WO 2005/ 037773 PCT/ EP2004/ 010398 -1 ACYLHYDRAZONE DERI VATI VES AND THE USE
THERECF I N THE | NHI BI TI ON, REGULATI ON ANDY OR MODULATI ON OF KI NASE SI GNAL
TRANSDUCTI ON BACKGROUND OF THE I NVENTION 5 The invention had the object of
findi ng W05BYAPounds havi ng val uabl e properties, | PGIHERPUNII8t hose
whi ch can be used for the preparation.ogf- nedi canents. 10 The present

I nvention relates to conpounds in which the inhibition, regula- tion and/or
nodul ati on of kinase signal transduction, in particular by the cell

vol ume- regul ated human ki nase h-s%k&f human serum and gl ucocorti- coid
dependedf T RIHE_ENEr PEEPTISaPR 47F ItE, TEHFChehorfe Y& phahaceuti - cal
CONPOSi REGUISNTWON GINDCORTPIODSIATI g SF EIVASBUHURAL STRANSDUQTIIeN use of t he
conpounds for the treatnent of SGK-induced di seases. 15 The SGKs having the
i soforms SGK-1, SGK-2 and SCK-3 are a serine/ threonine protein kinase

fam ly (WO BXGKEROUND'OFCTHRINVENTRONr ding to the invention are
preferably selective inhibi- tors of S&K-1. They may furthernore be

i nhi bix ors of SGK-2 and/or SGK-3. 20 25 In detail, the present invention
rel ates to dbepoventonihdd the abijebl of fimﬁlggmovalt@ramimﬂs hadog aakiabignal
transduction by SCKs, C si ns, whi co I se these conpounds, and
to processef? l?ﬁén@@éﬂ?tﬂgp Ich ﬁ@ncqer‘éﬁ%ﬁtth%f”%@@pme ed di seases
and condi ti p&? htsds di abetes (for exanpl e di abetes nellitus, diabetic
nephr opat hy, di a et [ c neur opat hy, diabetic angi opathy and m croangi opat hy),
obesity, nmetabolic syndrone (dyslipidaem a), system c and pul nonary

hyper t1éni a, _cardi ovascul ar dis- eases (for exanple cardial fibroses after

nyocardi al i cy,
di al iThedresentinvertion %ﬁ!ateﬁﬁﬁépmwwsawf&%n thesiphibiden. freevien
arterioscle [ osi s,
nephr oscl er gglﬁsaﬁd(\ep P?@lgg%m %E%ﬁf%pa 519%%@@%%@%%@%@@& h?é
PCT/ EP2004/ @30 §8Rime-regulated human kinase h-sgk (human serum and glucocorti-
coid dependent kinase or SGK), plays a role, furthermore to pharmaceuti-
15 cal compositions which comprise these compounds, and to the use of the

compounds for the treatment of SGK-induced diseases.

The SGKs having the isoforms SGK-1, SGK-2 and SGK-3 are a serine/
20 threonine protein kinase family (WO 02/17893).
The compounds according to the invention are preferably selective inhibi-
tors of SGK-1. They may furthermore be inhibitors of SGK-2 and/or
SGK-3.
25
In detail, the present invention relates to compounds which inhibit, regu-
late and/or modulate signal transduction by SGKs, to compositions which
comprise these compounds, and to processes for the use thereof for the
30 treatment of SGK-induced diseases and conditions, such as diabetes (for
example diabetes mellitus, diabetic nephropathy, diabetic neuropathy,
diabetic angiopathy and microangiopathy), obesity, metabolic syndrome
(dyslipidaemia), systemic and pulmonary hypertonia, cardiovascular dis-
eases (for example cardial fibroses after myocardial infarction, cardiac
35 hypertrophy and cardiac insufficiency, arteriosclerosis) and renal diseases

(for example glomeruloscierosis, nephrosclerosis, nephritis, nephropathy,



-2 5 10 15 20 25 30 35 electrolyte excretion disorder), generally in any
type of fibrosis and in- flamatory process (for exanple liver cirrhosis,
pul nonary fibrosis, fibrosing pancreatitis, rheumatismand arthritis,
Crohn's disease, chronic bronchitis, radiation fibrosis, sclerodermatitis,
cystic fMQ¥8M8377Bcarring, A z- heinmer's disease). The HIHFEHHE038 cor di ng
to the invention can also inhibit the-growh of tunour cells and tunour
net ast ases and are therefore suitable for tunour therapy. The conpounds
according to the invention are furthernore used for the treatnent of
coagul opat hi es, such as, for exanple, dysfibrinogenaem a,

hypopr oconv@hqfr@é)ém%ﬁcr%@@rﬂjﬁw derh genegiliydntanyrtyie of fibrasis an@ﬂ"b‘t hr onmbi n

Congul opat hySBFaE BeSEE Tt PRpBR He Slrsip P Fiorall RS oxc 1 abi 111y,

for exanpl efuBRiéu?q)é&ncrEBﬁt@%Bgﬁfﬂl%nﬁéﬁd)éﬂhﬁﬂst@rdhfrhes Hid¥85¢ | Hrokign al so  be
enpl oyed therapeutically in the treatment of a glaucoma or cataract. The

conpoglds aboanatitisy radiatioe fionesisit Saberodeemaétitis, loyshofierasss gearring)dlz+ r eat nent
of bacterial infections and in antiinfection therapy. The com pounds
according t 6M¥§ Ai5€AB%bn can al so be enpl oyed t herapeutically for

| ncreasi ng Hﬁ%;}dﬁggﬂnﬂﬁ Caﬁ%{/&ﬁﬁ téttﬁ \)e?tﬂo B3R éch?mHntle'tﬁ?é AtRlorsmal |

conmpounds whi hi b| regu ate Iate si gnal

transduct i otumbuiSEHss ared tuneswefmetastiessisrariyl erettherefore siitalsié formamoues ent
I nvention. It has been found that the conpounds according to the invention
and salts tM¥ABYf have very val uabl e pharmacol ogi cal properties whil e being

e one FhE ol i ding A ERNEh ark AR ReBRE fees, on S¢

The present vent here or Pelal’es o the
i nventi on agelRféRtoITRIdDEY émgsﬂémesna@brcmat eﬂ@mmeedyéﬁlﬁrﬁibg%ﬁfa%maa the WO

2005/ 037773 PCT/ EP2004/ 01

hypoproconvertinaemia, haemophilia B, Stuart-Prower defect, prothrombin
complex deficiency, consumption coagulopathy, hyperfibrinolysis, immuno-

15 coagulopathy or complex coagulopathies, and also in neuronal excitability,
for example epilepsy. The compounds according to the invention can also
be employed therapeutically in the treatment of a glaucoma or cataract.
The compounds according to the invention are furthermore used in the

20 treatment of bacterial infections and in antiinfection therapy. The com-
pounds according to the invention can also be employed therapeutically

for increasing learning ability and attention.
25 The identification of small compounds which specifically inhibit, regulate
and/or modulate signal transduction of SGKs is therefore desirable and an

aim of the present invention.

it has been found that the compounds according to the invention and salts

30
thereof have very valuable pharmacological properties while being well
tolerated.
In particular, they exhibit inhibiting properties on SGK.

35

The present invention therefore relates to compounds according to the

invention as medicaments and/or medicament active ingredients in the



-3 5 10 15 20 25 30 35 treatnent and/or prophylaxis of the said di seases and
to the use of com pounds according to the invention for the preparation of
a pharmaceutical for the treatnment and/or prophylaxis of the said di seases
and al soWM2085/0337Bcess for the treatnment of the said diPSTEPIOHAIIB
conprises the ad- mnistration of one.g@-. nore conpounds according to the

I nvention to a patient in need of such an adm nistration. The host or
patient may bel ong to any mamual species, for exanple a prinate species,
particul arly humans; rodents, including mce, rats and hansters; rabbits;
hor ses, cowreatiognt andiosprophylaxmnointie sad dissases aptl torihe use@f cofror

I ' wh h
of & huran BPUES BcdRnE a0 rBTIa (o 4Fe Biesir el oL Fhargaprdiedtent w th
the Comounfb?tﬁg‘tre%%ghﬂgn&/%rb%ri §bf fHe &8 d&%&g@%ﬁg@@é t9% in-vitro

tests. Typical culture of 't cell 1s conbi a conpound
accordi ng t prddessifavthet trestmemnt of thre said dissasastwhith comdrsesdhead od of tine
which9is sufficient to enable the active aq%gnts to i nduce cell death or

i nhi bit mi gPHRISEALION 8f QNG Pr FRATGLAMPARISHAGEAIBO O SR INVEIcARB 2one week. For
testing in ?éf%"?t m%%dcmlkﬁa?ﬁr rﬂ%tr%ﬁgr{ I vat ed cells froma biopsy sanple.

The vi abl e S remal ning reatment are then counted, The dose
varies depending on the specific conmpound used, the specific dlsease t he
patient status, etc. A therapeutic dose is typically sufficient in order

consi der abl Jhemﬁeueatlem@nam@émge@ FY Mapunall sescias, for walﬁraget tissue,

generally cBAPIa Stoke: P BRbE Hhhdny 2oR B Py E SRR ' For cam

ple at | eaShaﬁ@t@an%tsBHa@s@gdms Qbgsh chtseefdelAnulaur AP &/@R- be con-
tinued until undesired cells are essentially no |onger detected in the body.

For identi f terast fon expermentpl smvestigations; wheregbeynegvidea modeldet thet i on of
i nteraction ween v r| ous si gnal transduction pathways, various scien WO
2005/ o37773§§é$7‘%‘#i2‘3 Hiseate’

15

The susceptibility of a certain cell to treatment with the compounds ac-
cording to the invention can be determined by in-vitro tests. Typically, a
culture of the cell is combined with a compound according to the invention
20 at various concentrations for a period of time which is sufficient to enable
the active agents to induce cell death or inhibit migration, usually between
approximately one hour and one week. For testing in vitro, use can be
made of cultivated cells from a biopsy sample. The viable cells remaining
25 after the treatment are then counted.
The dose varies depending on the specific compound used, the specific
disease, the patient status, etc. A therapeutic dose is typically sufficient in
order considerably to reduce the undesired cell population in the target
30 tissue, while the viability of the patient is maintained. The treatment is
generally continued until a considerable reduction has occurred, for exam-
ple at least an approx. 50% reduction in the cell burden, and can be con-
tinued until undesired cells are essentially no longer detected in the body.
35 For identification of a signal transduction pathway and for detection of

interactions between various signal transduction pathways, various scien-



-4 5 10 15 20 tists have devel oped suitabl e nodels or nodel systens, for
exanple cell culture nodels (for exanple Khwaja et al., EMBO, 1997, 16,
2783-93) and nodels of transgenic aninmals (for exanple Wite et al.,
OncogeneW®@mOI937780,  7064- 7072) . For the determ nati on PSI/ER30Q44198398t ages i n
the signal transduction cascade, integacting conpounds can be utilised in
order to nodulate the signal (for exanple Stephens at al., Biochemcal J.,
2000, 351, 95-105). The conpounds according to the invention can al so be
used as reagents for testing kinase-dependent signal transduction pathways
in ani mal stistsdiave deidiopad suitablewudeds or miadel bestehisnfaradxampiezeds nment i oned

whi ch i & wePHINRGHATRI (Ta SSaFIS arves i 8l EREOCISSH, 10G2RB3RO B8 oyst ems
for the det gigmehabt finglonié BRARTRR AEHEI WHISL0g, URslRes0otor exampl e

hi stone (for eX essi pages 333-338)

or the baSIQommwomy Rerithe detarntlesttan ofcertdintstagds inethatsigreal (f or exanpl e
Canpo$- Gonzal ez, R and G enney, Jr., J.R 1992, J. Biol. Chem 267, page

14535). Var transdla@w%ﬂ@wmt%rﬁ@tlag&pmuéds &N keswtlissddatarder @f kl nase

51 ool ecul M SHABIS S, (oBisu3helE SiEpReby 3 Hioc e 22000 ay. e

radi oact i vesshwg@h@sylﬁwe EbAPoahd§aBESHdftotheRAM Mt E&n BI4BBS @ééu usi ng
yATP is neasured. In the presence of an I nhibitory conpound, a reduced

r adi oact i ve asirgaggntsder testieg kinase-depansent signeh trassduatiarteathweys imonogeneous
ti me-r@sol ved. fl uo 30 ce ce respnance ener nsfer HIR- F T) and

f1 uor escencén Iﬁﬁr@zo ragilgey ‘%&?‘196%@ %iqaé RMIANEQIN mt hods
(Sills et a'thlsa E“égt,o!ﬁ 0- rml ecul ar Screeni ng, 2002, 191 214). 35 O her

non-radi oactive ELI'SA assay methods use specific phospho anti- bodies
(phospho ABs). The phospho AB onl'y binds the phosphorylated substrate. This

E)Icq-;j 'Eggogi,” v dgér%gtte cgf t% klnase aé{mltgei\g %etQSr?m‘dﬁé%& IS wel? Fr)\é\%?tg 3
15 the person skilled in the art. Generic test systems for the determination of
the kinase activity using substrates, for example histone (for example
Alessi et al., FEBS Lett. 1996, 399, 3, pages 333-338) or the basic myelin
protein, are described in the literature (for example Campos-Gonzalez, R.
20 and Glenney, Jr., J.R. 1992, J. Biol. Chem. 267, page 14535).

Various assay systems are available for identification of kinase inhibitors.
In the scintillation proximity assay (Sorg et al., J. of. Biomolecular Screen-

25 ing, 2002, 7, 11-19) and the flashplate assay, the radioactive phosphoryla-
tion of a protein or peptide as substrate using YATP is measured. In the
presence of an inhibitory compound, a reduced radioactive signal, or none
at all, is detectable. Furthermore, homogeneous time-resolved fluores-

30 cence resonance energy transfer (HTR-FRET) and fluorescence polarisa-
tion (FP) technologies are useful as assay methods (Sills et al., J. of Bio-
molecular Screening, 2002, 191-214).

Other non-radioactive ELISA assay methods use specific phospho anti-
35 bodies (phospho ABs). The phospho AB only binds the phosphorylated

substrate. This binding can be detected by chemoluminescence using a



second per oxi dase-conj ugated anti sheep anti body (Ross at al., Biochem J.,
2002, 366, 977-981). PRIOR ART WD 00/62781 describes the use of nedi canents
conprising inhibitors of the cell volunme-regul ated human ki nase H SCGK
Benzyl i dBie2985035R33dr azi des havi ng an anti bacterial act iRST/ER403E¥B| bed 10
in WO 02/ 070464 A2. The use of acyl hydyazides for the treatnent of
bacterial infections is disclosed in WO 01/70213. O her acyl hydrazone
derivatives, inter alia for the treatnment of diabetes conplications, are
di sclosed in JP 11-106371. 15 Met hoxy-substituted aromati c acyl hydrazone
deri vat i ves sécond peraxidasenconjugattd emtisbeepaatiiedy (Rossiebyl. Bigahemani et at.
i n Yakugaku Z%%éal ﬁé%Q 3, 851-855 and in Yakugaku Zasshi (1963), 83,
844-847. Ot He | a‘?§| ydrazone derivatives as sedative enhancers and
for 20 lowering the blood pressure are disclosed in JP 41-20699. 25 30 The
use of kinase inhibitors in antiinfection therapy is described by C. Doerig
in Cell. MoPRIOFOARTLett. Vol .8, No. 2A, 2003, 524-525. The use of Kkinase

i nhi bPtors in obesity is described by N Perrotti in J. Biol. Chem 2001,
March 23; 276(12):9406-9412. The followi ng references suggest and/or

describe th u EJ, Sung
YK, Farooq &’5@4&7 éa%\ %ﬂ"ﬂﬁ%kthw% rﬂs&%&%ﬁ%ﬂ&&@bﬂ&ﬁ@dntﬁgng& JC, Kim

MK Gene expiessil Odiﬂuﬁféliféduﬁatéﬂﬁ‘imﬁkinasém@Khepat ocel | ul ar carci noma by

CDNA microarray. Ml Cells. 2002;14:382-7. 35 WD 2005/037773

PCT/ EP2004/ Beozwwene@eazqnyciraz@esmavmg an apkbashekiabacton areadescrioRd Conzen
oD O B R e D58 T GRS AP S RESF 1 oLl
Varntges S, pgatdriaf n%ct%’:\ﬁw%blc%eﬁw 0$70P313;
Other acylhydrazone derivatives, inter alia for the treatment of diabetes
complications, are disclosed in JP 11-106371.
15 Methoxy-substituted aromatic acylhydrazone derivatives for the treatment
of cancer are described by T.Kametani et al. in Yakugaku Zasshi (1963),
83, 851-855 and in Yakugaku Zasshi (1963), 83, 844-847.
Other aromatic acylhydrazone derivatives as sedative enhancers and for

20 lowering the blood pressure are disclosed in JP 41-20699.

The use of kinase inhibitors in antiinfection therapy is described by
C.Doerig in Cell. Mol. Biol. Lett. Vol.8, No. 2A, 2003, 524-525.

25 The use of kinase inhibitors in obesity is described by N.Perrotti in J. Biol.
Chem. 2001, March 23; 276(12):9406-9412.

The following references suggest and/or describe the use of SGK inhibi-
tors in cancer treatment:

30
1. Chung EJ, Sung YK, Faroog M, KimY, Im S, Tak WY, Hwang YJ, Kim
Y!, Han HS, Kim JC, Kim MK. Gene expression profile analysis in human

hepatocellular carcinoma by cDNA microarray. Mol Cells. 2002;14:382-7.
35



neur V, Wil degger S, Zi pfel A, Viebahn R, Haussinger D, Broer S, Kandolf R,
Lang F. Expression of the serine/threonine kinase hSGK1 in chronic viral
hepatitis. Cell Physiol Biochem 2002;12:47-54. 4: Brunet A Park J, Tran H,
Hu LS, Henmm ngs BA, Greenberg ME. Protein kinase SGK nedi ates survi val

si gnal s WP 200083H8r yl ati ng the forkhead transcriptionPCEEPS04HOKIILE 1
(FOX03a). Mol Cell Biol 2001;21:952-6565 M kosz CA, Brickley DR, Sharkey
M5, Moran TW Conzen SD. d uco- corticoid receptor-nediated protection from
apoptosis is associated with induction of the serine/threonine survival

ki nase gene, sgk-1. J Biol Chem 20 2001, 276:16649-54. 25 30 6: Zuo Z,
Uban G ScamBesickiey®RDMkosaCAMHREaN ik, ConpzaivBDr Ubigitin kegdification ser / Thr

protei n phosphat ase e PP5) . i negat | r % r,af.;gl ucocorticoid
recept or - rreﬁf%etrﬂa‘ 3?%&/[)%039&5& -nﬂgsuggﬂquggem 5%as§%§@§t‘gs‘4§'°f§7 7. Buse P,
Tran SH, Luthem. BooPmr7#430e8pnte GN Firestone G.. Cell cycle and hornonal
control of nuclear-cytoplasmc |ocalisation of the serum and

gl ucogort i coi d-inducible protein kinase, Sgk, in mammary tunmour cells. A

S gnal |1 g Barhien, 5. Kinesl WeknBed so s Yo cEREGs, ResBL8s 837775 -7 5
RN N PT) ER300% DRSS 1o raP P VeI ERC} BRs5oBEr raees dkahdr f or il 2 |

R, Lang F. Expression of the serine/threonine kinase hSGK1 in chronic
viral hepatitis. Cell Physiol Biochem. 2002;12:47-54.

10
4: Brunet A, Park J, Tran H, Hu LS, Hemmings BA, Greenberg ME. Protein
kinase SGK mediates survival signais by phosphorylating the forkhead
transcription factor FKHRL1 (FOXO3a). Mol Cell Biol 2001,21:952-65

15

5. Mikosz CA, Brickley DR, Sharkey MS, Moran TW, Conzen SD. Gluco-

corticoid receptor-mediated protection from apoptosis is associated with

induction of the serinefthreonine survival kinase gene, sgk-1. J Biol Chem.
20 2001;276:16649-54.

6. Zuo Z, Urban G, Scammell JG, Dean NM, McLean TK, Aragon |, Hon-
kanen RE. Ser/Thr protein phosphatase type 5 (PP5) is a negative regu-

25 lator of glucocorticoid receptor-mediated growth arrest. Biochemistry.
1999;38:8849-57.

7: Buse P, Tran SH, Luther E, Phu PT, Aponte GW, Firestone GL. Cell
30 cycle and hormonal control of nuclear-cytoplasmic localisation of the

serum- and glucocorticoid-inducible protein kinase, Sgk, in mammary

tumour cells. A novel convergence point of anti-proliferative and prolifera-

tive cell signalling pathways. J Biol Chem. 1999;274:7253-63.

35



35 in which R, R5 each, independently of one another, denote H OH OA OAc
or nethyl, R2, R3, R R6, R7, R8, R9, R70 each, independently of one
anot her, denote H, OH OA QAc, OCF3, Hal, NO2, CF3, A CN, OSQ2CH3,
SO02CH3, We2005/03203H, R' denotes H or CH3, A denotes al REI/EPINHH40398 2 3 or
4 C atons, X denotes CH2, CH2CH2, OCHZ or -CH(OH)-, Hal denotes F, C, Br

or |, and pharnmaceutically usable derivatives, salts, solvates and
stereoi so- nmers thereof, including mxtures thereof in all ratios.
Particul ar preference is given to conpounds of the formula I in which R

denot es net SUNMARYOOFOFHERABIMENTDION H or nethyl, R2 denotes H, NO2 or Hal,
WD 2005/ 037773 PCT/ EP20041010398 -8 5 10 15 R 4 denotes H or Hal, R3
denotes OH or OAc, R6 denotes H, R7 denotes QOA, H, Hal, C]—I, CF3 or N2, Re
denotes H, GeHB8 or OH,  R10 denotes H A
or Hal, R ?#ﬁo@eéﬁhno@%égg?&ksﬁgﬁwéssomef Qﬁaw ng 1, 2, 3 or 4 C atons, X
denotes CH2, CH2CH2, OCH2 or -CH(COH)- Hal denotes F, CI Br or I, and

phar mRceut i cal | y usabl e derivat i ves, sal ts, solvates and stereoi so- ners

t hereof, including m xtures thereof in all R‘atl 0S. R%/ery particul ar

prefer ence is given to conpounds of t %Jor la I/in which R denotes OH,
OCH3 or
R3
10 __< |
; : g RS R4
15 in which
R' R® each, independently of one another, denote H, OH, OA, OAc
or methyl,
R’ R® R* R® R’ R® R® R'each, independently of one another, denote
20 H, OH, OA, OAc, OCF;, Hal, NO,, CF3, A, CN, OSO,CHj,
S0O,CHs, NH,or COOH,
R denotes H or CHj,
A denotes alkyl having 1, 2, 3 or 4 C atoms,
25 X denotes CH,, CH,CH,, OCH, or -CH(OH)-,
Hal denotes F, CI, Bror i,

and pharmaceutically usable derivatives, salts, solvates and stereoiso-

mers thereof, including mixtures thereof in all ratios.

30
Particular preference is given to compounds of the formula | in which
R’ denotes methyl, OA or OH,
R® denotes H or methyl,

35

R? denotes H, NO, or Hal,



20 R5 denotes H, R2 denotes H, R4 denotes H, R3 denotes OH, 25 R6 denotes
H, R7 denotes OH, R8 denotes H, OH or Hal, RO denotes H, A, Hal, OS02CH3 or
OH, R10 denotes H, A or Hal, 30 35 R' denotes H or CH3, A denotes al kyl

havi ng 1WOR20030337734 C at ons, X denotes CH2, CH2CH2, OBGI/EFR0GOPBE) -~ Hal
denotes F, O, Br or I, and pharnmaceutigcal |y usabl e derivatives, salts,

sol vates and stereo- isoners thereof, including mxtures thereof in all

rati os. WO 2003/037773 PCT/ EP2004/010398 -9 5 10 Particul ar preference is
furthernore given to compounds of the formula | in which R denotes H,

met hyl , OA, ROAc odempies HRer H@hot es H, nethyl or OA, R2 denotes H, NO2, Hal
OA, A or OOR@I, R ,denot H |, A CF3, NO2 or OA R3 denotes OH, Q(Ac,
SQ2CH3, Hal ;| CF3,d Se@éﬁﬁ&%ﬁ H A or N2, R6 denotes H A or OA R7
denotes OA RF, Hajen&lds HEF3. NO2 or NH2, R8 denotes H OH OA or Hal, 15 R9
denotes H, A_ Hal, OSQ2CH3 or OH, R10 denotes H, A, OA or Hal, R' denotes H
or CH% A d&fot esdendtes OGAviHnhal, , O, CB; or NOC atons, 20 X denotes CH2,
CH2CH?,

OCHgeor - g‘é‘rggt]g)s_H, OH or Hal,
R° denotes H, A, Hal, OSO,CHs or OH,
R  denotes H, A or Hal,
R" denotes H or CHj,

10 A denotes alkyl having 1, 2, 3 or 4 C atoms,

X denotes CH,, CH,CH,, OCH, or -CH(OH)-,

Hal denotes F, Cl, Bror |,

and pharmaceutically usable derivatives, salts, solvates and stereoiso-
15 mers thereof, including mixtures thereof in all ratios.

Very particular preference is given to compounds of the formula | in which
R' denotes OH, OCH; or CH;,
20 R® denotes H,
R?> denotes H,
R* denotes H,
R® denotes OH,
o5 R® denotes H,
R’ denotes OH,
R® denotes H, OH or Hal,
R® denotes H, A, Hal, 0SO,CH; or OH,
R'® denotes H, A or Hal,

30 11
R denotes H or CH3,
A denotes alkyl having 1, 2, 3 or 4 C atoms,
X  denotes CH,, CH,CHz, OCH, or -CH(OH)-,
Hal denotes F, Cl, Bror |,

35

and pharmaceutically usable derivatives, salts, solvates and stereo-

isomers thereof, including mixtures thereof in all ratios.



Hal denotes F, d, Br or |, and pharmaceutically usable derivatives, salts,
sol vates and stereoiso- ners thereof, including mxtures thereof in all
ratios. 25 30 35 The invention relates, in particular, to conpounds sel ected
from t hewWgr290§5037313 t he acyl hydrazone derivatives PCT/EP2004/010398

N- (4- hydr oxy- 2- net hoxybenzyl idene)-(3gwdroxyphenyl )acetohyd ra- zide,

N-[ 1- (4- hydr oxy- 2- net hoxyphenyi ) et hyl i dene] - ( 3- hydr oxyphenyl ) -

acet ohydrazi de, N-(4-hydroxy-2-mnmethoxybenzyli dene)- (3-net hoxyphenyl

) acet ohydra zide, N-(3-fluoro-4-hyd roxybenzyl idene)phenyl acetohyd razide,
WO 2005/ 037773 PCT/ EP2004/ 010398 -10 N—(4 hydr oxy- 2- net hoxybe nzyl

i dene)-(4-h dro hen acet phyd ra 5 zide (4- :

oy - et hERBATeIaiEhES 1% Bherdes o Bndg sompOy e 30 fyamuiad in.

N- (4- hydr oanﬁ;ﬁmt hoxybenzyl i dene) - mt ol yl acet ohydr azi de,

N- (4- hydr oxy- Z2- net hoxybenzyl idene)-o-tolyl acetohydrazide,

N-(4- hydroxR 2- metianotebdh zapbthy k) OAZ-atOH, o rophenyl )acet ohydra- zide,
N- (4- Byd roxy- 2- net hoxybenzyl i dene)-(3-ch | orophe nyl )acetohydra zide,
N (4- hydroxﬁegz redeRps dhAyethyben@f (4- 1 | uorophenyl )acet ohyd ra- zide,

nycraz, de. K (4. rORIoRs T2 QAR GO (377 1 uor ophenyl ) acet ohydr a
zide, 20 NR{4-hydemotesenzyal deor);- N®-.widwxyphenyl ) acet ohydrazi de,
R®  denotes OH, OAc, SO,CHjs, Hal, CF3, OCF3, COOH, OA, H, A or
NO.,
R® denotes H, A or OA,
R’ denotes OA, H, Hal, OH, CF;, NO; or NH,,
R® denotes H, OH, OA or Hal,
15 R®  denotes H, A, Hal, 0SO,CH; or OH,
R denotes H, A, OA or Hal,
R" denotes H or CHj,
A denotes alkyl having 1, 2, 3 or 4 C atoms,
20 X denotes CH., CH,CH,, OCH; or -CH(OH})-,
Hal denotes F, C!, Bror |,

and pharmaceutically usable derivatives, salts, solvates and stereoiso-

10

mers thereof, including mixtures thereof in all ratios.

“ The invention relates, in particular, to compounds selected from the group
of the acylhydrazone derivatives
N-(4-hydroxy-2-methoxybenzylidene)-(3-hydroxyphenyl)acetohydra-
30 Zide,
N-[1-(4-hydroxy-2-methoxypheny!)ethylidene]-(3-hydroxyphenyl)-
acetohydrazide,
N-(4-hydroxy-2-methoxybenzylidene)-(3-methoxyphenyl)acetohydra-
Zide,
35

N-(3-fluoro-4-hydroxybenzylidene)phenylacetohydrazide,



N- (4- hydroxy-2, 6-di methyl benzyli dene)-(3-nmet hoxyphenyl )aceto- hydrazide,
N-(3-fl wuoro-4-hydroxybenzylidene)- (3-nmethoxyphenyl )acetohydra 25 30 35
zide, N-[1-(4-hydroxy-2-nmethoxyphenyl)ethylidene]-(3-nethoxyphenyl)-

acet ohydwezoesx37773 PCT/EP2004/010398

N- (4- hydr oxy- 2- met hoxybenzyl i dene) - ( ?:_—Ltﬂ hyl sul f onyl oxyphenyl ) -

acet ohydrazi de, N-(4-hydroxy-2-nethoxybenzylidene)-(3, 5-d

i hydr oxyphenyl ) acet o- hydrazi de, N (3-fl uoro-4-hydroxybenzyi

i dene) - (3-fl uoropheny | )acetohydrazide, N (4-acetoxy-2-nethoxybenzyl

i dene) - ( 3- met hoMy(@keydrbxy-2aaéithioxdbenzytideae)-(UBh 2Oy PRy fadetaryidea004/ 010398
-11 5 10 N-(4-hydroxy-2-nmet hoxybenzylidene)-(3-trifluoronethylphenyl )aceto-
hydr azi de, EldE4- hydr oxy- 2- met hoxybenzyl idene)- 3-(3- net hoxyphenyl )propio-

At e A

N- (4- hydr oxpydrapRfehoxybenzyl idene)-(3-n itrophenyl )acetohydrazide,
N- ( 5- &hl or 0-2- hg;droxybenzyl i dene) - ( 3- net hoxyphenyl )acetohydra zide,
N-(2- hyd roxy- SNe@thyssexyr2ynethoxgbenrgylidenaimintylgeetenyd ,ohydr azi de,

§ 3 . AR o RN 1 12
N- (4- hydr oxy- 2- RR4b}8ERN2helhdRPSInAyRdBRETERBRIYSpHEHHaeBdHyAra-
Zide,
10 N-(4-hydroxy-2-methoxybenzylidene)-(3-chlorophenyl)acetohydra-
Zide,
N-(4-hydroxy-2-methoxybenzylidene)-(4-fluorophenyl)acetohydra-
zZide,
15 N-(4-hydroxy-2-methoxybenzylidene)~(2-chloro-4-fluorophenyl)aceto-
hydrazide,
N-(4-hydroxy-2-methoxybenzylidene)-(3-fluorophenyl)acetohydra-
zide,
20 N-(4-hydroxybenzylidene)-(3-methoxyphenyl)acetohydrazide,
N-(4-hydroxy-2,6-dimethylbenzylidene)-(3-methoxyphenyl)aceto-
hydrazide,
N-(3-fluoro-4-hydroxybenzylidene)-(3-methoxyphenyl)acetohydra-
25 zide,
N-[1-(4-hydroxy-2-methoxyphenyl)ethylidene]-(3-methoxyphenyl)-
acetohydrazide,
‘N-(4-hydroxy-2-methoxybenzylidene)-(3-methylsulfonyloxyphenyl)-
30 acetohydrazide,
N-(4-hydroxy-2-methoxybenzylidene)-(3,5-dihydroxyphenyl)aceto-
hydrazide,
N-(3-fluoro-4-hydroxybenzylidene)-(3-fluorophenyl)acetohydrazide,
N-(4-acetoxy-2-methoxybenzylidene)-(3-methoxyphenyl)acetohydra-

35 Zide,



20 zide, N-[1-(4-hydroxyphenyl)ethylidene]-(3-nmethoxyphenyl)acetohydrazi de,
N- (4- hydr oxy- 2- net hoxybenzyl idene)-(3, 5-difluorophenyl)aceto- hydrazide,
25 N (4- hydr oxy-2-net hyl benzyl i dene) - ( 3- hydr oxyphenyl ) acet ohydr a- zi de,

N- ( 2- et hwoy2ods/garsoxybenzyl i dene) - ( 3- hydr oxyphenyl ) acetPaityEe04/02639e, 30

N- (2- met hoxy- 4- hydr oxy- 6- net hyl benzyl 4§ dene) - (3- hydr oxyphenyl ) -

acet ohydrazi de, N-(2-nethoxy-4-hydr oxyl)enzyl | dene) - (2-fl uor ophenyl
)acet ohydra 35 zide, and pharnaceutically usable derivatives, salts,
sol vates and stereoi so- nmers thereof, including m xtures thereof in all

rati os. WO 2005NO@Hydrok-DP-mBHINGbeADARRENe)-{2-thflUdrofetidpRénydfacato-The
I nvention also relates to the stereoisoners (E, Z isoners) and the hy-
drates and By#RAZId8s of these conpounds. Sol vates of the conpounds are taken

owi ng 1o their RoguaeraRPBH AT BEpAlicEEs) JECRe e BnEMIIRE ) & T

or dehydr at ggdizidd cohol ates. The conpounds according to the invention are
prefebably in the configu- ration. Pharmaceutically usable derivatives is

taken to nmean, Ne(24diysirexybemaylidena)s(3onethexypbemdianetohysttazideng to the
taken to mean cHHAcRREREE PR YRR RT e Ry YT e v th 1 or
exanpl e, al szira‘ifdéi‘cy' groups, sugars or oligopeptides and which are
rapidly cleaved I1n the organismto formthe
N-(4-hydroxy-2-methoxybenzylidene)-(3-nitrophenyl)acetohydrazide,
10 N-(5-chloro-2-hydroxybenzylidene)-(3-methoxyphenyl)acetohydra-
Zide,
N-(2-hydroxy-5-nitrobenzylidene)-(3-methoxyphenyl)acetohydrazide,
N-(4-hydroxy-2-methoxybenzylidene)-2-hydroxy-2-phenylacetohydra-
15 zide,
N-(2-ethoxy-4-hydroxybenzylidene)-(3-methoxyphenyl)acetohydra-
zide,
N-(4-hydroxy-2-methoxybenzylidene)-(3-bromophenyl)acetohydra-
20 zide,
N-[1-(4-hydroxyphenyl)ethylidene]-(3-methoxyphenyl)acetohydrazide,
N-(4-hydroxy-2-methoxybenzylidene)-(3,5-difluorophenyl)aceto-
hydrazide,
25 N-(4-hydroxy-2-methylbenzylidene)-(3-hydroxyphenyl)acetohydra-
zide,
N-(2-ethoxy-4-hydroxybenzylidene)-(3-hydroxyphenyl)acetohydra-
Zide,
30 N-(2-methoxy-4-hydroxy-6-methylbenzyiidene)-(3-hydroxyphenyl)-
acetohydrazide,
N-(2-methoxy-4-hydroxybenzylidene)-(2-fluorophenyl)acetohydra-
Zide,
and pharmaceutically usable derivatives, salts, solvates and stereoiso-

35 mers thereof, including mixtures thereof in all ratios.



active conmpounds according to the invention. These al so include

bi odegr adabl e pol yner derivatives of the conpounds according to the

i nvention, as is described, for exanple, iniInt. J. Pharm 115, 61-67
(1995). W208¥P¥€Bsi on "effective amount” neans the anB&HEEP4DIMMI cament
or pharmaceutical active ingredient wh2ch causes a bi ol ogi cal or nedi cal
response which is sought or ained at, for exanple by a researcher or phy-
si cian, in a tissue, system animal or human. |In addition, the expression
therapeutlcally effective anmount” means an anmpunt which, conpared with a
cor r espondi n§esnvsreian aiRe raatesia therstewolsamensi (&, Znsamers) rred theey-ol | owi ng

i sease,  syfra B GRS SNAER EF e ifipdi. SaREiPh o erbafboi¥Rid’s or 3 so

the reducti edkenl B rh&&n BHAOERSS @fhnértcbomatﬁmolé@méstdnwtrfer céthpeuses . The
expression "therapeutically effective anount” al so enconpasses the anounts

whi ch _ar e efvhight form dwingitadineia siutgalratiraetivepfoyes. oS alyatesl areufoctexem- WO

2005/ 5’377739rCT/ EPZOOJ @SE%H%] él ? 15 20 25 30 35 The invention al so
relates to RISETRANE ik fB4C'8®S he fornula | according to the

i nventi on, B ARG 18nd WeflhBA ohs BRmESly iPine EXRRRGE. [ N 1 he
ratio 1:1, 1: % S ) § © '0 oré? y'lrﬁeseee)zg:?,e articularly
preferably nat)drures of stere0| sorrerl C corrpounds A denot es alkyl, is

unbranched (linear) or branched, and has 1, 2, 3 or 4 C atons. A preferably
denotes nethyl furthernore ethyl, propyl, isopropyl, butyl, isobutyl,

sec- bty %%Ecé)bﬂéén %bféeQé’ﬁ\?a? vasy %Wt%%éaﬁé%%&%fbl gferably

formyl, acety ropl era denotes erably
denot es H, saltsipf the@bmpomwﬂs a@crdrdmltarthg |rwel1‘t©naéﬂ¢al@aisoﬁ]]éﬂmb met hyl . R5

preferably g?ungoct:gr%pyur?cris.mt hyl, particularly preferably H
Prodrug derivatives is taken to mean compounds of the formuia | which
15 have been modified with, for example, alkyl or acyl groups, sugars or
oligopeptides and which are rapidly cleaved in the organism to form the
active compounds according to the invention.
These also include biodegradable polymer derivatives of the compounds
20 according to the invention, as is described, for example, in Int. J. Pharm.

115, 61-67 (1995).

The expression “effective amount” means the amount of a medicament or
25 pharmaceutical active ingredient which causes a biological or medical

response which is sought or aimed at, for example by a researcher or phy-

sician, in a tissue, system, animal or human.

In addition, the expression “therapeutically effective amount” means an

amount which, compared with a corresponding subject who has not

% received this amount, has the following consequence:
improved treatment, healing, prevention or elimination of a disease, syn-
drome, condition, complaint, disorder or side effects or also the reduction
in the progress of a disease, condition or disorder.

35

The expression “therapeutically effective amount” also encompasses the

amounts which are effective for increasing normal physiological function.



R2 preferably denotes H NO2 or Hal, particularly preferably H R
preferably denotes H or Hal, particularly preferably H R3 preferably
denotes OH or OAc, particularly preferably OR R6 preferably denotes H R7
pr ef er abMP 298503788 OA, H, Hal, OH CF3 or NO2, parti cuPSTIEPR2HHOIESO%bly OR
R8 preferably denotes H OH or Hal. Rg3preferably denotes H A Hal or OR
R10 preferably denotes H, A or Hal. The conpounds according to the invention
and also the starting materials for the preparation thereof are, in

addi tion, prepared by methods known per se, as described in the literature
(for exanple in the standard works, such as Houben-Wyl, Methoden der

i sch hods h : | ag,
0 e oM B8l A0S TR e SR R | 20,
sui tabl e 1 opcédiey fiotnEansanRIe foNOIRADARTFES oIS BRAGELAENE: - 14 5 10

15 Use can al so here of variants known per se, which are not men-

ti one&i3 in ge&mnpfe Imahawatmér‘e 1:2f1:3e8i4, 4, 1:he, tﬂ@f)torrﬂg%@@ erials can al so
be fo madi[?_sMu sothan heP/ ag not isolated fromthe reaction m xture,
but i nst ead 'BPES AFGRAM i}'%c?tfler by edures A 5 qrepfﬁo(gnqrﬁ.‘e UBRYYA™Is accor di ng
to the invention. The starting conpounds are generally known. If they are
novel, they can, however, be prepared by nethods known per se. Conpounds of
t he for mul aAl dermtep atkyérisiohbrarehebt (fnead doypramched, mgdahashy,dt, &ordé€ OM t h an

al dehyde or ketone. In the case of ction with a keton gsee % nple 2), a

m xt ur e of @eMA pesferably dgngtes, mmygﬁuﬂﬁ?f”?ﬁfes%ﬂﬂr RIQRY), 1PeP'9@Mer al | y
f or med Thebﬁ&%.ﬁ;‘ﬂﬂyl‘ Sefé Jtyled? tEth nmet hods known to the person skilled

inthe 20 ar eactionis Tirstly carried out in a suitable solvent.
Exanpl es of suitable inert solvents are hydrocarbons, such as hexane,

petrol eum et her, benzene, tolg 8 or xylene; chlorinated hydrocarbons, 25
such as tri AgIdanstesasy fiaving 3-6:C atemsoriaienably tastyh @cebr SRBFORIARY! chi or o

X preferably denotes CH,.
15 R' preferably denotes H, methyl, OA or OH, particuiarly preferably OH,
OCH; or methyl.
R® preferably denotes H or methyl, particularly preferably H.
R? preferably denotes H, NO, or Hal, particularly preferably H.
20 R* preferably denotes H or Hal, particularly preferably H.
R® preferably denotes OH or OAc, particularly preferably OH.
R® preferably denotes H.
R’ preferably denotes OA, H, Hal, OH, CF; or NO,, particularly preferably
25 OH.
R?® preferably denotes H, OH or Hal.
R® preferably denotes H, A, Hal or OH.
R'® preferably denotes H, A or Hal.

%0 The compounds according to the invention and aiso the starting materials
for the preparation thereof are, in addition, prepared by methods known
per se, as described in the literature (for example in the standard works,
such as Houben-Weyl, Methoden der organischen Chemie [Methods of

35

Organic Chemistry], Georg-Thieme-Verlag, Stuttgart), to be precise under

reaction conditions which are known and suitable for the said reactions.



form or dichl oronmethane; al cohols, such as nethanol, ethanol, isopropa- nol,
n- propanol, n-butanol or tert-butanol; ethers, such as diethyl ether,

di i sopropyl ether, tetrahydrofuran (THF) or di oxane; glycol ethers, such as
30 et hyl w0e2005/435613 nononet hyl or nonoet hyl et her, et hylPETERZIOADBO398i et hyl
ether (diglyme); ketones, such as acefgppe or butanone; am des, such as

acet am de, dinethyl acetam de or dinethylformam de (DVF); nitrites, such as
acetonitrile; sulfoxides, such as dinethyl sulfoxide (DMSO; carbon di-

sul fide; carboxylic acids, such as formc acid or acetic acid; nitro com 35
pounds, suclysasan dlsoetrhade here of vankdrsts keoen petss; swhictuale ast mehy| ace
tate, or mxtures of the said solvents. WO 2005/037773 PCT/ EP2004/ 010398

-15 5 10 15tio0edH greateredelgieres are particularly preferably al cohols, such
as, for exanple, isopropanol or ethanol. Depending on the conditions used,
the reaction tine is between a few mnutes and 14 days, the reaction

tenper at ur elfidiasliléﬂy\wlstéhwg matelicaddan biEd be esrimdd in diki yeeattHéy ard 1100, in
parti &ul ar between about 20 and about 1000. A base of the conpounds of the
fornul a | aotobisglated from e feactian nyxtuserputiestead ase iramediatelyt¢an-associ at ed
acid-addition,salt usi.n nacid for__ex I .reaction of equival ent
anount s of f’ﬁ@e é‘é’éheirlﬂg}ﬁg %@%dqq&a%ccqrﬁg'gtt&g%\'févrﬁn?'oguch as et hanol ,

foll owed by evaporation. Suitable acids for this reaction are, in

particul ar, those which give physiologically acceptable salts. Thus, it is
possi bl e t o Thestamioggampoundsdare demeralyakmdven.diithfayrare remiet] theycanj ¢ aci d,
hydroh@l i c %ci ds, such as hydrochloric acid or hydrobrom c acid, phosphoric
aci ds, such"Q¥Weyet 6B Py mathods KpWR REESGci d, fur- thermore organic
acids, in particular aliphatic, alicyclic, araliphatic, aro- matic or

het er ocycli ¢ nono- or pol ybasic carboxylic, sulfonic or sulfuric acids, for
exanpl e for Qompminds cicke fornauda d cahrpréfenablg decdbtaired bly rqaotipg@ni ¢ aci d,
pivalic acid, diethylacetic acid, malonic acid, succinic acid, pinelic

aci d, fumar NYAERZIAE Wi a8, @ldgRYde Of keoNe- acid, tartaric acid, malic acid,

citrias In the case of reaction with a ketone (see Example 2), a mixture of (E, Z)

stereocisomers, which can be separated, is generally formed.

The reaction is carried out by methods known to the person skilled in the
20 art.

The reaction is firstly carried out in a suitable solvent.

Examples of suitable inert solvents are hydrocarbons, such as hexane,

petroleum ether, benzene, toluene or xylene; chlorinated hydrocarbons,
25 such as trichloroethylene, 1,2-dichioroethane, tetrachloromethane, chioro-

form or dichloromethane; aicohols, such as methanol, ethanol, isopropa-

nol, n-propanol, n-butanol or tert-butanol; ethers, such as diethyl ether,

diisopropy! ether, tetrahydrofuran (THF) or dioxane; glycol ethers, such as

ethylene glycol monomethy! or monoethyl ether, ethylene glycol dimethyl

%0 ether (diglyme); ketones, such as acetone or butanone; amides, such as
acetamide, dimethylacetamide or dimethyiformamide (DMF); nitriles, such
as acetonitrile; sulfoxides, such as dimethyl sulfoxide (DMSQ); carbon di-
sulfide; carboxylic acids, such as formic acid or acetic acid; nitro com-

35

pounds, such as nitromethane or nitrobenzene; esters, such as ethyl ace-

tate, or mixtures of the said solvents.



acid, gluconic acid, ascorbic acid, nicotinic acid, isonicotinic acid, neth-
ane- or ethanesul fonic acid, ethanedisulfonic acid, 2-hydroxyethanesul -
fonic acid, benzenesul fonic acid, p-toluenesulfonic acid, naphthal ene- nono-
and - di swif20e8/03726i ds, | aurylsulfuric acid. Salts w t hPOEEPRWHOLILNI | v
unacceptabl e acids, for exanple picratgs. can be used for the isolation
and/or purification of the conpounds according to the invention. On the

ot her hand, conpounds of the fornula | can be converted into the 35
corresponding netal salts, in particular alkali nmetal or alkaline-earth

met al WO 200he 88ivents aie paiiicaariy (preferallyalcotits,saldhsas, der exarbpiees (f or
exanpl e sodj um hydroxi de or carbonate or potas- sium hydroxide or carbonate)
or into thelSOBIIRENGHRELHEmoni um 5 10 15 20 25 30 35 It is al so possible
to use physiologically acceptable organic bases, such as, for exanple,

et hanol am ne. The invention furthernore relates to the use of the conpounds

and/ or  phybepéading@n theasrelticry @sertilthe rédutiondtimé i3 bétaeepr #fsw at i on of a
medi c- ment (pharmaceutical conposition), in particular by non-cheni cal

met h- ods. Mirdites and¢ days, e RRGtIRNJeapeiRtlEd Isbetweggatiasit ¥®eand t oget her

and, i1 debryeHSFnARBRtyn'h 4R ARG, B Boril B cRopERBREML 25 o e
i ngr edi ent sgnd Aol vee i on furthernore relates to nedi canents conprising at
| east one conpound according to the invention and/or pharmaceutically

usabl e derivatives, solvates and stereoi soners thereof, including mxtures
thered® in,all ratios, and ti.gnal l xcipi ents and/ or adjuvants.

Phar maceut | AHAsEST LS comaRnas ot Hie tanffA Celrdling othe TresHog ibange  uni ts
uhi Ch_cOMD b& Boratt&d! 6 it Besbcideutci@ladBition'Sail IS Ui dosage unit.
Such a unit can conprise, for exanple, 0.5 ng to 1 g, pref- erably 1 ng to
700 ng, paréxamplerbyrgactbrmodelguivalerd anoodril® ofithe baseanditihe poidnid axccor di ng to

i i 5t at P SRPTHBGYS SHENSM CUANS SN HaParatan. Sutabis acids for 0

15 this reaction are, in particular, those which give physiologically acceptable
salts. Thus, it is possible to use inorganic acids, for example sulfuric acid,
nitric acid, hydrohalic acids, such as hydrochloric acid or hydrobromic
acid, phosphoric acids, such as orthophosphoric acid, sulfamic acid, fur-

20 thermore organic acids, in particular aliphatic, alicyclic, araliphatic, aro-
matic or heterocyclic mono- or polybasic carboxylic, sulfonic or sulfuric
acids, for example formic acid, acetic acid, trifluoroacetic acid, propionic
acid, pivalic acid, diethylacetic acid, malonic acid, succinic acid, pimelic

25 acid, fumaric acid, maleic acid, lactic acid, tartaric acid, malic acid, citric
acid, gluconic acid, ascorbic acid, nicotinic acid, isonicotinic acid, meth-
ane- or ethanesulfonic acid, ethanedisulfonic acid, 2-hydroxyethanesul-
fonic acid, benzenesulfonic acid, p-toluenesulfonic acid, naphthalene-

mono- and -disulfonic acids, laurylsulfuric acid. Salts with physiologically

30
unacceptable acids, for example picrates, can be used for the isolation
and/or purification of the compounds according to the invention.
On the other hand, compounds of the formula | can be converted into the
35

corresponding metal salts, in particular alkali metal or alkaline-earth metal



the patient, or pharmaceutical formulations can be admnistered in the form
of dosage units which conprise a predeterm ned anount of active in- gredient
per dosage unit. Preferred dosage unit fornulations are those which

conpri seW® W83/90377ose or part-dose, as indicated above PCIEPI0BHI9388- pondi ng
fraction thereof of an active ingredieqg¢. Furthernore, pharmaceu- tical
formul ations of this type can be prepared using a process which is

generally known in the pharnaceutical art. W 2005/037773 PCT/ EP2004/ 010398
-17 5 10 15 20 25 30 35 Pharmaceutical formul ati ons can be adapted for

admi ni st r at salts qumgabgsesj(a‘er emmplei sahilim hyslrdxide o cartcat® loe potaser al

(i ncludi ng bucc ubl i n- ), .rectal, nasal, topical. (including

buccal . sqb BT UOsIdE A RERAE) P NG b GaTeaPORine ARURANIUT nol wdi ng

subcut aneous, intranuscular, intravenous or intradernal) methods. Such
fornulatrons can be prepared using all processes known in the

phar maceut i #ds algorpaspiblede uskARysLlogieal Acsaptalle organickasesgdeell ent with

t he excipie %(@% g% ﬁggg %Wxgharnaceutrcal formul ati ons adapted for

or al adnrnrg eé%"@ %% c I stered as separate units, such as, for
exanpl e, capsules or tablets; powders or granules; solutions or suspensions
i n aqueous or non-aqueous |iquids; edible foans or foam foods; or

oi | -i n-wat eHherrnvemrogmirr@ieangra)relat@att@rm bseiof the quaownois endies. Thus, for
exanple, in h (:ase“of ar.a ﬁ,}% H) n _the form a tablet or
capsul e, thQ ¥oPlage Y REEP eéﬁﬁ% 85#‘%8%&% '%8 '”E IS oral

non-t d8i c aﬂﬂarﬁ) shampfRieLtieal domBSSEeH am ﬁar‘trﬁﬁfatr bg%\ﬁ;%pbﬁé]ﬁrcaﬁm‘e%-as for
exanpl e, glycerol, water an the like. ers are prepared by
commi nut i ngodbeTmmmbd coovertediintald suitabie desage farch here togetherwrith a

phar maceuti cal] excipiept co in . a m |.ar manner, such as, for

B ranp! o aneLiet N8 SPRBHIBIAEBIIE Ser QU] Srcialeahar BOaRt MO manni t of

A flavour, v resent.

Capsul s ar BESFES RegHinah AP @I Be o Mol riFY act e MIGP e A 20T v

15

The invention furthermore relates to medicaments comprising at least one
compound according to the invention and/or pharmaceutically usable
derivatives, solvates and stereoisomers thereof, including mixtures thereof

20 in all ratios, and optionally excipients and/or adjuvants.

Pharmaceutical formulations can be administered in the form of dosage

units which comprise a predetermined amount of active ingredient per

25 dosage unit. Such a unit can comprise, for example, 0.5 mg to 1 g, pref-
erably 1 mg to 700 mg, particularly preferably 5 mg to 100 mg, of a com-
pound according to the invention, depending on the disease condition
treated, the method of administration and the age, weight and condition of
the patient, or pharmaceutical formulations can be administered in the

30 form of dosage units which comprise a predetermined amount of active in-
gredient per dosage unit. Preferred dosage unit formulations are those
which comprise a daily dose or part-dose, as indicated above, or a corres-
ponding fraction thereof of an active ingredient. Furthermore, pharmaceu-

35 tical formulations of this type can be prepared using a process which is

generally known in the pharmaceutical art.



and filling shaped gelatine shells therewwth. didants and |ubricants, such
as, for exanple, highly disperse silicic acid, talc, nagnesium stearate,

cal- ciumstearate or polyethylene glycol in solid form can be added to the
powder nWQWPY0IIETore the filling operation. A disintedCIMP2H4/03R%bi | i ser,
such as, for exanple, agar-agar, calciypcarbonate or sodi um carbonate, WO
2005/ 037773 PCT/ EP2004/ 010398 -18 may |i kew se be added in order to inprove
the availability of the nedica- nent after the capsul e has been taken. 5 10
15 20 25 30 35 In addition, if desired or necessary, suitable binders,

| ubricants and disin- tegrants as well as dyes can |ikew se be incorporated

sugars., suchndenapetcal atmiai o o b8 ap it o e BinEEat éh&& ailr o made from
mei ze, nat uggkire@BditaIBIRGhLE, fotam léﬁgfbréls(mcfll%m ApL a,

tragacanth or sodi um al gi nate, carb t hyl cel I ul po yet hyI ene glycol,
waxes,. and ghbal)) idctal, nd$ad, lqplmalttmnttmlmg;bdcaai lertdm@uabeaganssdHrml) ncl ude

sodi um ol eate,. spdium stear.ate, Si um st ear at e, di um benzoat e, sodi um
ettt couRGiRE ShPaeniRrah i BC NG S UaTAS S, BT RrBu TS HFMEIRgS v t hout

being restr a Gy gnite, Xxanthan
gum and thebrlrﬁ%detrﬁhﬁg ta ogt%_ség?gfcﬁ;ﬁr tll&rfg éc:ié%Bé%?’er exarrs:g@, preparing a
powder m xt precessgs &nowatin tige pharmacqutieas andyt I‘t& éxaxiple ecoralicinggth@ | ubri cant
and a disinteg- rant and pressing the entire m xture to give tablets. A
povvder mi xt é@téVQ ingrediepbwel thg exciRiany(s) Be adiysBlEY comminuted in a suitable
mannerlOwith a diluent or a base, as described above, and optionally with a
bi nder, such as, for exanple, carboxynethylcellul ose, an al ginate, gelatine

or pol yvi nyPhamiéc@ticémnﬂmmat@br&sadjaﬁteamorr@rfaaédmustramcaﬁbefan- exanpl e,
paraffin, an ab- sorption accel erator, such as, for exanple, a quaternary

Zal tI and/ omigisterad asrseparatesunits, such Bsr fos exapIpie, qg@ﬁltll%‘»l ardablets| | n or

' t

W th a binaBpvagRE §r erahlie 36 fbnT dt SUsBof8Bne o RSP ERoRBQUBELL TS, | e
or solldt i ongigGliscedibie R%ehs or foam foods; or oil-in-water liquid emulsions or

water-in-oil liquid emulsions.

Thus, for example, in the case of oral administration in the form of a tablet
20 or capsule, the active-ingredient component can be combined with an oral,
non-toxic and pharmaceutically acceptable inert excipient, such as, for
example, ethanol, glycerol, water and the like. Powders are prepared by
comminuting the compound to a suitable fine size and mixing it with a
5 pharmaceutical excipient comminuted in a similar manner, such as, for
example, an edible carbohydrate, such as, for example, starch or mannitol.

A flavour, preservative, dispersant and dye may likewise be present.

Capsules are produced by preparing a powder mixture as described above

%0 and filling shaped gelatine shells therewith. Glidants and lubricants, such
as, for example, highly disperse silicic acid, talc, magnesium stearate, cal-
cium stearate or polyethylene glycol in solid form, can be added to the
powder mixture before the filling operation. A disintegrant or solubiliser,

35

such as, for example, agar-agar, calcium carbonate or sodium carbonate,



or polymer materials and pressing it through a sieve. As an alternative to
granul ation, the powder m xture can be run through a tabletting machi ne,

gi ving lunmps of non-uniform shape which are broken up to formgranules. The
gr anul esWin2p088377br i cat ed by addi ti on of stearic aci dPCI/ER200H0A0¥8sal t
talc or mneral oil in order to prevenggsticking to the tablet casting

nmoul ds. The lubricated m xture is then pressed to give tablets. The
conpounds according to the invention can al so be conbined with a
free-flowing inert WO 2005/ 037773 PCT/ EP2004/ 010398 -19 5 10 15 20 25 30
exci pi ent amby lilewipe besasitledi inerdeyto impgove thenbvaitabilty ofithe mealicari ng out the

granul ation or dry-press ransparent or opaque protective |ayer
consi sting &1y & éﬁ?edﬁa%%g?% %eﬁ‘etﬁl‘ €3 | ayer of sugar or polyner material

and a gloss |ayer of wax nay be present. Dyes can be added to these
coatings in order to be able to differentiate between different dosage
units._ Oral Ih&dditids, if desitedor necessargplitable bindersnubsgantsanandisie-i xi rs, can
be pré— pared in the form of dosage units so that a gi ven quantity conprises
a pre- specitegrantsaapwetl astd xqsecafuﬁﬁmsebegmrperaisﬁ inte the spixtuse. by

i Sl ving. sUMGRROSRAASAED RINERAC BUER) Kl PE| diddlo B Jalfbe lavour,

while elixi e prepare dasin on-toxrc a 1C Ve Suspensi ons

can be for- extmple Gldosd @rﬂﬁ’étélléétogé $WsetenBROMAdei ffond nivife triatiufal vehi cl e.
Solubilisers and enulsifiers, such as, for exanple, et hoxyl at ed i sost earyl

al cohol s ana@ndgyniheticathbes sech @sbfaraxasmer acagi,dsrgagantty 86 sodivay our

ddi t it0e h f I I
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added. The dpeagBrisats Js@ﬂﬁh"ﬂ?ésl@d@sé%foﬁh@'m@d&é@bétdn@bléﬁ?ecs%&umf desi red,

be en- capsulated in m crocapsul es fornmul ation can al so be prepared in
such a way stestratehenagriesige stearaba epdenm benzeatay dediunsacstates soﬂmm exanpl e,

Y o e’ o oG L ERge: Ao iSiibrentrane iR, wiBoUhYBS SeriLs and
ltoﬂgs' a5 | ogiety stateh! MebicélRlidseidghr Sod iR xarfarfgSm 4t fMTikyl stered in
The tablets are formulated by, for example, preparing a powder mixture,
granulating or dry-pressing the mixture, adding a lubricant and a disinteg-
rant and pressing the entire mixture to give tablets. A powder mixture is
20 prepared by mixing the compound comminuted in a suitable manner with a
diluent or a base, as described above, and optionally with a binder, such
as, for example, carboxymethylceliulose, an alginate, gelatine or polyvinyl-
pyrrolidone, a dissolution retardant, such as, for example, paraffin, an ab-
25 sorption accelerator, such as, for example, a quaternary salt, and/or an
absorbent, such as, for example, bentonite, kaolin or dicalcium phosphate.
The powder mixture can be granulated by wetting it with a binder, such as,
for example, syrup, starch paste, acadia mucilage or solutions of cellulose

or polymer materials and pressing it through a sieve. As an alternative to

30 granulation, the powder mixture can be run through a tabletting machine,
giving lumps of non-uniform shape which are broken up to form granules.
The granules can be lubricated by addition of stearic acid, a stearate salt,
talc or mineral oil in order to prevent sticking to the tablet casting moulds.
35

The lubricated mixture is then pressed to give tablets. The compounds

according to the invention can also be combined with a free-flowing inert



of |iposone delivery systens, such as, for exanple, small unilanellar vesi-
cles, large unilanellar vesicles and nmultilanellar vesicles. Liposones can
be formed from various phospholi pids, such as, for exanple, cholesterol,

st ear y| aWiOn290%937pRosphat i dyl chol i nes. 35 WD 2005/ 03777 BCPEP2€PANB328 010398
-20 5 10 15 20 25 30 35 The conpounds. egcording to the invention and the
salts, solvates and physiologically functional derivatives thereof can al so
be delivered using nonoclonal antibodies as individual carriers to which

t he conpound nol e- cul es are coupl ed. The conpounds can al so be coupled to
sol ubl e pol gxcipent and thein gass@drrﬁc&wartergive:mhletewdthogmarrpmgyotﬁﬂbe may

o ohoar oxy BT IRG S oprershg: stBie R nERBSReA B 6RaguR prelestiv B¥PEophenol

or polyethyf ical's. The
conpounds rragﬁﬁ tﬂiq]gfangﬁgwa%éé‘%g%ﬂag%}’tésfaZéPf)gésié&%f &gsdpdggbr@gﬁﬁﬁe pol ymers
whi ch are sandabgles§ tEyeraCWaa\magbecmesemtl Bges ehndecaddeditoth@seanent , for
exanpﬁe pol ylactic acid si | on-capr ol act one, pol yhydroxybutyric
aci d, pol yoFPalings igrardebin 96 aﬁl,ee@a@fg‘er%‘éu% Pﬁm%yglﬁﬁr%msdosage units.
polycyanoacrylates and crosslinked or anphipathic block copolyners of
hydrogel s. Pharmaceutical fornulations adapted for transdernal

admi ni st rat 0eal Ikjuids, BeichdS, forsé@ingsle asolLtie R/de bingd lefigir € carf I8¢ pext ended,
cl ose contact with the eP| derm s of the recipient. Thus, for exanple, t he

active i ngrpareshin tbaformer desagetaits 50 @mttamlvgnawé\tlt)bs;omgﬁseﬁoawésu s, as
Cesor 10 | BadSlg! AhE o SRR i §Ran T e Pl Besqiifa 12°0)
nul ated as g{dédmpdiEnd ﬁfﬁﬁ%@;ueé% Bem.bﬁwh Ja%hitQBFé fia@UA KN Rile Rttt | ONS,
pastes, gels, sprays, aerosols or oils. For the treatment of the eye or
ot her ext er aeg pltepased;usmra pRaHPXie ainnndhc vehitle kSuspeansorisccarubaforens ar e
preferably %Plﬁétieg%yaglségr%llocnaof t?w'enéonn?gounJ in a non-toxic vehicle. Solubilisers
15 and emulsifiers, such as, for example, ethoxylated isostearyl alcohols and
polyoxyethylene sorbitol ethers, preservatives, flavour additives, such as,
for example, peppermint oil or natural sweeteners or saccharin, or other
artificial sweeteners and the like, can likewise be added.
20
The dosage unit formulations for oral administration can, if desired, be en-
capsulated in microcapsules. The formulation can also be prepared in
such a way that the reiease is extended or retarded, such as, for example,
25 by coating or embedding of particulate material in polymers, wax and the
like.

The compounds according to the invention and salts, solvates and physio-
30 logically functional derivatives thereof can also be administered in the form
of liposome delivery systems, such as, for example, small unilameliar vesi-
cles, large unilamellar vesicles and multilamellar vesicles. Liposomes can
be formed from various phospholipids, such as, for example, cholesterol,

stearylamine or phosphatidylcholines.
35



cream In the case of fornulation to give an ointnment, the active ingredient
can be enployed either with a paraffinic or a water-m sci bl e cream base.
Alternatively, the active ingredient can be fornmulated to give a creamw th
an oil - i WOPE37¢Beam base or a water-in-oil base. WO FEHHPIWHITEE

PCT/ EP2004/ 010398 -21 Pharmaceutical2@®ornul ati ons adapted for topical
application to the eye include eye drops, in which the active ingredient is
di ssol ved or sus- pended in a suitable carrier, in particular an agueous
solvent. 5 10 15 20 25 30 35 Pharnmaceutical fornulations adapted for topical
appl i cat i onThe compavngstaccerdioapatike inyeatige andihe salts csolvates ang hwashes.
Phar maceuti cal .formulations a ted.for, rectal admnistration can be ad-

i i stered PRYSRBORLAAGRED S8 8y nsreTanma e Brieiieut veRp

fornul at i ongopdRRirRl ahfibodias ds iAdividiias Eafidre o Whiéﬁ‘ﬂh@bdrﬁﬁour?&ﬁfdl@_r
substance is a solid conprise a coarse powder having a particle size, for
exanpl_e, i nctles arargapek Jte conopaurgds can alsoibe calmpied & soleble polyt he manner

in which snuff is.tak n, i.e. by rapid inhalation via the nasal passages
from a cont HIESAS BIcP MEsTCaER TR U OBt ek ST RO BESS o 1 abl o
formul ati on {3 ati Ooﬁﬁ Wﬁ Ltk a liquid
as carrier Eﬁﬁ’g{r‘m dglﬁéh%b%g‘séﬂa@ le-%ﬁ&?%@éﬁ%@o trln%ﬁggbl?ﬂ%mg? er or oil.
Phar maceut i pagndlp poilyhatioxyethatkspiaethniidoplaehol or potyethylendyxidepdlgt i on en-
conpass finely particulate dusts or mists, which can be generated by vari -

ous types olySHieSsbstisirf By Sl sadicels. TbPEORMROUNASHNRY SHIREBION® nsuf | a-
Lo s, i onar TRESHLRA of LM Y bt JHaRb B kAl RA a8 dlitBbRIRLT o can be
ed-as tanpons, ,° gel’s, pastes,

adm ni st er essari es, crea oans or spray
f or nul at i onachiEhimgneurerdiiedabldaseraflaameditantstaploe éxamblepolyiictit acid,
adm ni stration include aqueous and non-aqueous sterile injection solutions
conpri si ng BAlrepsilon-caprolactone, polyhydroxybutyric acid, polyorthoesters, poly-
acetals, polydihydroxypyrans, polycyanoacrylates and crosslinked or

15 amphipathic block copolymers of hydrogels.

Pharmaceutical formulations adapted for transdermal administration can
be administered as independent plasters for extended, close contact with

20 the epidermis of the recipient. Thus, for example, the active ingredient can
be delivered from the piaster by iontophoresis, as described in general
terms in Pharmaceutical Research, 3(6), 318 (1986).

25 Pharmaceutical compounds adapted for topical administration can be for-
mulated as ointments, creams, suspensions, lotions, powders, solutions,

pastes, gels, sprays, aerosols or oils.

For the treatment of the eye or other external tissue, for example mouth

%0 and skin, the formulations are preferably applied as topical ointment or
cream. In the case of formulation to give an ointment, the active ingredient
can be employed either with a paraffinic or a water-miscible cream base.
Alternatively, the active ingredient can be formulated to give a cream with

35

an oil-in-water cream base or a water-in-oil base.



oxi dants, buffers, bacteriostatics and solutes, by means of which the for WO
2005/ 037773 PCT/ EP2004/ 010398 -22 5 10 15 20 25 30 35 nutation is rendered
isotonic with the blood of the recipient to be treated; and aqueous and
non- aqued®2096/8377Y suspensi ons, which may conprise sUREEROOVIIANE a and
thi ckeners. The formul ations can be adpynistered in single-dose or
mul ti dose contai ners, for exanple sealed anpoules and vials, and stored in
the freeze-dried (lyophilised) state, so that only the addition of the
sterile carrier liquid, for exanple water for injection pur- poses,

i medi at el y Rnainmaeceutieal fernmdatassagaptied]fectapical apiplicatiors tcathe esies pensi ons

prepared in _accordance with the rec- |pe can _be _pregg)red fromsterile

h
powder s, gr%?@%eﬁﬁ@r?%l'@wlch theact ey\'[‘gfﬁﬂh?ms'ﬁﬂ lyqgher S{$1 addition to
the above paphieylid léﬁit@%ﬁbﬁ@ﬂﬁg‘b@ﬁ%dléﬂf’%ﬁ%ﬁue U?sg&%ﬁpl ations rmay also

conprise other ‘agents usu respect he particul ar type
of fornulation; thus, for exanple, fornulations which are suitable for oral
admi niSstration may conprise fla- vours. A therapeutically effective anount

Uy .
of a conpourinasmacadti¢al deamdlationeadapied faeinpical appligatiemitethegnogtiict or s,
i ncluding, faor e, t aand ight of the animal, the precise
di sease C0n@,ngpﬁfé%&ﬁil%q?r}ggguﬁggtg%{gragﬁ%ﬂﬂma}srgﬁd its severity, the nature
of the fornmulation and the nethod of ad- mnistration, and is ultimately
determ ned by the treating doctor or vet. However, an effective anount of a
conpound ac®haginageutical iermulations sdaptedifor rectalradmimisttation aamdps adt i ¢ gr owt h,

for exi@npl e colon ar. hreast carci- noma, is generally in the range fromO0.1
o' 160 o/ kBItaayn 1 Bt BF S RnasoEEs or EnBsarmal ) per day and
particularly typically in the range from 1 to 10 ng/ kg of body wei ght per
day. Thus, the actual amount per day for an adult manmal wei ghing 70 kg
woul d usual IRhdmmabetitie= foriiulatiohs’ 88apted faheasaltadnsinestration it amidrethe

adm ni stered as an individual dose &ebsr day or usual Igvii n a series of

part - doses (88T SUpStanse is,a:3RiicCorpRise 2 ifo@ese powder having a particle

15 size, for example, in the range 20-500 microns, which is administered in
the manner in which snuff is taken, i.e. by rapid inhalation via the nasal
passages from a container containing the powder held close to the nose.
Suitable formulations for administration as nasal spray or nose drops with

20 a liquid as carrier substance encompass active-ingredient solutions in

water or oil.

Pharmaceutical formulations adapted for administration by inhalation en-
25 compass finely particulate dusts or mists, which can be generated by vari-
ous types of pressurised dispensers with aerosols, nebulisers or insuffla-

tors.

Pharmaceutical formulations adapted for vaginal administration can be

30
administered as pessaries, tampons, creams, gels, pastes, foams or spray
formulations.
Pharmaceutical formulations adapted for parenteral administration include
35

aqueous and non-aqueous sterile injection solutions comprising anti-

oxidants, buffers, bacteriostatics and solutes, by means of which the for-



four, five or six) per day, so that the total daily dose is the sane. An
ef fec WD 2005/ 037773 PCT/ EP2004/ 010398 -23 5 10 15 20 25 30 tive anount of
a salt or solvate or of a physiologically functional derivative thereof can
be det er WOMS/B¥TB fracti on of the effective anount of ROTEEP28GHAIBINEA
according to the invention per se. It_gan be assuned that sim- |ar doses
are suitable for the treatnent of other conditions nentioned above. The
i nvention furthernore relates to nedicanents conprising at | east one
conpound according to the invention and/ or pharnaceutically usable deri-
vatives, solwdata@r\mr@eeecb@omgmthtthertémd of thel nedipigntrioaatreatedher eof i n
all ratios, and at |east, one fu | cament activ r edi ent The
i nventi on alaé‘ gayegus andyen nge?lﬁ ?‘)enﬁ%ﬁ%%%ﬂ%ﬁ%fw'@bmag( of (a) an
effective agnuhindbn %é&%@ﬂﬁﬂﬁncﬁ@ﬁ@fsﬂ' ThE fbﬁnul%oﬁé‘\’:ﬁﬁ%e%hrﬁi’h@’ét@(e

y usabl e

phar nmaceuti ca erivatives, solvates and stereolsoners thereof,
i ncl udi ng mnmSnmgBdb*seoenfulmdnw d:ontaineos; foaembmple)sa’ne@bfmmuilesearadmunt of a
further nedi carrent ac'ERFle [ n edi ent,. set conprises, suitabl e containers,

such as box&&Is;3n $teerAIN tlB’Gt feeze- d”%é‘é’%‘?‘“ﬁﬁﬁoﬂﬁ% sothat arly theyy, for
exanpl e, CORnRRLRG FA8's ?érfiﬁ c%Pﬂ?éHl g%g?rﬁpfét\ﬂéfé'r'?@rl [éc@éﬁ?ﬂr' ve amount of

a conmpound according e |nven armaceut 'y usabl e

derivati ves,posekviatrﬁ@d;an;[iy betweegeﬂgmecésgdmreof i ncl udi ng m xtures thereof
in all ratios, and an effective anount of a further nmedi canent active
ingredient in dis- solved or |yophilised form USE 35 The present conpounds

mart oul o TAPCHIRGRURER BB PEb HEs PP AL ol BB R R 65 2

PCT/ EP2004/ (3898 be-ptépared from sterile powders, granules and tablets.

It goes without saying that, in addition to the above particularly mentioned
15 constituents, the formulations may also comprise other agents usual in the
art with respect to the particular type of formulation; thus, for example,
formulations which are suitable for oral administration may comprise fla-
vours.
20
A therapeutically effective amount of a compound of the present invention
depends on a number of factors, including, for example, the age and
weight of the animal, the precise disease condition which requires treat-
25 ment, and its severity, the nature of the formulation and the method of ad-
ministration, and is ultimately determined by the treating doctor or vet.
However, an effective amount of a compound according to the invention
for the treatment of neoplastic growth, for example colon or breast carci-
30 noma, is generally in the range from 0.1 to 100 mg/kg of body weight of
the recipient (mammal) per day and particularly typically in the range from
1 to 10 mg/kg of body weight per day. Thus, the actual amount per day for
an adult mammal weighing 70 kg would usually be between 70 and
700 mg, where this amount can be administered as an individual dose per
35 day or usually in a series of part-doses (such as, for example, two, three,

four, five or six) per day, so that the total daily dose is the same. An effec-



di seases. 5 10 15 20 25 30 The invention thus relates to the use of
conpounds according to Claiml and pharmaceutically usabl e derivatives,
sol vates and stereoi somers thereof, including m xtures thereof in all

rati os, Wer2005@37pt3eparati on of a nedicanment for the tPEIEAINMI/039398i seases
in which the inhibition, regula- tion.ggd/or nodul ation of signal
transduction by kinases plays a role. Preference is given here to S&XK
Preference is given to the use of conpounds according to Claim1 and
pharmaceutically usabl e derivatives, solvates and stereoi soners thereof,

i ncl udi ng ntixe amesint (of aesHt cbrrsoivatercmtdfmphyfsdnlogilaellpfwmmaal derivtive

of Sca by teeokeAmbeS e”rega”%% aoRjreaan o e etertue SR O Mventi on
encoMasses chfipoling a%rco Frfégmoeﬁueﬁégfeé ﬁ%e%%uum REEQLNg to the

i nvention an physi o og accept ts and sol vates thereof for
t he prepar atdarajpset are seitabenfenthd tveamﬂmtdfmmmﬂdutwnmenﬁmedm of diabetes
(for &anple d| abetes nellitus, diabetic nephropathy, diabetic neuropathy,
di abetic angP®¥&t hy and microangi o- pathy), obesity, metabolic syndrone
(dyslipidaem a), system c and pul nb- nary hypertonia, cardiovascul ar

di seases (for exanple cardial fibroses after myocardial infarction, cardiac

hyper t r ophy TRBGn¢gttiindertheatbid flgtee o madit&hbaBARhpsiAg akkhst 68! di seases
(for exanple glonerul osclerosis, nephrosclerosis, nephritis, nephropathy,

el ectrol yt ecerpoent @ccdiding &Qeﬂ)e invgatien and&ormaangcetytmliwsablﬁ @elis and
i nf | art@at or roces for | i v SI S brosi s,
t1br osi g puAbYEs epiates pd §ABp Bomsny HerBofinditio Rihires ereBh 8" chr oni o
bronchitis, a3y, Pl atl1Ba&Sdrfe f@ﬁe?hﬁbdx@'&ﬁ&ﬁttéétlv% Cgbéﬁlérﬁ fibrosi S
scarring, zhei ner' s di sease -
A zh di ). 35 WD 2005/037773 PC1/ EP2004/ 010398 25 5
10
The invention also relates to a set (kit) consisting of separate packs of
15 (a) an effective amount of a compound according to the invention and/or
pharmaceutically usable derivatives, solvates and stereoisomers
thereof, including mixtures thereof in all ratios,
and

20 (b) an effective amount of a further medicament active ingredient.

The set comprises suitable containers, such as boxes, individual bottles,
bags or ampoules. The set may, for example, comprise separate

o5 ampoules, each containing an effective amount of a compound according
to the invention and/or pharmaceutically usable derivatives, solvates and
stereoisomers thereof, including mixtures thereof in all ratios,
and an effective amount of a further medicament active ingredient in dis-

30 solved or lyophilised form.

USE

35 The present compounds are suitable as pharmaceutical active ingredients
for mammails, in particular for humans, in the treatment of SGK-induced



15 20 25 30 The conpounds according to the invention can also inhibit the
grom h of cancer, tunour cells and tunour netastases and are therefore
suitable for tunour therapy. The conpounds according to the invention are
furt her nWO2008ed7Bor the treatnment of coagul opat hi es, PEREP2¢04/014398 exanpl e,
dysfi bri nogenaem a, hypoproconvertinaggia, haenophilia B, Stuart-Prower
defect, prothronbin conplex deficiency, consunption coagul opathy,

hyperfi brinol ysis, inmuno- coagul opathy or conpl ex coagul opat hies, and al so
in neuronal excitability, for exanple epilepsy. The conpounds according to
t he i nventi diseaa@s.al so be enployed therapeutically in the treatnent of

gl aucoma or a cataract. The conpounds according to the invention are
furthernore used in the treatnment of bacterial infections and in

ant i i nfect | gRARIARK thiBFelafE 1RABNLS LRt Sedoink W ElhinpR_can al so
be enpl oyed therapeutically or I1ncreasing learning abiFity and attention.
Pref er ence baadghaenateutidally wsable dervgtivesdsoleatesratidngtetenisdraers 1 and
pharnﬁceutically usabl e derivatives, solvates and stereoi soners thereof,

i ncl udi ng niharapkanaluding nixiureathereat inall ratigs. tardhe pesparaticnef ar a _
Tedl cament  plfcd e beRd T el BALLE T, hid FRSHARINAP8bK. ! 200! F ¢
syndrome (dysIipidaem a), system ¢ and pul'monary hypertoni’a, ~cardi ovascul ar
di s- eases f6f ahgmedAga6Esf sighaErahsdudtionykihasss playbidrodsi s and
inflamma- tory process, cancer, tunour cells, tunour netastases,

coagul opat hPegferenasiis @ivan B ©0abGKi ty, gl aucoma, cataract, bacteri al

i nfect!Dons and in anti- infection therapy, for increasing learning ability
and attention. Diabetes is preferably diabetes nellitus, diabetic

nephr opat hy prefepdifid i§ giviticPPRIINS ofiothisdiriisPadtiopd@ing ity Gl MaHdPangi opat hy.
Car di ovascul ar di seases are preferably cardial fibroses after nmyocardial 35
i nf ar cti on, pharmodceuticale usabipidgrivatives,ssolvate s ahd steneoyscamersahereof,oscl er osi s.

WD 2005/ 037773 PCT/ EP2004{010398 -26 Renal di seases arge preferabl
gl orer ul 056 S MHRERS EEre BAITatondBning PEPERaI Bha TRISHISRY et rol vt e
excretibon di5qrdefeatmerlof diseases which are influenced by inhibition of SGKs by

the compounds according to Claim 1.

The present invention encompasses the use of the compounds according

20 to Claim 1 according to the invention and/or physiologically acceptable
salts and solvates thereof for the preparation of a medicament for the
treatment or prevention of diabetes (for example diabetes mellitus, diabetic
nephropathy, diabetic neuropathy, diabetic angiopathy and microangio-

25 pathy), obesity, metabolic syndrome (dyslipidaemia), systemic and pulmo-
nary hypertonia, cardiovascular diseases (for example cardial fibroses
after myocardial infarction, cardiac hypertrophy and cardiac insufficiency,
arteriosclerosis) and renal diseases (for example glomerulosclerosis,

30 nephrosclerosis, nephritis, nephropathy, electrolyte excretion disorder),
generally in any type of fibrosis and inflammatory process (for example
liver cirrhosis, pulmonary fibrosis, fibrosing pancreatitis, rheumatism and
arthrosis, Crohn’s disease, chronic bronchitis, radiation fibrosis, sclero-

dermatitis, cystic fibrosis, scarring, Alzheimer’s disease).
35



15 20 25 30 35 Fibroses and inflanmmatory processes are preferably |iver
cirrhosis, pulno- nary fibrosis, fibrosing pancreatitis, rheumati sm and
arthrosis, Crohn's disease, chronic bronchitis, radiation fibrosis,

scl er odew@e0¥033773cystic fibrosis, scarring, A zhei nePCTERRMWSALBI8 ASSAYS
The conpounds according to the inventigpn_ described in the exanples were
tested in the assays described bel ow and were found to have ki nase-
inhibitory activity. Further assays are known fromthe literature and could
easily be perfornmed by the person skilled in the art (see, for exanple,
Dhanabal et Thé compaunds aReerdingtd 8@ ihgentiot narialsd inhiklt thBi grbwtiChEm
274:9116-9121, Sheu et al., %i cancer, Res. 18:4435-4441, Aus%r upk at al.,
Dev. Biol. @¥eesrtupgur caligi @ mour metastasegand argheionesyitabinion 3. 427,

Ni cosia et @lhaur'the ro 18:538- 549). Above and below, all tenperatures are
i ndi cated i nqu I'n"the foll ow ng exanples, "conventional work-up" neans: if

necessary, Waéebmpduadsadcotding tptid inventiors bedfuriHermeceasad Yor the bet ween 2
and 18, depending on the con- stitution of the end product, the mixture is

extract ed wreatmemaf caaguigpatiies, tichiRs fImexample, dysfibrinegsagemia separ at ed,

broduce 1 i Peeriysihidhmie HEpRR B ORI Prdier ferRB PR fgmaR” e
crystalli Sa&érﬁ?lex'ﬁefl‘éfédé:z%c@rﬁs&hﬂ)ﬂdiﬁcmjuIop@thy?ﬁ?perﬁbhﬁbly@i@eﬁﬁh@hﬁm hanol
9:1. Mass spectronetry (MS): El (el ectron inpact ionisation) W FAB (fast

at om bonbar deaguippatiyigr corgllex epagulppathies, andralsain oayrongk-picitapility es s
i ndi cabed o]g her wi sc-[g V\¢I) 2005/ 037773 PCI/ EP2004/ q1qg,98 - %7 Exanple 1 5 10 15
20 or éxample epilepsy. The compounds according 10 the invention can also
be employed therapeuticatly in the treatment of glaucoma or a cataract.
The compounds according to the invention are furthermore used in the
treatment of bacterial infections and in antiinfection therapy. The com-
15 pounds according to the invention can also be employed therapeutically

for increasing learning ability and attention.

Preference is given to the use of compounds according to Claim 1 and

20 pharmaceutically usable derivatives, solvates and stereoisomers thereof,
including mixtures thereof in all ratios, for the preparation of a medicament
for the treatment or prevention of diabetes, obesity, metabolic syndrome
(dyslipidaemia), systemic and pulmonary hypertonia, cardiovascular dis-

25 eases and renal diseases, generally in any type of fibrosis and inflamma-
tory process, cancer, tumour cells, tumour metastases, coagulopathies,
neuronal excitability, glaucoma, cataract, bacterial infections and in anti-

infection therapy, for increasing learning ability and attention.

30
Diabetes is preferably diabetes mellitus, diabetic nephropathy, diabetic
neuropathy, diabetic angiopathy and microangiopathy.
Cardiovascular diseases are preferably cardial fibroses after myocardial
35

infarction, cardiac hypertrophy, cardiac insufficiency and arteriosclerosis.



The preparation of N (4-hydroxy-2-nethoxybenzylidene)- (3-hydroxy-

phenyl ) acet ohydrazide ("1 ") is carried out analogously to the follow ng

scheme: HO COH 4- Hydr oxy- 2- met hoxybenzal dehyde (5.5 g) and

( 3- hydr oWA085837J7dcet o- hydrazide (6 g) are heated und@CTHERRI4PIFPE 2 h in

200 M of i-PrOH The mxture is stirpgd at RT for a further hour. The

crystals which precipitate during this tinme are filtered off with suction

and recrystallised fromMCN. Yield: 813 g (75%; mp. 205C. Exanple 2 25

The preparation of N-[I-(4-hydroxy-2-nethoxyphenyl)ethylidene]-(3-

hydr oxyphenfRepatdiseases a pref¢rapty glogreruioscleapsis etephiroselgedsigjousl y to the

foll owi ng schenme: 30 35 2005/ 037773 PCT/ EP2004/ 010398 -28 5 HO 0 CH2

NH NH2 + H@@Pr%“eﬁgrw%tanauﬁ?\?t%ﬁf?%g%‘ 8'60 %0 OH "3" or IT,

1- (4- Hydr oxy- 2- met hoxyphenyl ) et hanone (680 ng) and (3-hydroxyphenyl) -
Fibroses and inflammatory processes are preferably liver cirrhosis, pulmo-

S nary fibrosis, fibrosing pancreatitis, rhreumatism and arthrosis, Crohn’s
disease, chronic bronchitis, radiation fibrosis, sclerodermatitis, cystic

fibrosis, scarring, Alzheimer’s disease.

10
ASSAYS
The compounds according to the invention described in the examples
were tested in the assays described below and were found to have kinase-
15 inhibitory activity. Further assays are known from the literature and could

easily be performed by the person skilled in the art (see, for example,
Dhanabal et al., Cancer Res. 59:189-197; Xin et al., J. Biol. Chem.
274:9116-9121; Sheu et al., Anticancer Res. 18:4435-4441; Ausprunk et

20 al., Dev. Biol. 38:237-248; Gimbrone et al., J. Natl. Cancer Inst. 52:413-
427: Nicosia et al., In Vitro 18:538- 549).

Above and below, all temperatures are indicated in °C. In the following
examples, “conventional work-up” means: if necessary, water is added, the
25 pH is adjusted, if necessary, to between 2 and 10, depending on the con-
stitution of the end product, the mixture is extracted with ethyl acetate or
dichloromethane, the phases are separated, the organic phase is dried
over sodium sulfate and evaporated, and the product is purified by chro-
30 matography on silica gel and/or by crystallisation. Rf values on silica gel;
eluent: ethyl acetate/methanol 9:1.
Mass spectrometry (MS): El (electron impact ionisation) M*
FAB (fast atom bombardment) (M+H)"
35 ESI (electrospray ionisation) (M+H)" (uniess

indicated otherwise)



acet ohydrazi de (665 ng) are heated at 70C for 4 days in 15 m of EtOH
I s renoved,

sol vent

uni formfractions are conbi ned, the solvent is stripped off and
cryst al IWO@BONMSYHG McCN. Yi el d: nonpol ar substance "2"PCHERYR#OHIN®L i on was
determ ned by neans of 2D-NVR) 120 mpA 9%, mp. 142, and pol ar substance

"3" (Z configu-

rati on was determ ned by neans of 2D-NMR) 50 ny (4%,

The

and the residue is chromat ographed over silica gel. The

m p.

180. The foll owi ng conmpounds are obtained anal ogously to Exanple 1 or 2 HO
MeO 35 WD 2005/ 037773 PCT/ EP2004/ 010398 -29 5 10 15 20 25 30 No. Struct ur al

f or mul aM p. Exalinple 166- 167 NN/ OHO o - 50H 207 N-NF O HO 60CH

10

15

20

25

30

35

The preparation of N-(4-hydroxy-2-methoxybenzylidene)-(3-hydroxy-
phenyl)acetohydrazide ("1") is carried out analogously to the following

scheme:

HO, MeO

Q
CHz_'l'L"'NH"—N'H2 + OHC —QOH D
HO, MeQ
0
@——CHZ—H—NH—N:CH—@—OH

4-Hydroxy-2-methoxybenzaldehyde (5.5 g) and (3-hydroxyphenyl)aceto-
hydrazide (6 g) are heated under reflux for 2 h in 200 ml of /-PrOH. The

mixture is stirred at RT for a further hour. The crystals which precipitate

during this time are filtered off with suction and recrystallised from MeCN.

Yield: 8.13 g (75%), m.p. 205°C.

Example 2

The preparation of N-[1-(4-hydroxy-2-methoxyphenyl)ethylidene]-(3-
hydroxyphenyl)acetohydrazide (2", "3") is carried out analogously to the

following scheme:



224 N-NO O 7cl ¢cl232-233 NN" O O8/ OH 207-208 N-N 9/ Ch 119-120 N
NO OOH 10/ 134-135 N-N C 0 35 WO 2005/037773 PCTI EP2004/ 010398 -30 5

10 15 20
WO 2005/037773 PCT/EP2004/010398
-28 -
HO MeO
O" Me
CH; NH—NH, + OH —_——
0
5
HO
@]
@Hz NH—N Meo ll2ll or |lEll
Me OH
+
HO
O
15 O‘CHZ II NH—-N "3" or l!le
\ Me
OMe

20 HO

1-(4-Hydroxy-2-methoxyphenyl)ethanone (680 mg) and (3-hydroxyphenyl)-

acetohydrazide (665 mg) are heated at 70°C for 4 days in 15 ml of EtOH.
25 The solvent is removed, and the residue is chromatographed over silica

gel. The uniform fractions are combined, the soivent is stripped off and

crystallised using MeCN.

Yield: nonpolar substance "2" (E configuration was determined by means
30 of 2D-NMR) 120 mg (9%), m.p. 142°, and polar substance "3" (Z configu-

ration was determined by means of 2D-NMR) 50 mg (4%), m.p. 180°.

The following compounds are obtained analogously to Example 1 or 2

35



25 30 11C OH 121-122 N-NO OF 12/ OH 184-185 0 N-NO OF 13/ OH
242-243 0t -NCl O \4 O 14F-1: NN OHI11-112 O O - 15\ OH 162-163

WO 2005/037773 PCT/EP2004/010398
-29-

No. | Structural formula M.p. [°C]

4 166-167
/——<S >—0H
5 0
\
// Q
F

207

5 224
OH
Q
15 A

7 ¢ 232-233
/——<S :}——-OH
(@)
20 \
8 207-208
OH
Q_Nﬂ/ D
Q
\

10

25
9 119-120
,——<S :}——OH
o
\
30 10 134-135
/f—<£ >—OH
% -

35



1: N-NO 160 172-173 / OH NN O 17- 190-191 OH N F O 35 WD 2005/037773
PCT/ EP2004/ 010398 -31 5 10 15 20 25 30 35 180-160-162 OH N-N O O 190H246
(deconpo- HONN / OHsition) O O

WO 2005/037773 PCT/EP2004/010398
-30 -
11 121122
Cl OH
T :
o]
) \
5
12 |F 184-185
OH
" :
o]
o \
10
13 | F 242-243
OH
N :
Cl o]
o \
15
14 111-112
F OH
NG :
o
o \
20 15 0— 162-163
N—N
o

25 16 o 172173
OH
Q
- 17 o— 190-191
/ OH
N Q
F
(o]

35




20F 193-194 OHNNF 0 O0- _ 0 210 147-148 /| N-N O 22F 203-204 F F NN/ OH
O_o F2 0/ 159-160 3NN/ OH 0 0 240-205-206 OH \ / NN HO O WO
2005/ 037773 PCT/ EP2004/ 010398 - 32

WO 2005/037773 PCT/EP2004/010398
-31 -

18 O— 160-162
/ OH
H—N: Q
o
o \
19 OH 246 (decompo-
HO OH sition)
"
Q
\

10 o

20 F 193-194
/ OH
R—N :
F
(@]

15
29 o— °>_ 147-148
Q
How/ :
A
20 °
22 F 203-204
F
F
OH
TN :
0
25 3 \
23 | / 159-160
Q
/———<; :>—-—OH
%H—N/
Q
30 S \

24

O—
/ OH
N—N :
35 HO
O

205-206




510 15 20 25 30 / 250 173-174 b-0 N//- OH O 260 240-241 N-O N-N /
0 280- O 178-179 H/ \ / NN HO O % 290- N-O 198-199 N / \ / -N
WO 2005/037773 PCT/EP2004/010398
-32-
25 | / 173-174
o]
r--(S :}—OH
@] H—N/
\_< g
5 o \
26 A, 240-241
N—O
OH
10 S
o \
28 o— Cl 178-179
i Q
15 "
0]
29 AN 198-199
o— N—O
20 /““<; />
SN
HO
0]
30 217-218
H / OH
25 Ho
e]
HO o] A\
31 o—
30 OH
R :
0]
° )

35
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30N-N OH217-218 0 HO O O- 310H / N-N O O 35 WO 2005/037773
PCT/ EP2004/ 010398 -33 5 10 15 20 25 30 35 Br 330H 214-215 X NNNO O
340-162-164 | OH N-N

WO 2005/037773 PCT/EP2004/010398
-33-
33 Br 214-215
OH
R—n" :
o}
5 0 \
34 o— 162-164
N—N
10 o)
35 /\S 0 132
o AN
o y //——QOH
N—N
ol
15 0 \
36 F 224-225
F ; OH
N—N7
o
20 o) \
37 OH 203-204
OH
HN/ :
25 o)
38 OH 190-192
OH
NG :
0
30 5 \
40 OH 194-195
OH
T~
35 0
o \




O\ -0 350 0 CH132 NNO O F 36F OH 224-225 |

203-204 / \ N-N O 380H190-192 OH N-N O 0 400H 194-195 OH NN 0
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35

WO 2005/037773 PCT/EP2004/010398
-34 -
41 213-215
OH
NG Q
F o}
S \

The following compounds are obtained analogously to Example 1 or 2

N-(2,4-dihydroxybenzylidene)-(3-hydroxyphenyl)acetohydrazide (42),
m.p. 181-183;

N-(2-hydroxy-5-chiorobenzylidene)-(3-hydroxyphenyl)acetohydrazide

(43), m.p. 196-197,
N-(4-methylsulfonylbenzylidene)-(3-hydroxyphenyl)acetohydrazide
(44), m.p. 196-197,;
N-(2,6-dimethyl-4-hydroxybenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide (45), m.p. 208-209;
N-(2-methoxy-4-hydroxybenzylidene)-(3-hydroxy-4-methoxy-
phenyl)acetohydrazide (46), m.p. 239-240;
N-(2-methoxy-4-hydroxybenzylidene)-(2,3-dimethoxypheny[)aceto-
hydrazide (47), m.p. 192-193;
N-(2-methoxy-4-hydroxybenzylidene)-(3-aminophenyli)acetohydra-
zide (48), m.p. 210-211;
N-(2,4-dihydroxy-6-methylbenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide (49), m.p. 222-230;
N-(2-methoxy-4-hydroxybenzylidene)-(2-methyl-3-methoxyphenyl)-
acetohydrazide (50), m.p. 205-207;
N-(4-bromobenzylidene)-(3-hydroxyphenyl)acetohydrazide (51), m.p.
216-217;
N-(4-iodobenzylidene)-(3-hydroxyphenyl)acetohydrazide (52), m.p.
229-230;
N-(2-hydroxy-3-bromo-5-chlorobenzylidene) -(3-hydroxyphenyl)-

NNO O\ OH 37CH




0 WD 2005/037773 41 5 -34 OH PCT/ EP2004/ 010398 213-215 The fol | owi ng
conpounds are obtai ned anal ogously to Exanple 1 or 2 10

N- (2, 4-di hydr oxybenzyl i dene) - ( 3- hydr oxyphenyl ) acet ohydr azi de (42), m
181- 183;WR2008/03yfBoxy- 5- ch | or obenzyl i dene) - ( 3- hydr ox}EHER310§/010398
acetohydrazide (43), mp. 196-197; 1%35.

N- (4- et hyl sul f onyl benzyl i dene) - ( 3- hydr oxyphenyl ) acet ohydr azi de (44), mp.
196- 197; N- (2, 6-di net hyl -4- hydr oxybenzyl i dene)- (3-hydroxyphenyl)acet o-
hydrazi de (45), mp. 208-209; 20

N- ( 2- met hoxgcetohydhaagidgn@32,yipd 208y24B- hydr oxy- 4- met hoxy-

phenyl ) acet ohy |de 46

N- ( 2- met hoxy- 4d'ﬂié ')Qilﬁmégﬁ)élée?Qﬁ'd@”S A WERYRERDYNaREPRYIRY dr azi de

(47), m p. ;sm N’Ié§ BBt hoxy- 4- hydr oxybenzyl
i dene) - ( 3- azrhagg;s)gﬁényp) acetohydra- 25 zide (48), mp. 210-211;

N- (2, d| hydr oX-(8-hyedrbyl-5domasnobiedzyiedene3- Bshydeoxypihenyl) a@etehwdralzyiér azi de
(49) 222-230; N- 2- met hoxy- 4- hydr oxybenzyl

i dene) - (2 n@(ﬁ%yﬂn@ Hyphenyl )- 30 acet ohydrazide (50), mp. 205-207;

S RN S o> 21

229-230; N-4cktohghrax 5690ﬁgyaeahl or obenzyl i dene) (3 hydroxyphenyl) WO
2005/ 037773 PCT/ EP2004/ 010398 -35 acetohydrazide (53), mp. 208-209;

N- ( 2- hydr oxy- 5- NdRthystiexy-3tieethpxySdaitrebenzylideneits ér@xyphaawﬂmgt@r a-
10 hydrazide (57), m.p. 163-154;
N-(4-hydroxybenzylidene)-(3-hydroxyphenyl)acetohydrazide (58),
m.p. 186-187,
N-(4-hydroxy-2-methoxybenzylidene)-(3-ethoxyphenyl)acetohydra-
15 zide (59), m.p.176-177;
N-(2-hydroxy-3,5-dichlorobenzylidene)-(3-hydroxyphenyl)acetohydra-
zide (60), m.p. 205-206;
N-(2-hydroxy-5-iodobenzylidene)-(3-hydroxyphenyl)acetohydrazide
20 (61), m.p. 216-217,
N-(2-hydroxy-5-nitrobenzylidene)-(3-hydroxyphenyl)acetohydrazide
(62), from about 200° slow decomposition;
N-(2-hydroxy-3-methyl-5-chlorobenzylidene)-(3-hydroxyphenyl)aceto-
05 hydrazide (63), m.p. 207-208;
N-(2-hydroxy-5-fluorobenzylidene)-(3-hydroxyphenyl)acetohydrazide
(64), m.p. 217-218;
N-(2-hydroxy-6-methylbenzylidene)-(3,5-difluorophenyl)acetohydra-
zide (65), m.p. 247-248;

%0 N-(2-hydroxy-6-methylbenzylidene)-(3-fluorophenyl)acetohydrazide
(66), m.p. 251-252;
N -(2-hydroxy-6-methylbenzylidene)pheny! acetohydrazide (67), m.p
239-240;
35

N-[1-(4-hydroxyphenyl)ethylidene]-(3-hydroxyphenyi)acetohydrazide
(68), m.p. 202-204;



zide (54), mp. 162-163; 5

N- ( 2- hydr oxy- 5- bronbbenzyl i dene) - ( 3- hydr oxyphenyl ) acet ohydrazi de (55), mp.
209-210; N-(2-hydroxy-5-trifl uoronmethoxybenzyl i dene)-(3-hydroxyphenyl )-
acet ohydrazi de (56), mp. 184;

N- ( 2- hy dWV@AP0B03TEBhoxy- 5- ni t r obenzyl i dene) - ( 3- hydr oxypRER{EP2004089388 10
hydrazide (57), mp. 153-154; -36 -

N (4- hydr oxybenzyl i dene) - ( 3- hydr oxyphenyl ) acet ohydrazi de (58), m p.

186- 187; N- (4-hydroxy-2-net hoxybenzyl idene)-(3-ethoxyphenyl)acetohydra- 15
zi de (59) mp. 176-177; N-(2-hydroxy-3, 5-d ich | orobe nzyl

i dene) - ( 3- hydr oNy{ﬂHéwulr)m@cy@mnvbethxlnd@mqla@)hydmpyprmwl)aoetohydra-

N (2- hydroxz '\(b gobe q?é i dene) - (3- hydr oxyphenyl )acetohydrazide 20 (61),
mp. 216-21 ide § "H}Pd Xy-5-ni trobenzyl i dene) - (3- hydr oxyphenyl

) acet ohydr azi dey. 62642& gfﬁf&(? -6l9sth I%@ﬂz%lﬁd@@‘&éj—?g | 5if hox phenyl

N- ( 2- hydr oxy- 3- rre hyl - 5-chl oroben ene) - ydr oxyp eny )a et o- 25

hydraél de (&&stohyunazided(7308;p.R17221§,dr oxy-5-f1 uo robenzyl idene)-(3-hyd
roxypRe nyl )acetohi}dram de

N- ( 2- hydr oxy- 6- Ne@froBwidsoy- @%&étf’ykbgngsufﬁlwg f{é?%smmxypaeeylm?a- 30 zi de

bhe h v *) albTERy R O fRom b Pare sBEhemptgfies, | ¢ © 1 ©)-(3TL v oo

- (2- hydr oxy- 6- nRt(2ythyuroxy-dictebexybenzylidénst @Gayeiraxystenydaretomytra- 239- 240;
35 N-[1-(4-hydrox phygﬁ)égéet hyl i dene] - ( 3- hy d(r oxyphenfblb) acet ohydrazi de (68),

m p. 202- 202ﬂde\A@2 773 PCT/ EP2004/ 010398 -36 5 10 15 20 25 30
N-(2,3-dimethyl-4-hydroxybenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide (73), m.p. 226-228;
N-(3,5-di-tert-butyl-4-hydroxybenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide (74), m.p. 238-239;
15 N-(3,5-dimethyl-4-hydroxybenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide (75), m.p. 224,
N-(2-acetoxybenzylidene)-(3-hydroxyphenyl)acetohydrazide (76),
m.p. 125-126;
20 N-(2-hydroxybenzylidene)-(3-hydroxyphenyl)acetohydrazide (77),
m.p. 188-189;
N-(2-hydroxy-3-methoxybenzylidene)-(3-hydroxyphenyl)acetohydra-
zide (78), m.p. 185;
25 N-(2-hydroxy-5-methoxybenzylidene)-(3-hydroxyphenyl)acetohydra-
zide (79), m.p. 180;
N-(2-hydroxy-5-nitrobenzylidene)-(3-hydroxyphenyl)acetohydrazide
(80), m.p. 229-230;
N-(2-hydroxy-3-methylbenzylidene)-(3-hydroxyphenyl)acetohydrazide

30
(81), m.p. 204-205;
N-(2-hydroxy-3-nitrobenzylidene)-(3-hydroxyphenyl)acetohydrazide
(82), m.p. 183,
N-(2-hydroxy-6-methoxybenzylidene)-(3-hydroxypheny!)acetohydra-
35

zide (83), m.p. 192-193;



35 N-[1-(2, 4-di hydroxyphenyl ) et hyl i dene] - (3- hydr oxyphenyl ) acet ohydr a- zi de
(69), mp. 174; N (2, 4-di hydroxy-6-net hyl benzyl

i dene) - ( 3- met hyl - 5- met hoxyphenyl )- acetohydrazide (70), mp. 217-219;

N- (2, 4- AWORRIOR/RY36- met hyl benzyl i dene) - ( 3, 5- di hydr oxypRERBPIYEELBI8 hydr azi de
(71), from about 278 sl ow deconpositiogy- N (2-hydroxy-4-carboxybenzyl

I dene) - (3-hyd roxyphenyl )acetohydra- zide (72), mp. 330;

N (2, 3-di net hyl - 4- hydroxybenzyl i dene) - ( 3- hydr oxyphenyl ) acet o- hydrazi de
(73), mp. 226-228; N-(3,5-d

i -tert-butyl -4- Ny(armgmﬁynetﬂyﬂ@nzybdmr (Sxlyystrexyphenydeeetohydrazidele (74),

m p. 238-23 N-(3 t hyl - 4- hydr oxybenzyl i dene) - ( 3- hydr oxyphenyl ) acet o-
hydr azi de ( &@ggge

\- (2- acet oxybengy BL&'@H@OB('\% PRITky sHeRly DBy EtoRy B de’ 85), i

125-126; N-(2- hyd(r oxybenzyl [ deneé)’x((s3 hydr))oxyp%lgnyl aZetohyd(r@az)l d?(??)

p. 18? 189; 2?.6-@27hydroxy - met hoxybenzyl i dene)- (3-hydroxyphenyl)acet ohydr a-
zide {78

) acet ohydr a Hé&w%ﬁ?g&ﬂ&%ﬁ'bﬂ- @t%ﬁg}v&%ﬁ& h?‘gbﬁ%‘g’ﬁr ;)X{ghﬁ%l

r oxyphenyl ] aqggggdSO) m p. 229-230; N (2-hydroxy-3-nethyl benzyl
I dene)-(3- '@%ﬁggwﬂg ny | )acetohydrazide (81), mp. 204-205;

N- ( 2- hydr oxy- 3- N-(2tmyadrexy-¢methyitsnzlyBdérye) - ([Bexygrbryphenydlacetmhydrazidele  (82)
mp. 183; N 2 hydroxy- - met hoxybenzyl i dene) - (3-hydroxyphenyl)acet ohydr a-
zi de (|83) 7)pM-R.gR 11892, Wo 2005/ 037773 PCT/ EP2004/ 010398 -37 5 10 15 20

N-(2-hydroxy-3-nitro-5-bromobenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide (88), m.p. 240-241;
N-(2-hydroxy-4-methyi-5-chlorobenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide (89), m.p. 232-234;
15 N-(2,6-dimethoxybenzylidene)-(3-hydroxyphenyl)acetohydrazide
(90), m.p. 181;
N-(2-hydroxy-3-fluorobenzylidene)-(3-hydroxyphenyl)acetohydrazide
(91), m.p. 160-161;
20 N-(2-hydroxy-3-bromo-5-nitrobenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide (92), m.p. 214-241,5;
N-(2-hydroxy-6-methylbenzylidene)-(3-hydroxyphenyl)acetohydrazide
(93), m.p. 198;
25 N-(2-hydroxy-4-methoxy-6-methylbenzylidene)-(3-hydroxyphenyt)-
acetohydrazide (94), m.p. 192;
N-(2-hydroxy-4-acetoxy-6-methylbenzylidene)-(3-hydroxyphenyl)-
acetohydrazide (95), m.p. 203-205;
N-(2-hydroxy-4-bromobenzylidene)-(3-hydroxyphenyl)acetohydrazide

30
(96), m.p. 204-205; |
N-(3-chloro-4-hydroxybenzylidene)-(3-hydroxyphenyl)acetohydrazide
(97), m.p. 209-210;
N-(2-hydroxy-3-bromo-5-methoxybenzylidene)-(3-hydroxyphenyi)-
35

acetohydrazide (98), m.p. 189-190;
N-(2,4,6-trimethylbenzylidene)-(3-hydroxyphenyl)acetohydrazide



25 30 35 N

(2-hydroxy-5-nmet hyl be nzylidene)-(3-hydroxyphenyl

)acet ohydrazide (84), mp. 205-206; N-(3-bronobenzyl

i dene)-(3-h

N ( 2- hy dWOQPO0X7&13t - but vy

(86), m p.

dene) - (3- hy
N ( 2- hydr ox
hydr azi de (
ne) - ( 3- hydr
N- ( 2- hydr ox
m p. 160-16
i dene)-(3-h
N- (2- hydr ox

ydr oxyphenyl ) acet ohydrazi de (85), mp. 226-227,

benzyl i dene) - ( 3- hydr oxypheny PCTZEP3003194e398- zi de

189-190; N-(2-hydroxy-4-nessayl benzyl idene)-(3-hydroxyphenyl
)acet ohydrazide (87), mp. 191-192; N-(2-hydroxy-3-n itro-5-bronobenzyl

dr oxyphenyl )aceto- hydrazide (88), mp. 240-241;
y-4- nmet hyl - 5- chl or obenzyl i dene)-(3-hydroxyphenyl)acet o-
829), mppl6&389234; N-(2, 6-di nethoxybe nzyl ide

ra2|

Sxyph s AR 4 OOy DO INER o3 BRVRTPRRErUHIeRtaBY - (o1)

r rono- 5-ni t r obenzyl
% relc\g;@é%eny ?ace 0- hydrazide (92), mp. 214-241,5;

y- 6- Netdaby drbﬁwhltrdaéﬁiyl(dénb}'—%-‘hﬁyﬁﬂh@phénylmm agidede

(93),

mp. $98;: N (2- hydrog/ﬁ4 nmet hoxy- 6- met hyl benzyl i dene)-(3-hydroxyphenyl) -

acet ohydraz
benzyl i dene

(H&)(oup. 198:p. 192; N (2- hydroxy- 4- acet oxy- 6- et hyl

R R N N

N- ( 2- hydr ox
m p. 204-20 oj)l—(,{spcjggg 1364- hyd roxybenzyl idene)- (3-hydroxyphenyl
) acet ohydrazide (97), ' 209- 210;

N ( 2- hydr ox
acet olQdr azi
benzyl i dene¥!
PCTI EP2004/

15

20

25

30

35

y- 3- blr@ameswowr%«bmeh@yzmldene)-(?q-hydwyphgnpylmoﬂtobydra-
I %@@ﬁ%r'ﬁ Bﬁélﬁ% )122et (l;té/czjr agi dg b\B %52%37773
0103R84-hyidtory-3-ethoxybenzylidene)-(3-hydroxyphenyl)acetohydrazide
(104), m.p. 181.5;
N-(2-methoxy-4-nitrobenzylidene)-(3-hydroxyphenyl)acetohydrazide
(105), m.p. 167-169,
N-(-(4-hydroxy-3-carboxybenzylidene)-3-hydroxyphenyl)acetohydra-
zide (106), m.p. 262-263 (decomposition);
N-(2-hydroxy-3-methoxy-5-bromobenzylidene)-(3-hydroxyphenyl)-
acetohydrazide (107), m.p. 177,
N-(4-carboxybenzyiidene)-(3-hydroxyphenyi)acetohydrazide (108),
m.p. 295-298 (decomposition);
N-(2,4-dimethylbenzylidene)-(3-hydroxyphenyl)acetohydrazide (109),
m.p. 192,5;
N-(2-methylbenzylidene)-(3-hydroxyphenyl)acetohydrazide (110),
m.p. 171-172;
N-(4-trifluoromethylbenzylidene)-(3-hydroxyphenyl)acetohydrazide
(111), m.p. 201;
N-(4-trifluoromethoxybenzylidene)-(3-hydroxyphenyl)acetohydrazide
(112), m.p. 175;
N-(2,4-dihydroxy-6-methylbenzylidene)-(3-hydroxy-5-methylphenyl)-
acetohydrazide (113), m.p. 1562-156;
N-(2,4-dihydroxy-6-methylbenzylidene)-(3-hydroxy-2-methyiphenyl)-
acetohydrazide (114), m.p. 225-227,



10 15 20 25 30 35 (99), MP. 168-169; N (3, 5-dibrono-4-hydroxybenzyl

i dene) - (3- hydr oxyphenyl )acetohydra- zide (100), mp. 236-237,

N- (4- hydroxy-3-n itrobenzylidene)-(3-hydroxyphenyl )acetohydrazide (101),

m p. 19%0 2o%/@37778, 5-tri nmet hoxybenzyl PCT/EP2004/010398

i dene) - ( 3- hydr oxyphenyl ) acet ohydrazi dezg(102), M P. 235, 5-236;

N- ( 2- met hoxy- 5- br onobenzyl i dene) - ( 3- hydr oxyphenyl )acetohydra- zide (103),
mp. 194-195; N-(4-hydroxy-3-ethoxybenzyl idene)-(3-hydroxyphenyl

)acet ohydrazide (104), mp. 181.5; N (2-nethoxy-4-n itrobenzyl

i dene) - ( 3- hydr oNy{Zhlydroxy-sic@dihgithoaybetrezylid@08)-(3-NMydroxypreryiEceto-

N- (- (4- hydroxy- 3-car boxybenzyl ide ne)-3-hydroxyphenyl) acetohydra- zide
(106), MP. hZ@Wﬂﬁsﬂ(‘@éc@rﬁ)(%@r?%) . N-(2-hydr oxy- 3- met hoxy- 5- br onobenzy |

i dene) - (3- hydr oxyphenyl )- acetohydrazide (107), MP. 177,

N- (4- car boxybenzyl i dene) - ( 3- hydr oxyphenyl ) acet ohydr azi de (108), MP.
295-298 ( decrﬁ@ﬁ@mbWih?réxamples relate to pharmaceutical compositions:

N- (2, #- di net hyl benzy[li dene) - ( 3- hydr oxyphenyl ) acet ohydr azi de (109), m p.
192,5; N (2-nethyl benzylidene)-(3-hydroxyphenyl)acet ohydrazide (110), m p.
171-172; N-A-trifl, uoronethyl benzylidene)-(3-hydroxyphenyl )acetohydrazide
(111), MP. T?plﬁl-ﬁ'jp{erqqﬁn é'(ﬂl%met hoxybenzyl i dene)-(3-hyd roxyphenyl)

t ohydr azj - 7Bt ' :
ene) (3. hydraate) 100 LRe sh Skt ibgreet oy to IS INeRREAS0Y, 156

N- ( 2, 4- di hy 8rpefydiSedienhhydregenphosiEhate irf 3- lof tidistiicdt watenys ptjestdd to

acet ofifdr azi g, (110 oN' fardamoaa acid, sterile filtered, transferred into injection
vials, lyophilised under sterile conditions and sealed under sterile condi-
tions. Each injection vial contains 5 mg of active ingredient.

15 Example B: Suppositories

A mixture of 20 g of an active ingredient according to the invention with

100 g of soya lecithin and 1400 g of cocoa butter is melted, poured into

moulds and allowed to cool. Each suppository contains 20 mg of active

20 ingredient.

Example C: Solution
A solution is prepared from 1 g of an active ingredient according to the

25 invention, 9.38 g of NaH,PO, - 2 H,0, 28.48 g of Na,HPO, - 12 H,0 and
0.1 g of benzalkonium chloride in 940 ml of bidistilied water. The pH is
adjusted to 6.8, and the solution is made up to 1 | and sterilised by irradia-
tion. This solution can be used in the form of eye drops.

30
Example D: Ointment
500 mg of an active ingredient according to the invention are mixed with

99.5 g of Vaseline under aseptic conditions.

35



WD 2005/ 037773 PCT/ EP2004/ 010398 -39 5 10 N (2-hydroxy-4, 6-d i met hoxybenzyl
i dene) - ( 3- hydr oxyphenyl ) acet o- hydrazi de (115), mp. 203-204. The foll ow ng
exanples relate to pharnaceutical conpositions: Exanple A Injection vials A
sol ut i onWs¥2009037§730f an acti ve ingredi ent accordi ng to ROTERMAMIBN and 5
g of disodi um hydrogenphosphate in 3 149t bidistilled water is adjusted to
pH 6.5 using 2N hydrochloric acid, sterile filtered, transferred into
injectionh vials, |yophilised under sterile conditions and seal ed under
sterile condi- tions. Each injection vial contains 5 ng of active

i ngr edi ent . Exantplerkx BaldetSuppositories A mi xture of 20 g of an active

i ngredient according to the jnvention wth of a_lecithin and 1400
g of cocoa %\ﬁ"i"é‘l‘rei %gpééd“fﬁ)lﬂgé 'Pﬂhﬁtkg‘rﬁ a%sak@/&/vee tatg cooI Each

supposi tory ¢ Cf)aﬁEﬁ % D%gPdk 3R Hd act Ik%Sf T%gnleg%ﬁgfe%féte |g§>r§&e§)‘tﬁ

Sol ution A solution I°'s prepare Ive ingredi ;ﬁ? accordl ng

to the inveaslenin PcdtemtiohaNabRRENIZsUdtla way.tAdt gacH tastettddddains 12 H20 and
0.1 g5of benzal konium chloride in 940 m of bidistilled water. The pHis
adj ust ed t o 16.mg chagtiyeingsedient.on is made up to 1 1 and sterilised by
irradia- tion. This solution can be used in the formof eye drops. Exanple
Do Gntnment 500 ng of an active ingredient according to the invention are
m xed with EXAntole RfCyatd tabtetgnder aseptic conditions. 35 WO 2005/037773
PCT/ EP2004/ 010398 -40 5 10 15 20 25

Tablets are pressed analogously to Example E and subsequently coated

10
in a conventional manner with a coating of sucrose, potato starch, talc,
tragacanth and dye.
Example G: Capsules

15 2 kg of active ingredient are introduced into hard gelatine capsules in a
conventional manner in such a way that each capsule contains 20 mg of
the active ingredient.

20 Example H: Ampoules
A solution of 1 kg of an active ingredient according to the invention in 60 |
of bidistilled water is sterile filtered, transferred into ampoules, lyophilised
under sterile conditions and sealed under sterile conditions. Each ampoule

25 contains 10 mg of active ingredient.

30

35



30 Exanple E: Tablets A mxture of 1 kg of active ingredient, 4 kg of

| actose, 1.2 kg of potato starch, 0.2 kg of talc and 0.1 kg of nagnesi um
stearate is pressed to give tablets in a conventional manner in such a way
t hat eacwa 2os/e37730nt ains 10 ng of active ingredi ent. HEIERDI@/FOI9€0at ed
tablets Tablets are pressed anal ogous| y4to Exanple E and subsequently coated
in a conventional manner with a coating of sucrose, potato starch, talc,
tragacanth and dye. Exanple G Capsules 2 kg of active ingredient are
introduced into hard gel atine capsules in a conventional manner in such a
way that each capsul e contains 20 pgteat Claihss acti ve ingredi ent. Exanple H
Ampoul es A solution of 1 kg of an active ingredient according to the
invention in 60 I of bidistilled water is sterile filtered, transferred

i nto anpoul es, ophi |l ise [ erile conditions and seal ed under
sterile conditi k?ry?é'%éﬁ!éi% 03,%%3‘% u'%int ains 10 ng of active ingredient. 35 WD
20051037773 -41 - Patent Cainms Conpounds of the formula | 5 H NN

PCT/ ER2004/ 010398 10 -// \\ / / | R10 15 20 25 30 35 i n which

o

15 in which
R' R’ each, independently of one another, denote H, OH, OA, OAc
or methyl,
R? R? R* R®, R’ R® R® R'each, independently of one another,
20 denote H, OH, OA, OAc, OCF3, Hal, NO,, CF3;, A, CN,
0SO0,CHs, SO,CH3, NH;or COOH,
R" denotes H or CH;,
A denotes alkyl having 1, 2, 3 or 4 C atoms,
25 X denotes CH,, CH>CH,, OCH; or -CH(OH)-,
Hal denotes F, Cl, Bror |,
and pharmaceutically usable derivatives, salts, solvates and stereo-
20 isomers thereof, including mixtures thereof in all ratios.
2.  Compounds according to Claim 1 in which
R’ denotes H, methyl, OA, OAc or OH,
5 R® denotes H, methyl or OA,

R? denotes H, NO,, Hal OA, A or COOH,



R, R5 each, independently of one another, denote H OH OA QAc or nethyl,
R2, R3, R4, R6, R7, R8, R9, RI1D each, independently of one another, denote
H OH OA QAc, OCF3, Hal, N2, CF3, A CN, 0SQ2CH3, SO2CH3, NH2or000H, R’
denot es Woz00€8773A denotes al kyl having 1, 2, 3 or 4 @CaiEPIB04/010898€enot es
CH2, CH2CH2, OCH2 or -CH(OH)-, Hal de tes F, d, Br or I, and

phar maceutical |l y usabl e derivati ves, soI vat es and stereo- isoners

t hereof, including m xtures thereof |n aII ‘ratios. 2. Compounds according to
Caiml in which R denotes H, nethyl, OA, OAc or OH R5 denotes H, nethyl
or OA, R2 denot@s H, YERotesdH H¥, AACH; mrooo 2005/ 037773

PCT/ EP2004/01039§ 142 5 10 15 R" denot es , NO2 or

denotes OH, OAcR’ sozcegnotesiQHCPAC, §Q§§H3CU@J-|CE3AO¢F3,,QOQH Qe HR& denot es
H Aor OA R7 denoteg % H Hal, OH CF3, NO2 or NH2, R8 denotes H, OH,
QA or Hal, R9 denotes®HY& Hal, 0S02CH3 or OH Ro denot es H A OA or
Hal , R’ denot esR® or @tﬁ@tegmqmgp@al kyl having 1, 2, 3 or 4 C atons, X
denot & CH2, CHZCHZ OCH2 or -CH(OH)-, Hal denotes F, d, Br or |, and
phar maceut i cal | R’ usabtenotesiQA} HyHal, GH) €5 NOb ok, and st er eoi soner s

t hereof , i ncl udi tures e in.all ratios. 3. Conpounds according to
Claiml or 2 mR/\/m ché e@eﬁﬁ@ﬁo&és%'é? yl, OA or OH R5 denotes H or

met hyl denotes H, A, Hal, 0SO,CH; or OH,
R‘° denotes H, A, OA or Hal,

10 R'"  denotes H or CH;,
A denotes alkyl having 1, 2, 3 or 4 C atoms,
X denotes CH,, CH,CH,, OCH, or -CH(OH)-,
Hal denotes F, Cl, Bror |,
15 and pharmaceutically usable derivatives, salts, solvates and
stereoisomers thereof, including mixtures thereof in all ratios.
3. Compounds according to Claim 1 or 2 in which
20 R’ denotes methy!l, OA or OH,
R® denotes H or methyl,
R? denotes H, NO, or Hal,
R* denotes H or Hal,
o5 R® denotes OH or OAc,
R® denotes H,
R’ denotes OA, H, Hal, OH, CF; or NO;,
R® denotes H, OH or Hal,
30 R® denotes H, A, Hal, 0SO,CHs or OH,
R* denotes H, A or Hal,
R" denotes H or CH,,
A denotes alkyl having 1, 2, 3 or 4 C atoms,
X denotes CH,, CH,CH,, OCH, or -CH(OH})-,
35

Hal denotes F, Cl, Bror |,



R2 denotes H, NO2 or Hal, R denotes Hor Hal, 25 R3 denotes OH or QAc, R6
denotes HL R denotes OA, H, Hal, OH CF3 or N2, R8 denotes H, OH or Hal,
RO denotes H, A Hal, OSQ2CH3 or OH, 30 RO denot es H Aor Hal, R

denot es MWQ08PYITT3A denotes al kyl having 1, 2, 3 or 4 RCIERH04/0103%8 enot es
CH2, CH2CH2, OCH2 or -CH(OH) -, 35 Hal43lenotes F, d, Br or I, WO

2005/ 037773 PCT/ EP2004/ 010398 -43 and the phar maceutical |y usabl e
derivatives, salts, solvates and stereoisoners thereof, including m xtures
thereof in all ratios. 5 4. Conpounds according to Clalml 2 or 3 in which
R denotes OH, @ags3hephagnageutically wisablecdenyativrs, sritsoiselvates aIFUdenot es H 10

R3 denotes OH, denot es ote H OH or 15 RO
denotes H, A, H§F6 %%_%trbgreeﬁlné’gg@gdgﬁﬁgg%reg lilﬁﬁﬂosR' denot es H or

CH3, A denotes al kyl having 1, 2, 3 or 4 C atons, 20 X denotes CH2, CH2CHZ2,
OCH2 or -CH(OH) -, Hal denotes F, a, Br or I, and t he phar maceutically
usabl r%’ederi dat i @mnpdessacwodimgtte@lainm 2oeBdoivduaer s t hereof , incl uding

m xtures thereof,in adencr)taetsl(gH O%ﬁ'ls or methyl,
R® denotes H,
R? denotes H,
R* denotes H,
10 R3 denotes OH,
R® denotes H,

R’ denotes OH,
R® denotes H, OH or Hal,
15 R®  denotes H, A, Hal, 0SO,CH; or OH,
R  denotes H, A or Hal,
R" denotes H or CH;,
A denotes alkyl having 1, 2, 3 or 4 C atoms,
20 X denotes CH,, CH.CH,, OCH; or -CH(OH)-,
Hal denotes F, Cl, Bror |,
and the pharmaceutically usable derivatives, salts, solvates and
stereoisomers thereof, including mixtures thereof in all ratios.
25
5.  Compounds according to Claim 1 selected from the group
N-(4-hydroxy-2-methoxybenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
30 N-[1-(4-hydroxy-2-methoxyphenyl)ethylidene]-(3-hydroxy-
phenyl)acetohydrazide,
N-(4-hydroxy-2-methoxybenzylidene)-(3-methoxyphenyl)aceto-
hydrazide,
N-(3-fluoro-4-hydroxybenzylidene)phenylacetohydrazide,
35 N-(4-hydroxy-2-methoxybenzylidene)-(4-hydroxyphenyl)aceto-
hydrazide,



35 5. Conpounds according to Claim1l selected fromthe group

N- (4- hydr oxy- 2- net hoxybenzyl i de ne)-(3-hyd roxyphenyl )aceto- hydrazide,
N-[1 -(4-hydroxy-2-mnmet hoxyphenyl) et hylidene] - (3-hydroxy-

phenyl ) a®Q ¥9YB7dA de, N- (4- hydr oxy- 2- net hoxybenzyl PCT/EP2004/010398

i dene) - (3- mret hoxyphenyl ) acet o- hydrazidg,.- N (3-fl uoro-4-hydroxybenzyl

i dene) phenyl acet ohydrazi de, N-(4-hydroxy-2-nmet hoxybenzyl i dene)-(4-hyd
roxyphenyl )aceto- hydrazi de, WD 2005/037773 PCT/ EP2004/ 010398 -44

N- (4- hydr oxy- 2- met hoxybenzyl idene)- (3, 4-di chl orophenyl)- acetohydrazide,
N- ( 4- hydr oxy- 2- net hbki;bbmrwy%meébowbeozylgde&@éﬁ&my@cgwzophu%:nyl)-5

N- (4- hydr oxy- 2- rret{%%& benzyl idene)-o-tolylacetohydrazide,

N- (4- hydr oxy- 2- REE é[)aezrlu | idene)-(2-chlorophenyl)aceto- hydrazide,

N- (4- hydr oxy- 2- net hWscmﬁwrb&yizdm@)@ric&%feﬁéynIdynﬁgmwylaha&ﬁwam&,r azide, 10

N- (4- hydr oxy- 2- met hoxybenhzyl i dene) - | uor ophenyl ) acet o- "hydr azi de,

N (4- rr%dr oxy- 2- met hbdi{dbydrpkyi2dmed) oxyPentylldene)-b-tolylacetopdnay|de) -

acet ohydrazi de, 15 N (4-hydroxy-2-net hoxybepzyl i dene)-(3-fl uorophenyl)acet o-
hydrazi de, N-(4- hyd%é&ﬁé‘ffrﬁv%mq geﬁé'r%@ﬁnggr?éB%@ﬂW‘gﬂ de,

N (4- hydr oxy- 2, h&@ |7t hyl benzyl i dene) - (3- et hoxyphenyl )- 20

acet ohydr azi de, -TT'uor o- 4- hydr oxybenzyl i dene)- (3-net hoxyphenyl ) acet o-

hydrazi de, N-[ 1-(4- N-hydroRysBeimetnoxybenyylidene) (B darerbphénytridetey- 25
phenyl ) acet ohydr azi de, N (4-hydroxy-2-net hoxybenzyl idene)-(3-nethylsu
| f onyl oxy- phenyWdjad& ohydr azi de, N (4- hydr oxy- 2- met hoxybenzyl i dene)- (3,
5- di hyldF oxypheny!) - N-(4-hydroxy-2-methoxybenzylidene)-(4-fluorophenyt)aceto-
hydrazide,
N-(4-hydroxy-2-methoxybenzylidene)-(2-chloro-4-fluorophenyt)-
acetohydrazide,
15 N-(4-hydroxy-2-methoxybenzylidene)-(3-fluorophenyl)aceto-
hydrazide,
N-(4-hydroxybenzylidene)-(3-methoxyphenyl)acetohydrazide,
N-(4-hydroxy-2,6-dimethylbenzylidene)-(3-methoxyphenyl)-
20 acetohydrazide,
N-(3-fluoro-4-hydroxybenzylidene)-(3-methoxyphenyl)aceto-
hydrazide,
N-[1-(4-hydroxy-2-methoxyphenyl)ethylidene]-(3-methoxy-
25 phenyl)acetohydrazide,
N-(4-hydroxy-2-methoxybenzylidene)-(3-methylsulfonyloxy-
phenyl)acetohydrazide,
N-(4-hydroxy-2-methoxybenzylidene)-(3,5-dihydroxyphenyl)-
30 acetohydrazide,
N-(3-fluoro-4-hydroxybenzylidene)-(3-fluorophenyl)acetohydra-
Zide,
N-(4-acetoxy-2-methoxybenzylidene)-(3-methoxyphenyl)aceto-
hydrazide,
35 N-(4-hydroxy-2-methoxybenzylidene)-(3-trifluoromethylphenyt)-

acetohydrazide,



30 acetohydrazide, N (3-fluoro-4-hydroxybenzylidene)-(3-fl uoroph enyl

) acet ohydra- zide, 35 N-(4-acetoxy-2-nethoxybenzyl idene)-(3-nethoxyphenyl
)acet o- hydrazi de, N-(4-hyd roxy-2-nethoxybenzyl

i dene) - ( 3VQ 20060373Ydet hyl phenyl )- acetohydrazi de, WO RSGHERFGFH018398

PCT/ EP2004/ 010398 -45 5 10 15 20 25 38535 N-(4- hydroxy- 2-net hoxybenzyl

| dene) - 3- ( 3- net hoxyphenyl )- propiohydrazide, N (2, 4-dihydroxybenzyl

i dene) - ( 3- met hoxyphenyl )acet ohydra- zide, N-(4-hydroxy-2-nmethoxybenzyl

i dene) - ( 3- met hoxyphenoxy) - acet ohydrazi de, N (4-hydroxy-2-nmet hoxybenzyl

i dene) - (3-n itropheM(4- %M@@IXM'Z maﬂnwb@ezylrde(r&taw rrte-tlzoxymeax%enzw

| dene) - ( 3- met hoxyphe et o- hydrazide, N-(2-hydroxy-5
i trobenzyl i dene)oi{‘? ﬁi‘?ﬁ% henyl )aceto- hydrazi de,

N-(4- hydr oxy- 2- met heKyha i drodpsenzy RNl @<nethdXypREhATES thaZide,
N- (2- et hoxy- 4- hydroxygzgnzyl | drene - zg rreté;\bo%pﬁen ace % g razi de

N- ( 4- hydr oxy- 2- @etehoxybenzyl |dene) (3- brom)phenyl )acet o- hydra2|de
N-(1- (4-hydr oxyphen)“_(z_ﬁ g%xy 2- menhgxy enzth]e(l)'\)%Qgength02<$y§r1eénodxypydr azi de,
acetohydrazide,
N-(4-hydroxy-2-methoxybenzylidene)-(3-nitrophenyl)aceto-
hydrazide,
10 N-(5-chloro-2-hydroxybenzylidene)-(3-methoxyphenyl)aceto-
hydrazide,
N-(2-hydroxy-5-nitrobenzylidene)-(3-methoxyphenyl)aceto-
hydrazide,
15 N-(4-hydroxy-2-methoxybenzylidene)-2-hydroxy-2-phenylaceto-
hydrazide,
N-(2-ethoxy-4-hydroxybenzylidene)-(3-methoxyphenyl)aceto-
hydrazide,
20 N-(4-hydroxy-2-methoxybenzylidene)-(3-bromophenyl)aceto-
hydrazide,
N-{1-(4-hydroxyphenyl)ethylidene]-(3-methoxyphenyl)aceto-
hydrazide, |
25 N-(4-hydroxy-2-methoxybenzylidene)-(3,5-difluorophenyl)aceto-
hydrazide,
N-(4-hydroxy-2-methylbenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
30 N-(2-ethoxy-4-hydroxybenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
N-(2-methoxy-4-hydroxy-6-methylbenzylidene)-(3-hydroxy-
phenyl)acetohydrazide,
N-(2-methoxy-4-hydroxybenzylidene)-(2-fluorophenyl)aceto-
35 hydrazide,

N-(2,4-dihydroxybenzylidene)-(3-hydroxyphenyl)acetohydra-



N- (4- hydr oxy- 2- met hoxybenzyl i dene)- (3, 5-difluorophenyl)aceto- hydrazide,

N- (4- hydr oxy- 2- net hyl benzyl idene)-(3-hydroxypheny | )aceto- hydrazide,

N ( 2- et hoxy- 4- hyd roxybenzyl i dene)-(3-hyd roxyphenyl )aceto- hydrazide,

N- ( 2- met W 6i¥mﬁmﬁ?6roxy 6- met hyl benzyl i dene) - ( 3- hydr oxy PCT/EP2004/010398

phenyl ) acet ohydr azi de, N-(2-met hoxy- 4-4&dr oxybenzyl

i dene) - (2-fl uorophenyl )aceto- hydrazide, N (2, 4-dihydroxybenzyl

i dene) - (3-hyd roxyphenyl )acetohyd ra WO 2005/ 037773 PCT/ EP20041010398 -46
zi de, N—(2-hydr0éé 5-chl orobenzyl idene)- (3-hydroxyphenyl)aceto- hydrazide,
5 N-(4- met hyl suEfd&nyl benzyl i dene) - ( 3- hydr oxyphenyl ) acet ohydra- zide, N (2,

6-d i methyl-4-hydr Y, razi de,
N- ( 2- net hoxy- 4- hydrgé%ﬁ%@'é}(ygﬁﬂﬂé @W@‘?‘%@'@%ﬁ%@%‘%!)aggg‘
phenyl )acetohydhﬁyagme N- ( 2- met hoxy- 4- hydr oxybenzyl idene)-(2, 3-d i
nmet hoxy- pheny[) acet ohydrazi de, N-(2-nethoxy- 4-hydroxybenzyl

i dene)‘fe (3-am nophenNFMamethﬂSLﬂB)ﬂymraxIIMe) -(3-hydroxyphenyl)acetohydra-
N (2, #-di hydrox% 6- met hyl benzyl i dene) - (3- hydr oxyphenyl ) acet o- hydr azi de,
N ( 2- et hoxy- 4 roxybenzyl i dene) - (2- met hyl - 3- met hoxy- 20

phenyl ) acet ohydr azi g b id 3hvd l ]
i dene) - (3- hydroxyphen acetwmﬁ Y enegd(obeynzrgxyph(?ny)aceto

ne) - ( 3- hydroxyphymalz@eacetohydram de N-(2 hydr oxy- 3- br ono- 5- chl or obenzyl
i dene) - ( 3- hydroxy- 25 ydr oxy-5-tert-butyl benzyl

i dene) (3 hydr oxyphBhd- Q{C@% nggéﬁ%%n@' %WPEB?()’ f"EﬁB‘Pr’éibenzyl
| dene)t0(3- hydr ObKBHﬁyy&etéﬁfo%Q.de
N-(2-methoxy-4-hydroxybenzylidene)-(2,3-dimethoxy-
pheny[)acetohydrazide,
N-(2-methoxy-4-hydroxybenzylidene)-(3-aminophenyl)aceto-

15 hydrazide,

N-(2,4-dinydroxy-6-methylbenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
N-(2-methoxy-4-hydroxybenzylidene)-(2-methyl-3-methoxy-

20 phenyl)acetohydrazide,
N-(4-bromobenzylidene)-(3-hydroxyphenyl)acetohydrazide,
N-(4-iodobenzylidene)-(3-hydroxyphenyl)acetohydrazide,
N-(2-hydroxy-3-bromo-5-chiorobenzylidene) -(3-hydroxy-

25 phenyl)acetohydrazide,
N-(2-hydroxy-5-tert-butylbenzylidene)-(3-hydroxyphenyl)aceto-

hydrazide,
N-(2-hydroxy-5-bromobenzylidene)-(3-hydroxyphenyl)aceto-

30 hydrazide,

N-(2-hydroxy-5-trifluoromethoxybenzylidene)-(3-hydroxy-
phenyl)acetohydrazide,

N-(2-hydroxy-3-methoxy-5-nitrobenzylidene)-(3-hydroxyphenyl)-
acetohydrazide,

35 N-(4-hydroxybenzylidene)-(3-hydroxyphenyl)acetohydrazide,



30 hydrazide, N (2-hyd roxy-5-trill wuoronethoxybenzylidene)- (3-hydroxy-
phenyl )acetohydrazide N-(2 hyd roxy- 3-nmet hoxy-5-n itrobenzyl

i dene) - ( 3- hydr ox henyl - acet ohydrazi de, 35

N-(4-h dﬂ%%éw '%~1dene) (3- hydr oxyphenyl ) acet ohydr azi FETERBOVIIRI837773
PCT/EP2004/010398 - 47 5 10 15 N-(4-H4ydroxy-2-met hoxybenzyl

i dene) - (3-et hoxyp henyl )aceto- hydrazide, N (2-hydroxy-3,5-dichlorobenzyl
i dene) - ( 3- hydr oxyphenyl ) acet o- hydrazide N ( 2- hydr oxy- 5-i odobenzyl

i dene) - ( 3- hydroxyphenz )acet ohydra zid

N- ( 2- hydr oxy- 3- net hiN-t4sh moeiv@ommxyb&@ﬁﬂ)d%@)ﬁ?nﬁtb%whenyi )aceto-

phenyl ) acet ohyds ﬁ%ﬁ N- (2- hydr oxy-5-f | uor obenzyl

idene)-(3-hydro§@é Y?)aceto- hydr azi de,

N- (2- hydr oxy- 6- net hi-fEeRgdioxg <18 )didtiorobedizyiid BhgirbtRNgHattdr azi de,
N- ( 2- hydr oxy- 6- nethylanzyl |dene )-(3- quo¥o;ﬁ§?3l)acetohydrg zide, N
-(2- h5droxy 6- mbydrazidenzyl i dene) phenyl acetohydra2| de,

N[ 1- (4- hydr oxyphen hen razi de,
N-[ 1- (2, 4- di hydr oxyﬁ%ﬁbﬁ‘w%’il%*bnérzg §‘K§ K%?lm%f 'é?%e%ﬁ Pazi de,
N-(2, 4-d i hyd qfxy-6-nmethyl benzyl i dene) (3 met hyl - 5- net hoxy- 25

p nyl)acetohydra2|de N- (2, 4-dihydroxy-6-nethyl benzylidene)- (3,

i hydr oxyphenyl) - thZehpditywty&-mwwyl -5-chlorobenzylidene)-(3-hydroxy-

2- hydr oxy- 4- car box ben i denpe) - (3- hydr oxyphenyl ) acet o- 30 hydrazi de,
2,10 di net hylP. QDMQ 6%@! A4S dene) - (3- hydr oxyphenyl ) acet o-

N-(2-hydroxy-5-fluorobenzylidene)-(3-hydroxyphenyl)aceto-

he
5- di
N- (
N- (
hydrazide,
N-(2-hydroxy-6-methylbenzylidene)-(3,5-difluorophenyl)aceto-
hydrazide,
15 N-(2-hydroxy-6-methylbenzylidene)-(3-fluorophenyl)acetohydra-
Zide,
N -(2-hydroxy-6-methylbenzylidene)phenyl acetohydrazide,
N-[1-(4-hydroxyphenyl)ethylidene]-(3-hydroxyphenyl)aceto-
20 hydrazide,
N-[1-(2,4-dihydroxyphenyl)ethylidene]-(3-hydroxyphenyl)aceto-
hydrazide,
N-(2,4-dihydroxy-6-methylbenzylidene)-(3-methyl-5-methoxy-
5 phenyl)acetohydrazide,
N-(2,4-dihydroxy-6-methylbenzylidene)-(3,5-dihydroxyphenyt)-
acetohydrazide,

N-(2-hydroxy-4-carboxybenzylidene)-(3-hydroxyphenyl)aceto-

30 hydrazide,
N-(2,3-dimethyl-4-hydroxybenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
N-(3,5-di-tert-butyl-4-hydroxybenzylidene)-(3-hydroxyphenyt)-
acetohydrazide,
35

N-(3,5-dimethyl-4-hydroxybenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,



hydrazi de, N-(3,5-di-tert-butyl-4-hydroxybenzyl

acet ohydr azi de,

N (3, 5-di net hyl - 4- hydr oxybenzyl i dene) - ( 3- hydr oxyphenyl ) acet o

2005/ 037 %3248

N ( 2- acet oxybenzyl i dene) - ( 3- hydr oxyphe#d8l-) acet ohydr azi de,

35

PEP2004/ 010398 -48 5 10 PCT/EP2004/010398

i dene) - (3- hydr oxyphenyl ) -
hydrazi de, WO

N- ( 2- hydr oxybe

nzyl i dene) - ( 3- hydr oxyphenyl )acet ohydrazide, N (2-hydroxy-3-nmethoxybenzyl
i dene) - (3- hydr oxyphenyl )aceto- hydrazi de,

hoxyb li d - (3-hyd henyl - hydr azi de,
B Lt

o r S EE gy bER AR ST B ERB A Il 0! 1 50 25
30 N-(2- hydr oxy- 6- m-{@hydexyy3-nisthexybent gider)43yneoypheaghacetohydr azi de,

met hyl be nzyl ide ne)-(3-hydroxyphenyl)aceto- hydrazide,
N- ( 3- by omobenzy hYHERZ@S,- ( 3- hydr oxyphenyl ) acet ohydr azi de,

N S R o

N- ( 2- hydr oxy- 3- rp-jybf&iée br onobenzyl idene)-(3-hydroxyphenyl)- acetohydrazi de,

N- ( 2- hydr oxy- 5-
N ( 2- hydr oxy- 5-
N- (2- hydr oxy- 3-
N- ( 2- hydr oxy- 3-

N- ( 2- hydr oxy- 5-

N- ( 2- Hydr oxy- 3-
N ( 2- hydr oxy- 4-

N- (2- hydr oxy- 4-
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met hyl - 5- ch | or obenzyl i dene) - ( 3- hydr oxyphenyl ) -
N-(2-hydroxy-5-nitrobenzylidene)-(3-hydroxyphenyl)acetohydra-

Zide,
N-(2-hydroxy-3-methylbenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
N-(2-hydroxy-3-nitrobenzylidene)-(3-hydroxyphenyl)acetohydra-
zide,
N-(2-hydroxy-6-methoxybenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
N-(2-hydroxy-5-methylbenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
N-(3-bromobenzylidene)-(3-hydroxyphenyl)acetohydrazide,
N-(2-hydroxy-3-tert-butylbenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
N-(2-hydroxy-4-methylbenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
N-(2-hydroxy-3-nitro-5-bromobenzylidene)-(3-hydroxyphenyl)-
acetohydrazide,
N-(2-hydroxy-4-methyl-5-chlorobenzylidene)-(3-hydroxyphenyl)-
acetohydrazide,
N-(2,6-dimethoxybenzylidene)-(3-hydroxyphenyl)acetohydra-
Zide,
N-(2-hydroxy-3-fluorobenzylidene)-(3-hydroxypheny!)aceto-
hydrazide,
N-(2-hydroxy-3-bromo-5-nitrobenzylidene)-(3-hydroxyphenyl)-

acetohydrazide,



acet ohydrazide, N-(2, 6-d i nethoxybenzyl idene)-(3-hydroxyphenyl

)acet ohydra zide, 35 N-(2-hydroxy-3-fl uorobenzylide ne)-(3-hydroxyphenyl
)acet o- hydrazi de, N (2-hydroxy-3-brono-5-nitrobenzyl

i dene) - (WM3PE3/837YBhenyl ) - acet ohydrazi de, WO 2005/ 0377 PSTREPIRO2FG/ 010398
-49 5 10 15 N-(2-hydroxy-6-net hyl benzyjgdene) - ( 3- hydr oxyphenyl ) acet o-
hydr azi de, N-(2-hydroxy-4-m et hoxy-6-nethyl benzyl id ene)-(3-hydroxy-
phenyl )acet ohydrazi de,

N- ( 2- hydr oxy- 4- acetox 6- met hyl benzyl i dene) - ( 3- hydr oxy- pheny

) acet ohydr azi de, éﬁwmr@xy&mstmmmyhgemq)e yc@r@thrm)ﬁ@amm ) acet o-
hydr azi de, N-(3 chlor - 4- hydr oxybenzyl i dene) - ( 3- hydr oxyphenyl ) acet o-

hydr azi de, N—(2 - 3- br ono- 5- met hoxybenzyl i dene)-(3-hydroxy- pheny |

) acet ohydr azi de, NN&ﬁh%rbkymmam&?@mé'tﬁlﬁeshzﬁ%emésbzswek@@y' ) acet ohydra
zide, 20 25 30 35

N- (3, - di br ono- phegyljavejdigydratiddene) - ( 3- hydroxyphenyl)aceto- hydr azi de,
MERISI T IR T e
phenyl)acetohydrazide,
N-(2-hydroxy-4-bromobenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
10 N-(3-chloro-4-hydroxybenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
N-(2-hydroxy-3-bromo-5-methoxybenzylidene)-(3-hydroxy-
phenyl)acetohydrazide,
15 N-(2,4,6-trimethylbenzylidene)-(3-hydroxyphenyl)acetohydra-
zide,
N-(3,5-dibromo-4-hydroxybenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
20 N-(2,4,5-trimethoxybenzylidene)-(3-hydroxyphenyl)acetohydra-
zide,
N-(2-methoxy-5-bromobenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
25 N-(4-hydroxy-3-ethoxybenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
N-(2-methoxy-4-nitrobenzylidene)-(3-hydroxyphenyl)aceto-
hydrazide,
30 N-(-(4-hydroxy-3-carboxybenzylidene)-3-hydroxyphenyi)aceto-
hydrazide,
N-(2-hydroxy-3-methoxy-5-bromobenzylidene)-(3-hydroxy-
phenyl)acetohydrazide,
N-(4-carboxybenzylidene)-(3-hydroxypheny!)acetohydrazide,
35 N-(2,4-dimethylbenzylidene)-(3-hydroxyphenyl)acetohydrazide,
N-(2-methylbenzylidene)-(3-hydroxypheny!)acetohydrazide,



N- (4- hydr oxy- 3- et hoxybenzyl i dene) - ( 3- hydr oxyphenyl ) acet o- hydr azi de,

N- (2- met hoxy-4-n itrobenzyl i dene)-(3-hydroxyphenyl )aceto- hydrazide,

N (- (4- hydroxy- 3-car boxybenzyl i dene)-3-hydroxyphenyl)aceto- hydrazide,

N ( 2- hydr oxy- 3- net hoxy- 5- br onobenzyl i dene)-(3-hyd roxy- henoyl

) acet ohy&roaép?ﬁ@ﬁﬁ (4- car boxybenzyl idene)-(3-hyd r oxy%ﬁgﬁ?’lz? é@é?%ﬁydr azi de,
N- (2, 4-di met hyl benzyl idene)-(3-hydro5¥phenyl )acetohydrazide, N-(2-nethyl
benzyl idene)-(3-hydroxyphenyl) acetohydrazi de, WO 2005/ 037773

PCTI EP2004/ 010398 -50 N-(4-trifl uoronethyl benzy | idene)-(3-hydroxyphenyl

) acet ohydra zide, 5,10 15 20 25 30 N-(4-trifl uoronet hoxyhenz

i dene) - (3- hydr oxyphE'ﬁ(f'l'tf'zll:'@fqpem&’r%y'é)%‘?n%(@;?yﬁfﬂﬁ‘m%g -OL?WWI benzyl

i dene) - ( 3- hydro?iﬁ-S- nmet hyl - phenyl )acetohydrazide, N (2, 4-d i

hydr oxy- 6- met hy génzyl i den e)-(3-hydroxy-2-nethyl- phenyl )acetohydrazide,

N - (2 -hyd roxy- 4, 6Nd4-tméLbrorsidboryterizylidens -(Bhygrdxpptysriye)acbto--
acet ohydrazi de, and the pharnmaceutically usable derivatives, salts, solvates
and §tereoi sonBYFH aZiles eof , i ncluding m xtures thereof in all ratios, 6.

phar maceut | cal 1y ushpee ety B2 FRAMA RIS b8« ner oot .
i ncludi ng m Xt upRenyiRIetSiydrazide! ratios, and optionally excipients and/or
adj uvants. Use of conpounds according to Caim1l-5 and the pharmaceutically

usabl e deri vati ves, Ns@ 4-gitvsraxtsuethgibiesaylidaene)Herhwsiroxy-Aanetiiyhg
phenyl)acetohydrazide,
10 N-(2-hydroxy-4,6-dimethoxybenzylidene)-(3-hydroxyphenyl)-

acetohydrazide,

and the pharmaceutically usable derivatives, salts, solvates and

15 stereoisomers thereof, including mixtures thereof in all ratios.

6. Medicaments comprising at least one compound according to Claim
1-5 and/or pharmaceutically usable derivatives, solvates and stereo-
20 isomers thereof, including mixtures thereof in all ratios, and optionally

excipients and/or adjuvants.

7. Use of compounds according to Claim 1-5 and the pharmaceutically
25 usable derivatives, solvates and stereoisomers thereof, including
mixtures thereof in all ratios, for the preparation of a medicament for
the treatment and/or prophylaxis of diseases in which the inhibition,
regulation and/or modulation of signal transduction by kinases plays
30 arole.

8. Use according to Claim 7, where the kinase is SGK.

9. Use according to Claim 8 of compounds according to Claim 1-5 and

35 the pharmaceutically usable derivatives, solvates and stereoisomers

thereof, including mixtures thereof in all ratios, for the preparation of



m xtures thereof in all ratios, for the preparation of a nedicanment for the
treat nent and/ or prophyl axis of diseases in which the inhibition,

regul ati on and/ or nodul ati on of signal transduction by kinases plays a
role. Us¥QRW¥PHI'Hy to A aim 7, where the kinase is SG{’.CT:@"G’ZWE%%N ding to
Claim 8 of compounds according to Caif11l-5 and the pharmaceutically usable
derivatives, solvates and stereoi soners thereof, including m xtures thereof
inall ratios, for the preparation of WD 2005/ 037773 PCT/ EP2004/ 010398 -51

a nedi canent for the treatnent of di seases which are influenced by

i nhi bi tion of Sexgegigameat Eyipe liegmantef disaaseowbich areinfiuenasd by e
according to d g, m.9 qf rdi 1 5

phar maceuti cal | ﬁrﬂélﬁﬁeﬁggﬁ‘?@g??@%gg&gg’ﬂbgggég%@ﬁ[Beézgaiﬁngi}rqﬁar s thereof,
including m xtures thereof in all ratios, for the preparation of a

medi canment far e treat.nent Qr. preyention af diabete hesj ty met abol i c
ayndr oo (ot | HERALREIING 49 Ceiat & S R AR A5 SRE 6 Gl B & and

car di ovascul ar dhapfacsuRatly (88Ble AURRATES, sAIPRBS Adistbfboidiielsy P _Of
fibrosis and inflamuatory process, cancer, tunmour cells, tunour netastases,
coagul opat hi es, tmereof)iradiudingirmixhires tiyeregf mualbradios, tartthe acepardationefi al
infections and in antiinfe?tion t herap for 15 ingreasing learning ability

and attention. 2dnedicagmestiorthe Lt,%e@tfaeet%%n)rﬁgeﬂﬁompémﬁbf@s,m.séy,di abetes is
5 ab L e . . ; ~di abet
| abetes mellitysagbiks b@ﬁ&ﬁ%@&%@é&b %i)s‘;{’%’ri‘ﬁfd §nc§‘ﬁg{nﬁ’&?§ y, diabetic

angi opat hy and ~'m Croangl opa ng to aim 10, where

car di d¥ascul ar ﬁ'yﬁems@ia, eardiovencdiarldidédsee el rehbdiseressrgbrdraliyiinar cti on,
cardi ac hypertrophy, cardiac insufficiency and arteriosclerosis. 13. Use
accordi ng to C anntare ofifikrosis anhinflameatoss peacess| eangall bimair|cellssi s,

nephr oscl er osi sy, RERNotstasd\?RBE8ARHINES hatkSRbr lotbBin agidg o sor der.

cataract, bacterial infections and in antiinfection therapy, for

15 increasing learning ability and attention.

11. Use according to Claim 10, where diabetes is diabetes mellitus, dia-
betic nephropathy, diabetic neuropathy, diabetic angiopathy and

20 microangiopathy.

12. Use according to Claim 10, where cardiovascular diseases are

cardial fibroses after myocardial infarction, cardiac hypertrophy,
o5 cardiac insufficiency and arteriosclerosis.

13. Use according to Claim 10, where renal diseases are glomerulo-
sclerosis, nephrosclerosis, nephritis, nephropathy and electrolyte
excretion disorder.

30

14. Use according to Claim 10, where fibroses and inflammatory proces-
ses are liver cirrhosis, pulmonary fibrosis, fibrosing pancreatitis,
rheumatism and arthrosis, Crohn’s disease, chronic bronchitis, radia-

35 tion fibrosis, sclerodermatitis, cystic fibrosis, scarring and Alzheimer's

disease.



14. Use according to Claim 10, where fibroses and inflammatory proces- ses
are liver cirrhosis, pulnonary fibrosis, fibrosing pancreatitis, rheumatism
and arthrosis, Crohn' s di sease, chronic bronchitis, radia- tion fi br05| S,
scler ode%ﬂ“?’f’y” ystic fibrosis, scarring and Al zhel e P00/ U308

2005/ 037773 PCT/ EP2004/010398 52 5 452 -Medi cament s conpri sing at Ieast one
conpound according to Claim 1-5 and/or pharnmaceutically usable derivatives,
sol vates and stereo- isonmers thereof, including m xtures thereof in all
ratios, and at | east one further nedi canent active ingredient. 16. Set

(kit) consisting of separate packs of (a) an effective anount of a conpound

accordi ng ta5C Medidarhedd comprising ke feast enticoMgoundsaddordifgto \Glainves,
sol vates and stereo- isoners thereof, including mxtures thereof in all

ratios, and (b)l-aBndirahervacedisaly useble dervatvesnselvatasand stereqe i ngr edi -

15 ent. 20 25 3(Psonl‘lsers thereof, including mixtures thereof in all ratios, and at least

5

one further medicament active ingredient.

16. Set (kit) consisting of separate packs of

(a) an effective amount of a compound according to Claim 1-5
10 and/or pharmaceutically usable derivatives, solvates and stereo-

isomers thereof, including mixtures thereof in all ratios,

and

(b) an effective amount of a further medicament active ingredi-
15 ent.
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