TRI AZOLE SUBSTI TUTED AM NOBENZOPHENONE COVPOUNDS FI ELD
OF THE I NVENTI ON The present invention relates to a
waooessloctogpe of triazol e substituted am nobenzoptERGR@S/000040
and to their use in therapy. BACKGROUND CF THE
I NVENTI ON Am nobenzophenones are known fromthe
scientific as well as the patent literature. For
exanpl e, WD 98/ 32730 / 5749, WO
o1/ 0871, o o1 gaey BRAREIRGE MGG S occ
conmpounds with the comon core structure wherein the
IS substituted by am ne derivatives.
freﬁﬁ géL&h%@Q701/42189 and WD 02/ 076447 di scl ose
conmpounds with a simlar structure, but with no
B&; i stituent in phenyl ring C. Finally, WO
80074 'a WO 02/ 083622 di scl ose conpounds where the
phenyl rings A and C respectively are replaced by
hetersdgeet@e. The conpounds di sclosed in these patent
PPA i.Gatd I ndi cated to be inhibitors of
thk?ﬁg%kﬁﬁoﬁ&% IL-1 b) and tunour necrosis factor a
éT eEWIGEE BERS BN vitro, which makes the conmpounds
potentially useful in the treatnent of inflammtory
di seases where the production of cytokines is involved
in the pathogenesis. Allegedly, am nobenzophenones
exert their effect by inhibiting the p38 MAP ki nase,
Baekigitound: Aait:i nhibits the production of IL-1 b and
TNF a. The preparation of structurally rel ated

enzopheno usef ul. as. dyes f xtile
o SBRGSCH BATRERE A8 e " RUE b ffth syl Ind treating

hargma@ (omsemdsioneef watarisessemgs)., Foo g;lsemmoaoo Hreder of
agri@ntdyedgal Xhl:ﬁﬂﬁiﬁﬁﬁéﬁ&5Wem£&é@ﬂb ped25, 427-9, 431.

SUVVARY INVE ION It has surprisingly been

found that novel triazole substituted

am nobenzophenone derivatives are potent inhibitors of
Discliosurubfdnvéntion: b) and tunour necrosis factor a

(TNF-a) secretion in vitro and in vivo, suggesting

their utility in the treatnent and/orprevention of

i nfl anmat ory di seases and ot her conditions where the

qqgéqug% g 2[mdulatlon of proinflammtory cytoki nes
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|nvenpaﬁnﬂeehaaﬁs to a conpound of general fornula la
=y,

ot hoxa ot SR Gin b2 AR or gERIMO mAPRP ordhixing of

G - 6aBRSAS: C2- 6al kenyl, C2- 6al kynyl, G

JahydQj)(W'gﬁyscalntll@ﬁa1rteas}(§teln G cap@dﬁk@&yamqnductmn from

-6a|kggy@gaﬁqmﬁdcﬁim@an1no ur ei do, thioureido,

Cl- 6al Kyl car bonyl oxy, C - 6al kyl carbonyl, G

- 6al koxycar bonyl oxy, G -6al koxysul f onyl oxy, d

. 6al koxycar banmoyl, or G - am nocarbonyl, each of which

is optionally substituted with one or nore, same or

di fferent substituents selected fromthe group

consi sting of hal ogen, hydroxy, nercapto,

trifluoronethyl, cyano, carboxy, CONH2, nitro, oxo,

-S(O 2NH2, G -4al kyl, C2-4al kenyl, C2-4al kynyl, G -

4hydr oxyal kyl, d -6hal oal kyl, G -4al koxy,

Cl1- 4al koxycar bonyl , ureido, thioureido, G -




A triazole noiety can be considered as an isoster of
an am de, but w thout being susceptible towards
whywsobso c cl eavage by am dase-like enzynes. EOIPG08900040
of formula la or I b are therefore believed to be nore
nmet abolically stable than their correspondi ng am de
derivati ves. Preferred errbodl ments of the conpound of
I ed enbodi nment
Def ebgggpogﬁdjsﬁg ornu Iréglt%(ripﬁ,gwﬁé represents G
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e en ch _other re n
EOShs ¥fbe;tiamm FRR Rk Bt e Rl S8R ips ymotion of
th |effemte@bbf e rpie aharimevemisosi ment of the present
|nvent| on, R5, R6, and R7, independently of each other
represent hydrogen, hal ogen, -NH2, hydroxy,
trifluoronethyl, nethoxy, ethoxy, cyano, acetyl,
acetam do, nmethyl, or ethyl, and R4 and R8
Det!aﬂ’@@e]f)égéi g[?tl@rfn Bi%@medw'iﬁgfﬁf%hb &&ﬂbd Patent:
hal ogen, oxy, trifluoronethyl, neth et hoxy,
ﬁyano acetyl acet am do, nmethyl, or et hyI In yet
Mot PlERCE®oitRieet off (this qutpelimeeness fiar mil asizes,oshapes,
dimehsioRd, dRpenidong Ron pudp& | ardk peswtiud |amotineash whtgr and

estn‘hﬁ&rc?%%%l df%?él?[%? Thus CHE}L 8 QH' A Qnajféhé’leEergrl% N&Ed for

or mul a
COllﬁe%%QOQH?il@sﬁr%iuleRS R/ R7/ or R8 represent
hydrogen. In a further presently preferred enbodi nent
of the conmpounds of fornula la or Ib, R5, R7, and R8
represent hydrogen. In a further presently preferred
enbodi ment of the conpounds of fornmula la or Ib, R5,
R6, R7, and R8 represent hydrogen. In a further
presently preferred enbodi nent of the conpounds of
formula la or Ib, R4, R5, R7, and R8 represent
hydrogen. I n yet another enbodi nent of the conpounds
of formula la or Ib, R4, R7, and R8, or R6, R7, and
RS, or R4 R6 R7, and R8 or R4, R6, and R8, or R4
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reacti on atnosphere, reaction tenperature, duration of

experinment and work-up procedures, are chosen to be
w@oovdiosioans of standard for that reaction, whikdI/BG2M5A00040

be readily recogni sed by one skilled in the artT=1tviw>>v -

understood by one skilled in the art of organic

synthesis, that the functionality present on various

fosi strocwiref 18 heompbeedilefs pawesl As B,h€,dDarl,i Big G, H, I and
EARAM@ounds or internediates in the syntheses, nust be

&gﬂgatible with the reagents and reactions proposed

conpounds of faornula | falling into a giv
cl ass lmayA'bes corpallen szed Opesing hevinge d@a@te@nof tenth of
condi ti anmuctegui'B8dsize sOR"ofar e ofthpdsnaléscpidgdtion of
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the art %feﬁfr&aﬁk@ja&zg@g%%sﬁgpg%@d ARG 101342 side of
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met hod |cﬁa11yeolmjopben1(en1)ng:ﬂnteaa1y$>edtaﬂmt hod whi ch

conpr §seg cuid BguefurenoRai masvidfhmateri 4 tHap danaldeyRe heat

D f1 gfg‘n@?@gpmﬁgqﬁ%g%gfg?g@dbgfm v, ks §R Bkt s0 as to

non- | i mitBRIRgAIax heptias aftehugschrai pm)qtam @:{]?Ig house
Cu(l)Cl ef@m(tlaft@%euamt Cu(O. A presently preferred

sourc "‘F”Oi’ 'thksgrﬁcﬁi@%h%lé h@ePReaBRCE R urdis allowed to

sui t abl e r uc:| um.a o
Theanmourf I

& b SB o 67 %lﬁ% \EIFEIRND of placine °F
i s typi @,mdley .emﬂlhedamﬁ@é o the 103%1 i neplsulatedt iapeling
to the aeitm@et atafe. tAec@lfdmg gogsurgoisd Q)fmﬁ;tluﬂﬂmn the material
reacti o ”ta/&mag% V]}éoﬁﬁfs @ﬁo{lgmé #i®%ould be

(e.g. 25°0 In's ano

telt- butsa%? h' 9r ASUBRERE:  deel DT ilPed lengf‘ diameters,
di met hy Is8apésxirdzeonDMB0) patierst one,

L/, L/-di et hyl formam de (DWVF), L/-methyl pyrrolidinone
(NMP) or tetrahydrofuran (THF). When Cu(l1) SO 4-SH20
in the presence of a reducing agent is used as the
catal ytic system a mnor anount of water (2-40% v/v)
is typically added to the reaction. The above coupling
may al so be perforned non-catal ytically (w thout Cu)
but thermally, sinply by heating. However, this
process may also lead to 1,5-disubstituted triazol es.
Compounds according to the present invention of the
general formula Ha may be prepared by several nethods
knomn to those skllled |n the art of organlc
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or conditions, or ophthal mc diseases or conditions,

or cancer, the nethod conprising admnistering, to a
W@2106061030 N need thereof, an effective anount PET/BG2005/000040

conpound of forrmula | . A suitable dosage of the

conpound of the invention wll depend, inter alia, on

the age and condition of the patient, the severity of

the di seAsefiiterher finsasized avatepnist sprayess sowksl be latiaahed at

to the paaetpsimigofhiisd cdederibBde igosmedndys®ym beo allow for
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Wi th ek intes SHUSIUTE Whekn e fondaiseg  wdiesda anlaeted. It
be in thie campestéd donsef@y partaloOnty Mepibodpteretqttent in case
The conpetindcratgedevadel RGeS bragedelbH*@S (ize€ depBRds on

entire [ OSt S, 1S, 1.ni d e). or d A
i vi ded Bgbs? ‘E{a%ﬁﬁﬂg‘?{eﬂﬁ@ plilthE il 7 could be
di seases?GHEEHHAVINEH3IRD gt dd for treatment with

the pestit isangmuumdsfavibratidh amseundytodbs erssamivikdrthrough

modul at i<gm b gyt 9k RRaXREESH UdrRIRHs£86H SHHPN 188 Riergy
medi at ed%g)ﬁ/ %@Ptkl nases. such as thﬁwﬁsrﬁ MAP ki nase as

di scuss e ABEFEL ST EG LY RAFBATH S Wi Seases or
condi P orls 183 pvstire dupstipainzesd saiethpope afiihe collected
ki nase aweteredtetated Afccondinigetcgpotifoseons cehitigctddbn “I” can be
ssthm, SRS To BGPTSR o ALY LAt any
bovel ~ diIBLE, VAREECHIE RS RSRPBIAY, 4R PUIPOse Was rain
i nf | ammeinideaBonifie ictords ory eye di seases,

prol i flerd AR NS id barfaed of grolhd o veaeddt $an Bechodgontal
psort asl gihaldPlieafied BRihLHSaH! AUE MBI Guld be closely
uveitis, sepsi’s, Sepi.ls, shack and .0S eoggé%fls_. he
treat merﬁ‘aci%a ARG ofml O 1 Reold P drresd thagi swties around

one or nds@ other anti inflammtory active conponents

gﬁ% ogﬁggAanti :Eé glmgﬁggl gﬁ‘é@gm’r\ggﬂlﬂng@c orNOT

(PAF) antagoni sts, anticholinergic agents,
EXE€EThVISEVEhi nes, b-adrenergic agents, COX-2
i nhibitors, salicylates, indonethacin, flufenamate,
naproxen, tinmegadine, gold salts, penicillamne, serum
chol esterol | owering agents, retinoids, zinc salts and
sal azosul fapyridi ne. The adm ni stration of a conpound
of the present invention and another anti-inflammatory
conponent may be either concomtantly or sequentially.
Opht hal m ¢ di seases or conditions contenpl ated for
treatment with the present conpounds include the
opht hal m ¢ di sease or condition is non-infectious
(e.g. allergic) conjunctivitis, iritis, keratitis,
uveitis, scleritis, episcleritis, synpathetic
ophthalmtis, blepharitis or keratoconjunctivitis
si cca. Pharmacol ogi cal nethods To study the effect of
conmpounds of the present invention in vitro, the
inhibition of ILI b and TNF-a secretion was determ ned
using the foll ow ng procedure: Cytokine production was
measured in the nedia from|li popol ysaccharide (LPS)
stimul ated peripheral bl ood nononucl ear cells. The
nmononucl ear cells were isolated from human peri phera
bl ood by Lynphoprep(r) (Nycomed, Norway) fractionation
and suspended in RPM 1640 (growth nmedi un) with foetal
calf serum (FCS, 2%, at a concentration of 5 x 105
cells/m. The cells were incubated in 24-well tissue
culture plates in 1 m aliquots. Test conpounds were
di ssol ved in dinethyl sul foxide (DMSO, 10 mM and were
diluted with the nmedium Conpounds were added to the
cells for 30 mnutes, then LPS (1 ng/m final
concentration) was added. The plates were incubatedfor
18 hours, and the concentration of IL-1 b and TNF-a in
t he medi um was determ ned by enzyne-|inked
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prediction of ATNis still unclear. As a result of the

generally slow tine course of appearance of these
wWorenoke6106m| ecul es in urine after exposure of tPEI/KGH6400040

to ischem a or nephrotoxic agents, they have not

entered into general use to di agnose early or

i npendi ng renal disorders resulting fromthese

insults. Neutrophil gel ati@iaBnsssoci ated |ipocalin

(NGAL) is al so known as neutrophil lipocalin (NL; HNL

i.n,the case of human neutrophil |ipocalin), |ipocalin
I‘ialﬂtﬁbﬁ1225- kDa al pha 2-m crogl obulin-rel ated
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1_5_5 ,Ac(crmdirg tefirst clajm2 66 profaoseet syatem, ca200d used tailser air
di meyr.clEAT ATk Tebif SRPPhEXd phrtffiear ent kDa 125 (Yan et
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i ncl tF\@}WZ’:’;lncers, of the prostate, bladder, kidney and
bY eastcortienl tovdst olafimglthy ptoposabevktam samekesedfo mix air
neuthasks aghi MRELY Be HBIE] S el eased | nlt o the bl ood
en, | nvadi n croorgani sne, in particul ar eni c

Doy ki g Tt ALl o PTBPOFHE SaLRROBH | & dred as a
exo&ytsist ©shiferenignatanialspr ot ei ns. As such, the
nmeasurenent of elevated levels of NGAL in a plasma or
serum sanple froma human is believed to be indicative
of eﬂindiviﬂglual suffering froman inflanmation,

Ass phlieseacegh Rl flaiMact erial infection (Venge,
2¢bloe JislsperhstemsisiBpise; infAdEuap phie adtormn
POFH 2 2By artnl ik hittadhREPRE R, tRatsphaferftOfti@d& HaRMg & tight

uppiers B%%am fgbot Bak 1A' SAORAGY AR ot sbbfttersed
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Bocht glasshauise effeet islundnged hthraugh ethehasenspaieenssructure

havihi U tiaadi ot | "'%6‘]"6'. 1S9y afl89R) heatld® BRIEPthat moves :
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a Urinary b f ¢ Ly Sonactesh ¥ gt o1 pipes
that pasgesuisleraround at levels galchlated de effactice of air as below
carestenifimrdtusbetdeetines bowespoedinguhol depde! ind nimgan candday
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(aghioiliue, alrtnidapestal ).y hi gher than levels of NGAL that

result frominflammtory, infective or cancerous

conditions that do not affect renal function. This has

al l owed the establishment of nethods for the diagnosis

and/ or nmonitoring of a renal disorder in a patient

whi ch di stinguish renal disorders fromother disorders

that do not affect the kidney. By renal disorder is

meant any alteration of function, including the

structural and ultrastructural correlates of that

alteration, either of the kidney as a whole or of one

or nore cellular structures of which it is conposed,

t hat goes beyond the regul atory nmechani snms whi ch

mai ntai n the normal healthy state. Non-excl usive
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80% or nore, such as 85%or nore, e.g. 90% or nore.
Alternatively, or in addition, the negative predictive
wo 2006061080 t he plasma cutof f val ue chosen i s prPEf/BG25$00040
80% or nore, such as 85%or nore, e.g. 90%or nore. A
further aspect of the present invention is that the
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clinically classifiable patients are given in Table 2
The di agnostic power with respect to renal affection
of the maxi mal concentration of NGAL reached in urine
and plasma fromeach classified patient was then
deternmined by plotting receiver operating
characteristic (ROC) curves for the urine and plasma
values . The tinme courses of the daily urine and
pl asma NGAL val ues were also plotted for each patient
and conpared with paraclinical data such as the plasm
creatinine values . Table 2 . Maxi mal NGAL
concentrations in plasma and urine from 60 patients
admtted to intensive care that were clinically
classifiable as with or without renal affectionWter
Recl amati on Systens Technical Field: Engineering; 1.
Architecture 2. Air conditioning 3. Electricity
generati on Background Art: Water is collected from
rain, rivers, underwater, wells and treating hard
wat er. Conservation of water is essential. For
conservation of water of agriculture many irrigation
systens were devel oped. Disclosure of Invention: The
Novel ldea: 1. Reclamation of water of hum dity using
a system dependi ng upon i nduction of air novenent
foll oned by sudden cooling and trapping of air and
condensing its water content. 2. The sane system
devi sed can be used for inducing air novenent with
subsequent electricity generation. 3. The sanme system
devi sed can be used for inducing air novenent with
subsequent cooling effect of the spaces. 4 . The sane
system devi sed can be used to filter air. 5. The sane
system devi sed can be used to precipitate suspended
particles in air. 6 . The sane system can be used for
grinding material or mxing of gases. 7 . On large
scal e the sane systemis capable of rain induction
from supersaturated clouds. Detail ed Description of the
Request ed Patent: A J- shaped systen1|s deS|gned mhere
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