e aReRic b S AR T
cBraEn Atk SO RIS U dR Biami driTatonegent ereintifengiogenigtom is
aganhinigaleriea deam abanghesedisclessd é,‘P@@@D%I%%C\%Héﬁ@]‘LOQma

of the DIGRA, a prodrug thereof, a pharmaceutically acceptable salt
TSI A ORIV AREFP R e ot BRI F e FicGgdht i BEletted
frakylamonpethia tangesudisclosechabave; oxidizedtb anathaiRsReslidhe,
D\Lﬁggn ﬁ;p(%cinr&q)égg u%{,oore harmaceutically acceptable salt thereof,
with or without an additional an -inflamatory agent and/or an
anti-angiogenic agent, is incorporated into a formulation for topical
administration, systemic administration, periocular injection, or intravitreal
injection. An injectable intravitreal forméqation can desirably comprise a
carrier that provides a sustained-release of the active ingredients, such as
for a period longer than about 1 week (or longer than about I, 2, 3, 4, 5, or
6 months). In still another aspect, a DIGRA, a prodrug thereof, or a

pharmaceutically acceptable salt thereof is incorporated into an
nnhthalmic device that combpnricece a hindearadahle material and the



In one embodiment, the first frequency and the second frequency are the
WO %Bg%ﬂ%@nothe_r embodime_nt, the first frequelncy and t.he SEEOMS2007/074943

requency are different. In still another embodiment, said administering

and said perfortning are carried out sequentially. In yet another

embodiment, said performing is carried out before said administering. In a

further embodiment, said performing is carried out after said

administering. The first frequency and the second frequency can be, for

example})oncd & Week atkytena, Meath)iangee: year, Ivicekanyeals, fauh
ti 85 3XeanL. 0L ther fr cies, said first frequency and seconi )
e ey S G Sy i oot
trehsHibeit ghjeptld is indepnginobo Eodguitktibrhyderaphahigbremengy tigbto;
from a laser is directed to the leaky vasculature to coagulate the fluid in
and ardGhd tHe BalPi8hky vessels, relying on the transfer of thermal
energy ener%t]esdmk%yh? e Iyager to the pathological tissue.

| ems-a

Photocoagulation'sys & e tly available. In photodynamic

therapY(SPDB%%BHQ&Q%EQ%%&JI@%ﬁ@%Y%ﬁql?é#ggvéiﬁ%mWﬁ%%{Sgted

into the patient, typically via the intfavenous route y application
oFiigRPB I RRURRABRIRg LY brFetrearhs whatieaploseyieal idsue, such
aadhe iakyy\@scylalyiecTios AigbhHource SRS ICOmMAndased, Akterocyclyl,

non-t etrmal Iﬁ%er or fi ht:-ce itti diodesé"LED "). After exposure to
light af & Wavelshgth'a é‘érbé%f) BBt sEhaRPEPY IR LY R ke 1-Cs
cakerdeimmitisteds eldanimading amthecfobmatiatkefareackueboxyigen, which

' ; agdicals, i n, disrupt cellular
e o o e G TR
ptlertierrbamde e SudscakiieakishinNn-imtkexesaspidanmno, Ci-Cs
m@%ﬁﬁﬁgiaﬁiﬁo%Mimtg%ﬁ%éfgaFt%&iﬁ%lﬁﬁﬁom%ﬁﬂ,i%é@;w in tl)J-S-
Patents 7.015,240 and 7,060,695; which are incorporated herein by
S AR B OB O DA ANBBIAR AS

reference.
@Ii@ugfctmetm@si ﬁﬁﬁqmwhwéﬁhabtmamﬁomfeaegi eosorbigaidithetapy is
S&ﬁ(ﬁ%ﬁﬁ?&éﬁ&d@ﬁﬁyr%ﬁgn JP&&%%ME&@& '@@f—éso gﬂégpgrlesi’?tctg;%herein either

stimulation of gluconéogenesis in the liver by the induction o
tFARSETTHHOR &T HR9AAE YeiRdgPsBIcH OB R ukEh Eoderidkis andi-Cs

rapiabolismeafifrer annaasios thabMeyadyesdlrom ihefegragation of
proteins (c tabP?Ii,c action of b?o‘corticoi s). A key enzyme of the
SABSEAN S ABINF AR L R SRR Be e eer kBt AR e i o o
Theasthsityuoltbisupn aylreeddimbeC afe miiyied, phodtkoeiricabyediiomdeelly, oxo,
qjylctl%eglglfnge&tggm%wg&ﬁg;?ma 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 Rérhbmis ngith dmp testfsibsstanapo{adB | GRA&ION gluascadicaid)-
iVity i red. Th T activities for t electe

e S e s B S S R o
bleluisEH HPEsIce ShProT2-serthoasnikBspHoBebily# UV Bte waekd Rykinpeadin-2-
glusassrpbesphatase -aifusetosesZifioRipbasmalasenlterRatiely. (e
Ievels1 (iégl%)dﬁgluc se in an animal model may be measured directly and
MRSk TIPS B LR it e b S HatR-4 gilsesiicoid for
asdiesiptlenghditioalane tHabethatofbe togatedinvitly imdH Gipdnfar-2he; 4-

copdition; . undesirable resylt of glucocorticaid therapy
e o SR A S BB or

compbeites Hrkysd delapsomeld Ayt duiBlreifyimd st sffédr dftbddenipdund
QfyERMPOSIHR RNthe, fHx IW}’HH@H&Q@%@@@@Ehg-@ﬁm@ﬂﬂﬁfroxy

lens cells (such as mammalian lens epithelial cells) in vitro. Such an'ion

Aok 15 L LBy 6 ERAMERS BB Py e (Bt +
or ion-flux imaging techniques (such as with the use of fluorescent dyes).
An exemplary in-vitro method for detergining the cataractogenic potential
of a compound or composition is disclosed in U.S. Patent Application
Publication 2004/0219512, which is incorporated herein by reference.

Still another undesirable result of glucocorticoid therapy is hypertension.

Blood pressure of similarly matched subjects treated with glucocorticoid
and DICRA for an inflammatoryy condition mayv he meaciired directlhvy and



-xperimental Start: 10 weeks. Weight Range at Experimental Start:

wo%o%s%”a Total Number of Animals: 28 Identification: Pléa},r[lj$ 9%74943
with an alphanumeric code (i.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

regiilatory- uidelines- dlmethy Aqdﬁﬂm&m@wtﬂﬁﬁnnﬁ@mwiﬂngmﬂiyab@nol;
membekehibs Yelkina 8“ TRaREL A ﬁgcgﬁi el genera

health. Seven days eI etweer anima s't%lf’t of

expeiiepriiidordel ﬂolabélimmédﬁrﬁlslwuqeﬂawemw eriVHemmelo(2,3-
af!‘]g}"i@dﬂpse}r%m)ﬂ%em&ﬁtﬁcqey @P@ﬁ%r%éﬂ%ﬁ'ﬁﬂ 9'?5315? tgﬂuoro -4-

Animal Husbandry: All the anima ﬁs weré housed in a cléaned an

disireted W‘W%%C&Mé%hwwm@ o 3-0l) AniFmidify frebstiveluran-
gnfgg} and mmmiasra«cﬁmammégm ganbmy@@&]mhtqub%mgy%&(aﬁtd -ol;

ercl and t t valla Itum eir
bgéyp’&&‘eﬁ.g tsnz\L/ver(-‘?}l 5 hRFaY 32%\%6‘ ore t gf@@ﬂh‘ g(lyHBTémlq Jp§nigy-2-ol;
the éﬁﬁhﬁ’&l@%&d‘h%ﬁdy%mgtﬂlbmmmeiaemm -paitbptine btﬁj& vyeieidin-2-

ve (1Q%) epl o
SRS S R M

shatdd Sighie v bR RrTRIRTARIn M lohé- Wik eretrgsbr drabety!-2-(L1H-
Ppymﬁh@WeI}f@rﬂdﬂfQVgstﬁétSy%bﬁ%ﬂeﬁmemSl\l\tﬁfﬁl@@tﬁQd ﬂugﬁs@ﬁ@ﬁylp@ to

r R h V h
guu§A meczg i 5%)9 m%:; relsne %ggﬁ%ngﬁgifgﬁﬂ?’én%@s %férr‘ﬁluom
ethéWchlkrémeﬂtheéﬁ -tidequatedyd/lidatadite2pdnmihyeplagEphend!of the-
Ui b Ve BnimaHs. mgaﬁﬁwgaryﬁxwtﬁﬁ%kﬁ' g?r%w%dj%% Qpiain the

maximum amount of information while réducing 0 a minimu I}1e number

of BN HRAIRERR RIS for thifsi EHesyr41t6- m@x@e%mwm@méﬂg@;wg%mdy

i&@ﬁyumﬂe@)&ti&a[y ﬂcwﬂﬁﬂ@\l@ﬂe{ﬂgyﬁ%ﬁg‘%@c@fw@ﬁ){f\{j@ﬂ%@gﬁ'@m 3-
e onal Ahjmal se Commitiee
xl\//efsﬁiy of Eﬁ 5 metgﬁco{rgp%g% Otﬁ épégéébgaﬂf@%}lﬂéa%%g’ﬁ?“d

tania an
aﬁiﬂnar%ﬂﬁhﬁédaw@l@%ﬁdrmwl PréjparatibBs HapirSlof degpigidant

f@ﬂﬁ&ﬁgf&%@&l@n entan-2 Y€ SR, 5@?@3 W%gﬂ@gmﬁ gab!%(i% gfdallln’}o -4—

groups (4 anlmals/each) as shown in the table bélow.

2BHE02175pirplo S0 nirired 3 ma i BesiEul Nigtdi walishits4.4.4-trifluoro-
Tregtment Qb@@w&twea m@'&ﬂ{iwnaﬂ@p[@Qﬁeiﬁ?@%ﬂ@ﬁ}@msassays | F4
Tmet% I[%Idrﬂagg 0 120, 9 0 mln%%lor to first Clinical
obServa 't puplllarorgla %gf A TN befo PG i H-
Tromvingdion) H@Ml&wlychﬂbimmshybmthm fluoro-2-[4.4,4-
triffuoro-3-hydroxy-1,1-dimethyl-3-( 1H—pyrrolo{2,3—c]—[2-triﬂu0romethylpyridiﬁ]-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 C;-Cs alkyl, ’C2~C5 alkenyl, C»-Cs alkynyl, C;-C; alkanoyl, C3-Cg
cycloalkyl, heterocyclyl, aryl, heteroaryl, C,-Cs alkoxy, C»-Cs alkenyloxy, C,-Cs

alkynyloxy, aryloxy, acyl, C\-Cs alkoxycarbonyl, aroyl, aminocarbonyl,
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[.% BOL 1l 4 0.5% BOL paracentesis, and at 15, 30, 90 min after the
f ente5|s paracentesis, and at 5 min before the secg q/US 007 074943
Eréﬁr)tg%zgn%%&s Aqueous humor collected for PGE2, protein, Ieuq<ocy% ?
0.1% BOL V40.5%LE

alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, C-Cs
alkylaminocarbonyloxy, C,-Cs dialkylaminocarbonyloxy, C,-Cs alkanoylamino, C;-Cs
alkoxycarbonylamino, C,-Cs alkylsulfonylamino, aminosulfonyl, C,-Cs
alkylaminosulfonyl, C,-Cs dialkylaninosulfony!, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C;-Cs alkyl or aryl, ureido wherein either
nitrogen atom is optionally independently substituted with C;-Cs alkyl, C;-Cs alkylthio

wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone;

(b) R' and R? are each independently hydrogen or C,-Cs alkyl, or R' and R?
together with the carbon atom they are commonly attached to form a C3-Cg spiro

cycloalkyl ring;
©) R’ is the trifluoromethyl group;

(d) B is C,-Cs alkylene, C;-Cs alkenylene, or C,-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;
(e) D is absent;
(B 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 C;-Cs alkyl, C,-Cs alkenyl, C,-Cs alkynyl, C,-C; alkanoyl, C;-Cg
cycloalkyl, heterocyclyl, aryl, heteroaryl, C;-Cs alkoxy, C,-Cs alkenyloxy, C,-Cs
alkynyloxy, aryloxy, acyl, C;-Cs alkoxycarbonyl, aroyl, aminocarbonyl,
alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, C,-Cs
alkylaminocarbonyloxy, C;-Cs dialkylaminocarbonyloxy, C,-Cs alkanoylamino, C,-Cs
alkoxycarbonylamino, C;-Cs alkylsulfonylamino, aminosulfonyl, C,-Cs
alkylaminosulfonyl, C;-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C,-Cs alkyl or aryl, ureido wherein either
nitrogen atom is optionally independently substituted with C,-Cs alkyl, C,-Cs 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
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Paracentesis at 0 and 2 hours. and LTI34 measurements. VI 4 0.1% Dex

Iris-ciliary body collected for Iv[PO activity m %7 043
Woé%éogigglcle BOL=BOL-303242-, LE=loteprednol etabonate; ex d f

sone: F=flurbiprofen To each test artlcle was randomly aSS|gned a letter
from A to G A = vehicle (10% PEG3350/1% Tween 80/PB pH 7.00) B =
Ocufen (Fluorbiprofen 0.03%) C = Visumetazone (Desmethasone 0:1%) D
= Lotemax (Loetprednol etabonate 0.5%) E = BOL-303242-X 0.1% (1

mgtg)iﬁ@@@upaeaeée%erﬁ%e@rﬁ&g é@hﬁsaﬁgbsesaglan%&ﬂ%é(%?ﬂw acyl,
2 nt pr a nfor PO assay 2.3.2. ate buffer

CSore B e, S 5120 D RS ene
vbm#mwlemnqwmminwm@amammbhmadmmdmg pidepGatitinly
SNIMNGOH di-substituted by C,-Cs alkyl or aryl, ureido wherein either nitrogen atom is

optionally independently substituted with C,-Cs alkyl, or trifluoromethyl.

Non-limiting examples of these compounds include 4-cyclohexyl-1,1,1-
trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol; 4-pyrimidin-5-yl-2-[4,4,4-
trifluoro-3-hydroxy-1,1-dimethyl-3-(1H-pyrrolo[2,3-c]pyridin-2-ylmethyl)butyljphenol;
4-pyrimidin-5-y1-2-[4,4,4-wrifluoro-3-hydroxy- 1, I-dimethyl-3-(1H-pyrrolo[3,2-c]pyridin-
2-ylmethyl)butyl}phenol; 1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-
methyl-1 H—pyrrolo[fl,2-c]pyridinw2~y1methyl)pentan~2—ol§ 1,1,1-trifluoro-4-(5-fluoro-2,3-
dihydrobenzofuran-7-yl)-4-methyl-2-(1H-pyrrolo[3,2-c]pyridin-2-ylmethyl)pentan-2-ol;
I,1,1-trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(3-methyl- 1H-pyrrolo[2,3-
clpyridin-2-ylmethyl)pentan-2-ol; 2-(4,6-dimethyl- 1H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-ol; 2-(5,7-
dimethyl-1H-pyrrolo[2,3-c]pyridin-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol; 2-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-
methyl-2-trifluoromethylpentyl]- 1 H-pyrrolo[3,2-blpyridine-5-carbonitrile; 1,1,1-
trifluoro-4-~(5-fluoro-2-methoxyphenyl)-4-methyl-2-(6-methyl- |H-pyrrolo[3,2-c]pyridin-
2-ylmethyl)pentan-2-ol; 1,1, I-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(4-
methyl-1H-pyrrolo[3,2-cpyridin-2-ylmethyl)pentan-2-ol; 2-[4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl- 1 H-pyrrolo[3,2-
c]pyridine-6-carbonitrile; 2-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
triftuoromethylpentyl}-1H-pyrrolo[2,3-¢]pyridine-5-carbonitrile; 2-[4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-pyrrolo{3,2-
c]pyridine-4-carbonitrile; 1,1, 1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(5H-
pyrrolo[3,2-d]pyrimidin-6-yimethyl)pentan-2-ol; 1,1, 1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-thieno{2,3-d}pyridazin-2-ylmethyipentan-2-ol; 1,1,1-
trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(SH-pyrrolo[3,2-c]pyridazin-6-
ylmethylpentan-2-ol; 1,1, 1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-
methyl-SH-pyrroloB,2~d]pyrimidin;é—ylmethyl)pentan-Z—ol; 1,1, 1-trifluoro-4-(5-fluoro-
2-methylphenyl)-4-methyl-2-(1H-pyrrolo[2,3-d]pyridazin-2-ylmethyl)pentan-2-ol; 2-
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2.3.2.2 Hexa-decyl-trimethyl-ammonium bromide (0.5%) 0.5g of

- I-trimethyl-ammonium bromide was dissolved in |
wo gﬁ@%@% buffer. 2.3.2.3 o-dianisidine 2HC1 (0.0167%) / H?g%%’%%%
solution The solution was prepared freshly. Ten microliters of H202
(30 wt.%) were diluted to Iml with water (solution A). 7.5mg o-dianisidine
2HC1 were dissolved in 45m1 of phosphate buffer and 75p1 of solution A
were added. Experimental Protocols 2.4.1 Animals treatment and sample
deltedtiosthyl-H-pizaab|Babbjpyvasrptagedt inye) 1e sraiim devieq sunddagged

' | ic code. . The f |lati instilled (50.RI).i
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e (Vi g and

injection of 5mg/kg Zoleti rbac; 2.5mgikg tiletamine H

PRk bIBYaas e andibn &-thop eradeidndeahetro (Navdsip L 1. 1-
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f d with a 2 le att d tub li inge; th
B D B it i WP AR e CEFaan >
talkﬁ!qglﬁépem-mm&gblﬁaniésiib's'dfﬁmmmﬁﬂﬁb-ﬂl & firstfluoro-4-methyl-
@a@ﬁ%&%ﬁg3t,aec)ﬁaﬁy&r¥aa£§n%@§ﬁr§eﬁfglﬁ&%@aw5tb9-ﬁ@'cﬁx%?&&(ﬁ). (Intervet

International B.V.) dnd the second paracentesis was performed. About
100y e RsmagfiEud-Hirhdrloa R oTEh sk He -Skpwiel pfardubnyaisgeyin-2-
Agtenysgeamer was immatiaiely splitintoomaligsetsmang storedi gt 30

til lysis. T th | d the jris-cili bod
P b R R on e A B g
umthaxrﬂﬁlsisdE%n@lﬁalpwéfkytdiﬁykdtﬁrpymds(ﬁémmqm-}yTﬂnetmﬁijaran-z-
diameter of PO eyes Was Meas rﬂﬁ;}ﬂ&%&%ﬁiﬂ?ﬂ%@&%@?& 9.2

and 5 min before the first paracentesis arid 5 min before the Seconc

gasdesebeny D ZHanstiiipragney i dtibkr trifluororféScilupsat e v titsphenyl-4-
hasthpyesnas pesasiied By asiblame A D: Bhisty Ifpn At 180 min.
an u%rrgw_ §c_e or% the flrat %%go%ce t_e,)s_lé_and 5 min before the secOnd
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¢]pyridin-2-ylmethyl)pentan-2-ol; 1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
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mnéTﬁ@l—)Z%%%lo[3,2~c]pyridin— l-yimethylpentan-2-ol; 1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-pyrrolo[3,2-bpyridin-1-ylmethylpentan-2-ol; 1,1,1-
triﬂuoro—4-(5—fluor0~2~meth0xyphenyl)~2-furo[3,2—c]pyridin~2~y]methyl—4—
methylpentan-2-ol; 4-(5-chloro-2,3-dihydrobenzofuran-7-yl)-1,1, 1 -trifluoro-4- -methyl-2-
pyrrolo(3,2-b]pyridin-1-ylmethylpentan-2-ol; 1,1, 1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)—4—methyl~2~thieno[3,2~c]pyridin—2—y1methy1pentan~2—ol; 4-(5-chloro-
2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-thieno[3,2-¢]pyridin-2-
ylmethylpentan-2-ol; 1,1,1-trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-
pyrrolo[3,2-bjpyridin-1-ylmethylpentan-2-ol; 1,1, 1-trifluoro-4-(5-fluoro-2-
methylphenyl)-4-methyl-2-thieno[3,2-c]pyridin-2-ylmethylpentan-2-ol; 4-fluoro-2-
(4,4,4-trifluoro-3-hydroxy-1,1 -dimethyl-3-thieno[3,2-c]pyridin-2-ylmethylbutyl)phenol;
4-fluoro-2-(4,4,4-trifluoro-3-furo[3,2-c]pyridin-2-ylmethyl-3-hydroxy-1,1-
dimethylbutyl)phenol; 4-fluoro-2-(4,4,4-trifluoro-3-hydroxy- | ,1-dimethyl-3-pyrrolo[3,2-
bjpyridin-1-ylmethylbutyl)phenol; 2-[4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-
methyl-2-trifluoromethylpentyl]-1H-indole-6-carboxylic acid; 2-[4-(5-fluoro-2-
hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1H-indole-6-carboxylic
acid dimethylamide; {2-[4-( 5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-
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trifluoromethylpentyl]- 1 H-indol-6-yl }morpholin’¥4~y\lmethan0ne; 2-[4~(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}- | H-indole-6-carboxylic
acid dimethylamide; {2-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]- 1H-indol-6-yl }morpholin-4-ylmethanone: 2-[4-(5-fluoro-2-
hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-indole-6-carboxylic
acid amide; 2-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifiuoromethylpentyl]- 1 H-indole-6-carboxylic acid amide; 4-fluoro-2-[4,4,4-trifluoro-3-
hydroxy-1,1-dimethyl-3-(5-nitro- | H-indol-2-ylmethyl)butyl]phenol: 2-[4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- | H-indole-6-carbonitrile;
2-[4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-
indole-6-carbonitrile; N-{2-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-1H-indol-5-yl }acetamide; 1,1,1-trifluoro-4-(4-fluoro-2-
methoxypheny!)-2-(7-fluoro-4-methyl- 1H-indo- 1-2-ylmethyl)-4-methylpentan-2-ol; 5-
fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-4-methyl- | H-indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyl]phenol; 2-{4-(3-[1,3 ]dioxolan-2-ylphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}- 1H-indole-5-carbonitrile; 2-[4-(5-fluoro-2-methoxyphenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]- |H-indole-5-carboxylic acid-2-
trimethylsilanylethyl ester; 2-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}-1H-indole-5-carboxylic acid; 2-[4-(4-fluoro-2-hydroxyphenyt)-2-
hydroxy-4-methyl-2-trifluoromethylpenty- 1}-4-methyl- 1 H-indole-6-carbonitrile; {2-[4-
(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]- 1 H-indol-5-
yl}piperidin-I-ylmethanone; 2-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
triftuoromethylpentyl]-1H-indole-5-carboxylic acid methylamide; {2-[4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-indol-5-yl } pyrrolidin-
I-ylmethanone; 1-{2-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyf-2-
trifluoromethylpentyl] | H-indole-5-carbonyl } piperidin-4-one; 2-[4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl)- | H-indole-5-carboxylic
acid (2-hydroxyethyl)amide; {2-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]- 1 H-indol-5-yl }(4-hydroxypiperidin- 1-yl)methanone; {2-[4-(5-
~ fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-indol-5-
yl}(3-hydroxypyrrolidin-1-yl)methanone; 2-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]- [ H-indole-5-carboxylic acid cyanomethylamide: 2-{4-
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(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}- 1 H-indole-5-
carboxylic acid (2-dimethylaminoethyl)amide; {2»[4—(5~flu0r0—2~meth0xyphenyl)~2—
hydroxy-4-methyl-2-trifluoromethylpentyl}- 1 H-indol-5-yl } (4-methylpiperazin-1 -
yDmethanone; ({2-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-1H-indole-5-carbonyl }amino)acetic acid methyl ester; 2-[4-(5-
fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-indole-5-
carboxylic acid carbamoylmethylamide; 4-({2-[4~(5-fluoro-2-methoxypheny!)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-indole-5-carbonyl }amino)butyric acid
methyl ester; ({2-[{4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]- 1H-indole-5-carbonyl }amino)acetic acid; 4-({2-[4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-indole-5-
carbonyl}amino)butyric acid; 2-[4-(3-dimethylaminomethylphenyl)-2-hydroxy-4-
methyl-2-trifluoromethylpentyl}- { H-indole-5-carbonitrile; 4-fluoro-2-[4.4,4-trifluoro-3-
hydroxy-1,1-dimethyl-3-(5-trifluoromethyl- 1 H-indol-2-ylmethyl)butyl]phenol; 2-[4-(5-
bromo-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-
methyl-1H-indole-6-carbonitrile; 2-[2-hydroxy-4-(5-methanesulfonyl-2,3-
dihydrobenzofuran-7-yl)-4-methyl-2-trifluoromethylpentyl}-4-methyl- 1H-indole-6-
carbonitrile; 2-[4-(5-bromo-2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}-1H-indole-5-carboxylic acid; 2-[4-(5-bromo-2,3-
dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}- 1 H-indole-5-
carboxylic acid amide; 2-[4-(5-bromo-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-
2-trifluoromethylpentyl]-1H-indole-5-carboxylic acid dimethylamide; 2-[4-(5-Bromo-
2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}- 1 H-indole-5-
carboxylic acid cyanomethylamide; {2-[4-(5-bromo-2,3-dihydrobenzofuran-7-y1)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]- | H-indol-5-yl } pyrrolidin- 1 -ylmethanone;
{2-[4~(5-bromo-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoro-
methylpentyl]-1H-indol-5-yl} morpholin-4-ylmethanone; 2-[4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}- | H-indole-5-carboxylic
acid amide; {2-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}- {H-indol-5-yl ymorpholin-4-ylmethanone; 2-(4-benzo[ I ,3]dioxol-
4-yl-2-hydroxy-4-methyl-2-trifluoromethylpentyl)-4-methyl- | H-indole-6-carbonitrile:
1,1, I-trifluoro-4-methyi-4-phenyl-2-quinolin-4-ylmethylhexan-2-ol; 2-[2-hydroxy-4-
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methyl-4-(5-methylsulfanyl-2- ,3-dihydrobenzofuran-7-yl)-2-trifluoromethylpentyl]- 1 H-
indole-3-carbonitrile; 7-(4,4,4-trifluoro-3-hydroxy-1,1 -dimethyl-3-quinolin-4-
ylmethylbutyl)-2,3-dihydrobenzofuran-5-carbonitrile; 2-[2-hydroxy-4-(5-
methanesulfonyl—2,3—dihydrobenzofuran—7—yl)-4— methyl-2-trifluoromethylpentyl]-1H-
indole-3-carbonitrile; 2-[2-hydroxy-4-(2-hydroxy-5-methylphenyl)-4-methyl-2-trifluoro-
methylpentyl]-4-methyl- 1H-indole-6-carbonitrile; 1,1, 1-trifluoro-4-(5-fluoro-2,3-
dihydrobenzofuran-7-yl)-4-methyl-2-(5-methylsulfanyl- 1 H-indol-2-ylmethyl)pentan-2-
ol; 2-[2-hydroxy-4-(2-methoxy-5-methylsulfanylphenyl)-4-methyl-2-
trifluoromethylpentyl}- 1 H-indole-3-carbonitrile; 2-[2-Hydroxy-4-(5-methanesulfonyl-2-
methoxyphenyl)-4-methyl-2-trifluoromethylpentyl}- 1 H-indole-3-carbonitrile; 2-[4-(5-
fluoro-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methy!-2-trifluoromethylpentyl}- 1 H-
indole-5-sulfonic acid dimethylamide; 1,1, 1-trifluoro-4-(5-fluoro-2,3-
dihydrobenzofuran-7-y- 1)-4-methyl-2-(5-phenyl- 1H-indol-2-ylmethyl)pentan-2-ol; 2-[4-
(5-tert-butyl-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-indole-
3-carbonitrile; 2-[2-hydroxy-4-(2-hydroxy-5-isopropylphenyl)-4-methyl-2-
trifluoromethylpentyl]-1H-indole-3-carbonitrile; 2-[2-hydroxy-4-(2-hydroxy-3,5-
dimethylphenyl)-4-methyl-2-trifluoromethylipentyl]-1H-indole-3-carbonitrile; 2-[2-
hydroxy-4-(5-hydroxy-2,4-dimethylphenyl)-4-methyl-2-trifluoromethylpentyl}- 1 H-
indole-3-carbonitrile; 2-[4-(5-tert-butyl-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpenty!]- 1 H-indole-3-carbonitrile; 2-[4-( S-tert-butyl-2-methoxyphenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]-1-methyl- 1 H-indole-3-carbonitrile; 2-[2-
hydroxy-4-(5-isopropyl-2-methoxyphenyl)-4-methyl-2-trifluoromethylipentyl)- 1H-
indole-3-carbonitrile; 2-[2-hydroxy-4-(5-isopropyl-2-methoxyphenyl)-4-methyl-2-
trifluoromethylpentyl]-1-methyl- 1 H-indole-3-carbonitrile; 2-[2-hydroxy-4-(2-hydroxy-5-
methanesulfonylphenyl)-4-methyl-2-trifluoromethylpentyl]- 1H-indole-3-carbonitrile; 2-
[2-hydroxy-4-(2-methoxy-5-methylphenyl)-4-methyl-2-trifluoromethylpentyl}-4-methyl-
1H-indole-6-carbonitrile; 1,1, [-trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-o-
tolylpentan-2-ol; 1,1, 1-trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-m-tolylpentan-2-ol;
1,1,1-trifluoro-4-(2-fluorophenyl)-2-(1H-indol-2-ylmethyl)-4-methylpentan-2-of; 1,1,1-
trifluoro-4-(2-fluorophenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol; 1,1, -trifluoro-
4-(3-fluorophenyl)-2-(1H-indol-2-ylmethyl)-4-methylpentan-2-ol; 1,1,1-trifluoro-4-(3-
fluorophenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol; 1,1, -trifluoro-4-(4-
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fluorophenyl)-2-( 1H-indol-2-ylmethyl)-4-methylpentan-2-ol; 1,1,1-trifluoro-4-(4-
fluorophenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol; 3-(4,4,4-trifluoro-3-hydroxy-
1, 1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol; 1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethyl-4-(2-trifluoromethylphenyl)pentan-2-ol; 1,1, 1 -trifluoro-2-( 1H-indol-2-
ylmethyl)-4-methyl-4-(4-trifluoromethylphenyl)pentan-2-ol; 1,1, 1-trifluoro-4-methyl-2-
quinolin-4-ylmethyi-4-(4-trifluoromethylphenyl)pentan-2-ol; 4-(3-chlorophenyl)-1,1,1-
trifluoro-2-(1H-indol-2-ylmethyl)-4-methylpentan-2-ol; 4-(3-chlorophenyl)-1,1,1,-
trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol; 4-(4-dimethylaminophenyl)-1,1,1-
trifluoro-2-(1H-indol-2-yimethyl)-4-methylpentan-2-ol; 4-biphenyl-3-yl-1,1,1-trifluoro-
4-methyl-2-quinolin-4-ylmethylpentan-2-ol; 4-(3-bromophenyl)-1,1, 1-trifluoro-2-( 1 H-
indol-2-ylmethyl)-4-methylpentan-2-ol; 4-(2-difluoromethoxy-5-fluorophenyl)-1,1,1-
trifluoro-2-(1H-indol-2-ylmethyl)-4-methylpentan-2-ol; 4-biphenyl-3-yl-1,1,1-trifluoro-
2-(1H-indol-2-ylmethyl)-4-methylpentan-2-ol; 4-(4-dimethylaminophenyl)-1,1,1-
trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol; 2-[4-(5-fluoro-2-methylphenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl}- 1,6-dihydropyrrolo[ 2,3-c}pyridin-5-one; 2-
[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-6-methyl-
I,6-dihydropyrrolo[2,3-c]pyridin-5-one; 2-[4-(5-fluoro-2-methyl- phenyl)-2-hydroxy-4-
methyl-2-trifluoromethylpentyl]-4-methyl-1,4-dihydropyrrolo[3,2-b]pyridin-3-one;

1,1, 1-trifluoro-4-(5-fluoro-2-methylphenyl)-2-(6-methoxy- | H-pyrrolof 3,2-c Jpyridin-2-
ylmethyl)-4-methylpentan-2-ol; 2-[4-(5-fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-5-methyl-1,5-dihydropyrrolo[3,2-c]pyridin-6-one: 2-[4-(5-fluoro-
2-methyl- phenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-1,3a-dihydropyrrolof3,-
2-c]pyridin-6-one; 2-[4-(5-fluoro-2-methylpheny!)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-1,7-dihydropyrrolo[3,2-c]pyridine-4,6-dione; 6-{4-(5-fluoro-2-
methylphenyl)-2-hydroxy-4-methyl-2-trfluoromethylpentyl}-3-methyl-1,7-
dihydropyrrolo[2,3-d]pyrimidine-2,4-dione; 2-[4-(5-chloro-2,3-dihydrobenzofuran-7-yl)-
2-hydroxy-4-methyl-2-trifluoro- methylpentyl}-1,6-dihydropyrrolo[2,3-cpyridin-5-one:
2-[4~(5-chloro-2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-6-methyl-1,6-dihydropyrrolo[2,3-c|pyridin-5-one; 2-[4-(5-chloro-
2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-1,4-
dihydropyrrolo[3,2-b]pyridin-5-one; 2-[4-(5-chloro-2,3-dihydrobenzofiran-7-y1)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl- 1 ,4-dihydropyrrolo{3,2-b]pyridin-
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S-one; 2-[4-(5-chloro-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoro-
methylpentyl]-1,5-dihydropyrrolo[3,2-c]pyridin-6-one; 2-[4-(5-chloro-2,3-
dihydrobenzofuran-’/—yl)—?.-hydroxy-4—methyl~2-triﬂuoromethylpenty1]-5-methyl— 1,5-
dihydropyrrolo[3,2-c]pyridin-6-one; 4-( 5-chloro-2,3-dihydrobenzofuran-7-yl)-1,1,1-
trifluoro-2-(6-methoxy-5,6-dihydro- 1 H-pyrrolo[ 3,2-c]pyridin-2-ylmethyl)-4-
methylpentan-2-ol; 2-[4~(5-chloro-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}-1,7-dihydropyrrolo[3,2-c]pyridine-4,6-dione; 6-[4-(5-chloro-2,3-
dihydrobenzofuran»7~y1)~2*hydroxy-4~methyl-2-triﬂuoromethylpentylf]»3~methy1- 1,7-
dihydropyrrolo[2,3-d]pyrimidine-2,4-dione; 2-[4-(3-dimethylaminomethylphenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]- | H-indole-5-carbonitrile: 1,1,1-trifluoro-2-
(1H—indol—2-ylmethyl)—4»methyl-4—(3~m0rpholin—4-ylmethylphenyl)pentan~2~ol; I,11-
trifluoro-4-methyl-4-(3-morpholin-4-ylmethylphenyl)-2-( 1 H-pyrrolo[ 2- ,3-d]pyridazin-
2-ylmethyl)pentan-2-ol; 1,1,1 -trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(5-
morpholin-4-ylmethyl-1H-indol-2-ylmethyl)pentan-2-ol; 1,1,1-trifluoro-4-(5-fluoro-2-
methylphenyl)-4-methyl-2-(5-morpholin-4-ylmethyl-1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol; {2-[4-(5-fluoro-2-methylphenyl)-2-hydroxy-4-methyl -2-
trifuoromethylpentyl]-1H-indol-5-y1} phenylmethanone; {2-[4-(5-fluoro-2-
methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpenty- 1}-1H-pyrrolo[2,3-c]pyridin-
5-yl}phenylmethanone; {2-[4-(5-fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}- 1H-indol-5-y1 } furan-2-ylmethanone; {2-[4-(5-fluoro-2-
methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-pyrrolo[ 2,3-c]pyridin-
5-yl}furan-2-ylmethanone; 1,1,1-trifluoro-2~( IH-indol-2-ylmethyl)-4-methyl-4-pyridin-
2-ylpentan-2-ol; 1,1,1 -trifluoro-4-methyl-4-pyridin-4-yl-2-quinolin-4-ylmethylpentan-2-
ol; 2-(2,6-dimethylpyridin-4-ylmethyl)-1,1,1 ~trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol; 2-[3-( 2,6-dimethylpyridin-4-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-
dimethylbutyl]-4-fluorophenol; 1,1, 1-trifluoro-4,4-dimethyl-5-phenyl-2-quinolin-4-
ylmethylpentan-2-ol; 1,1,1 -trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-pyridin-
4-ylmethylpentan-2-ol; 4-fluoro-2-[4,4 4-trifluoro-3-(2-fluoropyridin-4-ylmethyl)-3-
hydroxy-1,1-dimethylbutyljphenol; 2-[3-(2-bromopyridin-4-ylmethyl)-4,4,4-trifluoro-3-
hydroxy-1,1-dimethylbutyl]-4-flucrophenol; 2-(6,8-dimethylquinolin-4-ylmethyl)-1,1,1-
trifluoro-4-(5-fluoro-2-methoxy- phenyl)-4-methylpentan-2-ol; 4-[4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyljpyridine-2-carbonitrile:
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2,6-dichloro-4-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]nicotinonitrile; 4-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-
methyl-2-trifluoromethylpentyllquinolin-2-ol; 2,6-dichloro-4-[4-(5-fluoro-2-
hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentylinicotinonitrile: 2-(2-
chloro-8-methylquinolin-4-ylmethyl)-1,1, I-trifluoro-4-(5-fluoro-2-methox yphenyl)-4-
methylpentan-2-ol; 2-(2,6-dichiof0quinolin—4-ylmethyl)» 1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol; 2-[3-(2-chloro-8-methylquinolin-4-ylmethyl)-
4,4,4-trifluoro-3-hydroxy-1, I -dimethylbutyl}-4-fluorophenol; 2-[3-(2,6-dichloroquinolin-
4-ylmethyl)-4,4 4-trifluoro-3-hydroxy-1,1-dimethylbutyl}-4-fluorophenol; 4-(2,3-
dihydrobenzofuran-7-yl)-2-(2,6-dimethylpyridin-4-ylmethyl)-1,1, 1 -trifluoro-4-
methylpentan-2-ol; 2-(2,6-dimethylpyridin-4-ylmethyl)-1, 1, 1 -trifluoro-4-(3-
fluorophenyl)-4-methylpentan-2-ol; 2-(2,6-dimethylpyridin-4-yimethyl)-1,1, 1 -trifluoro-
4-(4-fluorophenyl)-4-methylpentan-2-ol; 1,1, 1 -trifluoro-4-(5-fluoro-2-methylphenyl)-4-
methyl-2-quinolin-4-ylmethylpentan-2-ol; 2-(2,6-dimethylpyridin-4-ylmethyl)-1,1,1-
trifluoro-4-(5-fluoro-2-methylphenyl)-4-methylpentan-2-ol; 2-(2,6-dimethylpyridin-4-
yimethyl)-1,1,1-trifluoro-4-methyl-4-m-tolylpentan-2-ol; 1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(2-methylquinolin-4-ylmethyl)pentan-2-ol; 4-fluoro-2-
(4,4,4-trifluoro-3-hydroxy-1,1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol; 4-fluoro-
2-[4.4,4-trifluoro-3-hydroxy- 1,1 -dimethyl-3-( 2-methylquinolin-4-ylmethyl)butyl]phenol;
2-(2,6-dimethylpyridin-4-ylmethyl)-1,1,1 ~trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol; 1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(7-
methylquinolin-4-ylmethyl)pentan-2-ol; 2-[3-(2,6-dimethylpyridin-4-ylmethyl)-4,4,4-
trifluoro-3-hydroxy-1,1-dimethylbutyl]-5-fluorophenol; and 2-(5 ,7-dimethylquinolin-4-
ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methox yphenyl)-4-methylpentan-2-ol.

In still another embodiment, said at least a DIGRA has Formula I, wherein

(a) A s an aryl or heteroaryl group, each optionally independently substituted
with one to three substituent groups, which are independently selected from the group
consisting of C;-Cs alkyl, C>-Cs alkenyl, C,-Cs alkynyl, C;-C; alkanoyl, C;5-Cs
cycloalkyl, heterocyclyl, aryl, heteroaryl, C;-Cs alkoxy, C,-Cs alkenyloxy, C,-Cs
alkynyloxy, aryloxy, acyl, C;-Cs alkoxycarbonyl, aroyl, aminocarbonyl,

alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, C,-Cs
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alkylaminocarbonyloxy, C,-Cs dialkylaminocarbonyloxy, C,-Cs alkanoylamino, C;-Cs
alkoxycarbonylamino, C;-Cs alkylsulfonylamino, aminosulfonyl, C;-Cs
alkylaminosulfonyl, C;-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C;-Cs alkyl or aryl, ureido wherein either
nitrogen atom is optionally independently substituted with C;-Cs alkyl, C;-Cs alkylthio

wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone;
(b) R' and R” are each independently hydrogen or C;-Cs alkyl;

(c) RYis hydrogen, C,-Cyg alkyl, C,-Cg alkenyl, C,-Cy alkynyl, carbocycle,
heterocyclyl, aryl, heteroaryl, carbocycle-C-Cg alkyl, carboxy, alkoxycarbonyl, aryl-C,-
Cg alkyl, aryl-C,-Cg haloalkyl, heterocyclyl-C,-Cs alkyl, heteroaryl-C,-Cg alkyl,
carbocycle-Cy-Cg alkenyl, aryl-C,-Cs alkenyl, heterocyclyl-C,-Cg alkenyl, or heteroaryl-
C2-Cg alkenyl, each optionally independently substituted with one to three substituent
groups, wherein each substituent group of R is independently C;-Cs alkyl, C,-Cs
alkenyl, C>-Cs alkynyl, C3-Cy cycloalkyl, phenyl, C;-Cs alkoxy, phenoxy, C;-Cs
alkanoyl, aroyl, C,-Cs alkoxycarbonyl, C-Cs alkanoyloxy, aminocarbonyloxy, C;-Cs
alkylaminocarbonyloxy, C,-Cs dialkylaminocarbonyloxy, aminocarbonyl, C;-Cs
alkylaminocarbonyl, C,-Cs dialkylaminocarbonyl, C;-Cs alkanoylamino, C-Cs
alkoxycarbonylamino, C;-Cs alkylsulfonylamino, C,-Cs alkylaminosulfonyl, C;-Cs
dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, oxo, trifluoromethyl, nitro,
amino wherein the nitrogen atom is optionally independently mono- or di-substituted by
Ci-Cs alkyl, ureido wherein e’ithér nitrogen atom is optionally independently substituted
with C-Cs alkyl, C;-Cs alkylthio wherein the sulfur atom is optionally oxidized to a

sulfoxide or sulfone, wherein R’ cannot be trifluoromethyl;

(d) B is C;-Cs alkylene, C,-Cs alkenylene, or C»-Cs alkynylene, each
optionally independently substituted with one to three substituent groups, wherein each

substituent group of B is independently C,-Cs alkyl, hydroxy, halogen, amino, or oxo:
(e) D is absent;
(f) E is the hydroxy group; and

{g) Q comprises a heteroaryl group optionaily independently substituted with

one to three substituent groups, which are independently selected from the group
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consisting of C-Cs alkyl, C,-Cs alkenyl, C»-Cs alkynyl, C;-C; alkanoyl, C3-Cy
cycloalkyl, heterocyclyl, aryl, heteroaryl, C,-Cs alkoxy, C,-Cs alkenyloxy, C-Cs
alkynyloxy, aryloxy, acyl, C;-Cs alkoxycarbonyl, aroyl, aminocarbonyl,
alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, C;-Cs
alkylaminocarbonyloxy, C,-Cs dialkylaminocarbonyloxy, C;-Cs alkanoylamino, C,-Cs
alkoxycarbonylamino, C,-Cs alkylsulfonylamino, aminosulfonyl, C;-Cs
alkylaminosulfonyl, Ci-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C-Cs alkyl or aryl, ureido wherein either
nitrogen atom is optionally independently substituted with C,-Cs alkyl, C,-Cs 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,-Cs alkyl, C,-C5 alkoxy, acyl,
C,-Gs silanyloxy, C,-Cs alkoxycarbonyl, carboxy, halogen, hydroxy, oxo, cyano,
heteroaryl, heterocyclyl, amino wherein the nitrogen atom is optionally independently
mono- or di-substituted by C;-Cs alkyl or aryl, ureido wherein either nitrogen atom is

optionally independently substituted with C,-Cs alkyl, or trifluoromethyl.

Non-limiting examples of these compounds include 2-cyclopropyl-4-(5-
fluoro-2-methoxyphenyl)-4-methyl-1-(1H-pyrrolo[3,2-c]pyridin-2-yl)pentan-2-ol; 4-(5-
fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-(1H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentanoic acid; 4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-( | H-
pyrrolo[2,3-c]pyridin-2-ylmethyl)pentanoic acid methyl ester; 2-cyclopropyl-4-(5-fluoro-
2-methylphenyl)-4-methyl-1-(1 H-pyrrolo[2,3~c]pyridin—2-yl)pentan-Z-ol; 4-(5-chloro-
2,3-dihydrobenzofuran-7-yl)-2-cyclopropyl-4-methyl-1-(1 H-pyrrolo[2,3-c]pyridin-2-
yDpentan-2-ol; 2-cyclopropyl-4-(5-fluoro-2-methylphenyl)-4-methyl-1-(1H-pyrrolo[3,2-
clpyridin-2-yl)pentan-2-ol; 4-( 5-chloro-2,3-dihydrobenzofuran-7-yl)-2-cyclopropyl-4-
methyl-1-(1H-pyrrolo[3,2-c]pyridin-2-yl)pentan-2-ol; 4-(5-fluoro-2-methoxyphenyl)-
2,4-dimethyl-1-(1H-pyrrolo[2,3-c]pyridin-2-yl)pentan-2-ol; 5-(5-fluoro-2-
methoxyphenyl)-2,5-dimethyl-3-( IH-pyrr(;lo{2,3»c]pyridin-2—ylmethyl)he_xan—3—ol; 5-~(5-
fluoro-2-methoxyphenyl)-2,2,5-trimethyl-3-( 1 H-pyrrolo[2,3-c]pyridin-2-
ylmethylhexan-3-ol; 2-cyclohexyl-4-(5-fluoro-2-methoxyphenyl)-4-methyl-1-(1H-
pyrrolof2,3-c]pyridin-2-yl)pentan-2-ol; 2-cyclopentyl-4-(5-fluoro-2-methoxyphenyl)-4-
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methyl-1-(1H-pyrrolo[2,3-c]pyridin-2-yl)pentan-2-ol; 5-(5-fluoro-2-methoxyphenyl)-5-
methyl-3-(1H-pyrrolo{2,3-c]pyridin-2-ylmethyhhexan-3-ol; 2-(5-fluoro-2-
methoxyphenyl)-2,6-dimethyl-4-(1H-pyrrolo[2,3-c|pyridin-2-ylmethyl)heptan-4-ol; 2-(5-
fluoro-2-methoxyphenyl)-2.5,5-trimethyl-4-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyDheptan-4-ol; 1,1-difluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-( | H-
pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-ol; 1-cyclohexyl-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(1H-pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-ol; 5-(5-
fluoro-2-methylphenyl)-2,5-dimethyl-3-(1H-pyrrolo[2,3-c]pyridin-2-ylmethylhexan-3-
ol; 5-(5-fuoro-2-methylphenyl- )-2,2,5-trimethyl-3-(1H-pyrrolo[ 2,3-c pyridin-2-
ylmethyDhexan-3-ol; 5-(5-chloro-2,3-dihydrobenzofuran-7-y1)-2,5-dimethyl-3-( 1H-
pyrrolo[2,3-c]pyridin-2-ylmethyDhexan-3-ol; 2-cyclobutyl-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-1-(1H-pyrrolo[2,3-c]pyridin-2-yl)pentan-2-ol; 2-(5-fluoro-2-
methoxyphenyl)-2,6,6-trimethyl-4-(1H-pyrrolo{2,3-c]pyridin-2-ylmethyDheptan-4-ol; 5-
(5-fluoro-2-methoxyphenyl)-5-methyl-3-(1H-pyrrolo[2,3-c]pyridin-2-ylmethyDhex-1-en-
3-ol; 5-(5-fluoro-2-methoxyphenyl)-5-methyl-3-(1H-pyrrolo[2,3-¢]pyridin-2-
ylmethyDhex-1-yn-3-ol; 1-fluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-( 1 H-
pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-ol; 2,2-difluoro-5-(5-fluoro-2-
methoxyphenyl)-5-methyl-3-(1H-pyrrolo{2,3-c]pyridin-2-ylmethylhexan-3-ol; 2-fluoro-
5-(5-fluoro-2-methoxyphenyl)-2,5-dimethyl-3-(1H-pyrrolo[2,3-c]pyridin-2-
ylmethyDhexan-3-ol; 2-fluoro-5-(5-fluoro-2-methoxyphenyl)-5-methyl-3-( 1 H-
pyrrolo{2,3-c]pyridin-2-ylmethyl)hexan-3-ol; 5-(5-fluoro-2-methoxyphenyl)-2,5-
dimethyl-3-(1H-pyrrolo[2,3-c]pyridin-2-ylmethylhex-1-en-3-ol; 1,1,1-triflucro-5-(5-
fluoro-2-methoxyphenyl)-5-methyl-3-(1H-pyrrolo[2,3-c]pyridin-2-ylmethyDhexan-3-ol;
4-(5-fluoro-2-methoxypheny!)-4-methyl-2-phenyl-1-(1 H-pyrrolo[2,3-c]pyridin-2-
yDpentan-2-ol; 5-(S-chioro-2,3-dihydrobenzofuran-7-y1)-2,2,5-trimethyl-3-(1H-
pyrrolo{2,3-cpyridin-2-ylmethyl)hexan-3-ol; 5-(5-fluoro-2-methylphenyl)-2,2,5-
trimethyl-3-thieno[2,3-c]pyridin-2-ylmethylhexan-3-ol; 1,1-difluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(1H-pyrrolo[3,2-c]pyridin-2-ylmethyl)pentan-2-ol; 5-(5-
fluoro-2-methoxyphenyl)-2,5-dimethyl-3-(1H-pyrrolo[3,2-c]pyridin-2-ylmethyl)hexan-
3-ol; 5-(5-fluoro-2-methoxyphenyl)-2,2,5-trimethyl-3-( 1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)hexan-3-ol; 2-(1 -fluorocyclopropyl)-4-(S-fluoro-2-methoxyphenyl)-4-methy|-
I-(1H-pyrrolo[2,3-c]pyridin-2-yl)pentan-2-ol; 2-(1-fluorocyclopropyl)-4-(4-
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fluorophenyl)-4-methy!-1-quinolin-4-yipentan-2-ol; 2-[4,4-difluoro-3-hydroxy-1,1-
dimethyl-3-(1H-pyrrolo|3,2-c|pyridin-2-ylmethyl)butyl}-4-fluorophenol; 5-(5-chloro-
2,3-dihydrobenzofuran-7-yl)-2,5-dimethyl-3-(1H-pyrrolo [3,2-c]pyridin-2-
ylmethyhhexan-3-ol; 5-(5-fluoro-2-methyiphenyl)-2,5-dimethyl-3-(1H-pyrrolo(3,2-
clpyridin-2-ylmethyl)hexan-3-ol; 5-(5-fluoro-2-methylphenyl)-2,2,5-trimethyl-3-( 1 H-
pyrrolo[3,2-c|pyridin-2-ylmethyl)hexan-3-ol; 4-(5-chloro-2,3-dihydrobenzofuran-7-yl)-
I,1-difluoro-4-methyl-2-(1H-pyrrolo[3,2-c]pyridin-2-ylmethyl)pentan-2-ol; 4-(5-chloro-
2,3-dihydrobenzofuran-7-yl)-1,1-difluoro-4-methyl-2-pyrrolo{3,2-b]pyridin-1-
ylmethylpentan-2-ol; 5-(5-chloro-2,3-dihydrobenzofuran-7-yl)-2,2,5-trimethyl-3-( 1H-
pyrrolo[3,2-c]pyridin-2-ylmethyl)hexan-3-ol; 5-(5-fluoro-2-methylphenyl)-2,2,5-
trimethyl-3-(3-methyl-1H-pyrrolo[2,3-c]pyridin-2-ylmethylhexan-3-ol; 5-(5-chloro-2,3-
dihydrobenzofuran-7-yl)-2,5-dimethyl-3-(3-methyl- 1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyhhexan-3-ol; 5-(5-chloro-2,3-dihydrobenzofuran-7-yl)-2,5-dimethyl-3-(5-
phenyl-1H-pyrrolo[2,3-c]pyridin-2-ylmethylhexan-3-ol; 5-(5-fluoro-2-methylphenyl)-
2,2,5-trimethyl-3-(5-phenyl- IH-pyrrolo[2,3-c]pyridin-2-ylmethyDhexan-3-ol; 5-(5-
fluoro-2-methylphenyl)-2,5-dimethyl-3-(5-phenyl- 1H-pyrrolo[2,3-c]pyridin-2-
ylmethybhhexan-3-ol; 5-(5-fluoro-2-methylphenyl)-5-methyl-3-(5-phenyl- 1 H-
pyrrolo[2,3-c|pyridin-2-ylmethyl)hexan-3-ol; 4-(5-fluoro-2-methylphenyl)-2,4-dimethyl-
1-(5-phenyl-1H-pyrrolo[2,3-c]pyridin-2-yl)pentan-2-ol; 4-(5-chloro-2,3-
dihydrobenzofuran-7-yl)-1,1-difluoro-4-methyl-2-(6-methyl- 1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyDpentan-2-ol; 5-(5-fluoro-2-methylphenyl)-2,5-dimethyl-3-(5-pyridin-3-yl- 1 H-
pyrrolo[2,3-c]pyridin-2-ylmethyhhexan-3-ol; 5-(5-chloro-2,3-dihydrobenzofuran-7-y1)-
5-methyl-3-(5-phenyl-1 H-pyrrolo[2,3-c]pyridin-2-ylmethylhexan-3-ol; 4-(5-chloro-2,3-
dihydrobenzofuran-7-yl)-2,4-dimethyl-1-(5-phenyl-1H-pyrrolo[2,3-c]pyridin-2-
yDpentan-2-ol; 1,1-difluoro-4-(5-methanesulfonyl-2,3-dihydrobenzofuran-7-yl)-4-
methyl-2-(1H-pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-ol; 5-(5-chioro-2,3-
dihydrobenzofuran-7-yl)-2,5-dimethyl-3-(5-pyridin-3-yl- 1H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)hexan-3-ol; 2-(5-bromo- 1H-indol-2-ylmethyl)-1, 1 -difluoro-4-(5-
methanesulfonyl-2,3-dihydrobenzofuran-7-yl)-4-methylpentan-2-ol; and 2-[2-
difluoromethyl-2-hydroxy-4-(5-methanesulfonyl-2,3-dihydrobenzofuran-7-yl)-4-
methylpentyl}-4-methyl-1H-indole-6-carbonitrile.

In still another embodiment, said at least a DIGRA has Formula I, wherein
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(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 C-Cs alkyl, C;-Cs alkenyl, C,-Cs alkynyl, C,-C; alkanoyl, C;-Cy
cycloalkyl, heterocyclyl, aryl, heteroaryl, C;-Cs alkoxy, C»-Cs alkenyloxy, Ca-Cs
alkynyloxy, aryloxy, acyl, C;-Cs alkoxycarbonyl, aroyl, aminocarbonyl,
alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, C;-Cs
alkylaminocarbonyloxy, C,-Cs dialkylaminocarbonyloxy, C;-Cs alkanoylamino, C;-Cs
alkoxycarbonylamino, C;-C; alkylsulfonylamino, aminosulfonyl, C;-Cs
alkylaminosulfonyl, C,-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C;-Cs alkyl or aryl, ureido wherein either
nitrogen atom is optionally independently substituted with C,-Cs alkyl, C,-Cs alkylthio

wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone;

(b) R' and R are each independently C,-Cs alkyl, wherein one or both are
independently substituted with hydroxy, C;-Cs alkoxy, C,-Cs alkylthio wherein the
sulfur atom is optionally oxidized to a sulfoxide or sulfone, amino wherein the nitrogen

atom is optionally independently mono- or di-substituted by C;-Cs alkyl or aryl;

(c) R* is hydrogen, C,-Cs alkyl, C,-Cg alkenyl, C,-Cy alkynyl, carbocycle,
heterocyclyl, aryl, heteroaryl, carbocycle-C;-Cs alkyl, carboxy, alkoxycarbonyl, aryl-C,-
Cg alkyl, aryl-C;-Cq haloalkyl, heterocyclyl-C;-Cs alkyl, heteroaryl-C;-Cg alkyl,
carbocycle-C,-Cg alkenyl, aryl-C,-Cg alkenyl, heterocyclyl-Co-Cg alkenyl, or heteroaryl-
C,-Cy alkenyl, each optionally independently substituted with one to three substituent
groups, wherein each substituent group of R® is independently C,-Cs alkyl, C»-Cs
alkenyl, C>-Cs alkynyl, C3-Cg cycloalkyl, phenyl, C-Cs alkoxy, phenoxy, C,-Cs
alkanoyl, aroyl, C,-Cs alkoxycarbonyl, C;-Cs alkanoyloxy, aminocarbonyloxy, C,-Cs
alkylaminocarbonyloxy, C;-Cs diatkylaminocarbonyloxy, aminocarbonyl, C,-Cs
alkylaminocarbonyl, C;-Cs dialkylaminocarbonyl, C;-Cs alkanoylamino, C;-Cs
alkoxycarbonylamino, C,;-Cs alkylsulfonylamino, C,-Cs alkylaminosulfonyl, C-Cs
dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, oxo, trifluoromethyl, nitro,
amiﬁo wherein the nitrogen atom is optionally independently mono- or di-substituted by

Cy-Cs alkyl, ureido wherein either nitrogen atom is optionally independently substituted
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with C,-Cs alkyl, C;-Cs alkylthio wherein the sulfur atom is optionally oxidized to a

sulfoxide or sulfone:

(d) B is C;-Cs alkylene, C,-Cs alkenylene, or Ca-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;
(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 C,-Cs alkyl, C,-Cs alkenyl, C,-Cs alkynyl, C,-C; alkanoyl, C3-Cg
cycloalkyl, heterocyclyl, aryl, heteroaryl, C,-Cs alkoxy, C,-Cs alkenyloxy, C5-Cs
alkynyloxy, aryloxy, acyl, C;-Cs alkoxycarbonyl, aroyl, aminocarbonyl,
alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, C,-Cs
alkylaminocarbonyloxy, C,-Cs dialkylaminocarbonyloxy, C)-Cs alkanoylamino, C;-Cs
alkoxycarbonylamino, C;-Cs alkylsulfonylamino, aminosulfonyl, C,-Cs
alkylaminosulfonyl, C,-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C,-Cs alkyl or aryl, ureido wherein either
nitrogen atom is optionally independently substituted with C;-Cs alkyl, C,-Cs 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, C;-Cs alkoxy, acyl,
C,-Cs silanyloxy, C,-Cs alkoxycarbonyl, carboxy, halogen, hydroxy, oxo, cyano,
heteroaryl, heterocyclyl, amino wherein the nitrogen atom is optionally independently
mono- or di-substituted by C,-Cs alkyl or aryl, ureido wherein either nitrogen atom is

optionally independently substituted with C;-Cs alkyl, or trifluoromethyl.

In still another embodiment, said at least a DIGRA has Formula [, wherein

(a) A is an aryl, heteroaryl, heterocyclyl, or C3-Cg cycloalkyl group, each
optionally independently substituted with one to three substituent groups, which are

independently selected from the group consisting of C;-Cs alkyl, C-Cs alkenyl, C,-Cs
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alkynyl, C;-C; alkanoyl, Cs-Cy cycloalkyl, heterocyclyl, aryl, heteroaryl, C;-Cs alkoxy,
C»-Cs alkenyloxy, C,-Cs alkynyloxy, aryloxy, acyl, C,-Cs alkoxycarbonyl, aroyl,
aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, C;-Cs
alkylaminocarbonyloxy, C,-Cs dialkylaminocarbonyloxy, C;-Cs alkanoylamino, C,-Cs
alkoxycarbonylamino, C,-Cs alkylsulfonylamino, aminosulfonyl, C,-Cs
alkylaminosulfonyl, C,-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C,-Cs alkyl or aryl, ureido wherein either
nitrogen atom is optionally independently substituted with C,-Cs alkyl, C;-Cs alkylthio

wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone;

(b) R' and R? are each independently hydrogen, C,-Cs alkyl, Cs-Cs arylalkyl,
or R' and R* together with the carbon atom they are commonly attached to form a Cs-Cy

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 C;-C; alkyl, hydroxy, and halogen;
(d) R’ is the trifluoromethy! group;
(e) D is absent;

(H E is the hydroxy group or amino group wherein the nitrogen atom is

optionally independently mono- or di-substituted by C;-Cs 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 6ne to three substituent groups, wherein each substituent group of Q is
independently C,-Cs alkyl, C,-Cs alkenyl, C,-Cs alkynyl, C;3-Cg cycloalkyl, heterocyclyl,
aryl, heteroaryl, C-Cs alkoxy, C»-Cs alkenyloxy, Co-Cs alkynyloxy, aryloxy, acyl, C,-Cs
alkoxycarbonyl, C,-Cs alkanoyloxy, aminocarbonyl, alkylaminocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy, C;-Cs alkylaminocarbonyloxy, C;-Cs
dialkylaminocarbonyloxy, C,-Cs alkanoylamino, C,-Cs alkoxycarbonylamino, C,-Cs
alkylsulfonylamino, C;-Cs alkylaminosulfonyl, C;-Cs dialkylaminosulfonyl, halogen,
hydroxy, carboxy, oxo, cyano, trifluoromethyl, trifluoromethoxy, trifluoromethylthio,

nitro, amino wherein the nitrogen atom is optionally independently mono- or di-
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substituted by C)-Cs alkyl, ureido wherein either nitrogen atom is optionally
independently substituted with C;-Cs alkyl, or C;-Cs 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 Cy-Cs alkyl, C;-Cs alkoxy, C-C; alkoxycarbonyl, acyl, aryl,
benzyl, heteroaryl, heterocyclyl, halogen, hydroxy, oxo, cyano, amino wherein the
nitrogen atom is optionally independently mono- or di-substituted by C;-Cs alkyl, and
ureido wherein either nitrogen atom is optionally independently substituted with C;-Cs

alkyl or trifluoromethyl, wherein Q cannot be 1H-[1,5]naphthyridin-4-one.

Non-limiting examples of these compounds include 4-[4-(5-fluoro-2-
methoxyphenyl)-Z—hydroxy-4—methyl-2-trifluoromethylpentyl]—4H—thien0[3,2-b]pyridin—
7-one; 4~[4—(5-ﬂuor0~2—hydroxyphenyl)—Z-hydroxy-4—methyl—2—triﬂuoromethylpenty— 1}-
4H-thieno|3,2-b]pyridin-7-one; 4-[4-(2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methyl-
2-trifluoromethylpentyl}-4H-thieno{ 3,2-b]pyridin-7-one; 1-[4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-[ 1,6 Jnaphthyridin-4-
one; | —{4-(5~ﬂuoro-2—hydroxypheny1)—2—hydroxy-4—methy1—2—triﬂuoromethylpentyi}- I H-
[1,6]naphthyridin-4-one; 4-[4-(5-fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}-4H-thieno(3,2-b]pyridin-7-one; 4-[2-hydroxy-4-(5-
methanesulfonyi—2,3-dihydrobenzofuran—7~y1)-4—methyI~2-triﬂu0romethylpentyl}—4H~
thieno(3,2-blpyridin-7-one; 1-[2-hydroxy-4-(5-methanesulfonyl-2,3-dihydrobenzofuran-
7-yl)-4-methyl-2-trifluoromethylpentyl]- | H-[ |,6]naphthyridin-4-one; 1-[4~(5-fluoro-2-
methylphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl}-1H-[ 1 ,6]naphthyridin-4-
one; 4—{Z-hydroxy-4—(2—methoxy«3-methylphenyl)~4—methy1—2—triﬂuoromethylpenty1]-
4H-thieno[3,2-b]pyridin-7-one; 4-[2-hydroxy-4-(2-methoxyphenyl)-4-methyl-2-
trifluoromethylpentyl]-4H-thieno[3,2-b]pyridin-7-one; 4-[4-(3-bromo-2-
m’ethoxyphenyl)—2~hydroxy-4-methyl-2-trifluoromethylpentyl]~4H—thieno[3,2—b]pyridin—
7-one; 4-[2-hydroxy-4-(2-hydroxy-3-methylphenyl)-4-methyl-2-triftuoromethylpentyl]-
4H-thieno[3,2-b]pyridin-7-one; 4-[4-( 3-bromo-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}-4H-thieno[3,2-b]pyridin-7-one; 3-bromo-1-[4~(5-chloro-2,3-
dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-
[1,6]naphthyridin-4-one; 6-chloro-4-[4-(2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-
methyl~2—trif1uoromethylpentyl]~4H-thieno[3,2—b]pyridin—7—one; 6-bromo-4-[4-(2,3-
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dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4H-thieno[ 3,2-
blpyridin-7-one; 3-chloro- [-[4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]- 1H-[1,6]naphthyridin-4-one; 1-[4~(5-chloro-2,3-
dihydrobenzofuran-?-yl)—2~hydr0xy~4~methyl~2—triﬂuoromethyipentyi]-3»methyl- 1H-

[ 1,6]naphthyridin-4-one; | -[4-(5-Chloro-2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-
methyl-2-trifluoromethylpentyl}-3-methyl- 1 H-[ 1,7]naphthyridin-4-one; 1-[2-hydroxy-4-
(2-methoxy-3,5-dimethylphenyl)-4-methyl-2-trifluoromethylpentyl}-3-methyl- 1 H-

[ 1,6]lnaphthyridin-4-one; I-[2-hydroxy-4-(2-methoxy-3,5-dimethylphenyl)-4-methyl-2-
trifluoromethylpentyl}-3-methyl-1H-[1,7]naphthyridin-4-one; 1-[2-hydroxy-4-(2-
hydroxy-3,5-dimethylphenyl)-4-methyl-2-trifluoromethylpentyl]-3-methyl- 1 H-
[1,6]naphthyridin-4-one; 1-[4-(5-fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}-1H-[ 1,8 naphthyridin-4-one: 1-[4-(5-fl uoro-2-methylphenyl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-[ 1 ,7]naphthyridin-4-one; 4-[4-(5-fluoro-
2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpenty- 1]-4H-thiazolo[4,5-
b]pyridin-7-one; 4-[4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}-4H-oxazolo[4,5-b]pyridin-7-one: 4-[4-(5-fluoro-2-methylphenyl)-
2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4H-furo[3,2-b]pyridin-7-one; 7-[4-(5-
fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-7H-thieno[ 2,3-
blpyridin-4-one; 4-[4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-4H-oxazolo[5,4-blpyridin-7-one; 4-[4~(5-fluoro-2-
hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4H-thiazolo[5,4-
b]pyridin-7-one; 7-[4-(5-fluoro-2-methylphenyl)-2-hydroxy-4-methyi-2-
trifluoromethylpentyl}-7H-furo[2,3-b]pyridin-4-one; 4-[4-(5-fluoro-2-methylphenyl)-2-
hydroxy-4-methyl-2-triftuoromethylpentyl}-1,4-dihydropyrrolo[3,2-b]pyridin-7-one; 1-
[4—(5-ﬂuoro—Z-hydroxyphenyl)—2—hydroxy-4—methyl-2—triﬂuoromethyipentyl]-5,6,7,8~
tetrahydro- 1H-[1,6]naphthyridin-4-one; 1-[4-(5-fluoro-2-methyiphenyl)-2-hydroxy-4-
methyl-2-trifluoromethylpentyl]-6-methyl-5,6,7,8-tetrahydro- 1H-[ 1,6 Inaphthyridin-4-
one; 1-[4-(2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-
1H-[1,8]naphthyridin-4-one; 1-[2-hydroxy-4-(5-methanesulfonyl-2,3-
dihydrobenzofuran-7-yl)-4-methyl-2-trifluoromethylpentyl]- 1 H-[ 1 ,7Inaphthyridin-4-one;
4-[2-hydroxy-4-(5-methanesulfonyl-2,3-dihydrobenzofuran-7-yl)-4-methyl-2- -
trifluoromethylpentyl]-4- H-thiazolo[4,5-b]pyridin-7-one; 4-[4-( 2,3-dihydrobenzofuran-
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7—yl)—2-hydroxy—4—methyl-2—triﬂuoromethylpentyl]~4H-oxazolo[4,5~b]pyridin—7—onc; 4-
[2—hydroxy-4~(5-methanesulfonyl~2,3»dihydrobenzofuran-7—yl)—4—methyl~2w
trifluoromethylpentyl}-4H-furo[3,2-b]pyridin-7-one; 7-[4-(2,3-dihydrobenzofuran-7-y1)-
2—hydroxy-4—methyl-2-triﬂu0romethylpentyl]-7H—thieno[2,3-b]pyridin—4-one; 4-[2-
hydroxy-4—(5-methanesulfonyl~2,3—dihydrobenzofuran—7-y1)—4-methyl-2-
trifluoromethylpentyl]-4H-oxazolo[ 5,4-b]pyridin-7-one; 4-[2-hydroxy-4-(5-
methanesulfonyl—Z,3-dihydrobenzofuran—7—yl)—4—methy1~2—triﬂuoromethyipentyi]-4H-
thiazolo[5,4-b]pyridin-7-one; 7-[4-(2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}-7H-furo[2,3-b]pyridin-4-one; 4-{4-(2,3-dihydrobenzofuran-7-yl)-
2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 ,4-dihydropyrrolo[3,2-b]pyridin-7-one; 1-
[2-hydr0xy-4~(5—methanesulfenyLZ,3ﬂdihydrobenzofuranﬁ—yl)—4—methyl-2-
trifluoromethylpentyl]-5,6,7,8-tetrahydro-1H-[ 1 ,6]naphthyridin-4-one; 1-[4-(2,3-
dihydrobenzofuran-?-yl)—2~hydroxy—4—methyI—2-triﬂu0r0methylpentyl]—6-methyl—5,6,7,8-
tetrahydro-1H-[ 1,6]naphthyridin-4-one; 1-[4-(2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-
methyl-2-trifluoromethylpentyl]-5-methyl-5,6,7 8-tetrahydro- 1 H-[ 1,5 inaphthyridin-4-
one; 1—[4-(2,3-dihydrobenzofuran~7—yl)~2-hydroxy~4-methyl—2—triﬂuoromethylpenty1]-5-
methyl-5,6,7 8-tetrahydro-1H-[ 1,5]naphthyridin-4-one; 4-[ 2-hydroxy-4-(4-
meth()xybipheny!-3~y1)~4—methy1-2-triﬂuoromethylpentyl]-4H—thieno[3,2—b]pyridin'7—
one; 4-[2-hydroxy-4-(2-methoxy-5-pyridin-3- yiphenyl)-4-methyl-2-
trifluoromethylpentyl]-4H-thieno[3,2-b]pyridin-7-one: 4-[2-hydroxy-4-(2-methoxy-5-
pyrimidin-S—ylphenyI)—4—methyl-Z-triﬂuoromethylpentyl]—4H—thieno[3,2—b]pyridin*7~
one; 4-[2-hydroxy-4-( 2-methoxy-5-thiophen-3-ylphenyl)-4-methyl-2-
trifluoromethylpentyl]-4H-thieno[3,2-b]pyridin-7-one; 4-[2-hydroxy-4-(4-
hydroxybiphenyl—3—yl)~4—methyl-Z-triﬂuoromethylpentyl]-4H—thieno[3,2—b]pyridin—7-
one; 4-[2-hydroxy-4-(2-hydroxy-5-pyridin-3-ylphenyl)-4-methyl-2-
trifluoromethylpentyl]-4H-thieno[3,2-b]pyridin-7-one; 4-[2-hydroxy-4-(2-hydroxy-5-
pyrimidin~5—ylphenyl)-4—methyl-2—triﬂu0romethylpentyl]—4H-thieno[3,2-b]pyridin~7—
one; 4-{2-Hydroxy-4-(2-hydroxy-5-thiophen-3-ylphenyl)-4-methyl-2-
trifluoromethylpentyl}-4H-thieno[3,2-b]pyridin-7-one: -[2-hydroxy-4-(4-
methoxybiphenyl-3-yl)-4-methyl-2-trifluoromethylpentyl]- 1 H-[ 1 ,6]naphthyridin-4-one;
I-[2-hydroxy-4-(2-methoxy-5 -pyridin-3-ylphenyl)-4-methyl-2-trifluoromethylpentyl]-
[H-[1,6]naphthyridin-4-one; [-[2-hydroxy-4-(2-methoxy-5-pyrimidin-5-yiphenyl)-4-
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methyl-2-trifluoromethylpentyl]- 1H-[ 1,6]naphthyridin-4-one; 1-[2-hydroxy-4-(2-
methoxy-5-thiophen-3-ylphenyl)-4-methyl-2-trifluoromethylpentyl}- 1 H-
[1,6]naphthyridin-4-one- ; 1-[2-hydroxy-4-(2-methoxy-5-thiophen-3-ylphenyl)-4-
methyl-2-trifluoromethylpentyl]- 1H-[ 1,6]naphthyridin-4-one; 1-[2-hydroxy-4-(2-
hydroxy-5-pyridin-3-ylphenyl)-4-methyl-2-trifluoromethylpentyl}- 1H-[ 1,6 Inaphthyridin-
4-one; I-[2-hydroxy-4-(2-hydroxy-5-pyrimidin-5-ylphenyl)-4-methyl-2-
triffuoromethylpentyl]-1H-[1,6]naphthyridin-4-one; 1-[2-hydroxy-4-(2-hydroxy-5-
thiophen-3-yphenyl)-4-methyl-2-trifluoromethylpentyl]- | H-[ | ,6]naphthyridin-4-one; 5-
[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-5H-
pyrido[3,2-d]pyrimidin-8-one; 1-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
triffuoromethylpentyl]-1H-pyrido[2,3-d]pyridazin-4-one; 5-[4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethyIpenty- 1}-SH-pyrido[3,2-
clpyridazin-8-one; 4-[4-(2-fifluoromethoxy-3-methylphenyl- )-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-4H-thieno[3,2-b}pyridin-7-one; 3-chloro-1-[4-(2,3-
dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-
[1,6]naphthyridin-4-one; 4-(4-benzof 1,3]dioxol-4-yl-2-hydroxy-4-methyl-2-
trifluoromethylpentyl)-6-bromo-4H-thieno|3,2-b]pyridin-7-one; 4-(4-benzo{ 1,3 }dioxol-
4-yl-2-hydroxy-4-methyl-2-trifluoromethylpentyl)-6-chloro-4H-thieno[3,2-b]pyridin-7-
one; 6-chloro-4-[2-hydroxy-4-methyl-4-(5-pyridin-3-y1-2,3-dihydrobenzofuran-7-yi)-2-
trifluoromethylipentyl]-4H-thieno[3,2-b]pyridin-7-one; 1-(4-benzof ,3]dioxol-4-yl-2-
hydroxy-4-methyl-2-trifluoromethylpentyl)-3-chloro-1H-[ 1,6]naphthyridin-4-one; 6-
chloro-4-[2-hydroxy-4-methyl-4-(5-pyrimidin-5-yl-2,3-dihydrobenzofuran-7-yl)-2-
triffuoromethylpentyl]-4H-thieno[3,2-b]pyridin-7-one; 3-chloro-1-[2-hydroxy-4-methyl-
4-(5-pyrimidin-5-yl-2,3-dihydrobenzofuran-7-yl)-2-trifluoromethylpentyl}- 1 H-
[1,6]naphthyridin-4-one; 3-chloro-1-[2-hydroxy-4-methyl-4-(5-pyridin-3-y1-2,3-
dihydrobenzofuran-7-yl)-2-trifluoromethylipentyl]-1H-{ 1 ,6]naphthyridin-4-one; 4-[2-
hydroxy-4-methyl-4-(5-pyrimidin-5-y1-2,3-dihydrobenzofuran-7-yl)-2-
trifluoromethylpentyl]-4H-thieno[3,2-b}pyridin-7-one; 1-[2-hydroxy-4-methyl-4-(5-
pyrimidin-5-yl-2,3-dihydrobenzofuran-7-yl)-2-trifluoromethylpentyl}- | H-
[1,6]naphthyridin-4-one; 6-chloro-4-[2-hydroxy-4-(2-methoxy-5-pyridin-3-ylphenyl)-4- -
methyl-2-trifluoromethylpentyl]-4H-thieno[3,2-b]pyridin-7-one; 6-chloro-4-[2-hydroxy-
4-(2-methoxy-5-pyrimidin-5-ylphenyl)-4-methyl-2-trifluoromethylpentyl}-4H-
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thieno[3,2-b]pyridin-7-one; 6-chloro-4-[2-hydroxy-4-(2-hydroxy-5-pyridin-3-ylphenyl)-
4-methyl-2-trifluoromethylpentyl]-4H-thieno(3,2-b]pyridin-7-one; 6-chloro-4-[2-
hydroxy-4-(- 2-hydroxy-5-pyrimidin-5-ylphenyl)-4-methyl-2-trifluoromethylpentyl -4 H-
thieno[3,2-b]pyridin-7-one; 4-(4-biphenyl-3-yl-2-hydroxy-4-methyl-2-trifluoro-
methylpentyl)-6-chloro-4H-thieno(3,2-b]pyridin-7-one: 4-(4-biphenyl-3-yl-2-hydroxy-4-
methyl-2-trifluoromethylpentyl)-4H-thieno[3,2-b]pyridin-7-one; 3-chloro-1-{4-[5-(5-
chloropyridin-3-y1)-2,3-dihydrobenzofuran-7-yl]-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}-1H-[ 1,6]naphthyridin-4-one; 6-chloro-4-{4-[5-(2,6-
dimethylpyridin—4—yl)-2—methoxyphenyl]—Z—hydroxy—4»methy1-2-triﬂu0romethylpentyl }-
4H-thieno[3,2-b]pyridin-7-one- ; 4-[2-hydroxy-4-(2-hydroxy-5-pyridin-2-ylphenyl)-4-
methyl-2-trifluoromethylipentyl]-4H-thieno[3,2-b]pyridin-7-one; 6-chloro-4-[2-hydroxy-
4—methyl—4~(5—pyrazin—2—yl*2,3-dihydrobenzofuran«7»yl)-2—trifluoromethylpentyl]-4H~
thieno[3,2-b]pyridin-7-one; 3-chloro-1 -[2-hydroxy-4-methy!-4-(5-pyrimidin-2-yl-2,3-
dihydrobenzofuran-7-yl)-2-trifluoromethylpentyl}-1H-[ 1,6 ]naphthyridin-4-one; 5-{7-[3-
(6-chloro-7-0xo0-7H-thieno[3,2-b]pyridin-4-ylmethyl)-4,4, - 4-triftuoro-3-hydroxy-1,1-
dimethylbutyl]-2,3-dihydrobenzofuran-3-yl }nicotinonitrile: 4-{ 4-Methoxy-3-[{4,4,4-
trifluoro-3-hydroxy-1,1-dimethyl-3-(7-oxo-7H-thieno[3,2-b]pyridin-4-
ylmethyl)butyl]phenyl} pyridine-2-carbonitrile; 6-chloro-4-{4-[5-(2-fluoro-6-
methylpyridin-4-yl)-2-methoxyphenyl]-2-hydroxy-4-methyl-2-trifluoromethylpentyl } -
4H-thieno[3,2-b]pyridin-7-one; 3-chloro-1-{2-hydroxy-4-[5-(1H-imidazol-4-y1)-2,3-
dihydrobenzofuran-7-yl]-4-methyl-2-trifluoromethylpentyl } - |H-[ 1,6 ]naphthyridin-4-
one; 6—chloro—4—[2—hydroxy~4~methyl~4-(5-morpholin-—4-yl-2,3~dihydrobenzofuran—7—yl)—
2-trifluoromethylpentyl]-4H-thieno[3,2-b]pyridin-7-one; and 1-[2-hydroxy-4-methyl-4-
(5-piperidin-1 -y1-2,3-dihydrobenzofuran-7-yl)-2-trifluoromethylpentyl}- 1 H-
[1,6]naphthyridin-4-one.

In yet another embodiment, said at least a DIGRA has Formula I, wherein A,
B, D, E, R', and R? have the meanings disclosed immediately above, and R? is hydrogen,
Ci-Cs alkyl, C-Cs alkenyl, C»-Cy alkynyl, carbocycle, heterocyclyl, aryl, heteroaryl,
carbocycle-C,-Cy alkyl, carboxy, alkoxycarbonyl, aryl-C,-Cy alkyl, aryl-C,-Cs haloalkyl,
heterocyclyl-C;-Cg alkyl, heteroaryl-C;-Cq alkyl, carbocycle-Cy-Cg alkenyl, aryl-C,-Cg
alkenyl, heterocyclyl-C,-Cg alkenyl, or heteroaryl-C,-Cg alkenyl, each optionally

independently substituted with one to three substituent groups, wherein each substituent
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group of R? is independently C,-Cs alkyl, C»-Cs alkenyl, C,-Cs alkynyl, C3-Cy
cycloalkyl, phenyl, C;-Cs alkoxy, phenoxy, C;-Cs alkanoyl, aroyl, C;-Cs alkoxycarbonyl,
Ci-Cs alkanoyloxy, aminocarbonyloxy, C;-Cs alkylaminocarbonyloxy, C;-Cs
dialkylaminocarbonyloxy, aminocarbonyl, C,-Cs alkylaminocarbonyl, C,-Cs
dialkylaminocarbonyl, C,-Cs alkanoylamino, C,-Cs alkoxycarbonylamino, C;-Cs
alkylsulfonylamino, C;-Cs alkylaminosulfonyl, C-Cs dialkylaminosulfonyl, halogen,
hydroxy, carboxy, cyano, oxo, trifluoromethyl, nitro, amino wherein the nitrogen atom is
optionally independently mono- or di-substituted by C;-Cs alkyl, ureido wherein either
nitrogen atom is optionally independently substituted with C,-Cs alkyl, C,-Cs alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone, wherein R*

cannot be trifluoromethyl.

In yet another embodiment, said at least a DIGRA has Formula I, wherein

(a) A is an aryl, heteroaryl, 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 C,-Cs alkyl, C5-Cs alkenyl, C,-Cs
alkynyl, C,-C; alkanoyl, C5-Cg cycloalkyl, heterocyclyl, aryl, heteroaryl, C,-Cs alkoxy,
C;-Cs alkenyloxy, C,-Cs alkynyloxy, aryloxy, acyl, C;-Cs alkoxycarbonyl, aroyl,
aminocarbonyl, alkylaminocarbonyl, diatkylaminocarbonyl, aminocarbonyioxy, C;-Cs
alkylaminocarbonyloxy, C;-Cs dialkylaminocarbonyloxy, C;-Cs alkanoylamino, C;-Cs
alkoxycarbonylamino, C,-Cs alkylsulfonylamino, aminosulfonyl, C,-Cs
alkylaminosulfonyl, C,-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C;-Cs alkyl or aryl, ureido wherein either
nitrogen atom is optionally independently substituted with C,-Cs alkyl, C,-Cs alkylthio

wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone;
(b) R' and R? are each independently hydrogen or C;-Cs alkyl;
(¢) R%is the trifluoromethyl group;

(d) B is C;-Cs alkylene, C,-Cs alkenylene, or C,-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:
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(¢) D is absent;
6 E is the hydroxy group; and

(g)  Qcomprises an indolyl group optionally substituted with one to three
substituent groups, wherein each substituent group of Q is independently C,-Cs alkyl,
C2-Cs alkenyl, C»-Cs alkynyl, C3-Cg cycloalkyl, heterocyclyl, aryl, heteroaryl, C,-Cs
alkoxy, C,-Cs alkenyloxy, C»-Cs alkynyloxy, aryloxy, acyl, C;-Cs alkoxycarbonyl, C;-Cs
alkanoyloxy, aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl,
aminocarbonyloxy, C;-Cs alkylaminocarbonyloxy, C;-Cs dialkylaminocarbonyloxy, C;-
Cs alkanoylamino, C,-Cs alkoxycarbonylamino, C;-Cs alkylsulfonylamino,
aminosulfonyl, C-Cs alkylaminosulfonyl, C,-Cs dialkylaminosulfonyl, halogen,
hydroxy, carboxy, 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 C;-Cs alkyl, or C;-Cs 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-

Cs alkyl, C,-C; alkoxy, halogen, hydroxy, oxo, cyano, amino, and trifluoromethyl.

Non-limiting examples of these compounds include 4-(5-bromo-2,3-
dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(1H-indol-2-yimethyl)-4-methylpentan-2-ol;
1,1,1-trifluoro-2-(1H-indol-2-ylmethyl)-4-methyl-4-pyridin-2-ylpentan-2-ol: 4-(2,3-
dihydro-5-cyanobenzofuran-7-yl)-1,1,1-trifluoro-2-( 1 H-indol-2-yl-methy!)-4-
methylpentan-2-ol; 4-(2,3-dihydrobenzofuran-7-yl)-1,1, 1-trifluoro-2-( 1 H-indol-2-
ylmethyl)-4-methylpentan-2-ol; 1,1, 1-trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-
2-(1H-indol-2-ylmethyl)-4-methylpentan-2-ol; 1,1,1-trifluoro-2-(1H-indol-2-yImethyl)-
4-methyl-4-(5-methyi-2,3-dihydrobenzofuran-7-yl)pentan-2-ol; 4-(2,3-
dihydrobenzofuran-5-y1)-1,1,1-trifluoro-2-( 1H-indol-2-yImethyl)-4-methylpentan-2-ol;
2-[4~(2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methy!-2-trifluoromethylpentyl]- 1 H-
indole-3-carbonitrile; 2-[4-(5 -fluoro-2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]- 1 H-indole-3-carbonitrile; 2-[4-(5-bromo-2,3-dihydrobenzofuran-
7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- |H-indole-3-carbonitrile; 2-[4-(2,3-
dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl- | H-
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indole-6-carbonitrile; 2-[4-(2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}- 1 H-indole-5-carbonitrile: 4-(2,3-dihydrobenzofuran-7-yl)-1,1,1-
trifluoro-2-(7-fluoro- 1 H-indol-2-ylmethyl)4-methylpentan-2-ol; [-[4-(2,3-
dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}- | H-indole-3-
carbonitrile; 4-(2,3-dihydrobenzofuran-7-yl)-1,1, 1-trifluoro-4-methyl-2-(5-trifluoromet-
hyl-1H-indol-2-ylmethyl)pentan-2-ol; and 1,1, 1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methyl-4-thiophen-3-ylpentan-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 C,-Cs alkyl, C,-Cs atkenyl, C,-Cs alkynyl, C;-C; alkanoyl, C3-Cg
cycloalkyl, heterocyclyl, aryl, heteroaryl, C-Cs alkoxy, C,-Cs alkenyloxy, C,-Cs
alkynyloxy, aryloxy, acyl, C-Cs alkoxycarbonyl, aroyl, aminocarbonyl,
alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, C;-Cs
alkylaminocarbonyloxy, C,-Cs dialkylaminocarbonyloxy, C;-Cs alkanoylamino, C,-Cs
alkoxycarbonylamino, C,-Cs alkylsulfonylamino, aminosulfonyl, C-Cs
alkylaminosulfonyl, C;-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano,
triffuoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C,-Cs alkyl or aryl, ureido wherein either
nitrogen atom is optionally independently substituted with C;-Cs alkyl, C;-Cs alkylthio

wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone;

(b) R' and R? are each independently hydrogen or C,-Cs alkyl, or R! and R*
together with the carbon atom they are commonly attached to form a C3-Cg spiro

cycloalkyl ring;

(c) R’ is carbocycle, heterocyclyl, aryl, heteroaryl, carbocycle-C;-Cg alkyl,
carboxy, alkoxycarbonyl, aryl-C,-Cs alkyl, aryl-C,-Cs haloalkyl, heterocyclyl-C;-Cs
alkyl, heteroaryl-C,-Cs alkyl, carbocycle-C,-Cs alkenyl, aryl-Cy-Cg alkenyl,
heterocyclyl-C,-Cyg alkenyl, or heteroaryl-C;-Cg alkenyl, each optionally independently
substituted with one to three substituent groups, wherein each substituent group of R* is
independently C;-Cs alkyl, C,-Cs alkenyl, C,-Cs alkynyl, C3-Cy cycloalkyl, phenyl, C;-
Cs alkoxy, phenoxy, C,-Cs alkanoyl, aroyl, C,-Cs alkoxycarbonyl, C,-Cs alkanoyloxy,
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aminocarbonyloxy, C;-Cs alkylaminocarbonyloxy, C;-Cs dialkylaminocarbonyloxy,
aminocarbonyl, C;-Cs alkylaminocarbonyl, C;-Cs dialkylaminocarbonyl, C;-Cs
alkanoylamino, C,-Cs alkoxycarbonylamino, C;-Cs alkylsulfonylamino, C,-Cs
alkylaminosulfonyl, C;-Cs dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, oxo,
trifluoromethyl, nitro, amino wherein the nitrogen atom is optionally independently
mono- or di-substituted by C,-Cs alkyl, ureido wherein either nitrogen atom is optionally
independently substituted with C,-Cs alkyl, C;-Cs alkylthio wherein the sulfur atom is

optionally oxidized to a sulfoxide or sulfone;
(d) B is the methylene or carbonyl group;
(e) D is the -NH- group;
(f) E is the hydroxy group; and

(g)  Q comprises the group

Non-limiting examples of these compounds include 2-benzyl-2-hydroxy-4-
methyl-4-phenylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-
hydroxy-4-methyl-2,4-diphenylpentanoic acid (1-oxo- 1,3-dihydroisobenzofuran-5-
yDamide; 2-hydroxy-4-methyl-2-phenethyl-4-phenylpentanoic acid (1-oxo-1,3-
dihydroisobenzofuran-5-ylamide; 2-hydroxy-2-(3-methoxybenzyl),-methyl-4-
phenylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-hydroxy-2-(4-
methoxybenzyl)-4-methyl-4-phenylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-
yhamide; 2-hydroxy-2-[2-(4-methoxyphenyl)ethyl]4-methyl-4-phenylpentanoic acid (1-
oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-cyclohexylmethyl-2-hydroxy-4-methyl-4-
phenylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-(4-tert-
butylbenzyl)-2-hydroxy-4-methyl-4-phenylpentanoic acid (1-oxo-1,3-
dihydroisobenzofuran-5-yl)amide; 2-biphenyl-4-ylmethy!-2-hydroxy-4-methyl-4-
phenylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide: 2-hydroxy-4-
methyl-2-naphthalen-2-yimethyl-4-phenylpentanoic acid (1-oxo-1,3-
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dihydroisobenzofuran-5-yh)amide; 2-hydroxy-2-(3-hydroxybenzyl)-4-methyl-4-
phenylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-hydroxy-4-
methyl-2-(2-methyl-2-phenylpropyl)-4-phenylpentanoic acid (1-oxo-1,3-
dihydroisobenzofuran-5-ylyamide; 2-benzyl-4-(5-fluoro-2-methoxypheny!)-2-hydroxy-4-
methylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-cyclohexylmethyl-
4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-oxo-1,3-
dihydroisobenzofuran-5-yl)amide; 2-benzyl-4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-
methylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-cyclohexylmethyl-
4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-oxo-1,3-
dihydroisobenzofuran-5-yl)amide; 4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-
(2-methyl-2-phenylpropyl)pentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide;
2-(2-chloro-6-fluorobenzyl)-4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-
methylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-(3-fluorobenzyl)-
4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-oxo-1,3-
dihydroisobenzofuran-5-yl)amide; 2-(2-fluorobenzyl)-4-(5-fluoro-2-methoxyphenyl)-2-
hydroxy-4-methylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-(3,4-
difluorobenzyl)-4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-
oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-(2-chloro-6-fluorobenzyl)-4-(5-fluoro-2-
hydroxyphenyl)-2-hydroxy-4-methylpentanocic acid {1-oxo0-1,3-dihydroisobenzofuran-5-
yhamide; 2-(3-fluorobenzyl)-4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-
methylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-(2-fluorobenzyl)-
4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-oxo-1,3-
dihydroisobenzofuran-5-yl)amide; 2-(3,4-difluorobenzyl)-4-(5-fluoro-2-hydroxyphenyl)-
2-hydroxy-4-methylpentanoic acid (1-oxo-[,3-dihydroisobenzofuran-5-ylamide; 2-(4-
fluorobenzyl)-4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-oxo-
1,3-dihydroisobenzofuran-5-yl)amide; 4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-
methyl-2-(3-methylbenzyl)pentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide;
2-(4-fluorobenzyl)-4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-
oxo-1 ,3-dihydroisobenzofuran-5-ylamide; 4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-
methyl-2-(3-methylbenzyl)pentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide;
2-(3,5-difluorophenyl)-4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methylpentanoic acid
(1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 4~(5-fluoro-2-methoxypheny!)-2-hydroxy-
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4-methyl-2-(2-methylbenzyl)pentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-
yDamide; 2-(3,5-dimethylbenzyl)-4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-
methylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yhamide; 2-(2,5-
difluorobenzyl)-4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-
oxo-1,3-dihydroisobenzofuran-5-ylamide; 2-(2,5-difluorobenzyl)-4-(5-fluoro-2-
hydroxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-o0xo-1,3-dihydroisobenzofuran-5-
yhamide; 4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-(2-
methylbenzyl)pentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-(3,5-
dimethylbenzyl)-4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methylpentanoic acid (-
oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-(3-chlorobenzyl)-4-(5-fluoro-2-
hydroxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-
yDamide; 4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-2-[2-(4-methoxyphenylethyl}-4-
methylpentanoic acid (1-oxo0-1,3-dihydroisobenzofuran-5-yl)amide; 4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-2-(2-methoxybenzyl)s-methylpentanoic acid (1-oxo-1,3-
dihydroisobenzofuran-5-yl)amide; 4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
phenethylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yhamide; 2-(2-
chlorobenzyl)-4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-oxo-
1,3-dihydroisobenzofuran-5-ylamide; 4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-
methyl-2-phenethylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 4-(5-
fluoro-2-hydroxyphenyl)-2-hydroxy-2-[2-(4-hydroxyphenyl)ethyl]-4-methylpentanoic
acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-(2-chlorobenzyl)-4-(5-fluoro-2-
hydroxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-
yDamide; 4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-2-(2-hydroxybenzyl)-4-
methylpentanoic acid (1-ox0-1,3-dihydroisobenzofuran-5-yhamide; 2-(2-bromobenzyl)-
4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-oxo-1,3-
dihydroisobenzofuran-5-yl)amide; 2-(2-bromobenzyl)-4-(5-fluoro-2-hydroxyphenyl)-2-
hydroxy-4-methylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 2-(5-
fluoro-2-methoxybenzyl)-2-hydroxy-4-methyl-4-phenylpentanoic acid (1-oxo-1,3-
dihydroisobenzofuran-5-yl)amide; 2-(5-fluoro-2-hydroxybenzyl)-2-hydroxy-4-methyl-4-
phenylpentanoic acid (1-oxo0-1,3-dihydroisobenzofuran-5-yl)amide; 2-(5-fluoro-2-
methoxybenzyl)-4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-
ox0-1,3-dihydroisobenzofuran-5-yl)amide; 2-(5-fluoro-2-hydroxybenzyl)-4-(5-fluoro-2-
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hydroxyphenyl)-2-hydroxy-4-methylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-
yhamide; 2-(3,5-dimethoxybenzyl)-2-hydroxy-4-methyl-4-phenylpentanoic acid (1-oxo-
1,3-dihydroisobenzofuran-5-yl)amide; 2-(3,5-dihydroxybenzyl)-2-hydroxy-4-methyl-4-
phenylpentanoic acid (1-oxo-1,3~-dihydroisobenzofuran-5-y1)- amide; 2-hydroxy-2-(2-
methoxybenzyl)s-methyl-4-phenylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-
ybhamide; 12-hydroxy-2-(2-hydroxybenzyl)-4-methyl-4-phenylpentanoic acid (1-oxo-
1,3-dihydroisobenzofuran-5-yl)amide; 2-hydroxy-2-[2-(4-hydroxyphenyl)ethyl]-4-
methyl-4-phenylpentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 15-[2-
benzyl-4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methylpentylamino]-3H-
isobenzofuran-1-one; 4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyi-2-(1-
phenylvinyl)pentanoic acid (1-oxo-1,3-dihydroisobenzofuran-5-yhamide; 2-hydroxy-4-
methyl-4-phenyl-2-pyridin-2-ylmethylpentanoic acid(1-oxo-1,3-dihydroisobenzofuran-5-
yhamide; 4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-(1-phenylethyl-
)pentanoic acid(1-oxo-1,3-dihydroisobenzofuran-5-yl)amide; 4-(5-fluoro-2-
hydroxyphenyl)-2-hydroxy-4-methyl-2-(1-phenylethyl)pentanoic acid(1-oxo-1,3-
dihydroisobenzofuran-5-yl)amide; 2-cyclopentyl-4-(5-fluoro-2-methoxyphenyl)-2-
hydroxy-4-methylpentanoic acid(1-oxo0-1,3-dihydroisobenzofuran-5-yl)amide; 2-
cyclopentyl-4-(5-fluoro-2-hydroxyphenyl)-2-hydroxy-4-methylpentanoic acid(1-oxo-
1,3-dihydroisobenzofuran-5-yhamide; 2-cyclopentylmethyl-4-(5-fluoro-2-
hydroxyphenyl)-2-hydroxy-4-methylpentanoic acid(1-oxo-1,3-dihydroisobenzofuran-5-
yhamide; and 2-benzyl-2-hydroxy-N-(1-oxo0-1,3-dihydroisobenzofuran-5-yl)s-phenyl-

butyramide.

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 C,;-Cs alkyl, C5-Cs alkenyl, C»-Cs alkynyl, C,-Cj alkanoyl, C;-Cg
cycloalkyl, heterocyclyl, aryl, heteroaryl, C;-Cs alkoxy, C,-Cs alkenyloxy, C,-Cs
alkynyloxy, aryloxy, acyl, C;-Cs alkoxycarbonyl, aroyl, aminocarbonyl,
alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, C;-Cs
alkylaminocarbonyloxy, C;-Cs dialkylaminocarbonyloxy, C;-Cs aikanoylamino, C;-Cs

alkoxycarbonylamino, C;-Cs alkylsulfonylamino, aminosulfonyl, C;-Cs
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alkylaminosulfonyl, C,-Cs dialkylaninosulfonyl, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C,-Cs alkyl or aryl, ureido wherein either
nitrogen atom is optionally independently substituted with C,-Cs alkyl, C;-Cs alkylthio

wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone;

(b) R' and R? are each independently hydrogen or C,-Cs alkyl, or R' and R’
together with the carbon atom they are commonly attached to form a C;-Cg spiro

cycloalkyl ring;
(c) R’ is the trifluoromethyl group;

(d) B is C,-Cs alkylene, C,-Cs alkenylene, or C,-Cs alkynylene, each
optionally independently substituted with one to three substituent groups, wherein each

substituent group of B is independently C,-Cs alkyl, hydroxy, halogen, amino, or oxo;
(e) D is absent;

(f) E is -NR°R’, wherein R® and R’ are each independently hydrogen, C;-Csg
alkyl, C,-Cy alkenyl, C,-Cg alkynyl, C;-Cg alkoxy, C,-Cs alkenyloxy, C,-Cg alkynyloxy,
hydroxy, carbocyclyl, heterocyclyl, aryl, aryloxy, acyl, heteroaryl, carbocycle-C;-Cg
alkyl, aryl-C,-Cg alkyl, aryl-C;-Cg haloalkyl, heterocyclyl-C,-Cg alkyl, heteroaryl-C;-Cg
alkyl, carbocycle-C,-Cg alkenyl, aryl-C,-Cy alkenyl, heterocyclyl-C,-Cy alkenyl,
heteroaryl-C,-Cy alkenyl, or C;-Cs alkyithio 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 R® and R are independently C;-Cs
alkyl, C,-Cs alkenyl, C,-Cs alkynyl, C;-Cs cycloalkyl, phenyl, C;-Cs alkoxy, phenoxy,
C,-Cs alkanoyl, aroyl, C,-Cs alkoxycarbonyl, C;-Cs alkanoyloxy, aminocarbonyl, C;-Cs
alkylaminocarbonyl, C;-Cs dialkylaminocarbonyl, aminocarbonyloxy, C;-Cs
alkylaminocarbonyloxy, C;-Cs dialkylaminocarbonyloxy, C;-Cs alkanoylamino, C;-Cs
alkoxycarbonylamino, C;-Cs alkylsulfonylamino, aminosulfonyl, C;-Cs
alkylaminosulfonyl, C;-Cs dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, oxo,
trifluoromethyl, trifluoromethoxy, nitro, amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C,-Cs alkyl, ureido wherein either nitrogen
atom is optionally independently substituted with C,-Cs alkyl, or C;-Cs alkylthio wherein

the sulfur atom is optionally oxidized to a sulfoxide or sulfone; and
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(g0  Q comprises a heteroaryl group optionally independently substituted with
one to three substituent groups, wherein each substituent group of Q is independently C;-
Cs alkyl, C,-Cs alkenyl, C,-Cs alkynyl, C;-Cg cycloalkyl, heterocyclyl, aryl, heteroaryl,
C,-Cs alkoxy, C,-Cs alkenyloxy, C;-Cs alkynyloxy, aryloxy, acyl, C;-Cs alkoxycarbonyl,
C;-Cs alkanoyloxy, aminocarbonyl, C;-Cs alkylaminocarbonyl, C;-Cs
dialkylaminocarbonyl, aminocarbonyloxy, C;-Cs alkylaminocarbonyloxy, C;-Cs
dialkylaminocarbonyloxy, C;-Cs alkanoylamino, C;-Cs alkoxycarbonylamino, C;-Cs
alkylsulfonylamino, aminosulfonyl, C,-Cs alkylaminosuifonyl, C;-Cs
dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, trifluoromethyl,
trifluoromethoxy, trifluoromethylthio, nitro, or amino wherein the nitrogen atom is
optionally independently mono- or di-substituted by C,-Cs alkyl; or ureido wherein
either nitrogen atom is optionally independently substituted with C-Cs alkyl; or C;-Cs
alkyithio 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 C,-C; alkyl, C,-C; alkoxy, halogen, hydroxy, oxo,

cyano, amino, or trifluoromethyl.

Non-limiting examples of these compounds include 3-(5-fluoro-2-methoxy-
phenyl)-3-methyl-1-(pyridin-2-ylmethyl)-1-trifluoromethyl-butylamine; 3-(5-fluoro-2-
methoxy-phenyl)-1-(1H-indol-2-ylmethyl)-3-methyl-1-trifluoromethyl-butylamine; 1-
(2,6-dichloro-pyridin-4-ylmethyl)-3-(5-fluoro-2-methoxy-phenyl)-3-methyl-1-
trifluoromethyl-butylamine; 1-(4,6-dimethyl-pyridin-2-ylmethyl)-3-(5-fluoro-2-
methoxy-phenyl)-3-methyl-1-trifluoromethyl-butylamine; 1-(2-chloro-pyridin-4-
ylmethyl)—ﬁ%-(5—ﬂﬁ0ro-2—methoxy—phenyl)—3~methyl~ [ -trifluoromethyl-butylamine; 3-(5-
fluoro-2-methyl-phenyl)-3-methyl-1-(3-methyl- | H-indol-2-ylmethyl)- 1 -trifluoromethyl-
butylamine; 3-(5-fluoro-2-methoxy-phenyl)-3-methyl-1-(3-methyl-1H-indol-2-
ylmethyl)- 1 -trifluoromethyl-butylamine; 1-(6-fluoro-1H-indol-2-ylmethyl)-3-(5-fluoro-
2-methoxy-phenyl)-3-methyl-1-trifluoromethyl-butylamine; 3-(4-fluoro-phenyl)-3-
methyl-1-(3-methyl-1H-indol-2-ylmethyl)- I -trifluoro-methyl-butylamine; 3-benzofuran-
7-yl-1-(2,6-dichloro-pyridin-4-ylmethyl)-3-methyl- I -trifluoromethyl-butylamine; 3-(2,3-
dihydro-benzofuran-7-yl}-1-(6-fluoro- 1H-indol-2-ylmethyl)-3-methyl- I -trifluoromethyl-
butylamine; 3-(5-fluoro-2-methoxy-phenyl)-3-methyl-1-quinolin-4-ylmethyl-1-
trifluoromethyl-butylamine; 1-(2-chloro-quinolin-4-ylmethyl)-3-(5-fluoro-2-methyl-
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phenyl)-3-methyl-[-trifluoromethyl-butylamine; 3-(4-fluoro-phenyl)-3-methyl-1-
quinolin-4-ylmethyl- I -trifluoromethyl-butylamine; 7-[3-amino-3-(1H-benzoimidazol-2-
ylmethyl)-4,4,4-trifluoro-1,1-dimethyl-butyl]-2,3-dihydrobenzofuran-5-carbonitrile; 1-
(6-fluoro-1H-benzoimidazol-2-ylmethyl)-3-(5-fluoro-2-methyl-phenyl)-3-methyl-1-
trifluoromethyl-butylamine; 2-{3-amino-3-(1H-benzoimidazol-2-yimethyl)-4,4,4-
trifluoro-1,-dimethyl-butyl]4-fluoro-phenol; 1-(1H-benzoimidazol-2-ylmethyl)-3-(4-
fluoro-phenyl)-3-methyl- | -trifluoromethyl-butylamine; 1-(1H-indol-2-ylmethyl)-3-meth-
yl-3-pyridin-3-yl-1-trifluoromethyl-butylamine; 1-(1H-benzoimidazol-2-ylmethyl)-3-
methyl-3-pyridin-4-yl- I -trifluoromethyl-butylamine; 3-methyl-1-(3-methyl- [H-indol-2-
ylmethyl)-3-pyridin-3-yl-[-trifluoromethyl-butylamine; 1-(6-fluoro-1H-indol-2-
ylmethyl)-3-methyl-3-pyridin-3-yl- I -trifluoromethyl-butylamine; 3-(2,3-dihydro-
benzofuran-7-yl)-1-(1 H-indol-2-ylmethyl)-3-methyl- I -trifluoromethyl-butylamine; [3-
(5-fluoro-2-methoxy-phenyl)-3-methyl- 1 -quinolin-4-ylmethyl- 1 -trifluoromethyl-butyl]-
methyl-amine; ethyl-[3-(5-fluoro-2-methoxy-phenyl)-3-methyl-1-quinolin-4-ylmethyl-1-
trifluoromethyl-butylj-amine; [3-(5-fluoro-2-methoxy-phenyl)-3-methyl-1-quinolin-4-
ylmethyl-1-trifluoromethyl-butyl]-propylamine; [3-(5-fluoro-2-methoxy-phenyl)-3-
methyl-1-quinolin-4-ylmethyl-1-trifluoromethyl-butyl}-isobutylamine; butyl-{3-(5-
fluoro-2-methoxy-phenyl)-3-methyl-1-quinolin-4-ylmethyl-1-trifluoromethyl-butyl]-
amine; [3-(5-fluoro-2-methoxy-phenyl)-3-methyl- l-quinolin-4-ylmethyl- [ -trifluoro-
methyl-butyl}-dimethylamine; N-[3-(5-fluoro-2-methoxy-phenyl)-3-methyl-1-quinolin-
4-yImethyl-1-trifluoromethyl-butyl]-acetamide; N-[3-(5-fluoro-2-methoxy-phenyl)-3-
methyl- I-quinolin-4-ylmethyl- I -trifluoromethyl-butyl}-formamide; N-[3-(5-fluoro-2-
methoxy-phenyl)-3-methyl-1-quinolin-4-ylmethyl-1-trifluoromethyl-butyl]}-
methanesulfonamide; 1-(2,6-dimethyl-pyridin-4-ylmethyl)-3-(5-fluoro-2-methoxy-
phenyl)-3-methyl-1-trifluoromethyl-butylamine; 3-(5-fluoro-2-methoxy-phenyl)-3-
methyl-1-(1H-pyrrolo{2,3-c]pyridin-2-ylmethyl)- | -trifluoromethyl-butylamine; 2-[2-
amino-4-(5-fluoro-2-methoxy-phenyl)-4-methyl-2-trifluoromethyl-pentyl}-4-methyl- 1 H-
indole-6-carbonitrile; N-[3-(5-fluoro-2-methoxy-phenyl)-3-methyl-1-quinolin-4-
yimethyl-1-trifluoromethyl-butyl]-hydroxylamine; and 2-(3-amino-4,4,4-trifluoro-1,1-
dimethyl-3-quinolin-4-ylmethyl-butyl)-4-fluoro-phenol.

In yet another embodiment, said at least a DIGRA has Formula I, wherein

A, B, D E, R‘, R% R®, and R have the meanings disclosed immediately above, and R’ is
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C,-Cy alkyl, C-Cy alkenyl, C,-Cg alkynyl, carbocycle, heterocyclyl, aryl, heteroaryl,
carbocycle-C-Cy alkyl, carboxy, alkoxycarbonyl, aryl-C,-Cg alkyl, aryi-C;-Cg haloalkyl,
heterocyclyl-C;-Cg alkyl, heteroaryl-C-Cy alkyl, carbocycle-C,-Cy alkenyl, aryl-C,-Cg
alkenyl, heterocyclyl-C,-Cyg alkenyl, or heteroaryl-C,-Cy alkenyl, each optionally
independently substituted with one to three substituent groups, wherein each substituent
group of R*is independently C,-Cs alkyl, C,-Cs alkenyl, C,-Cs alkynyl, C3-Cg
cycloalkyl, phenyl, C;-Cs alkoxy, phenoxy, C,-Cs alkanoyl, aroyl, C,-Cs alkoxycarbonyl,
C,-Cs alkanoyloxy, aminocarbonyloxy, C;-Cs alkylaminocarbonyloxy, C;-Cs
dialkylaminocarbonyloxy, aminocarbonyl, C;-Cs alkylaminocarbonyl, C,-Cs
dialkylaminocarbonyl, C-Cs alkanoylamino, C,-Cs alkoxycarbonylamino, C,-Cs
alkylsulfonylamino, C,-Cs alkylaminosulfonyl, C,-Cs dialkylaminosulfonyl, halogen,
hydroxy, carboxy, cyano, oxo, trifluoromethyl, nitro, amino wherein the nitrogen atom is
optionally independently mono- or di-substituted by C;-Cs alkyl, ureido wherein either
nitrogen atom is optionally independently substituted with C,-Cs alkyl, C-Cs alkylthio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone, wherein R’

cannot be trifluoromethyl.

Non-limiting examples of these compounds include 1-(2,6-dichloro-pyridin-
4-ylmethyl)-3-(5-fluoro-2-methoxy-phenyl)-1,3-dimethyl-butylamine; 1-ethyl-3-(5-
fluoro-2-methoxy-phenyl)-3-methyl-1-quinolin-4-ylmethyl-butylamine; 1-
cyclohexylmethyl-3-(5-fluoro-2-methoxy-phenyl)- 1-(1 H-indol-2-ylmethyl)-3-methyl-
butylamine; 1-(2-chloro-quinolin-4-ylmethyl)-1-cyclopentyl-3-(5-fluoro-2-methoxy-
phenyl)-3-methyl-butylamine; 1-(2-chloro-pyridin-4-ylmethyl)- [-cyciopentylmethyl-3-
(5-fluoro-2-methoxy-phenyl)-3-methyl-butylamine; 3-(5-fluoro-2-methoxy-phenyl)-1,3-
dimethyl-1-quinolin-4-ylmethyl-butylamine; 1-cyclopropyl-3-(5-fluoro-2-methoxy-
phenyl)-3-methyl-1-quinolin-4-ylmethyl-butylamine; 3-(5-fluoro-2-methoxy-phenyl)-
1,3-dimethyl-1-(1H-pyrrolo[2,3-c]pyridin-2-ylmethyl)-butylamine; 1-cyclopropyl-3-(5-
fluoro-2-methoxy-phenyl)-3-methyl-1-(1 H-pyrrolo[2,3-c}-pyridin-2-ylmethyl)-
butylamine; 2-[3-amino-1,1,3-trimethyl-4-(1H-pyrrolo[2,3-c]pyridin-2-yl)-butyl]-4-
fluoro-phenol; 2-[2-amino-4-(5-fluoro-2-methoxy-phenyl)-2,4-dimethyl-pentyl]-4-

methyl- [H-indole-6-carbonitrile.
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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, 2005/00597 14, 2005/0176706,
2005/0203128, 2005/0234091, 2005/0282881, 2006/0014787, 2006/0030561,
2006/0116396, 2006/0189646, and 2006/0189647, all of which are incorporated herein

by reference in their entirety.

In another aspect, the present invention provides an ophthalmic
pharmaceutical composition for treating, reducing, ameliorating, or alleviating a back-of-
the-eye condition or disorder. In one embodiment, such a condition or disorder has an
etiology in inflammation. In another embodiment, such an inflammation is a chronic
inflammation. The ophthalmic pharmaceutical composition comprises at least a DIGRA,
a prodrug thereof, or a pharmaceutically acceptable salt thereof. In one aspect, the

pharmaceutical composition further 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
0.0001 to about 1000 mg/mi (or, alternatively, from about 0.001 to about 500 mg/ml, or
from about 0.001 to about 300 mg/ml, or from about 0.001 to about 250 mg/ml, or from
about 0.001 to about 100 mg/ml, or from about 0.001 to about 50 mg/ml, or from about
0.01 to about 300 mg/ml, or from about 0.01 to about 250 mg/ml, or from about 0.01 to
about 100 mg/ml, or from about 0.1 to about 100 mg/ml, or from about 0.1 to about 50
mg/ml).

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 nanometer-
sized 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.
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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® 80, Tween® 60, Tween® 20), poloxamers
(synthetic block polymers of ethylene oxide and propylene oxide, such as those
commonly known by their trade names of Pluronic®; e.g., Pluronic® F127 or Pluronic®
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 Tetronic®; e.g., Tetronic® 1508 or Tetronic® 908, etc., other nonionic surfactants
such as Brij®, Myrj®, and long chain fatty alcohols (i.e., oleyl alcohol, stearyl alcohol,
myristyl alcohol, docosohexanoyl 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, 34Med., 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,” 21¥ Ed., p. 291 and the
contents of chapter 22, Lippincott Williams & Wilkins, New York, 2006); 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 0.001 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 1, or from about 0.01 to about

0.5 weight percent).

In addition, a composition of the present invention can include additives such
as buffers, diluents, carriers, adjuvants, or other 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, humectants, 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
phenylethyl 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
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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 States Food and Drug Administration (“US FDA”) 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 11. 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 to about
11. Alternatively, the pH of the composition is in the range from about 5 to about 9,
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 pH of about 7.4.

In yet another aspect, a composition also can comprise a viscosity-modifying
compound designed to facilitate the administration of the composition into the subject or
to promote the bioavailability in the subject. In still another aspect, the viscosity-
modifying compound may be chosen so that the composition is not readily dispersed
after being administered into the vistreous. 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
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polymers. In general, a desired viscosity can be in the range from about | to about 400

centipoises ("cps").

In yet another aspect, the present invention provides a composition for
treating, reducing, ameliorating, or alleviating a back-of-the-eye condition or disorder.
In one embodiment, the condition or disorder has an etiology in inflammation. In
another embodiement, such inflammation is chronic inflammation. In still another
aspect, the back-of-the-eye condition or disorder is selected form the group consisting of
DR, AMD, DME, posterior uveitis, and combinations thereof. In a further aspect, such
posterior uveitis is selected from the group consisting of one of choroiditis, retinitis,
vasculitis, optic neuritis, and combinations thereof. The composition comprises: (a) at
least a DIGRA, a prodrug thereof, or a pharmaceutically acceptable salt thereof; and (b) a
material selected from the group consisting of (i) anti-inflammatory agents other than a
DIGRA, a prodrug thereof, and a pharmaceutically acceptable salt thereof; (ii) anti-
angiogenic agents; and (iii) combinations thereof; said DIGRA, prodrug thereof, or
pharmaceutically acceptable salt thereof, anti-inflammatory agent, or anti-angiogenic
agent being present in amounts effective to treat, reduce, ameliorate, or alleviate said
back-of-the-eye condition or disorder. In one embodiment, such an anti-inflammatory
agent is selected from the group consisting of non-steroidal anti-inflammatory drugs
(“NSAIDs”), peroxisome proliferator-activated receptor-y (“PPARY”) ligands,

combinations thereof, and mixtures thereof.

Non-limiting examples of the NSAIDs are: aminoarylcarboxylic acid
derivatives (e.g., enfenamic acid, etofenamate, flufenamic acid, isonixin, meclofenamic
acid, mefenamic acid, niflumic acid, talniflumate, terofenamate, tolfenamic acid),
arylacetic acid derivatives (e.g., aceclofenac, acemetacin, alclofenac, amfenac,
amtolmetin guacil, bromfenac, bufexamac, cinmetacin, clopirac, diclofenac sodium,
etodolac, felbinac, fenclozic acid, fentiazac, glucametacin, ibufenac, indomethacin,
isofezolac, isoxepac, lonazolac, metiazinic acid, mofezolac, oxametacine, pirazolac,
proglumetacin, sulindac, tiaramide, tolmetin, tropesin, zomepirac), arylbutyric acid
derivatives (e.g., bumadizon, butibufen, fenbufen, xenbucin), arylcarboxylic acids (e.g.,
clidanac, ketorolac, tinoridine), arylpropionic acid derivatives (e.g., alminoprofen,

benoxaprofen, bermoprofen, bucloxic acid, carprofen, fenoprofen, flunoxaprofen,
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flurbiprofen, ibuprofen, ibuproxam, indoprofen, ketoprofen, loxoprofen, naproxen,
oxaprozin, piketoprolen, pirprofen, pranoprofen, protizinic acid, suprofen, tiaprofenic
acid, ximoprofen, zaltoprofen), pyrazoles (e.g., difenamizole, epirizole), pyrazolones
(e.g., apazone, benzpiperylon, feprazone, mofebutazone, morazone, oxyphenbutazone,
phenylbutazone, pipebuzone, propyphenazone, ramifenazone, suxibuzone,
thiazolinobutazone), salicylic acid derivatives (e.g., acetaminosalol, aspirin, benorylate,
bromosaligenin, calcium acetylsalicylate, diflunisal, etersalate, fendosal, gentisic acid,
glycol salicylate, imidazole salicylate, lysine acetylsalicylate, mesalamine, morpholine
salicylate, 1-naphthyl salicylate, olsalazine, parsalmide, phenyl acetylsalicylate, phenyl
salicylate, salacetamide, salicylamide o-acetic acid, salicylsulfuric acid, salsalate,
sulfasalazine), thiazinecarboxamides (e.g., ampiroxicam, droxicam, isoxicam,
lornoxicam, piroxicam, tenoxicam), e-acetamidocaproic acid, S-(5’-adenosyl)-L-
methionine, 3-amino-4-hydroxybutyric acid, amixetrine, bendazac, benzydamine, a-
bisabolol, bucolome, difenpiramide, ditazol, emorfazone, fepradinol, guaiazulene,
nabumetone, nimesulide, oxaceprol, paranyline, perisoxal, proquazone, superoxide
dismutase, tenidap, zileuton, their physiologically acceptable salts, combinations thereof,

and mixtures thereof.

In another aspect of the present invention, an anti-inflammatory agent is a
PPAR-binding molecule. In one embodiment, such a PPAR-binding molecule is a
PPARa-, PPARS-, or PPARy-binding molecule. In another embodiment, such a PPAR-
binding molecule is a PPARa, PPARS, or PPARy agonist. Such a PPAR ligand binds to
and activates PPAR to modulate the expression of genes containing the appropriate

peroxisome proliferator response element in its promoter region.

PPARy agonists can inhibit the production of TNF-a and other inflammatory
cytokines by human macrophages (C-Y. Jiang et al., Namure, Vol. 391, 82-86 (1998)) and
T lymphocytes (A.E. Giorgini et al., Horm. Metab. Res. Vol. 31, 1-4 (1999)). More
recently, the natural PPARy agonist 15-deoxy-A-12,14-prostaglandin J2 (or “15-deoxy-
A-12,14-PG J27), has been shown to inhibit neovascularization and angiogenesis (X. Xin
etal., J. Biol. Chem. Vol. 274:9116-9121 (1999)) in the rat cornea. Spiegelman et al., in
U.S. Patent 6,242,196, disclose methods for inhibiting proliferation of PPARy-
responsive hyperproliferative cells by using PPARy agonists; numerous synthetic PPARy
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agonists are disclosed by Spiegelman et al., as well as methods for diagnosing PPARYy-
responsive hyperproliferative cells. All documents referred to herein are incorporated by
reference. PPARSs are differentially expressed in diseased versus normal cells. PPARY is
expressed to different degrees in the various tissues of the eye, such as some layers of the
retina and the cornea, the choriocapillaris, uveal tract, conjunctival epidermis, and

intraocular muscles (see, e.g., U.S. Patent 6,316,465).

In one aspect, a PPARy agonist used in a composition or a method of the
present invention is a thiazolidinedione, a derivative thereof, or an analog thereof. Non-
limiting examples of thiazolidinedione-based PPARY agonists include pioglitazone,
troglitazone, ciglitazone, englitazone, rosiglitazone, and chemical derivatives thereof.
Other PPARYy agonists include Clofibrate (ethyl 2-(4-chlorophenoxy)-2-
methylpropionate), clofibric acid (2-(4-chlorophenoxy)-2-methylpropanoic acid), GW
1929 (N-(2-benzoylphenyl)-O-{2-(methyl-2-pyridinylamino)ethyl }-L-tyrosine), GW
7647 (2-{ {4-{2-{ {(cyclohexylamino)carbonyl } (4-
cyclohexylbutyl)amino }ethyl } phenyl} thio }-2-methylpropanoic acid), and WY 14643
({ {4-chloro-6-{(2,3-dimethylphenyl)amino }-2-pyrimidinyl } thio } acetic acid). GW 1929,
GW 7647, and WY 14643 are commercially available, for example, from Koma
Biotechnology, Inc. (Seoul, Korea). In one embodiment, the PPARy agonist is 15-
deoxy-A-12, 14-PG J2.

Non-limiting examples of PPAR-a agonists include the fibrates, such as
fenofibrate and gemfibrozil. A non-limiting example of PPAR-3 agonist is GW501516
(available from Axxora LLC, San Diego, California or EMD Biosciences, Inc., San

Diego, California).

In a further aspect, an anti-angiogenic agent included in a pharmaceutical
composition of the present invention is selected from the group consisting of: (i)
compounds that interact with and inhibit a downstream activity of extracellular VEGF;
(i1) compounds that interact with at least a VEGF receptor and render it substantially
unavailable for interacting with VEGF; (iii) compounds that reduce a level of expression

of VEGF; and (iv) combinations thereof.
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In one embodiment, compounds that interact with and inhibit a downstream
activity of extracellular VEGF comprise a nucleic acid ligand that binds to extracellular
VEGEF and substantially prevents it from participating in the angiogenic cascade. Non-
limiting examples of such a nucleic acid ligand are the VEGF aptamers disclosed in U.S.
Patents 6,426,335; 6,168,778; 6,147,204; 6,051,698; and 6,011,020; which are
incorporated herein by reference in their entirety. In one embodiment, such a nucleic
acid ligand comprises the VEGF antagonist aptamer known by its trade name
“Macugen®”, being marketed by OSI EyeTech Pharmaceuticals (Melleville, New York).
In another embodiment, a compound that interacts with and inhibits a downstream
activity of extracellular VEGF comprises an anti-VEGF antibody, such as the
recombinant monoclonal antibody known as Lucentis® (ranibizumab, developed by

Genentech, South San Francisco, California).

In one aspect of the present invention, compounds that interact with at least a
VEGF receptor and render it substantially unavailable for interacting with VEGF
comprises VEGF tyrosine kinase inhibitors, which can be a small synthetic molecule or
protein or protein fragment that binds to the transmembrane VEGF receptors and
neutralizes their activation, such as rendering them incapable of initiating or participating

further in the expression of VEGF or other angiogenic factors.

Non-limiting examples of synthetic VEGF tyrosine kinase inhibitors include
the compounds disclosed in U.S. Patents 6,958,340; 6,514,971, 6,448,077; and U.S.
Patent Application Publications 2005/0233921, 2005/0244475, 2005/0143442, and

2006/0014252; which are incorporated herein by reference in their entirety.

In another aspect, a level of VEGF can be reduced by interfering with the
transcription of the VEGF gene by binding a small organic VEGF-gene inhibitor to said
gene, such as one of the compounds disclosed in U.S. Patent Application Publication

2003/0282849, which is incorporated herein by reference.

Other suitable anti-angiogenic agents that can be used in a composition of
the present invention are disclosed in U.S. Patent Application having Serial No.

60/797,608 filed May 7, 2006, which is incorporated herein by reference.
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In still another aspect, a method for preparing a composition of the present
invention comprises combining: (i) at least a DIGRA, a prodrug thereof, or a
pharmaceutically acceptable salt thereof; and (ii) a material selected from the group
consisting of anti-inflammatory agent other than a DIGRA, anti-angiogenic agents, and
combinations thereof; and (iii) a pharmaceutically acceptable carrier. In one
embodiment, such a carrier can be a sterile saline solution or a physiologically acceptable
buffer. In another embodiment, such a carrier comprises a hydrophobic medium, such as
a pharmaceutically acceptable oil. In still another embodiment, such as carrier comprises

an emulsion of a hydrophobic material and water.

Physiologically acceptable buffers include, but are not limited to, a
phosphate buffer or a Tris-HCI buffer (comprising tris(hydroxymethyl)aminomethane
and HCI). For example, a Tris-HCI buffer having pH of 7.4 comprises 3 g/l of
tristhydroxymethyl)aminomethane and 0.76 g/l of HCL. In yet another aspect, the buffer
is 10X phosphate buffer saline (“PBS”) or 5X PBS solution.

Other buffers also may be found suitable or desirable in some circumstances,
such as buffers based on HEPES (N-{2-hydroxyethyl } peperazine-N’-{2-ethanesulfonic
acid}) having pK, of 7.5 at 25 °C and pH in the range of about 6.8-8.2; BES (N,N-bis{2-
hydroxyethyl}2-aminoethanesulfonic acid) having pK, of 7.1 at 25°C and pH in the
range of about 6.4-7.8; MOPS (3-{N-morpholino } propanesulfonic acid) having pK, of
7.2 at 25°C and pH in the range of about 6.5-7.9; TES (N-tris { hydroxymethy! }-methyl-
2-aminoethanesulfonic acid) having pK, of 7.4 at 25°C and pH in the range of about 6.8-
8.2; MOBS (4-{N-morpholino } butanesulfonic acid) having pK, of 7.6 at 25°C and pH in
the range of about 6.9-8.3; DIPSO (3-(N,N-bis{2-hydroxyethyl }amino)-2-
hydroxypropane) ) having pK; of 7.52 at 25°C and pH in the range of about 7-8.2;
TAPSO (2-hydroxy-3{tris(thydroxymethyl)methylamino }- 1 -propanesulfonic acid) )
having pK, of 7.61 at 25°C and pH in the range of about 7-8.2; TAPS ({(2-hydroxy-1,1-
bisthydroxymethyl)ethyl)amino}-1-propanesulfonic acid) ) having pK, of 8.4 at 25°C
and pH in the range of about 7.7-9.1; TABS (N-tris(thydroxymethyl)methyl-4-
aminobutanesulfonic acid) having pK, of 8.9 at 25°C and pH in the range of about 8.2-
9.6; AMPSO (N-(1,1-dimethyl-2-hydroxyethyl)-3-amino-2-hydroxypropanesulfonic
acid) ) having pK, of 9.0 at 25°C and pH in the range of about 8.3-9.7; CHES (2-
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cyclohexylamino)ethanesulfonic acid) having pK, of 9.5 at 25°C and pH in the range of
about 8.6-10.0; CAPSO (3-(cyclohexylamino)-2-hydroxy- I -propanesulfonic acid)
having pK, 0f 9.6 at 25°C and pH in the range of about 8.9-10.3; or CAPS (3-
(cyclohexylamino)- I-propane suifonic acid) having pK, of 10.4 at 25°C 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 buffer capacity of the composition desirably allows the composition to

come rapidly to a physiological pH after being administered to into the patient.

EXAMPLE |

Two mixtures I and I 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 II for 15 minutes or more. The pH of the combined mixture is adjusted to 6.2-

6.4 using 1 N NaOH to yield a composition of the present invention.

Table 1
Ingredient Amount

Mixture I

Macugen® 0.2¢g

Carbopol 934P NF 025¢g

Purified water 9955 g
Mixture II

Propylene glycol , 5g

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 1 N NaOH to yield a composition of the present invention.
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Table 2
Ingredient Amount
Mixture 1
Macugen® 0.2g
4-(2-phenyl- 1 H-imidazol-1-y1)-N- 0.3g

pyridin-4-ylpyrimidin-2-amine (a
tyrosine kinase inhibitor)

Carbopol 934P NF 025¢

Purified water 9925 ¢
Mixture II

Propylene glycol S5¢g

EDTA 0.1 mg

Compound of Formula IV 50g
EXAMPLE 3:

Two mixtures I and II are made separately by mixing the ingredients listed in
Table 3. 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 1 N NaOH to yield a composition of the present invention,

Table 3
Ingredient Amount

Mixture I

Lucentis® 0.2¢

Carbopol 934P NF 025¢

Purified water 99.55 ¢
Mixture 11

Propylene glycol 3g

Triacetin Tg

Compound of Formula I 50¢g

EDTA 0.1 mg
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Two mixtures I and II are made separately by mixing the 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 1 N NaOH to yield a composition of the present invention.

Table 4
Ingredient Amount

Mixture [

Lucentis® 0.3g

N-isoxazol-3-yl-4-(2-phenyl-1H- 0.3g

imidazol-1-y)pyrimidin-2-amine (a

tyrosine kinase inhibitor)

Carbopol 934P NF 025¢g

Olive oil 99.15 ¢
Mixture I

Propylene glycol 7g

Glycerin 3g

Compound of Formula I 50¢

Cyclosporine A S5¢g

HAP (30%) 0.5 mg

Alexidine 2HCI 1-2 ppm

Note: “HAP” denotes hydroxyalkyl phosphonates, such as those known under the trade

name Dequest®.

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 ! N NaOH to yield a composition of

the present invention.
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Table 5

Ingredient Amount (% by weight)
Povidone |
HAP (30%) 0.05
Glycerin 3
Propylene glycol 3
Compound of Formula IV 0.5
Lucentis® 0.1
Tyloxapol 0.25
BAK 10-100 ppm
Purified water g.s. to 100

Note: “BAK” denotes benzalkonium 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 3
Compound of Formula IV 0.75
VEGEF ribozyme 0.1
Tyloxapol 0.25
Alexidine 2HC] 1-2 ppm
Purified water g.s. to 100
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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 (% by weight)
CMC (MV) 0.5
HAP (30%) 0.05
Glycerin 3
Propylene glycol 3
Compound of Formula IV 0.75
Lucentis® 0.1
N-(3-methylisoxazol-5-yl)-4-(2-phenyl- 0.3
|H-imidazol-1-yl)pyrimidin-2-amine (a
tyrosine kinase inhibitor)
Tyloxapol (a surfactant) 0.25
Alexidine 2HCI 1-2 ppm
Sunflower oil g.s. to 100

EXAMPLE 8:

The ingredients listed in Table § 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 8
Ingredient Amount (% by weight)
CMC (MV) 0.5
HAP (30%) 0.05
Glycerin 3
Propylene glycol 3
Compound of Formula IV 0.75
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dsRNA having sequence corresponding to 0.2
single-stranded VEGF mRNA

N-(3-methylisoxazol-5-yl)-4-(2-phenyl- 0.3
1H-imidazol-1-yl)pyrimidin-2-amine (a

tyrosine kinase inhibitor)

Tyloxapol (a surfactant) 0.25
Alexidine 2HCI 1-2 ppm
Purified water g.s. to 100

EXAMPLE 9:

The ingredients listed in Table 9 are mixed together for at least 15 minutes.

The pH of the mixture is adjusted to 6.2-6.4 using | N NaOH to yield a composition of

the present invention.

Table 9

Ingredient Amount (% by weight)
CMC (MV) 0.5
HAP (30%) 0.05
Glycerin 3
Propylene glycol 3
Compound of Formula IV 0.75
Lucentis® 0.2
dsRNA having sequence corresponding to 0.2
single-stranded VEGF mRNA
N-(3-methylisoxazol-5-yl)-4-(2-phenyl- 0.3
IH-imidazol-1-yl)pyrimidin-2-amine (a
tyrosine kinase inhibitor)
Tyloxapol (a surfactant) 0.25
Alexidine 2ZHCI 1-2 ppm
Cormn oil q.s. to 100
EXAMPLE 10:

The ingredients listed in Table 10 are mixed together for at least 15 minutes.

The pH of the mixture is adjusted t06.2-6.4 using 1 N NaOH to yield a composition of

the present invention.




Table T-8Raw data of protein leve s in aqueous humor samples collected

nd paracentesis Treatment Sample Protein (mg/q;&)r g 02,/0%, tba3
WO%‘%@@?Z‘&Z-AI-SX 53.51 2-A2-DX 28.73 2-A -SX IN/A 2-A3-D& 4%.09

2-A3-SX 30.84 2-A4-DX

Ingredient Amount (% by weight)
CMC (MV) 0.5
HAP (30%) 0.05
Glycerin 3
Propylene glycol 3
Compound of Formula IV 0.75
Macugen® 0.2
polypeptide antibody against VEGFR-2 0.3
N-(3-methylisoxazol-5-y1)-4-(2-phenyl- 0.3
1H-imidazol-1-yl)pyrimidin-2-amine (a
tyrosine kinase inhibitor)
Tyloxapol (a surfactant) 0.25
Alexidine 2HCI 1-2 ppm
Purified water g.s. to 100

In another aspect, a DIGRA, a prodrug thereof, or a pharmaceutically

acceptable salt thereof, and an anti-inflammatory agent are incorporated into a

formulation for topical administration, systemic administration, periocular injection, or

intravitreal injection. An injectable intravitreal formulation can desirably comprise a

carrier that provides a sustained-release of the active ingredients, such as for a period

longer than about 1 week (or longer than about 1, 2, 3, 4, 5, or 6 months). In certain

embodiments, the sustained-release formulation desirably comprises a carrier that is

insoluble or only sparingly soluble in the vitreous. Such a carrier can be an oil-based

liquid, emulsion, gel, or semisolid. Non-limiting examples of oil-based liquids include

castor oil, peanut oil, olive oil, coconut oil, sesame oil, cottonseed oil, corn oil, sunflower

oil, fish-liver oil, arachis oil, and liquid paraffin.

In one embodiment, a compound or composition of the present invention can

be injected intravitreally, for example through the pars plana of the ciliary body, to treat

or prevent glaucoma or progression thereof using a fine-gauge needle, such as 25-30

gauge. Typically, an amount from about 25 i to about 100 pl of a composition

comprising a DIGRA, a prodrug thereof, or a pharmaceutically acceptable salt thereof is
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administered into a patient. A concentration of such DIGRA, prodrug thereof, or

pharmaceutically acceptable salt thereof is selected from the ranges disclosed above.

In another aspect, a DIGRA, a prodrug thereof, or a pharmaceutically
acceptable salt 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 1 week, or longer than about 1, 2, 3, 4, 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 sull another aspect, a method for treating, reducing, ameliorating, or
alleviating a back-of-the-eye condition or 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 (b) administering to a subject
an amount of the composition at a frequency sufficient to treat, reduce, ameliorate, or

alleviate the condition or disorder in the subject.

In one embodiment, the DIGRA is selected from among those disclosed

above.
In another embodiment, such inflammation is a chronic inflammation.

In still another embodiment, such as condition or disorder is selected from

the group consisting of DR, AMD, DME, posterior uveitis, and combinations thereof.

In another embodiment, the composition further comprises: (i) an anti-
inflammatory agent other than a DIGRA, a prodrug thereof, and a pharmaceutically
acceptable thereof; (ii) an anti-angiogenic agent; or (iii) a combination thereof. Such an
anti-inflammatory agent or anti-angiogenic agent is selected from among those disclosed
above. The concentration of the DIGRA, a prodrug thereof, a pharmaceutically
acceptable salt thereof, the anti-inflammatory agent or anti-angiogenic agent is selected

from among the ranges disclosed above.
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In another aspect, a DIGRA, a prodrug thereof, or a pharmaceutically
acceptable salt thereof, with or without an additional anti-inflamatory agent and/or an
anti-angiogenic agent, is incorporated into a formulation for topical administration,
systemic administration, periocular injection, or intravitreal injection. An injectable
intravitreal formulation can desirably comprise a carrier that provides a sustained-release
of the active ingredients, such as for a period longer than about 1 week (or longer than

about 1, 2, 3, 4, 5, or 6 months).

In still another aspect, a DIGRA, a prodrug thereof, or a pharmaceutically
acceptable salt 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 1 week, or longer than about 1, 2, 3, 4, 5, or 6 months) treatment
of a back-of-the-eye disease. Such a device may be implanted by a skilled physician in
the back of the eye of the patient for the sustained release of the active ingredient or
ingredients. A typical implant system or device suitable for use in a method of the
present invention comprises a biodegradable matrix with the active ingredient or
ingredients impregnated or dispersed therein. Non-limiting examples of ophthalmic
implant systems or devices for the sustained-release of an active ingredient are disclosed
in U.S. Patents 5,378,475; 5,773,019; 5,902,598; 6,001,386; 6,051,576; and 6,726,918;

which are incorporated herein by reference.

In yet another aspect, a composition of the present invention is administered
once a week, once a month, once a year, twice a year, four times a year, or at a suitable
frequency that is determined to be appropriate for treating, reducing, ameliorating, or

alleviating the condition or disorder.

In a further aspect, the present invention provides a method for treating,
reducing, ameliorating, or alleviating a back-of-the-eye condition or disorder that has an
etiology in inflammation (in particular, chronic inflammation). The method comprises:
(a) administering an amount of a composition comprising a DIGRA, a prodrug thereof,
or a pharmaceutically acceptable salt thereof to a subject at a first frequency sufficient to

© treat, reduce, ameliorate, or alleviate the condition or disorder in the subject; and (b)

performing a procedure selected from the group consisting of protocoagulation,
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photodynamic therapy, and a combination thereof in the subject at a second frequency
sufficient to treat, reduce, ameliorate, or alleviate the condition or disorder in the subject.
In one embodiment, the composition further comprises an anti-inflammatory agent other
than a DIGRA, an anti-angiogenic agent, or a combination thereof. Non-limiting

examples of these materials are disclosed herein above.

In one embodiment, the first frequency and the second frequency are the
same. In another embodiment, the first frequency and the second frequency are different.
In still another embodiment, said administering and said performing are carried out
sequentially. In yet another embodiment, said performing is carried out before said
administering. In a further embodiment, said performing is carried out after said
administering. The first frequency and the second frequency can be, for example, once a
week, once a month, once a year, twice a year, four times a year, or other frequencies,
said first frequency and second frequency being chosen as deemed appropriate for the

condition and treatment objective.

In photocoagulation therapy, high-energy light from a laser is directed to the
leaky vasculature to coagulate the fluid in and around the new leaky vessels, relying on
the transfer of thermal energy generated by the laser to the pathological tissue.

Photocoagulation systems are currently available.

In photodynamic therapy (“PDT"), a photosensitizer (light-activated drug) is
administered into the patient, typically via the intravenous route followed by application
of light of appropriate wavelength directed at the pathological tissue, such as the leaky
vasculature. The light sources most commonly used are non-thermal lasers or light-
emitting diodes (“LEDs”). After exposure to light at a wavelength absorbed by the
photosensitizer, an energy transfer cascade is initiated, culminating in the formation of
reactive oxygen, which generates free radicals. These free radicals, in turn, disrupt
cellular structures or functions, leading to death of endothelial cells and, thus, prevention
of further neovascularization. Non-limiting examples of photosensitizers and methods
for PDT include those disclosed in U.S. Patents 7,015,240 and 7,060,695; which are

incorporated herein by reference.
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COMPARISON OF GLUCOCORTICOIDS AND DIGRAS

One of the most frequent undesirable actions of a glucocorticoid therapy is
steroid diabetes. The reason for this undesirable condition 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 glucocorticoid),
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 GC-induced cataract.
The cataractogenic potential of a compound or composition may be determined by
quantifying the effect of the compound or composition on the flux of potassium ions
through the membrane of lens cells (such as mammalian lens epithelial cells) in vitro.
Such an ion flux may be determined by, for example, electrophysiological techniques or
ion-flux imaging techniques (such as with the use of fluorescent dyes). An exemplary
in-vitro method for determining the cataractogenic potential of a compound or
composition is disclosed in U.S. Patent Application Publication 2004/0219512, which is

incorporated herein by reference.

Still another undesirable result of glucocorticoid therapy is hypertension.
Blood pressure of similarly matched subjects treated with glucocorticoid and DIGRA for

an inflammatory condition may be measured directly and compared.
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Yet another undesirable result of glucocorticoid therapy is increased IOP.
IOP of similarly matched subjects treated with glucocorticoid and DIGRA for an

inflammatory condition may be measured directly and compared.

TESTING: Comparison of the DIGRA Having Formula IV With Two Corticosteroids
and One NSAID in Treating Inflammation

I INTRODUCTION

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 E;
[References 1 -3 below]. Intraocular or topical administration of PGE, disrupts the
BAB. [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 (“BOL-
303242-X”, compound having Formula I'V above) at different doses on rabbit
paracentesis model evaluating aqueous biomarkers levels, and iris-ciliary body MPO

activity in comparison with vehicle, dexamethasone, loteprednol and flurbiprofen.
2. METHODS
2.1 Drugs and Materials

2.1.1. Test articles

BOL-303242-X (0.1%, 0.5% and 1% topical formulations), lot 2676-MLC-
107, Bauch & Lomb Incorporated (“B&L”) Rochester, USA.

Vehicle (10% PEG 3350; 1% Tween 80; phosphate buffer pH 7.00), lot
2676-MLC-107, B&L Rochester, USA.
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1-9Protein levels in aqueous humor samples collected at the second

paracentesis (Mean SEM). Treatment

Visumetazone® (0.1% Dexamethasone topical formulation), lot T253,

Visufarma, Rome, Italy.

Lotemax® (0.5% Loteprednol topical formulation), lot 078061, B&L IOM,
Macherio, Italy.

Ocufen® (0.03% Flurbiprofen topical formulation), lot E45324, Allergan,
Westport, Ireland.

2.2 Animals
Species: Rabbit
Breed: New Zealand
Source: Morini (Reggio Emila, Italy)
Sex: Male
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 (i.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.
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Sample Group Mean (mg/m1) SEM n CTR A39.364 3.754 7 0.03% F B

o148 70,19 Dex C 33.457 1.001 6 0.5% LE D 33908 2k uranss
WO & a5 667 2.655

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

and 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 °C), humidity (relative, 30%) and under a
constant light-dark cycle (light on between §.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 Ophthakfnology) 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 Care and Use Committee (IACUC) of the University of Catania and

complies with the acceptable standards of animal welfare care.
2.3 Experimental Preparations
2.3.1 Study design and randomization

Twenty-eight rabbits were randomly allocated into 7 groups (4 animals/each)

as shown in the tabie below.
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Table 8
Group| No of Treatment Observations and Termination and
rabbits measurements assays
I 4 CTR 50 ul drops at | Clinical observations | Termination
180, 120, 90, | and pupillary immediately after
I 4 1% BOL | and 30 min diameter at 180 and 5 | the second
prior to first min before the first paracentesis.
i 4 0.5% BOL | paracentesis, | paracentesis, and at 5
and at 15, 30, | min before the
90 min after | second paracentesis. | Aqueous humor
v 4 0.1% BOL the first collected for PGE.,
‘ paracentesis. protein, leukocytes
v 4 0.5% LE Paracentesis at 0 and | and LTB,
2 hours. measurements.
VI 4 0.1% Dex
VII 4 0.03% F Iris-ciliary body
collected for MPO
activity
measurement.

CTR=vehicle; BOL=BOL-303242-X; LE=loteprednol etabonate; Dex=dexamethasone;
F=flurbiprofen

To each test article was randomly assigned a letter from A to G
A = vehicle (10% PEG3350/1% Tween 80/PB pH 7.00)
B = Ocufen (Fluorbiprofen 0.03%)

C = Visumetazone (Desmethasone 0.1%)

D = Lotemax (Loetprednol etabonate 0.5%)
E =BOL-303242-X 0.1% (1 mg/g)
F=BOL-303242-X 0.5% (5 mg/g)
G =BOL-303242-X 1% (10 mg/g)

2.3.2  Reagent preparation for MPO assay

2.3.2.1 Phosphate buffer (50mM; pH=6)

3.9g of NaH,PO4 2H,O were dissolved in a volumetric flask to 500ml with
water. The pH was adjusted to pH=6 with 3N NaOH.
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2.3.2.2 Hexa-decyl-trimethyl-ammonium bromide (0.5%)

0.5g of hexa-decyl-trimethyl-ammonium bromide was dissolved in [00ml

phosphate buffer.

2.3.2.3 o-dianisidine 2HCI (0.0167%) / H,0, (0.0005%) solution

The solution was prepared freshly. Ten microliters of H.O5 (30 wt.%) were
diluted to Iml with water (solution A). 7.5mg o-dianisidine 2HCI were dissolved in

45ml of phosphate buffer and 75pu1 of solution A were added.
24 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 W) 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 Smg/kg Zoletil® (Virbac; 2.5mg/kg tiletamine HCI and
2.5mg/kg zolazepam HCI) and one drop of local anesthetic (Novesina®, 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 Tanax® (Intervet International
B.V.) and the second paracentesis was performed. About 100 pl 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 pupillary diameter of both eyes was measured with a Castroviejo caliper

180 min and 5 min before the first paracentesis and 5 min before the second paracentesis.
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2.4.3 Clinical evaluation

The clinical evaluation of both eyes was performed by a slit lamp (4179-T;
Sbisa, 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 E, (PGE») measurement

For the quantitative determination of PGE; in the aqueous humor we used
the PGE; Immunoassay kit (R&D Systems; Cat.No. KGE004; Lot.No. 240010). Eleven
microliters or 16yl of aqueous humor were diluted to 110ul or 160ul 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 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.
2.4.5 Protein measurement

For protein concentration determination in the aqueous humor we used the
Protein Quantification Kit (Fluka; Cat.No. 77371; Lot.No. 1303129). Five microliters of
aqueous humor were diluted to 100ul 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 microplate reader (GDV,
Italy; model DV 990 B/V6) set at 670 nm was used for making the calibration and

analyzing the samples.
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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 (LTB.) measurement

For the quantitative determination of LTB4 concentration in the aqueous
humor we used the LTB, Immunoassay kit (R&D Systems; Cat.No. KGE006: Lot.No.
243623). 11ul of aqueous humor were diluted to 110ul with the calibrator diluent
solution provided with the kit. 100 ul 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
al.[5] The iris-ciliary bodies were carefully dried, weighed and immersed in 1ml of hexa-
decyl-trimethyl-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 (40-200ul) was diluted to 3ml with the o-
dianisidine 2HC1/ H,0; solution. The change in absorbance at 460nm was continuously
monitored for 5 min by a spectrophotometer (UV/Vis Spectrometer Lambda EZ 201;
Perkin Elmer). The slope of the line (A/min) was determined for each sample and used to

calculate the number of units of MPO in the tissue as follows:

(A/min)-10°

MPOQunit/ g =

were e =11.3 mM".
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Values were expressed as units of MPO/g of tissue.

2.5 Data Analysis

Pupillary diameter, PGE;, 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

3.1 Pupillary diameter measurement

The raw data are displayed in Tables T-2 and T-3. No statistical significance

was found between the CRT and all the treatments.
3.2 Clinical evaluation

The raw data are displayed in Tables T-4 and T-5. Only the 0.5% LE group
showed a significant difference vesus CTR (p<0.05).

3.3 Prostaglandin E; (PGE») 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).

34 Protein 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 1% BOL vs CTR with p<0.001,
and 0.5% BOL vs CTR with p<0.05.
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3.5  lLeukocytes (PMN) measurement

The raw data are displayed in Tables T-10 and T-11. All the treatments
were statistically significant vs CTR (p<0.001).

3.6 Leucotriene B4 (ILTB4) measurement

All samples were under the limit of quantification (about 0.2 ng/ml) of the

assay.
3.7 Myeloperoxidase (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<0.01 for 0.03% F, and
p<0.001 for 0.1% Dex, 0.5% LE, 0.1% BOL, 0.5% BOL and 1% BOL.

4. DISCUSSION

The preliminary conclusions from the data generated are:
e 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.

95



20 2-F4-SX 40 1% BOL 2-GI-DX 30 2-G1-SX 10 2-G2-DX 30 G2-SX
wo%’os%)ﬁ%?( 20 2-G3-SX 30 2-04-DX 40 PCT/US2007/074943

5. REFERENCES

I. Eakins KE (1977). Prostaglandin and non prostaglandin-mediated
breakdown of the blood-aqueous barrier. Exp Eye Res, 25, 483-498.

2. Neufeld AH, Sears ML (1973). The site of action of prostaglandin E; on
the disruption of the blood-aqueous barrier in the rabbit eye. Exp Eye Res, 17, 445-448.

3. Unger WG, Cole DP, Hammond B (1975). Disruption of the blood-
aqueous barrier following paracentesis in the rabbit. Exp Eye Res, 20, 255-270.

4. Stjernschantz J (1984). Autacoids 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 polymorphonuclear leukocyte

infiltration by measuring myeloperoxidase activity. Curr Eve Res 2:465-469.

* Table T-1: Rabbit body weight measured just before the experiment

Rabbit ID Sex Body weight (g)
Al M 2090
A2 M 2140
A3 M 2100
A4 M 2320
Bl M 2270
B2 M 2190
B3 M 2340
B4 M 2300
C1 M 2160
2 M 2160
C3 M 2280
C4 M 2400
D1 M 2220
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2-04-SX 20 Table T-11PMN numbers in aqueous humor samples
t the second paracentesis (Mean i- SEM). Treat
wo 8”§)8E(?\/Igze§z:1n (number/pl) SEM n CTR A 68.571 6.701 7 0.0

roup

30.000 5.345 7 0.1% Dex C 30.000 5.164 6 0.5% LE D

m§§j@%§%’4ﬁ)74943

D2 M 2200
D3 M 2180
D4 M 2260
El M 2170
E2 M 2330
E3 M 2350
E4 M 2300
F1 M 2190
F2 M 2240
F3 M 2120
F4 M 2200
Gl M 2410
G2 M 2270
G3 M 2310
G4 M 2130
Mean + S.D. 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 +115 min
and the value at  —-180 min.
Treatment | Rabbit ID| Eye Diameter (mm)
TL:-180min | T2:-5min |T3:+115min| A(T3-TI)
CTR Al DX 6.0 5.5 4.0 -2.0
SX 5.5 5.5 4.0 -1.5
A2 DX 6.0 6.5 4.5 -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
Ad DX 6.0 6.5 5.0 -1.0
SX 6.0 6.5 5.0 -1.0
0.03% F Bl DX 5.0 6.0 4.0 -1.0
SX 5.0 6.0 3.5 -1.5
B2 DX 7.0 6.5 5.5 -1.5
SX 6.0 7.0 5.0 -1.0
B3 DX 6.0 6.5 45 -1.5
SX 6.0 6.5 6.0 0.0
B4 DX 5.5 6.0 5.5 0.0
SX 6.0 5.5 5.0 -1.0
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750 2.950 8 Table T-1 2Raw data of MPO activitypig,lii @%/074943
Wok?(f)ia f@gﬁ%les collected after the second paracentesis. Treatmen@ ample

s-ciliary body weight (mg) Volume (pi) * A/min MPO Unit/g CTR A DX

0.1% Dex Cl DX 6.0 5.5 5.5 -0.5
SX 7.0 6.5 5.5 -1.5

C2 DX 5.5 6.5 6.0 0.5

SX 5.5 6.0 5.5 0.0

C3 DX 6.5 6.0 4.5 -2.0

SX 6.5 6.5 5.0 -1.5

C4 DX 6.5 7.0 6.0 -0.5

SX 7.0 7.5 6.5 -0.5

0.5% LE D1 DX 6.0 6.0 4.5 -1.5
SX 6.0 6.0 5.0 -1.0

D2 DX 6.5 6.5 5.5 -1.0

SX 6.5 0.5 5.5 -1.0

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 -1.5

0.5% BOL Fl1 DX 8.0 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

F3 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 7.5 7.0 6.5 -1.0

1% BOL Gl DX 6.0 6.0 3.5 -0.5
SX 6.5 6.5 5.0 -1.5

G2 DX 6.0 6.5 5.0 -1.0

SX 6.0 6.5 5.0 -1.0

G3 DX 6.5 7.0 5.5 -1.0

SX 6.5 7.0 5.0 -1.5

G4 DX 6.5 6.5 6.0 -0.5

SX 6.5 6.0 6.0 -0.5
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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 n
A(T3-T1)

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 8
1% BOL G -0.9 0.15 8

Table T-4 Raw data of clinical score at —~180 min (basal), -5 min (5 min before the
first paracentesis) and at +115 min (5 min before the second paracentesis).

Treatment |[Rabbit ID| Eye Clinical Score
-180 min -5 min +115 min
CTR Al DX 0 1 3
SX 0 1 3
A2 DX 0 0 2
X 0 0 2
A3 DX 0 0 3
SX 0 0 3
Ad DX 0 0 3
SX 0 0 3
0.03% F Bl DX 0 0 2
SX 0 0 2
B2 DX 0 0 2
SX 0 0 2
B3 DX 0 0 2
SX 0 0 2
B4 DX 0 0 2
SX 0 0 2
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0.1% Dex Cl DX 0 0 ]
SX 0 0 1

c2 DX 0 0 1

SX 0 0 1

C3 DX 0 1 3

SX 0 L 3

C4 DX 0 0 1

SX 0 0 1

0.5% LE Dl DX 0 0 2
SX 0 0 2

D2 DX 0 0 1

SX 0 0 1

D3 DX 0 0 1

SX 0 0 1

D4 DX 0 0 1

SX 0 0 1

0.1% BOL El DX 0 0 2
SX 0 0 2

E2 DX 0 0 2

SX 0 0 2

E3 DX 0 0 2

SX 0 0 2

E4 DX 0 0 3

SX 0 0 3

0.5% BOL F1 DX 0 0 2
SX 0 0 2

F2 DX 0 0 1

SX 0 0 2

F3 DX 0 0 1

SX 0 0 1

F4 DX 0 0 2

SX 0 0 2

1% BOL Gl DX 0 0 2
SX 0 0 2

G2 DX 0 0 2

SX 0 0 2

G3 DX 0 0 2

SX 0 0 2

G4 DX 0 0 2

SX 0 0 2
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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 paracentesis).

Treatment | Rabbit Group N Score (%)

ID eye)] o | 1 ] 2 T 3 T a4

-180 min
CTR A 8 100 - - - -
0.03% F B 8 100 - - - -
0.1% Dex C 8 100 - - — -
05% LE D 8 100 - - - -
0.1% BOL E 8 100 - - - -
0.5% BOL F 8 100 - - - —
1% BOL G 8 100 -~ - — -

-5 min
CTR A 8 75 25 - - -
0.03% F B 8 100 -- - - -
0.1% Dex C 8 75 25 - - —
0.5% LE D 8 100 - - - -
0.1% BOL E 8 100 - - - -
0.5% BOL F 8 100 -- - - -
1% BOL G 8 100 - - - -

+115 min
CTR A 8 -- -- 25 75 -
0.03% F B & - -- 100 - -
0.1% Dex C 8 - 75 - 25 -
0.5% LE D 8 -- 75 25 -- —
0.1% BOL E 8 -- - 75 25 -
0.5% BOL F 8 -- 37.5 62.5 - --
19 BOL G 8 - - 100 - -
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100 0.033 0.73 B4-SX42.6 100 0.061 1.27
wo %949,9-44 CI1-SX 45,8100 1 01 0.60 C2-DX 42.9 100

Table T-6

0.1% Dex CI-DX 36.4 100

PCT/US2007/074943

Raw data of PGE; levels in aqueous humor samples collected at the

second paracentesis

Treatment Sample PGE-
(ng/ml)

CTR 2-A1-DX 3.81
2-A1-SX 2.91

2-A2-DX 4.77

2-A2-SX 'N/A

2-A3-DX 1.46

2-A3-SX 3.00

2-A4-DX 1.87

2-A4-SX 1.88

0.03% F 2-B1-DX 1.04
2-B1-SX 0.75

2-B2-DX 0.85

2-B2-SX .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 232

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 “N/D
2-D1-SX N/D

2-D2-DX N/D

2-D2-SX 0.23

2-D3-DX N/D

2-D3-SX 0.68

2-D4-DX N/D

2-D4-SX 1.10
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0.064 1.32 C2-SX 42.7 tOO 0.023 0.48 C3-DX 43.0 1000.019 0.39
WO 9&%14}998 1000.024 0.45 C4-DX 42.3 100 0.023 0.48 CA324.36580100,0,43

0.1% BOL 2-E1-DX 1.62
2-E1-SX 1.88

2-E2-DX 2.15

2-E2-SX 0.70

2-E3-DX 1.34

2-E3-SX 1.03

2-E4-DX N/D

2-E4-SX N/D

0.5% BOL 2-F1-DX 2.31
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

1% BOL 2-G1-DX 0.50
2-G1-SX 1.87

2-G2-DX 1.71

2-G2-SX 4.04

2-G3-DX 111

2-G3-SX 3.78

2-G4-DX N/D

2-G4-SX | N/D

IN/A = not available
N/D = not detectable, under the limit of quantiﬁcation

Table T-7 Levels of PGE; in aqueous humor samples collected at the second
paracentesis (Mean + SEM).

Treatment | Sample Group Mean SEM n
(ng/ml)
CTR A 2.815 0.449 7
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 E 1.452 0.221 6
0.5% BOL F 1.384 0.306 7
1% BOL G 2.168 0.586 6
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0.021F 0.51

Table T-8

0.5% LE D1-DX 38.9 200 0.026 0.30 DI -SX 11.7 200
wo9:953:9:54 D2-DX 35.9 200 0.067 0.81 D2 SX 40,7

PCT/US2007/074943

Raw data of protein levels in aqueous humor samples collected at the

second paracentesis

Treatment Sample Protein
(mg/ml)

CTR 2-A1-DX 50.24
2-A1-SX 53.51

2-A2-DX 28.73

2-A2-SX 'N/A

2-A3-DX 40.09

2-A3-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-§X 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 31.31

2-C1-SX N/A

2-C2-DX 31.81

2-C2-SX N/A

2-C3-DX 3595

2-C3-8X 37.15

2-C4-DX 32.12

2-C4-SX 32.40

0.5% LE 2-D1-DX 36.14
2-D1-SX 39.10

2-D2-DX 34.69

2-D2-SX 26.10

2-D3-DX 26.30

2-D3-SX 28.16

2-D4-DX 40.90

2-D4-SX 39.85
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200 0.055 0.60 D3-DX 46.3 200 0.076 0.7 D3-SX 41.9 200 0.096 1.01
wo B4R 7 3N/A N/A N/A LD4-SX 32.9 N/A N/A N/A

PCT/US2007/674943

0.1% BOL 2-E1-DX 34.87
2-E1-SX 34.41

2-E2-DX 31.14

2-E2-SX 22.82

2-E3-DX 29.46

2-E3-SX 31.69

2-E4-DX 35.70

2-E4-8X 49.25

0.5% BOL 2-F1-DX 33.98
2-F1-8X 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 32.24

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-G3-SX 21.89

2-G4-DX 20.03

2-G4-SX 30.76

'N/A = not available

Table T-9 Protein levels in aqueous humor samples collected at the second
paracentesis (Mean = SEM).
Treatment | Sample Group Mean SEM n
(mg/ml)
CTR A 39.364 3.754 7
0.03% F B 20910 1.648 7
0.1% Dex C 33.457 1.001 6
0.5% LE D 33.905 2.190 8
0.1% BOL E 33.667 2.655 8
0.5% BOL 3 28.844 2.249 &
1% BOL G 21.435 1.529 8
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0.1% BOL EI-DX 43.6 100 0.051 1.04 E 1-SX 37.2 100 0.042 1.00
wo 5Ra% 326 100 0.042 1.14 E2-SX 37.4 WO 0.045 1.06 E3sP¥ys2007/074943

Table T-10  Raw data of PMN numbers in aqueous humor samples collected at the
second paracentesis

Treatment Sample PMN
(number/ul)
CTR 2-A1-DX 90
2-A1-SX 80
2-A2-DX 70
2-A2-SX 'N/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-B1-8X 40
2-B2-DX N/A
2-B2-SX 20
2-B3-DX 10
2-B3-SX 40
2-B4-DX 30
2-B4-SX 20
0.1% Dex 2-C1-DX 20
2-C1-SX N/A
2-C2-DX 20
2-C2-8X N/A
2-C3-DX 50
2-C3-SX 40
2-C4-DX 20
2-C4-SX 30
0.5%LE 2-D1-DX N/A
2-D1-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
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36.2 100 0.050 1.22 E3-SX 45.1 100 0.031 0.61 E4 DX 30.4 1000.036
wo 209805 X 42.3 1000.031 0.65 0.5% BOL EI-DX 45.8 1%T/U82007/074943

0.1% BOL 2-E1-DX N/A
2-E1-SX 20
2-E2-DX 40
2-E2-8X 50
2-E3-DX 20
2-E3-SX 20
2-E4-DX 20
2-E4-SX N/A
0.5% BOL 2-F1-DX 40
2-F1-SX 20
2-F2-DX 20
2-F2-SX 10
2-F3-DX 10
2-F3-SX 10
2-F4-DX 20
2-F4-SX 40
1% BOL 2-G1-DX 30
2-G1-SX 20
2-G2-DX 30
2-G2-SX 40
2-G3-DX 20
2-G3-SX 30
2-G4-DX 40
2-G4-SX 20

'N/A = not available

Table T-11  PMN numbers in aqueous humor samples collected at the second
paracentesis (Mean + SEM).

Treatment | Sample Group Mean SEM n
(number/ul)
CTR A 68.571 6.701 7
0.03% F B 30.000 5.345 7
0.1% Dex C 30.000 5.164 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
1% BOL G 28.750 2.950 8
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0.044 0.85 FX 38.2 100 0.040 0.93 F2 DX 34.9 100 0.031 0.79 F2-SX
wo 46080h9$,9.049 1.03 '3-DX 39.1 100 0,033 0.75 F3-SX

PCT/US2007/074943

Table T-12  Raw data of MPO activity in iris-ciliary body samples collected after the
second paracentesis.
Treatment Sample |Iris-ciliary body| 'Volume “ A/min MPO Unit/g
weight (mg) (ubh

CTR Al-DX 41.7 40 0.021 1.11
AL-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 2.12

A4-DX 36.6 40 0.013 0.79

A4-SX 38.8 40 0.019 1.08

0.03% F B1-DX 39.5 100 0.049 1.10
B1-SX 42.7 100 0.082 1.70

B2-DX 34.1 100 0.013 0.34

B2-SX 36.6 100 0.031 0.75

B3-DX 45.6 100 0.038 0.74

B3-SX 38.0 100 0.027 0.63

B4-DX 40.1 100 0.033 0.73

B4-SX 42.6 100 0.061 1.27

0.1% Dex C1-DX 36.4 100 0.029 0.71
CI-SX 45.8 100 0.031 0.60

C2-DX 42.9 100 0.064 1.32

C2-SX 42.7 100 0.023 0.48

C3-DX 43.0 100 0.019 0.39

C3-SX 46.8 100 0.024 0.45

C4-DX 423 100 0.023 048

C4-SX 36.1 100 0.021 0.51

0.5% LE D1-DX 38.9 200 0.026 0.30
DI1-SX 44.7 200 0.053 0.51

D2-DX 35.9 200 0.067 0.81

D2-SX 40.7 200 0.055 0.60

D3-DX 46.3 200 0.076 0.73

D3-SX 41.9 200 0.096 1.01

D4-DX 46.7 "N/A N/A N/A

D4-SX 32.9 N/A N/A N/A
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40.6 100 0.034 0.74 F4-DX 36.2 100 0.0220.54 F4-SX 39.5 100
wo 9026958 1% BOL GI-DX32.4 100 0.024 0.66 G -SX 43.1&98,8,03%) 74043
0.68

0.1% BOL E1-DX 43.6 100 0.051 1.04
El-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 36.2 100 0.050 1.22

E3-SX 45.1 100 0.031 0.61

E4-DX 30.4 100 0.036 1.05

E4-SX 42.3 100 0.031 0.65

0.5% BOL F1-DX 45.8 100 0.044 0.85
F1-SX 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

F3-SX 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
G1-SX 43.1 100 0.033 0.68

G2-DX 30.6 100 0.017 049

G2-SX 39.9 100 0.018 0.40

G3-DX 413 100 0.016 0.34

G3-SX 44.9 100 0.052 1.02

G4-DX 36.6 100 0.013 0.31

G4-SX 36.9 100 0.018 0.43

'Volume = aliquot (ul) of the supernatant diluted to 3ml for the analysis.
>A/min = mean of the slope of the line recorded every 15 sec for 5 min
*N/A = not available

Table T-13  MPO activity in iris-ciliary body samples collected after the second
paracentesis (Mean + SEM).

Treatment | Sample Group Mean SEM n
MPO Unit/g
CTR A 1.703 0.297 8
0.03% F B 0.906 0.151 8
0.1% Dex C 0.618 0.106 8
0.5% LE D 0.661 0.102 6
0.1% BOL E 0.971 0.079 &
0.5% BOL F 0.775 0.058 8
1% BOL G 0.542 0.083 8
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G2-DX 30.6 100 0.017 0.49 G2-SX 39.9 100 0.018 0.40 G3-DX 41.3 100
wo9ihQ:3¢ G3-SX 44.9 100 0.052 1.02 G4-DX 36.6 100 per/us2007/074943

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 from

the spirit and scope of the invention as defined in the appended claims.
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0.013 0.31 G4-SX 36.9 100 0.018 0.43 ' - ai quo p ot the supernatant

diluted to 3m1 for the analysis. = mean of the slope of the line

recorded every 15 sec for 5 min 3N/A = not available Table T13MPO

activity in iris-ciliary body samples collected after the second paracentesis MCSLLP

(Mean SEM). Treatment Sample Group Mean MPG Unitia, 1.703 SEM n
CTR A 0.297 0.03%F B 0.906

Claims

1. A composition comprising: (a) a dissociated glucocorticoid receptor agonist

(“DIGRA”) having Formula I or a pharmaceutically acceptable salt thereof
R' Rz R

N O

m

wherein A and Q are independently selected from the group consisting of aryl and heteroary!
groups substituted with at least a halogen atom, cyano group, hydroxy group, or C,-Cyo alkoxy
group; R' and R?, and R® are independently selected from the group consisting of
unsubstituted and substituted C,-Cs alkyl groups; B is a C,-Cs alkylene group; D is the

NH- or -NR’- group, wherein R’ is a C;-Cs alkyl group; and E is the hydroxy group; and (b)
an anti-inflammatory agent other than said DIGRA and pharmaceutically acceptable salt

thereof;

wherein said DIGRA or a pharmaceutically acceptable salt thereof and said anti-inflammatory
agent are present in said composition in an amount effective for use in treating, reducing, or
ameliorating a condition or disorder selected from the group consisting of diabetic retinopathy

(“DR”), age-related macular degeneration (“AMD?”), diabetic macular edema (“DME”), or a

combination thereof,

and wherein the composition further comprises a pharmaceutically acceptable carrier.
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0.151 8 0.1% Dex C 0.618 0.106 8 0.5% LE D 0.661 0.102 6 0.192 BOL E
0.97 0.079 8 0.5% BOL F 0.775 0.058 8 1% BOL C 0.542 0.083

MCSLLP

2. The composition of claim 1 for use as in claim 1, wherein the DIGRA has Formula 1
R' Rz R

B~ ()

m

wherein A comprises a dihydrobenzofuranyl group substituted with a halogen atom; Q
comprises a quinolinyl or isoquinolinyl group substituted with a C-Cp alkyl group; R' and
R? are independently selected from the group consisting of unsubstituted and substituted
C,-Cs alkyl groups; B is a Cy-Cs alkylene group; D is the -NH- group; E is the hydroxy group;

and R_"’ comprises a completely halogenated C;-Cs alkyl group.

3. The composition of claim 1 for use as in claim 1, wherein the DIGRA has Formula |
R R2 R

D I
A B/ \Q ¢y

wherein A comprises a dihydrobenzofuranyl gfoup substituted with a fluorine atom; Q
comprises a quinoliny! or isoquinolinyl group substituted with a methyl group; R’ and R? are
independently selected from the group consisting of unsubstituted and substituted C;-Cs alkyl
groups; B is a C;-Cy alkylene group; D is the -NH- group; E is the hydroxy group; and R

comprises a trifluoromethyl group.
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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 MCSLLP
thereto without departing .from the spirit and scope of the invention as

defined in the appended claims. MCSLIP Claims 1.A composition

comprising.: (a) a dissociated glucocorticoid receptor agonist ("DIGRA")

having Formula | or a pharmaceutically acceptable salt thereof wherein

A and Q are independently selected from the group consisting of aryl and
‘heteroaryl_groups suhstituted with.at least a halogen atom, roup,

ycony oPGEBPEH ARSIt E A o 5 AP QO bR germa 1
selected from the group consisting of unsubstituted and substituted C;.-05

alkyl groups; % is a CI-05 alkylene group; D4sthe -NH- or -NR1- group,

wherein R' is a Cl-Gg alkyl gfbup; and E isjthe yc’ oxy group; and (b) an
anti-inflak agexwt othel thanfsaid D A and pharmaceutically

acceptable aItTﬁeeof; einSaid QJGRA®r a pharmace(iically
salt theteof and said anti-iall ory agent are presentin

acceptable
said compostH -
ameliorating a ¢ondition or disorder sefécted from the group consisting of
diabetic retinopFathy ("DR."), age-related macular degeneration ("AMD"),

whiliaheticmacular edema (RME asambinatian-heareols gacydieriagen,

the composition further comprises a pharm ce#tlﬁally ac%e%a%? égyrxer.
ey a30r RAUGHIoSHIO AP YoFo FORR U S hairir 2, R (i AT EHE HQEPs,
sutsonTdl & \haiadar Ardoanphisealgy dinyadrabenzofunany g roupsiib stlitytemoups,
an&"é@'@sﬁttl?elé)@?-ﬁ1%‘%5::%1%9%%'@%5 a quinolinyl or iso_quinolinyl group

substituted with a CI-Cto alkyl group; Rl and R2 are independently

selected from the group consisting of unsubstituted and substituted C1-05

alkyk groupg,.Bds: gosiies alkpiane faF eupadds the Nhegsaupe BiisKAehas Formula 111

hydroxy group; and R3 comprises a completely halogenated C.:-05 alkyl

group. 3.The composition of claim | for use as in.¢laim 1, wherein the

D1GRA has+eomula | wher%igl A compris Q(g robenzofuranyl

group substituted witha fitGrine atom; Q comprises

QA

quinolinyl or

isoquinolinyd g e with-a Rl and-R2 are
independentl d fromsthe group cgnsisting of unsubstituéﬁt' and
substitutedC 05 alk | groups; B is a Cz- ne group; D is'the -NH-

group; E is the hydroxy group; and R3 cqprises a trifluoromethyl group.
4.The compositien of claim 1 for use as in claim 1, wherein the DIGRA
has Formula Il

wherein R and R’ are independently selected from the group consisting of hydrogen, halogen,
cyano, hydroxy, C;-Cio alkoxy groups, unsubstituted C;-Cyp linear or branched alkyl groups,
substituted C,-C,o linear or branched alkyl groups, unsubstituted C;-Cyo cyclic alkyl groups,

and substituted C3-Cyp oyclic alkyl groups.
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R4 CFI/ HO wherein R.4 and R5 are independently selected fro the group
consisting of hydrogen, halogen, cyano, 'nydroxy, CrCio alkoxy groups,
unsubstituted CI-Cio linear or branched alkyl groups, substituted CI-Clo
linear or branched alkyl groups, unsubstituted Crew cyclic alkyl g,roups,
and substituted 03-C10 cyclic alkyl groups. wherein R4 and R5 are
independently selected from the group consisting of hydrogen, haloaen,
cyan, hydroxy, CI-Clo alkoxy groups, unsubstituted Ct-Cio linear or
branched alkyl groups, substituted Ci-Clo linear or branched alkyl groups,
unsubstituted C3-C10 cyclic alkyl groups, and substituted 03-C ID cyclic
alkyl groupscompbiRion B.clhe campesMamafclaim fafeuse @as MGRNMRaE Formula IV
wherein the DIGRA has Formula Vi 7. The comcposmon of claim 1 for
use as jnclgim I, wherein the compositiqeréalises & fower level of at least
an adverse Sidergffegttn s’ubject than at least glucocort|e0|d used to

' itiop-8r disorder, S.The
wherein the anti-i ézzmatory
utlcally acceptabl I

MCSLLP

anti-inflammatory drugs ("NSA IDs"), perOX|some prollferatoractlvated

receptor ("PPAR") ligands, combinations thereof, and mixtures thereof.

9.Use of: (a) a DIGRA having Formula | or a pharmaceutically acceptable

sa,}t thereqf and (b). an anti-inflammatory agent other than said DIGRA and

pharmacelticaly® ‘é}?é‘p?gfi]l%’@allt@‘fﬁé‘?éiéf“fﬂﬁlfﬁé PPESETRHBR Gposition causes a
lownmedicanfenidor treatingeredueiiig: or amgkorating diebetiqlietioopatiyused to treat,
reculA) AOECIBIIRAMACHRE HeAeDBIalion (“AMD"). diabetic macular

edema ("DME"), or a combination there wherein A and Q are

mdependently selected from the group consisting of aryl and heteroaryl

greups substistiesk vt atdaastﬁf&ai@eg@ld@&&rm GY@%@r&E@ﬂ(j&aﬁMQE@iﬁﬁmamry

rou 01 0l y R3 are in nde select
Brom the 5?86%‘@8?@.%%#3 oLiL%lrsuab e acce ts‘lu i %EIP%‘ %gai%%teg%om the

Srotsionns | lﬂﬁ@§tamjﬂéh@l‘grt§lj}§m@$0mdum{“bhéwms Oraupysheegir Rerator-
actiS R leQp@IYPEKQUP 1 @RCHE NN EEONEIFOURd mixdQesliRgdise Of

claim 9, wherein A comprises a dihydrobenzofuranyl group substituted

with a halogen atom; Q comprises a quinthinyl or isoquinolinyl group

substituted with a CI-C10 alkyl group; R1 and R2 are independently

selected from the group consisting of unsubstituted and substituted C1-05

alkyl groups; B is a C1-03 alkylene group; D is the -NH- group; E is the

hydroxy group; and R3 comprises a completely halogenated C1-05 alkyl

group. 11. The use of claim 9, wherein A comprises a

dihydrobenzofuranyl group substituted with a fluorine atom; Q comprises a

quinolinyl or isoquinolinyl group substituted with a methyl group; Rl and

R2 are independently selected from the group consisting of unsubstituted

and substituted C1-05 alkyl groups; B is a C1-03 alkylene group; D is the

-NH- group; E is the hydroxy group; and 12.3 comprises a trifluoromethyl

group. 12.The use of claim 9, wherein the DIGRA has Formula Il wherein

R4 and Rs are independently selected from the group consisting of

hydrogen, halogen, cyano, hydroxy, CI-Clo alkoxy groups, unsubstituted

Cr-Clo linear or branched alkyl groups, substituted CI-Cio linear or

branched alkyl groups, unsubstituted C3-C10 cyclic alkyl groups, and

substituted C3-C10 cyclic alkyl groups. 13.The use of claim 9, wherein the

DIGRA has Formula ill R4
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wherein R4 and R5 are independently selected from the group consisting

of hydrogen, halogen, cyan, hydroxy, CI-Cio alkoxy groups, unsubstituted

C,-Cio linear or branched alkyl groups, substituted CI-Cie linear or

branched alkyl groups, unsubstituted C3-C10 cyclic alkyl groups, and MCSLLP
substituted C3-C10 cyclic alkyl groups. 14.The use of claim 9, wherein

the DIGRA has Formula IV  15.The use of claim 9, wherein the

composition causes a lower level of at least an adverse side effect in a

subject than at least a glucocorticoid used to treat, reduce, or ameliorate

the same condition or disorder.

9. Use of: (a) a DIGRA having Formula I or a pharmaceutically acceptable salt
thereof and (b) an anti-inflammatory agent other than said DIGRA and pharmaceutically
acceptable salts thereof, for the preparation of a medicament for treating, reducing, or
ameliorating diabetic retinopathy (“DR”), age-related macular degeneration (*AMD?”),

diabetic macular edema (“DME”), or a combination thereof
R' Rz R

D I
- \Q ey

wherein A and Q are independently selected from the group consisting of aryl and heteroary!
groups substituted with at least a halogen atom, cyano group, hydroxy group, or C;-Cyp
alkoxy group; R', R?, and R” are independently selected from the group consisting of
unsubstituted and substituted C,-Cs alkyl groups; B is a C,-Cs alkylene group; D is the
-NH- or NR’- group, wherein R’ is a C;-Cs alkyl group; and E is the hydroxy group.

10. The use of claim 9, wherein A comprises a dihydrobenzofurany!l group
substituted with a halogen atom; Q comprises a quinolinyl or isoquinolinyl group substituted
with a C,-Cyo alkyl group; R' and R? are independently selected from the group consisting of
unsubstituted and substituted C,-Cs alkyl groups; B 1s a C;-Cj alkylene group; D is the
-NH- group; E is the hydroxy group; and R® comprises a completely halogenated C;-Cs alkyl

group.

11.  The use of claim 9, wherein A comprises a dihydrobenzofuranyl group
substituted with a fluorine atom; Q comprises a quinoliny! or isoquinolinyl group substituted
with a methy! group; R' and R* are independently selected from the group consisting of
unsubstituted and substituted C;-Cs alkyl groups; B is a C;-Cj alkylene group; D is the
-NH- group; E is the hydroxy group; and R* comprises a trifluoromethy! group.
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12.  The use of claim 9, wherein the DIGRA has Formula II

(1D

F

wherein R* and R’ are independently selected from the group consisting of hydrogen,
halogen, cyano, hydroxy, C;-Cjo alkoxy groups, unsubstituted C;-Cyo linear or branched alky!
groups, substituted C,-C) linear or branched alkyl groups, unsubstituted C3-Cpcyclic alkyl
groups, and substituted C3-Cjp cyclic alkyl groups.

13. The use of claim 9, wherein the DIGRA has Formula III

HO (D)

wherein R? and R® are independently selected from the group consisting of hydrogen,
halogen, cyano, hydroxy, C;-Cyo alkoxy groups, unsubstituted C;-Cio linear or branched alkyl
groups, substituted C;-Cyg linear or branched alkyl groups, unsubstituted C;-C, cyclic alkyl
groups, and substituted C3-Cjp cyclic alkyl groups.
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14. The use of claim 9, wherein the DIGRA has Formula IV
o / CHy

N

avy

15.  The use of claim 9, wherein the composition causes a lower level of at least an
adverse side effect in a subject than at least a glucocorticoid used to treat, reduce, or

ameliorate the same condition or disorder.

117



