5 e3eZ$nb6TZze- 1 Aryal kanoyl pyri dazines 5 3 o AUG 2002 The inventi on

rel ates to aryl akanyl pyri dazine derivatives of the formulal R~ R2 NN QO
NH CO-B 10 15 20 in which B is a phenyl ring which is unsubstitut&t Adb 2002
nono- or pol ysubstituted by R3, Qis absent or is al kyl ene having 1-4 C
atons) Rl, R2 each independently of one another are -OR9, -S-R9 , -SOR9 ,
-SQz-R9 or Hal , Rl and RZ togevhdkaavglaysdda@ifkl-O ) R3i s Rs, Ha | ,
OH, ORO, OPh, N2, NHRs , N( R-) 2, NHCOR9 , NHSO2R9 or NHCOOR4 , Rq
is A - cycloalkyl having 3-7 C atons, al kyl enecycl oal kyl having 5-10 C
atons or al kemd hawiwnghtt-dh C atelmte5 Ads abkylalhlaxhogldyt oddfhi€e at ons,
whi ch can be Cfubstit.ut ed t%y Jht%IOSmE;l%nq/ or Cl1 atonms and Hal is F, Cl, Br
or I, 30 and YHe P PhRS Gfodita aceptabl e salts and sol vates. -2
3 0 AUG 2802 1-Benzoyltetrahydropyridazi nes as progesterone receptor

| i gands are described,gfor exanple, in J. Med. Chem 38, 4878 (1995).
Simlar conpounds are aNso disclosed in 5 DE 196 32 549 Al. The invention
was based on the object g\ ndi ngnoyvel conpounds havi ng val uabl e
properties, in partRe i ch\an be used for the probluction of 10
medi canents. It has bee Ad that the conpou of the formula I and
their salts and sol vates have verf}l'v uabbe p rnﬂol ogi cal properties
together with good 15 tolerability.

o NH-CO-B
in which
B is a phenyl ring which is unsubstituted or
mono- or polysubstituted by R?,
10
Q is absent or is alkylene having 1-4 C atoms,
R}, R? each independently of one another are -O0ORY,
-s-r*, -s0-r*, -S0,-R* or Hal,
15
R! and R? together are also -0-CH;-O-,
R? is R*, Hal, OH, OR’, OPh, NO,, NHR*, N(R%),,
NHCOR?, NHSO,R! or NHCOOR®,
20
r? is A, ) cycloalkyl  Thaving 3-7 C atoms,
alkylenecycloalkyl having 5-10 C atoms or
alkenyl having 2-8 C atoms,
25 A is alkyl having 1 to 10 C atoms, which can be

substituted by 1 to 5 F and/or Cl atoms and
Hal is F, Cl, Br or I,

30 and their physiologically acceptable salts and

T
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solvates.




‘I'n particular, they show a selective inhibition of phosphodi esterase 1V,
whi ch is acconpanied by an intracellular increase in cAMP (N. Somrer et
al.) 20 Nature Medicine, 1, 244-248 (1995)). The inhibition of PDE3IOVAUGM0?
be denonstrated, for exanple, analogously to CW Davis in Biochim

Bi ophys. Acta _797, - : : C qgqui in

i nvention ca?‘]lL %%%gﬁﬁéfgﬁﬁ%gﬁrtlﬁgg}%%ﬁt% ast en%ﬁ&gé |sg? g?éSPThe
anti ast hmat i ¢ igeriden afet KesppEbed. | nhebi teasrile deser ibeded.orCegmnpl e, by
T.J. Torphy gfg algg7ign (tkarsgx, 46, 512-523 (1991) and can be determ ned, for
30 exanpl e, by the nethod of T. O sson, Acta allergologica 26, 438-447
(1971). Si ncSi8ANRTY nhi KHAPIHRFocl astFE cel F4S8nd stdirfifilssad ost ebgenetic
cell's (S.g5Kagmgaigeetzzalsgg M1681 and 35 K M yanoto, M 682, in Abstracts of
the American Society for Bone and M neral Research 18th Annual Meeti ng,
1996), the conpounds according to the invention can be enployed for the

treat nent of Toet depEHMSIdh was Basels 3A02he dbjEre aphimdindgroneeyer show
an antagoni stic_action L’&on of TNE_(Tunour_Necrosi s Factor)

§n t he proguc e

and are t her SPOPSUETSt abPE 1S ¥ REUEPESt nBRPPSF TaFTer gl &k Thf T &ffat or y
di seases, autthioseuneviticeasesn sbeh assed f bprexatmpl e pudiatdtagi d of
arthritisgg iR e¢ler osis, Crohn's disease, diabetes nellitus or

ul cerative colitis, transplant rejection reactions, cachexia and sepsis.
The anti-inflamatory action of the substances 10 according to the

invention andtt held 1B&éhCcae¥nborHalte dtHeatsMPbundis ber teeaniignuialt oi Mmune
di sorders such as | tiple sclerosiis or .rheunatqQid arthritis can b

det er i ned ar":|‘<‘§r‘ldogotHJéJqu'r t S2he® mefRBds 58flvﬁ.te§onfp€rveet LY I\}é"i’ﬁ‘ﬁ%b di ci ne
1, 244-248 ( p9Tmaeollogifalut eprdpeatiesC i todatthed Mmuwakh 100god@6- 132

(1995). Tge (‘tg)rfpo%%qii(‘tan be enpl oyed for the treatnent of cachexia. The

anti - cachect ¢ acti-on-can be tested in TNF- dependent nodel s of cachexia (P.

Costelli et al., 20 J. din. Invest. 95, 236ff. (1995); J.M Argiles et

al ., Ned. Res, Reyyrc1Zuifl7ffchd99Tnow PRE LU kil OF sng8Rcabio i bi
the grom h of turour_cells and are therefore suitable for tumur therapy 25

(D. Marko et PRosphodiesgiesdsem BiophyRichg, i$5f RCCCTPEBiLd THRY acd®on of
PDE |V i nhi biih@rSden 11ERUr iveala@ent irs desor i bad, deoimeaxangd e,ain, WO 95

35 281, 95 17 399 ar. WD 96.00,215,,30 PRE:LY inhibitors can prevent
nortali t%%)i n%r?‘ljntélé:les%c? lscéﬁls?l’s1an§%érg4%he(rlggg|)¥'sui table for the therapy of
sepsis (W FiTheherinétibaltionBi ofheRPEPAEr naenl . bg5, de89@$frafd®93)for 35 They

can further ”@ﬁﬂﬁqee'nmr%g%gu%ﬁf SN %igim&ﬂw%%& e action

atherosclerosis, atopic dermatitis and Al DS. -4 30 AUG Z
of PDE IV i nBidia d¥ i 1 o8ne or daPfént of asthma, inflammatory disorders,
di abetes nellitus, atopic dermatitis, psoriasis, AIDS, cachexia, tunour
growth of tumpur NELASLAses |5 dessribed. ol oLrgxample, 3 BRL7 $2 91
employed for the treatment of asthmatic disorders. The
antiasthmatic action of the PDE IV inhibitors is
described, for example, by T.J. Torphy et al. 1in
Thorax, 46, 512-523 (1991) and can be determined, for
30 example, by the method of T. Olsson, Acta allergologica

26, 438-447 (1971).

Since cAMP inhibits osteoclastic cells and stimulates
osteogenetic cells (S. Kasugai et al., M 681 and
35 K. Miyamoto, M 682, in Abstracts of the American
Society for Bone and Mineral Research 18th Annual
Meeting, 1996), the compounds according to the
invention can be employed for the treatment of

osteoporosis.



The conpounds of the formula | can be enployed as pharnmaceutical active
conpounds in human and veterinary medicine. They can furthernore 3e) Aug 2[]0%
enpl oyed as 10 internedi ates for the preparation of further pharmaceutica
active compounds. The |nvent|on accordingly relates to the corrpounds of the

formula | an 0 ati.o f the
formul a | anI(‘)}?’edl ;81‘8 %’88%8 , 5po %ﬂelta!P rgriq{sg]c gélg
characteri zedchan phta@uatconpgﬁnd'N@f {Thvencfugy rﬁ#%rCPSls?~Fmt<\>rl | apkiNaEe20 in

which R1 and h g di-gat cted o] und of
the fornul a Itlf_flgep@f/&ré %(%q%ggll% Sfdln ltﬁ% e&eéénélﬁ?v\}#c éM:Eé]ngﬁlaC?\dg%ahave

t he meani ngs ¥iharemaerand dls-ea§953 Oalﬁ\FJEBlTZUEEeL fsseaseyr | sO4tor ag.

reactive §Stefd>1f- | 8dafbh 87 O4PeutatDildn dddr e Lo MPaundi pfet la@lte%guga |V Rl
IV RNN, %NHZII’] i,ch 10 R1, and Q have .t he rreanln%iclndlcated S

reacted with AGE8FS he FiA5RNSE v BEEHIEUY ©F erative
colitis, transplant rejection reactions, cachexia and

sepsis.
The anti-inflammatory action of the substances
10 according to the invention and their efficacy for the
treatment of, for example, autoimmune disorders such as
multiple sclerosis or rheumatoid arthritis can be
determined analogously to the methods of N. Sommer et
al., Nature Medicine 1, 244-248 (1995) or L. Sekut et
15 al., Clin. Exp. Immunol. 100, 126-132 (1995).

The compounds can be employed for the treatment of
cachexia. The anti-cachectic action can be tested in
TNF-dependent models of cachexia (P. Costelli et al.,

20 J. Clin. Invest. 95, 236ff. (1995); J.M. Argiles et
al., Med. Res. Rev. 17, 477ff (1997)).

PDE IV inhibitors can also inhibit the growth of tumour
cells and are therefore suitable for tumour therapy

25 {D. Marko et al., Cell Biochem. Biophys. 28, 75ff.
(1998)). The action of PDE IV inhibitors in tumour
treatment is described, for example, in WO 95 35 281,
WO 95 17 399 or WO 96 00 215.

30 PDE IV inhibitors can prevent mortality in models of
sepsis and are therefore suitable for the therapy of
sepsis (W. Fischer et al., Biochem. Pharmacol. 45,
2399ff. (1993)).

35 They can furthermore be employed for the treatment of
memory disorders, atherosclerosis, atopic dermatitis
and AIDS.



15 in which B has the neaning indicated, and L is Cl, Br, OH or a reactive
esterified OH 20 group, and/or in that a basic conpound of the foﬂNngg?mﬁs
converted into one of its salts by treati4ng with an acid. 25 Sol vates o

t he conpounds of understood as neani ng adducts nol ecul es to the conpounds

of the fornmedras adeidd t ogf el v mih%_@'bi?e@rgm yat egqear Ereé@ﬁeﬁﬁa!’a}l e,
nonc al cohol ates, the formula | are o ,|neéé solvgnt formula I, which are
"3

power of attractiBf: - Yos BtSorcess 12BES602 Mok i
bel ow, the radteghies Rlerm@tifisQ aubdidwes t AeDBeantagiseknd) cahgtbuim t he
formulae I, 11 Ik#, [V.and V, if_ not ex resslg sta%eg otherwise. 5 Ais
preferably al REPYERLPERSHRSTE AIKGAS 1eT%r bl F80b4PE ut 4650y P 5
fluorine &nd/ an ERI @7i B2 8Lons. In the above fornul ae, alkyl is preferably
unbranched and has 1,2,3,4,5,6,7,8,9 or 10 C atons, preferably 10 1,2,3,4,5
or 6 Catons, and is preferably nethyl, ethyl, trifluoronethyl,
pent af | uor oet B oroppopyds faf t kenpferpudderhblogn sbpr opyploved ylas
i sobutyl, sec H5¥haeéuE§EélbHEiEveb%Bm%bﬁﬁdQ‘B%n%ﬂmaﬂ“3HH”UéﬁerﬁﬁﬁﬂﬁntW
or n-hexyl. thyl, ethyl, trifluoronmethyl, 15 propyl, isopropyl, butyl)
n- pentyl, n-h@?QPchen-déE?¢Yis GHEt é&F&PP%mﬁFéfergéd. eyl ety as
pref erablyo hagsn8efmEdatess anddrs preder abpyepyeheponpyl odnd ciitfusd yl,

cl ohexyl, and further al so

furth f bly, 20 I tyl
csgloﬁ;g?;ﬁ;pégé?@§8ﬁ¥§Fc?iy%5£?§§u¥gwgéu%¥5ferred. Al kenyl is preferably

allyl, 2- or 3-butenyl, isobutenyl, sec-butenyl; 4-pentenyl, isopentenyl or
25 5-hexenyl ’trﬁef ‘irn%%rti%rnﬁffé&?gdi '?@Ea‘césprtfeé e 'Xo&ﬁgg{lﬁagh%% and is
pref erably nmefhyl eéne or "ethyl ene, an urther Pre erabl'y propyl ene or
butyl ene. 30 Ahkylfemeeyél dal &kyd pPeferrisigesfst®r 10he preparandons of

pref er ablys mekBybeAga¥ChePEARY ko iRl BY teReeyeieby! Yo cidhkhar Mg of
preferably nethyl enecycl opent enecycl ohexyl or .

I, , . nmethyl
net hyl enecyc| 6R8pEty| S24R8 3%n¥ur%%%Ya%?%o THRA RN T Rbr oy | that  a
et hyl enecycl obutpbunat Byl enecyeknpeat gir, et hyl enecycl ohexyl or
et hyl enecycl oheptyl, oopentyl or butyl enecycl ohexyl.
R

R? I

20 in which
R} and R? have the meanings indicated,

is reacted with a compound of the formula III
25

in which

30 B and Q have the meanings indicated and



3 0 AUG 2002 Hal is preferably F, Cl1 or Br, but also |I. The radicals Rl
and R2 can be identical or different and are in the 3- or 4-position of the
phenyl ring. They 5 are, for exanple, tnédependently of one another 3 AUG 2002
hydroxyl, -S-CH3, -SO CH3, -SQ2CH3, F, Cl, Br or | or together
met hyl enedi oxy. Preferably, shovever szt hew ape eacred@texyesebbosyed
propoxy, cyclopentoxy, or else fluoro-, difluoro- or trifluoronethoxy, or
1-fluoro-, 10 2-fluoro-, I, 2Xi%&o-, 2,2-difluoro-) 1,2,2-trifluoro- or
2,2,2-trifluoroethoxy. Rl is particularly preferably nethoxy, ethoxy,
cycl opentoxy or isopropoxy. 15 R2 is particularly preferably nmethoxy or
ethoxy. R3 i£%preferably RQ F, Cl, Br or |, hydroxyl, Galkyl, OPh, N2,
al kyl am nd, cycl oal kyl am no, di al kyl am no, aIkyIcycIoaIkyIanino, NHCCal kyl ,
NHCCcycl oal kyil HCOGal kyl or
NHCCcycl oal kyﬁ § c<2’leér\let-’lsa ﬁ@dn)r(lidlggs ﬁslkq%l can \}a\tlve one of the meani ngs
i ndi cat ed beforehand. Particularly preferably R3 is NOz, nethoxy, ethoxy,
propoxy, isopropoxy, b pent oxy, hexyl oxy or decyloxy, ClL 250 F
NCOOCH3 , NCOOCzHs , CH3 , NCOCH3 or NCOCH ( CH3 ) 2 . The radical R3
is particularly preferably= or 4-position of the pher\x ring. R4
is preferably al kylRa_c yl or 30 al kyl enecycl oalMkyl havi ng
t he neani ngs indicated / hans. R4/is part arly preferably alkyl or
cycl oal kyl . The radi cal prefral]y a tuted phenyl 35 ring or
a phenyl ring which is nono- or polys R3, where R3 has one of
t he nmeani ngs i ndi cated beforehand. B E§ furthe-—- elﬂH@ny phenyl, o-, m
or p-nethyl phenyl, o-, m or p-ethyl pheny o-, m or p-propyl phenyl, o-,
m or p-isoprigpywHahenyl, o-, m or -a 3 0 AUG 2002 p-tert-butyl phenyl,
0- p- N, N—dlnethylanlnophenyl 0o-, m or p-nitrophenyl, o-) m or
p- hydrox@Bhenyl o-, m or p- nethoxyphenyl) 0o-, m or p-ethoxyphenyl, o-,
m or p-isop ponybhﬁmylgthavmwtheEh¢nﬂingmyphémyhted7,ﬂ&,reacted
p- pent oxyphe‘¥ Uie m ar B @Itw%% Qr, m or p-decyl oxyphenyl,
o-, m, p- tri'fhUoroneth qu1 %3 , m or p quorophenyI o-, m or
p- chl or ophenyl, o-, m or p- bronnphenyl o-, nor p- acetvlaninophenvl, o-,
m or p-isopropyl 10 carbonylant@qp@e@yl, 0-, My or
p- met hamﬁgul fonyl am nophenyl) o, m or p-ethanesul fonyl am nophenyl, o-, m
or p-nethoxycarbonyl am nophenyl, o-, m or pethoxycarbonyl am nophenyl,
further prefe‘rramm&; 3-, 2,4-, 2,5-, 2,6-, 3,4- or 3,5-dinethyl phenyl,
2,3-, 15 2,4-, 2,5-, 2,6-, 3,4- or 3,5-dihydroxyphenyl, 2,3-, 2,4-, 2,5-,
2,6-, 3,4- or 3 5- d|fluorophenyl 2,3-, 2,4-, 2,5-, 2,6-, 3,4- or
3, 5-dichl or oﬁﬁhenyl e the meargrg irfigatesl 4angt 3. 5-dinet hoxyphenyl . 20
The radical @ is prefgy al@{ly a§§entogr b5 N ehrilliveal kylene fhaw ngut he
preferreg nmeani ngs i ndi cat ed beforehand. Qis particularly preferably
absent. fP is true ofS%tM¥entire invention that all radicals 25 which occur
a nunber of times can be identical or different, i.e. are independent of
one anot her. i ngl he_ i o) S _len to, thgse
conmpounds of E@h%}%#rd o thlatt V\%\é%ﬁtclatg?l{é&l%%ne fsom% Fﬁglﬂ?g |2Ial 28
ment i oned ha§cm1eerdfred hénppefcmﬁr edfngdift ngsliAdikvat tdeabdne. wSowe pReferred
groups of conpounds can be expressed by the foll ow ng subfornmulae la to Ic,
whi ch correspond to the fornula I and in which the radicals not designated
in great%? det ai

Solvates of the compounds of the formula I are

understood as meaning adducts of inert solvent
molecules to the compounds of the formula I, which are
formed as a result of their mutual power of attraction.
30 Solvates are, for example, mono- or dihydrates or

alcoholates.



35 have the neaning indicated in the formula I, but in which in la Rl and
RZ are each independently of one another OA g 3 0 AUG 2002 Q}USAUFBJOGZ
absent and B is a phenyl ring which is #hsubstituted or substituted by ;
in b RL and RZ are each independently of one another QA Q is nmet hyI ene

and B is a phepyk rdd0 M&P |§hgn§1éla§tc|atllétqg orstul:gstléug t?'f/ eln lc
Rl and RZ are_together -0- , Qs absent ‘and 'Bl's r|n whi ch

i s unsubst i t@b@d“@a%ﬁlﬁfﬂje‘éﬁ?ﬁ/d%n The donpsumes bf F e fIdrIrthVI and

al so the staghangjlguggt;agg(ﬁ;@eggnyt BehteBr eRARA,i QB are otherw se prepared
by nethods known per se, such as are described in the literature (e. g. in

the standard works such as HoubenWyl, Methoden der organi schen Chem e
[ Met hods ®f @& gasi cokdbsitsbTy] alEsAr,g- ThireferverkagalByut tmestaradBy nanmel y

under reaction,conditiagn ich are.known _and .suita or the reactions
ment i oned. Uggbégﬁgglszgg %gmﬂagg sn%}HP?ESS8n8?°{5aﬂb‘gﬁf§nﬁh? R™&re known
per se, but not nentioned here in greater detail. 15 In the corrpounds of
the fornul ae Ll I n icat ticular
t he pref erreé rreég% nyké I ndi @g}ﬁéa cg})rr%oy}%ierg%l% Lﬁﬁ? Il and
1V, Qis 20 absienltlaer 1., @référ'ébﬁy&r@t hokenkl o€ eghgmene, P#Qﬁﬁmly
preferably piopybengsor oputyl eieadind,n LG couPAdsepinihe daipd ae | ||

and V, has the_ preferred . neani n%s indi cated, while , ‘or 25 a
reactive est8Ff¥iled GMiglygyomethyig ?%alffluI?Ii"?t&leea&rl vé’ré&lyelrrl fied

OHgL O:Jp |t1t" th&tﬁ)é@fn@&’ébb)teile]ck}ilb&?| f:.@@xix@pylhg\bfotgrél G.@etmm;(mr eg@jlr;abl y
met hy su on or oX avi at.onms

phenyl - %8% suPFon%Bgyij’ugﬁﬁ %V?he?fg?sdq sQﬁ'rf%'I 0 ‘?{ﬁ:ﬁl}rt her

al so 2- napht habpnetthe:nstar—henglsubﬁtamde,s elthydiesmrzemtlcmrcarhestm}tile f or med
in situ, t ot t her o] t but

i mredi atle y E g?gd ;15%6 e })1 gﬂég?hgxqc%éﬁ){gﬁ%ds oﬁégt%i ?orrrr%jl(%gcl%l On the
ot her hand, i Pgrpéssiibréyr Eéé esHest epwi se

Cycloalkyl preferably has 3-7 C atoms and is preferably

cyclopropyl and cyclobutyl, furthermore preferably
20 cyclopentyl or cyclohexyl, and further also

cycloheptyl; cyclopentyl 1s particularly preferred.

Alkenyl is preferably allyl, 2- or 3-butenyl,
isobutenyl, sec-butenyl; 4-pentenyl, isopentenyl or

25 5-hexenyl is further preferred.

Alkylene 1is preferably unbranched and is preferably
methylene or ethylene, and further preferably propylene
or butylene.

30 _
Alkylenecycloalkyl preferably has 5-10 C atoms and is
preferably methylenecyclopropyl, methylenecyclobutyl,
furthermore preferably methylenecyclopentyl,
methylenecyclohexyl or methylenecycloheptyl, and

35 further also ethylenecyclopropyl, ethylenecyclobutyl,
ethylenecyclopentyl, ethylenecyclohexyl or
ethylenecycloheptyl, propylenecyclopentyl, propylene-
cyclohexyl, butylenecyclopentyl or butylenecyclohexyl.



3 0 auu 1002 If L is a reactive esterified OH group, this is preferfﬁ)lx’
al kl sul fonyl oxy having 1-6 C atons (preferably nethlsulfonyl oxy)or AUG 2002
aryl sul fonyl oxy having 6-10 C atons (pfé€fefrably phenyl- or

p-tolylsul fonl oxy),and further also 2-naphthal ene The starting

substrances, if;1dq3 R CARANSE beif Qrmed | B, 31 LW, 3ugh that they are not

i sol ated fromthe réaction mxture but inmediatedly reacted further to On
the other hand,to carry out the 15 The conpounds of the formula | can

preferably benebtaldied iy rPeashi RY cANOEINOSeREitAE bOT gUEfeténiM SR
conpounds of the fornula Il1l. The starting substances of the fornulae II

and |11 are ZFntwnthR éoneoﬁaéeEOSFFlPﬁe)Pfar‘éh‘ﬁoP heREwn, T3y TARY be

p][epﬁr e]gl by ﬁ&@)OdeKEOV\ﬁE}{E@d{p]ﬁ@ ][Elnﬁ@’pf&hﬂenﬂ:h]? r et i @neof %ﬁetn@ﬁpoggds

of the formula wi.th ¢ unds e rie in

the pr esencelhé'f1 TB¥erice %?&gﬁ m%&fcé-’dl veg{)@%“t IJr:r‘p #it’ u% BEt%e

appr oxi mat el yog2® hend m@mm}xemmmgy 15Brepeedbinbl )hokwel\men tzma}anairé_oo

Sui t abl e i ner ol re xa dr su gxane,
cac PASE‘ﬁBx_G Bv%?engy <(F)?forl na %%ﬁ o

petrol eum et her benzene, uen ‘or °X ydr ocarJE)ons such
as trichlor oétlhsﬂr@rre) di Ql’d@éﬁ’r oroFet héheluemlb@‘ﬁh@?ew a®¥ okt Heuoxdt or of orm

or di chl pgonet FangrAal cohol s sughoag;wel,Bapal , ethanol 3 Hs@psopsrsl
n- pr opanol , 38 n- but anal or tent-bufanol: ethers such as di et hyl et her,

di i sopropyl étHer ™ HetrRFdroFr #n 4 PAE LG LHOSRETEPXYgl ycol ethers such as
et hyl ene gl ycol rmnorrethyl or nonoet hyl ether (rrethyl gI ycoI or ethyI

| | hyl, | h UG 2002
Lol oo soon e gl Yo Buptt TRl Ay ! e EELIIY) methiafd 1 S SchORY

di met hyl acet a:mcd@p@n_tchxyetdxyllfsmptmmoat@ (TMF); nitriles such as
acet oni tg!s' eq#s%fﬁél_fgﬁéui%'ﬂ?a@rgk@?&ﬂ!g r%QLiEQBétdﬁr %¥ nitro conpounds
as et hyl

such as ni fronmethane or nit enzene; esters suc acetate or
m xtures of the solvents nentioned. Conpounds of the formula |I can

furthernore ke qht %ﬂrﬂ.ﬁﬂex@bﬂyﬁ%@“t' g C@Irpoyﬂdsrofz theyci:.ewma oMMyt h
conmpounds 10 of thé formnu b\g Y arule g ftartlng ounds, of the
formul ae |V &5 v dPa: knBhhY LFALRR onpoUntRa bEY {#BLEQr mFLe HeY LaBiRAown, for

exanpl e, froml@&llﬂ»&l&&l&@ganhﬁqot hey aNECOafkikhown, tHEgOcanldellyEpar ed by

met hods V‘"ﬂn%pd 115 Thu h |on of
1- benzoy#?etra dr op§/’r| dazi nSNH$ zfcyl%rl%?ﬁl , 'S desleTFlC 08”‘?41 . Med” Chem
38, 4878 (199@}30cwcdoeﬁécydorrpm¥@s adfkyrloramﬂ g ladkladiam hax@ enes a 20

preactivat ed ggar k)| ifeBCiths Prei@f Y o a Kef boxyAh&. achgrvodi ger1Jhe
reaction of the co unds of the formula IV. with conpounds of the fornula V

takes place BFGEHEH ysameR 25 tondPronsMeFBPAY Y ng YT PHe r REPRPRY -
tine, terrperatusro@mpdaml vmmtoza;s i pedestyi, bété}f}droiyheofeaiﬁdm;@'f tde

conpounds of i 0 n of r"‘#c% I The reaction
of the c%rrpounds ‘0 C%P rrz:]y{)&El 1% Um&%# g% N&gﬁ{ o?’ t fc(k){r(rkrﬁf’a V t akes
pl ace under {The srapfﬁbl@ndﬁitwcﬁwspaethwlc@r%b prefesablyoAnt ithe Yenperature

and sol vents ga$dss td@scldhed d ohdnla Keagtion of the the formula Il with
conpounds of the 30 A base of the forrmula | can be converted into the

associ ated acid addition salt using an acid, for exanple by reaction of

equi val ent amduntiss of prie€drasayandadkyl he asigldallan i neatlkealktentosuch as

et hanol ?@d ﬂ% %%yyc H%rﬂrlo%avEOSSIbkgeaCIanLgﬁgghlSlndlcated
beforehand. R* is particularly preferably alkyl or

cycloalkyl.

The radical B is preferably an unsubstituted phenyl
35 ring or a phenyl ring which is mono- or polysubstituted
by R®, where R’ has one of the meanings indicated
beforehand. B is further preferably phenyl, o-, m- or
p-methylphenyl, o-, m- or p-ethylphenyl, o-, m- or
p-propylphenyl, o©-, m- or p-isopropylphenyl, o-, m- or



35 reaction are in particular those which yield physiologically acceptable
salts. Thus, inorganic acids can be used, e.g. sulfuric acid, nitric acid,
hydrohalic aci ds such as hydrochl ori ¢ acisd -or hydr obr oni ¢ aci d, oAbkl c
aci ds such as - 12 3 0 AUG 2002 orthophosphoric acid, sulfanlc acid, and

furthernore o g art| | ar alj_phat i Lphatlc
oic_ gﬁtgf éHyE c‘lr’ W-phat g, . Cd%’ﬁ $m eacrrg)l

aromatic or teroc no- ybasi ¢ car boxy fonic
sul furic aC|dsmlEOQhGEY1ornpc,acm& et ie- %kttpp¢¢@$10n|@ aci &~ piozal i c

aci d, d'ethylﬁcﬁ%8?0§§bﬁen | oRjC &gl dorSYLadtnG@pHdn i Melic ACi &y

funarlc acid I C acl [acti'c acid, fartaric-acid  malic aC|d citric
acid, gluconi®- ﬁéhﬁxYE§€%Y%rc°aC|ﬂ‘ RFc BriLAPRTEPHYPREBNiLe 0 ni &-aditd, 10

met hane- o ephpiaeskibrahgl Aciod, eh-hangdi pHfedmtiosydbicthyl, o-, m- or _
2- hydroxyethaneﬁulf ni c_acid, benzenesulfonic, acid, toI enesul foni ¢ aci d,

napht hal enenpRoRSERHCFIPREY bni € aciBs, CAnP TIRAXAL Y acPd: &l'ts with
physi ol ogi cal pytuhateepbmbtey aohdsyle. 9-,pinct abeSp- G&nothheny$edcﬁqr t he

i sol ati on and/or urlf f the conpounds of O t he
other hand, if d&s |Fééﬂﬁ§#(§h as@s’ o t%% b}$§b$ﬁ 2N also -

| i ber at ed fronrthepfasa¢Ykam4m@pQ®n%hses ¢e. g. rmodlun:orgmxsmﬂﬂqmml—

hydr oxi dq(pr éﬁgb?ﬁn 9£m9198§ﬁé13§"f‘ carg)_onatgl)_ Tgp |rbvq.({ge teéb qorn jates to

conmpounds of their phéSl0|Oglca|| accepta I'ts and
25 sol vat es adMEREPRENEhHt SO/ THY | PVeRrEGR2BRSE ey é@lﬂépbéﬁﬁéunﬁs of the

formula | andmtheiok p@#méﬂhuﬂyaaﬂnbﬁymamyﬁﬁﬁnéﬁyﬂts @nd SQLvabgs 25
phosphodiestergﬁe | V_inhi # i vegﬁ%gp furt { tes to
the use of thE& Sﬁ%ﬁﬁﬁﬁgn% aThﬁo? ?ﬂ% a | i th@F? ?2 %Io% alrly
accept abl e salié-andl dr- soly&-es Bok- therprb,oﬁjro:lnlmtmflgﬂ'tmryﬂaceat i3cal

preparathgps SR pagg%pulaﬁ En aa?qg_Sgrchgn%c?gh OXYékéﬁPf c%ngectlon

t hey can be brought i'ntd a“sui tabl’e dose fofm I"éast’ one
solid, |iquid2afhd/ or2seniliZqéid edetpi edt o}, Znddiivenortrenylf Eppropriate,

in combi nat | og with pne or onye fyrybersacti v cOPUMsheny3 02A8K 2002 -
13 The invention’ furthernDre relates to gharnaceutlcal preparatlons

conprising fofnfita % and/ rboned of - 5°%af t 3~ AHBPBROEGPRER®L: 10 15 20 25 30
at | east one conpound of the its physiologically acceptable

20 The radical Q 1is preferably absent or is preferably
alkylene having the preferred meanings indicated

beforehand. Q is particularly preferably absent.

It is true of the entire invention that all radicals
25 which occur a number of times can be identical or

different, i.e. are independent of one another.

Accordingly, the invention relates in particular to
those compounds of the formula I in which at least one

30 of the radicals mentioned has one of the preferred
meanings indicated above. Some preferred groups of
compounds can be expressed by the following subformulae
Ia to Ic, which correspond to the formula I and in
which the radicals not designated in greater detail

35 have the meaning indicated in the formula I, but in
which

in Ia R! and R?® are each independently of one another
OA,



These preparations can be used as pharmaceuticals in human or veterinary
medi ci ne. Possi bl e excipients are organic or inorganic substances @hlch are
suitable for enteral (e.g. oral) or parenteral admnistration or 3 B UG 002
application and do not react with the novel conpounds, for exanple water,
veget abl e oil s, benZé al cohol s,. a%g glyycol's, polyethylene glycols,
glycerol triacetate, “gel atin, carb grates such as | actose or starch
magnesi um st earate, Balc and peﬂﬁoleUﬂljeph¢DYHn parinaul awhithbl etiss

pills, coated tablets, capsules, Ropder: %ut%@?%%'%%bs%XEgE%d E&I@@S or drops
are used for oral adnlnlstratlon suppositories are use or rectal

adm ni stration, solutions, preferably oily or aqueous solutions) and
furthernore sugpegsi ﬁnsan&n&ﬂ si gRe eradhml nd@n® 145 fife RATAMHSY al

adm ni stration, and ointnents, creans or ers are used for topica

appl i cation. The novel conpoundQAcan also be | yophilized and the

| yophi | i zat es obt ai ned used, fOﬁsenammb&enEOEnﬁhe production of injection
preparations. The prgparatlons i.ndi cat ed cg steLiIized ﬁnd or can
contain auxiliaries Such as | ubricant$, s@V at i V&9 st aBi't F2er s “ahd/ or
wetting agents, enulsifiers, sahmsubemlaMkedtpmgsubet¢5nmeﬁcbpr8§sure,

buf fer substances, colourants fl avouri ngs and/ or one or nore further
active conpounds, e. g, one or nore vitam ns. The conpounds of the fornula I
and their 35 Bhy%FoIBgl@%dIW ace&pst vgetdert sOakd2sét vent s can be enpl oyed
in the control of digeases in wWhisChrarnitnghgase in the cAVP (cyclic
adenosi ne nonophosphate) |evel | eads to |nh|b| ion or prevepntion of,
inflanmation and to Ruscle rel aX&io® TheREBEL v iT#fiDi t oF82Ch. 148 3 ¢
AUu 2U02 according to the invenunenbead the edavti substhyutiedf bl RA. t he
treatnment of allergic diseases, asthma, chronic bronchitis, atopic
dermatitis, psoriasis and other skin diseases, inflamuatory diseases,

aut oi mune di $oederegnpdirgischofis thieorf aaxams elr hedneabial shehrdttaxtinaul tipl e
sclerosis,; O QUBsﬁaﬂbéEa%r di,abet o3 JRIrkiids AUl AHALIR (Hdddred
osteoporosis, transplant rejection’reactions, cachexia, tunour growth or
tumour net ast BYi Setheesi KNQENTRSY dFSer ECH, AR HFDsEPEFBH3Ped24TadReAl DS,

In ]Ehi Sblconnggs.iceﬂata,sea_(euge tike @L@%e&@ga@@cmsﬁlkﬁgsheht Y g—rb(ﬂjl‘éri—on arfe
preferably adpinistered. i 0ses _correspon t he co nd yolipramo
bet ween 1 andw%BESOO&ﬁgPOEﬁnpagFFcuIgpa%eﬁﬁégﬂ Qﬁ@ foo ¥ﬁ§¥{ unit .
The daily dosé@rganpref €habliytivelweeGeap@-ThirmteeMerQa@?2 amiuﬂlggwﬁg of
body wei gh . IQﬁeﬁgeqﬁae&d sectebneath PG JRPERdS: OREXG, iy all
sorts of factors or exanp e on ﬂe eft1cacy of t e 20 specific conpound
enpl oyed, on FHétaﬁ ée Body Q%ﬁgﬁﬁacﬁeﬁEFaF@§F&P§e§fIﬂﬁﬁt?ﬁnoﬁkﬁﬁet§ex on
the diet, on imhaetiife tﬂﬂds I Q& et a:dlmlramtsr aiHioh &el RRolhepexcrkd,i on
rate, pharnamﬁ %lcak |nat|o on_the sevgr%%x of the particular

di sorder to whFch™P m§§ fﬂ%?gp eﬁﬁpﬁpegreffﬁf @hfhtstration is preferred.
Above and below all tenperatures are indicated in C In the follow ng
exanpl s,15 CUShOMHeY IO RAGLP MRS ehimBEEESTAr Yoo WRYET Fis dfag the
m xture is 30 adjusted necessary, depenélng on the constitution of the
final productave a M of MeanAEES 2 LRALABLEANnd AXY r aRRBELIGREAT et HyIe
acetate or dlﬁhggégggahﬁgghlhgg orgaBkeefhase i s separated off, dried over
sodi um sul fate and evaporated, and the residue is purified by 35

chromat ography on silica gel and/or by crystallization. 3 0 AUG 2002 - 15
Exanpl e 1: A 3ol uth®n cofmpbuhdg 06f the formulae III and IV, Q

1- (3 am 3-.ef hox X tetrahy, i dazi ne
, SRR IR bl o, S

1- (3 nltrobenpﬁyﬁ?rabés prhpxyernenerhbuyphengl) 1, 4, 5, 6-t et r ahydr opyri dazi ne
, mp. 173, in 150 M of tetrahydrofuran in the presence of 3 5 g of Raney
ni ckel at roomtenperature) and 0.6 m_of pyridine_in 10 _50

acetonitrile Ps tPedt®d SAMAPURIS Plofthe choErebaszEif EHinVI'délaénC]:}qul rred
for two hOUfSprEEér&@HVﬁ@hnllﬁgrseE&\éﬂ.@a&;@@tﬁﬂllfl%leduﬁslély\DBkedOHp dJmm the

custonary nner. After g a|EI6§tI0n

N (3 (3. Ghox(. FeREEHORyBREREEFL 29408, 6206Pr anydr o 15

pyri dazi n- 1-yl car bonyl ) phenyl ) - 4- chl or obenzoyl 3- carboxam de, mp. 236, is
obtai ned. The followi ng are obtai ned anal ogously by reaction of

1- (3- am nobenzoyl ) - 3- ( 3- et hoxy- 4- net hoxyphenyl ) 20
1,4,5,6-tetrahydropyridazine with 3-nitrobenzoyl chloride

N- ( 3- ( 3- et hoxy- 4- nmet hoxyphenyl )-1,4,5,6

t et rahydr opyri dazi n- 1-yl carbonyl ) phenyl ) - 325 ni trobenzoyl - 3- car boxani de,
m p. 160;



Wi th 4-nitrobenzoyl chloride N-(3-(3-ethoxy-4-methoxyphenyl)

1,4,5, 6-tetrahydropyridazin-1-yl carbonyl ) phenyl)-430

ni trobenzoyl - 3-carboxam de, mp. 255; wlth 4-net hoxybenzoyl chloride

N ( 3- ( 3- et hoxy- 4- net hoxyphenyl )-1,4,5,6 30 AUG 2002

t et rahydropyridaz n-ds vl £anhongd JanerddsA% &t by Reergy! - a3 byxam de,
m p. 206; with 4-nethoxybenzoyl chloride r - 16

N ( 3- ( 3- et hoxgref epalpbny phekky Y sul Zomy et r afigirisiyr i dadi n- £yl é&oB6ényl ) phe

nyl) - 4met hoxyperzoyl st ar bpxap, dsul BbRy1849) 5 wrth 4+barzaylonchloakni de
N (3- (3-et hoxy-4- rret?\ox}flghenyl 1:ﬂ-’l, ?1 5, %Yet%g?wdr opyri dgg’iqn- 1- Olngalroggnyl ) phe
nyl ) benzoyl - ¥ H¥kani 8210m pC 20RLOME wi t PBRESHRRAY or oBBRZBYI chP&ri de

N- (13- (3- e5hoxy= o TRt HOXFORETVKY r 1, 4arkd 6tfiradesdr epyd dazinaphthaaamnkonyl ) phe
nyl ) -3, 4di chl orobenzoyl - 3- car boxam de, mp. 177; 15 with
4-trifluor oneT i FERYRY) chi ori de

N- ( 3- ( 3- et hoxy- 4- met hoxyphenyl )-1, 4,5, 6t etrahydropyri dazi n-1-yl car bonyl ) phe

|)-4trifl |- 3: kd 4 207; i
27 chi or obenzogte choF LaRe N T REPRoest aleal kB, piln, Alst bR formea
1, 4,5, 6-t et rahydrdpyi dszich- 1thatartdewy| FseenpPb)f- 3tdd brod@nAoydm 3tbegr boxami

de, mp. 1321 o.M & 4l UFODERZOY L nfrBOELESY reacted further to
N ( 3- (3- et hoxy- 4- net hoxyphenyl ) -1

4,5,
t et r ahydr opyr$ 6 e - SPRRWaRS | 9hhers | Feumelarbbenzoyl - 3- car boxani de, m p.
236; 30 W th dnbyhexybengpyhald,origde is possible to carry out the
N (3-(3- et hoxy-4-met hoxyphenyl)-1,4,5,6
t et r ahydr opyr %I%Cz‘?hqli-’?/%l%%‘?’b%%yl ) phenyl ) - 4but oxybenzoyl - 3- car boxani de, m p.
123; 35 with 4-pentoxybenzoyl chloride ~ o au~ zoot

N (3- (3- ethoxy- 4- nylJ - S. &5 tety
hydr opyr?L azﬁ}}el- ;%:@%%ﬁ@% p‘#}%n;‘?}?‘% 4-%ent olxasbelnzgﬁn- 3(P§ret\)£§xr§r]%l e, br% p.
145; T obtained by reacting compounds of the formula II with

compounds of the formula III.

The starting substances of the formulae II and III are
20 known in some cases. If they are not known, they can be
prepared by methods known per se.

In detail, the reaction of the compounds of the formula
II with compounds of the formula III is carried out in
25 the presence or absence o0f an inert solvent at
temperatures between approximately -20 and
approximately 150°, preferably between 20 and 100°.

Suitable inert solvents are, for example, hydrocarbons
30 such as hexane, petroleum ether, benzene, toluene or
xylene; chlorinated hydrocarbons such as
trichloroethylene, 1l,2-dichloroethane, carbon
tetrachloride, chloroform or dichloromethane; alcohols
such as methanol, ethanol, isopropancl, n-propanol,
35 n-butanol or tert-butanol; ethers such as diethyl
ether, diisopropyl ether, tetrahydrofuran (THF or
dioxane) ; glycol ethers such as ethylene glycol
monomethyl or monoethyl ether (methyl glycol or ethyl
glycol), ethylene glycol dimethyl ether (diglyme);



* 17 with 4-ethoxybenzoyl chloride N-(3-(3-ethoxy-4-nethoxyphenyl)

1,4,5, 6-tetrahydropyridazi n-1-yl carbonyl ) phenyl) - 4et hoxybenzoyl - 3- car boxam
de, mp. 174; 5 3 0 AUG 2002 with 3, 4-doaethoxybenzoyl chloride 30 AUG 2002
N (3- (3- et hoxy- 4- nethoxyphenyl) 1,4,5,6-tetra

hydr opyri dazi ca yl)ph , 4- di enz -C xap]. de,
hydr opytl daziitLadecachon bagesgzgepc ﬂgoﬁ%e%ttg%xe, .Q&{iaés @mﬁam
N-(3-(3- ethoiyﬁﬂaﬂeﬁhoxymﬂﬂmﬂghyﬂataidmldﬂreiOr dimethylformamide
hydropyri dazi fygn ¥l PRGN ) ELByLbeRzoyl Sarhonamdeudn P 115
15 with 3- netho;gbeﬁ?%gffy%%or? i g?B et hoxy- 4- net hoxyphenyl)-1,4,5,6
t et r ahydr opy@isd 4mﬁth4c§P%§ﬁ¥F§9hé SPanﬁ¥ﬁﬁ®béﬁ@E9PDQSC£M&%G#ﬁde

mp. 161.520 EXadRlef ndneA o9 UhieRoBEntehed OEsters such as ethyl
1- (4- am nobenzoyl ) - 3- ( 3- et hoxy4- neth xyphenyl ) -1, tetrahydropyrlda2|ne

, mp. 25 15BFORESE RFbMeypreEs Aty e Fyd 6&&&a¥@8&18Pe
1- (4-ni trobenzoyl) - 3- ( 3- et hoxy- 4 nethoxyphenyl)l 4,5, 6-tetrahydropyri dazi ne

, mp. 1590 n_150 tetr ran in resence of .3.5. f Raney
ni ckel at ro “P@ 1'léi:’gat e']"h%n ?rl ofca yrfltj“lcfecﬁP m}?rfoe%eo ?ﬁ’t%ﬁ‘rgeg
acetonitriIehmsnaaﬂnanVWQmpdhﬁdg of #hei tfeabedzoylV ofil Wr | cempeahds i rred
for two hgurs.¢ I%% L ¥Rt ks renoved and the residue is worked up in the

cust omary nmanner. After recryst allizati on,
N- (3- (3-et hoRf- & nEBhExy ey FFRIt NG COMPONARFdref thes formulae IV

p%rl dazi]I n-1- f(‘a@ardbquyh}eh%ﬁm4 m&rﬁa ?éQMHs4Qﬁf b@x@ngeemuurgp 1v2|3e?>fel S| o
(r)e:[ag![ ingn' of known or0 ee\{am% ZOOZIfr'I;)me D 9OéM3r}q SaJQe. © ttat'l_l'?gy a%.[]g ngous y by

1- ( 4- ami nobemknowin), - &ﬁ@@»etﬂmxX}4nmﬁﬂﬂmeﬂym@em¢khbd&,&n6WMepeah¢énopyr|da2|ne

E—?%t?34egﬁgﬁé' beQﬁh hgg; 31%949% %—?e?zoyltetrahydropyridazine
hydropyrldazﬁnul ykcmpbenyh%phéﬁ?t?lbeﬁeﬂhbxybeﬂzéyI4ﬂvaﬁbo%§nld%87%1p

201; 10 mnth( 4+ qorobenzoyl chl ori de

N ( 3- ( 3- et hoxy- 2 met hoxyphenyl )-1,4,5,6-tetra

hydr opyri dazi n- 1- ylcarbonyl)phenyl) 4-f 1 uorobenzoyl 4- car boxam de, mp. 193;

In the compounds of formula V, the radical -CO-L is a
20 preactivated carboxylic acid, preferably a carboxylic
acid halide.

The reaction of the compounds of the formula IV with
compounds of the formula V takes place under the same

25 conditions, relating to the reaction time, temperature
and solvent, as 1s described for the reaction of the
compounds of the formula II with compounds of the
formula III.

30 A base of the formula I can be converted into the
associated acid addition salt wusing an acid, for
example by reaction of equivalent amounts of the base
and of the acid in an inert solvent such as ethanol and
subsequent evaporation. Possible acids for this

35 reaction are in particular those which yield
physiologically acceptable salts. Thus, inorganic acids
can be |used, e.g. sulfuric acid, nitric acid,
hydrohalic acids such as hydrochloric acid or
hydrobromic acid, phosphoric acids such as



15 with 4- benzoyl chl oride N-(3-(3-ethoxy-4-nethoxyphenyl)-1,4,5,6-tetra

hydr opyri dazi n- 1-yl car bonyl ) phenyl ) benzoyl - 4- car boxam de, m p. 18f A\%gZWZt h
4- chl orobenzoyl chloride N-(3-(3-ethoxy-¥ net hoxyphenyl)-1,4,5,6 %t

"hydr opyri dazi n-1-yl car bonyl ) phenyl ) - 4- chl or obenzoyl 4- car boxani de) m p. 200;

ﬁf(gntg 2tﬂgiéggﬁﬁég%%§ﬁgﬁfé'q3in4 gu&f 1c acid, and furthermore
hydr opyri dazi exdaylcar &ongt) phenyl Pastncuﬂeben@dymacté.mox@lﬁi@ev)clmm. 233.

30 Exanple 3: on o
3- (3, 4-di net hoxgﬁﬁpﬁ?ﬁ élééi{l%‘?r ahydpr opyr |ecFazr|oncgc|lnlC15O TR0 THE i s
treated with Pobvbasbe porhesyliir: esuUSONAXi R apidl BB EE | ﬁﬁédsf o€ .20

mnutes. % 44fanﬁic3a@§azoxb@ﬂeoeemaoybr%hemeeaaae agddediard glche,m xture
is stirred at _roomtenperature for 10 hours. The solvent s renoved and the

residue i s woRkRERYFRAGPEIPe afdfonmrfeheher. acid,  'succinic  acid,

N-(3-(3, 4-di npixh@xy@haayh) lflﬂndislfbt&&Iﬂhyd\théiti dzidy, lac#9c AQSAUG 2002
1-yl car bonyl) | - 3- car_bax s _obtained., The

he
Tol 1 ow g ar SoRETEH T RERAr JEBISFy B eact e pposdr” o1ic8Rtd 28,
3- (3, 4- di net hazxgptiehy| ) atid, 5, Gritestodadiydr opyid dazimenwcbhinic acid,

ﬁ_gg ?Sd dlnE% %%ﬁ%ﬁg%}a§E§8§8E62¥BEEEL%EEQe ethanedisulfonic acid,

pyri dazi n- 1- y2cay @myyeyiplh@m%ql@om@u rr@tch@xybe}ﬁﬁ@wn@a@lf:@mi)@xamcdd m p.

183, with 3-(3 8@1@&&@@@%@&$i@”1nOQﬁﬂ&QY' chl i@ a1l enemono- and
N-(3(34d|rreth heny 56tetrahydro

pyri dazi n- 1- ytr €& 3%héﬁ§*$if> 3886 AR fuE i rasi ox SfT 88, WHtH. 171,
Wi th 3-(3, 3- chhps DHESF DY ) By uﬁae_aépylab@.bl @dides, e.g. picrates, can

N-(3-(3, dlrrethox he tetra

pyri dazi ﬂ51 y}P%aPﬁ\éﬁy é%’ﬁeﬁé‘le tolrodbe%gg%r PASE Fem RE HPs 172,
with 3-(4- nethomg@mmd@ydﬁame\ob@rm@l/& Ehloride

N-(3- (3, 4-di met hoxyphenyl)-1, 4,5, 6-tetrahydro

pyri dazi n-1-yl car bonyl ) phenyl) - 4- met hoxybenzoyl - 3- car 25 boxam de, mp. 203.
Exanpl e 4: An@no§bgsiqLhar Erandl e 1f, defidast | owWrag faee dmsasedt byhso

reaction of 1f&f1m@m n@be:razpyah)sc?) b8- 1S9RLARGYY from their salts with
4- et hox;g%hen 6-t etrahydr opl%/trl dazi ne ut oxybeg I‘\(/1I chl ori de

N-(3-(3-i opr%%%&?/ Aen‘ét hERSBHENYYY) 9?%“6“‘35}‘3’5”"1 € or so
t et r ahydr opyrpdezsai dmytaandoayt) phenyl ) - 4but oxybenzoyl - 4- car boxam de, m p.
161C, with 4-ethoxybenzoyl chloride

The invention also relates to compounds of the formula

I and their physiologically acceptable salts and

25 solvates as medicaments.

The invention also relates to compounds of the formula
I and their physiologically acceptable salts and
solvates as phosphodiesterase IV inhibitors.
30
The invention furthermore relates to the use of the
compounds of the formula I and/or their physiologically
acceptable salts and/or solvates for the production of
pharmaceutical preparations, in particular in a non-
35 chemical way. In this connection, they can be brought
into a suitable dose form together with at least one
solid, liquid and/or semiliquid excipient or auxiliary
and, if appropriate, in combination with one or more

further active compounds.



- 20 3 0 AUG Z002
N-(3-(3-isopropoxy-4-nethoxyphenyl)-1,4,5,6tetrahydropyridazin-§gyh@ﬁﬂ@fnyl
) phenyl ) - 4- et hoxybenz oyI-4-carboxam'ge1 mp. 171C, 5 with benz i de
'N—(3-(3-isopropoxy-4-nethoxyphenyl)-1,4,%,6tetrahydropyridazin-l-ylcarbonyl
) phenyl ) - benzoyl - 4- car boxam de, mp. 220C, 10 with 3-nethyl benzoyl chloride
N- ( 3- (3-i sopropoxy-4-net hoxyphenyl )-1, 4,5, 6tetrahydropyri dazi n-1-yl car bonyl
Lphenlyl ) - 3; ”FhBYLbﬁﬂénle%ﬂﬁ‘ §@ﬁ€1@ﬁfq‘(ﬂ%ﬂéé FePatdd6Go i@)ﬂ%lﬁﬁhceuhtica}l)
-cycl opent yl oxybenzo chl oride |, - (3-j sopropoxy- 4- nmet hoxyphen
1, 4,5, 6-t et r BRFBRERYH aazi%@mmoﬁ§| )]pﬁ?%l gaecﬁq%ﬂl 8§y5’é‘+?zoyl -4-¢

ar boxam de, fopmulB3C, a2 Mirt horde | 66PLEBOHISADAYyicdalldki decceptable
N—(3-(3-H§opro gxy-4-7€thox¥§hen%l)
1,4,5,6-tetr5ﬁ$ PopYf 852PREY2FFEar bonyl ) phenyl ) 4-i sopr opoxybenzoyl - 4- car bo
xam de, mp. 183C;, 25 with 4-propoxybenzoyl chloride
N-(3-(3-isop y-4- et yphen .

E‘ﬁggé @éﬁ%ﬁ% ¥5}1 be | }‘Bﬁgny‘ﬁ APharmaceBtlcal

1,4,5,6-tetra ropyridazin-1-yl carbony propoxy gnzoyf-ifharboxam
i de, mp. 17h@naBo Exanptersnazmamegogsne t PE@Hple excihéendkl @wieng are
obtai ned by begghhencef ikdrdraAliNOhESRNdeB- ki3t SN CheBERLY @K e for

- -1,4,5,6-tetrahyd I dazine 35 with 3-nethy| benzo
ghrgﬁrgéxpheg%téral ’(é.g.635;2£% r%gyrﬁagenteral administrag&on 09/

N- (13- (3- cycl epphtyl Oappi-ieidioty paaay|dd, 4ok, bréett ahydmopyné dazive1l-yl carb
oyl pheryl) SeBbixhpencaul - SERIa oot MigetiiSe oirél il
N (3-(3-cycl apenhyplexy- &kt hang pheidyicplss, 5, el eerahyemepyrgldazilis-, 1- yl car b
OnyI)phenyl)glycerol triacetate, gelatin, carbohydrates such as
15 lactose or starch, magnesium Stearate, talc and
petroleum jelly. In particular, tablets, pills, coated
tablets, capsules, powders, granules, syrups, juices or
drops are used for oral administration, suppositories
are used for rectal administration, solutions,
20 preferably oily or aqueous solutions, and furthermore
suspensions, emulsions or implants, are used for
parenteral administration, and ointments, creams or
powders are used for topical application. The novel
compounds can also be lyophilized and the lyophilizates
25 obtained wused, for example, for the production of
injection preparations. The preparations indicated can
be sterilized and/or can contain auxiliaries such as
lubricants, preservatives, stabilizers and/or wetting
agents, emulsifiers, salts for affecting the osmotic
30 pressure, buffer substances, colourants, flavourings
and/or one or more further active compounds, e.g. one

Oor more vitamins.

The compounds of the formula I and their
35 physiologically acceptable salts and solvents can be
employed in the control of diseases in which an
increase in the cAMP (cyclic adenosine monophosphate)
level leads to inhibition or prevention of inflammation

and to muscle relaxation. The PDE IV inhibitors



5 4-net hoxybenzoyl - 3-car boxam de, mp. 194C, wth 4-phenyl benzoyl chloride
N- (3- (3-cycl opent yl oxy- 4- met hoxyphenyl) 30 AUS 2007
1, 4, 5, 6-t et rahydropyri dazi n- 1-yl car bonyl)%bhenyl ) 10

‘4- phenyl benzoyl - 3- car boxam de, m p. 140C. Exanple 6: Anal ogously to Exanple

1, the foll ovwipgo2aEngbtadl Natk byndént east ich e particularly useful
1- ( 3- am nobenzoy

di et e tetrah ropyrldazme wth
4- chl or obenz oyt E%?Fortlr(?@tﬂ-eﬂi (@gﬂ}%%%iygﬁﬁﬁ%ei 4‘3‘§¥ rsgic
hydr opyri daZiBrdn&hﬁﬁibpnat&)phengléirmétﬁbllQr obeozﬁmbig aaab@xanmzd%mm p.
152C, with 3-pitrobenzo hI oride N- heny 1, 4,5 6-tetra2b
hydr opyri dazi A*3S§FEar béWl PEREREY- 3‘(%?%? sénz39P ‘é?ﬁmgérﬁodjéserﬁ\’p.
105C, with 4- @ud:bxyema,nzc@dr ckekempde Nefi@uifidtdidi ethmxyighieny!| mil4iplée tetra

30 h d d h t | -
20,00 BT SEEBe g gt deds ey -t besgr e

N-(3 (3, 4- di eehosypheng| cpl48s6- tagtrABRN@SBS transplant rejection

pyri dazi n-1- yheag boguk 7nheBykheds 6t hoxyhanany! -éﬁ&m@xa%ge Buphout81C.

Exampl e 7: - UO 2002 Anal og ousl le 2, the followi ng are
obt ai ned by r@%E??Eﬁst sepsis, memory sorders, atherosclerosis

1- (4- am nabengoyl AxB8s( 3, 4- di et hoxyphenyl )1, 4,5, 6-tetrahydropyri dazine 5
wi t h 4-chl orobenzoyl chloride N (3-(3,4-diethoxyphenyl)-1,4,5,6-tetra
hydr opyri dazi n- 1-yl car bonyl ) phenyl ) - 4- chl or obenzoyl 4- car boxam de, m p.
195C; 10 wit hI3- nhtisobmnzmdticid,oraslea rule the substance according

N-(3-(3,4-dietho h 5 ar honyl.).phenyl ) -
3- Eu tEobenzoyf’g )ééfgb%(q?éndélolh a?eZ%grg%%ﬁo\M@ ultnsoée%e&nz%{lzl 'E?%)ﬁl)e%“ de
N-(3-(3,4-di e@%@;@%ﬁ@ﬁ?ﬂ}gltq 5he- cempgund rOllpram of between 1 and

hydr opyriiazi fiod- ¥ carikpnyhrphenyhy - Ldrideny benzayd 4108r hgxapede aoPed-
03C, unit. The daily dose is preferably between
approximately 0.02 and 10 mg/kg of body weight. The

specific dose for each patient depends, however, on all

sorts of factors, for example on the efficacy of the

20 specific compound employed, on the age, body weight,

general state of health, on the sex, on the diet, on

the time and route of administration, and on the

excretion rate, pharmaceutical combination and on the

severity of the particular disorder to which the

25 therapy applies. Oral administration is preferred.

Above and below, all temperatures are indicated in °C.
In the following examples, “customary working up”
means: 1if necessary, water is added, the mixture is
30 adjusted, if necessary, depending on the constitution
of the final product, to a pH of between 2 and 10, and
extracted with ethyl acetate or dichloromethane, the
organic phase 1s separated off, dried over sodium
sulfate and evaporated, and the residue is purified by

35 chromatography on silica gel and/or by crystallization.



20 with 4-ethoxybenzoyl chloride

N-(3-(3, 4-di ethoxyphenyl)-1,4,5,6-tetrahydro AUGgmz
pyridazi n- 1-yl car bonyl ) phenyl ) - 4- et hoxyhenzoyl - 4- car boxam de, nlp 176 25
‘Wi th 4-net hoxybenzoyl chloride N (3-(3,4-diethoxyphenyl)-1,4,5,6-tetra

hydr opyri dazi n- 1-yl car bonyl ) phenyl ) - 4- met hoxybenzoyl 4- car boxanm de, m p.
192C. 30 Exaﬁﬁﬁgﬂébiigalogously to Exanple 1, the follow ng are obtai ned by
reaction of

1- ( 3-am nobengo opr QPOXy t hgxyph I 5,6-tetrahydropyrida
zine 35 mjthqg %?%8 é%nf%yﬁ' |%”?§2E Q% ~ehi %Q%E%Z%y&) 3 (5 t%o&

N-(3-(3- iSOprQWmBQhGMYHhQHMQMﬁﬂaﬁy|3r@_Uﬁﬁi&hydropyrlda21ne,

t et rahyd - e Lde, .
120”" y rgpyrrh Z'fb ut Oxy ée%%%alh%l ’Bé)) g‘éecta*i%ﬁt&e“%9&Eo§eﬁé"t9%amb@e mp

N (3-(3- |soprbpb3qnn4tm¢roz@bﬁwewﬁd 93'1€t4'1C8<}6‘4 methoxyphenyl) -
tetrahydropyri dazd ne e i SRRV )P e ASmbPt Oxypenzoyh- Srx@rboxgii de,

m p. 160; mnth nethox benzoyl chlorld

N- ( 3- ( 3- i soprioposgh WG phighy(9hey, pssgnce of 3.5 g of Raney

t et rahydr opyrmokazeh Aty&@@hbowﬁﬁqﬁmmﬁé 4404 met. lsoxy beytz oy r Bd L baxam de,
mp. 161 oW t sopeopaxyhenz chlorlde .

N-(3- ( 3- |sopr{%d§< 8{:’ OX% %}/r i. 4. 51% treated with 0.5 g of
tetrahydropyr4fmhiwrqunznulxnhd9¢m®myand4&51rred for two hours. The

i sopr opoxybe catb p 6 i | .¢ch i de,
N-(3-(3- |sop?%%%i;§2 ﬂ%tﬁ%ﬁg% gnyﬂ? Eh% %eé@d%@ %g1&gfﬁggmgy if ERE
tetrahydropyr¢%ﬁ§9mﬁq¥ylcar@@ﬁ??¥phenyl)Aﬁﬁﬂfrntroﬁéﬁfﬁ?FaéléaﬁbéQBWIde

mp. 194. Exewmf-ea Sk 1A @@fm& ahydde fol |l owi ng
are obtalned by 2 action of 1- 3 4 nethoxyphenyl)
1, 4, 5, 6- t-at r S fil‘d“a‘zli’lrféawctfﬁghlgﬁﬂ?%y’ 3

N- (13- (3, 4- di metduxtydpbemyde - m4 5,8630, is obtalned
tetrahydropyrlda2|n 1-yl car bonyl ) phenyl ) - 4et hoxybenzoyl - 3- car boxam de, m p.

| 76; with 4-butoxybenzoyl chloride,
The following are obtained analogously by reaction of

1-(3-aminobenzoyl)-3-(3-ethoxy-4-methoxyphenyl) -
20 1,4,5,6-tetrahydropyridazine

with 3-nitrobenzoyl chloride
N-(3-(3~-ethoxy-4-methoxyphenyl)-1,4,5,6-
tetrahydropyridazin-l-ylcarbonyl)phenyl)-3-

25 nitrobenzoyl-3-carboxamide, m.p. 160°;

with 4-nitrobenzoyl chloride
N-(3-(3-ethoxy-4-methoxyphenyl) -
1,4,5,6-tetrahydropyridazin-l-ylcarbonyl)phenyl)-4-

30 nitrobenzoyl-3-carboxamide, m.p. 255°9;

with 4-methoxybenzoyl chloride
N-(3-(3-ethoxy-4-methoxyphenyl)-1,4,5, 6-
tetrahydropyridazin-1l-ylcarbonyl)phenyl)-4-
35 methoxybenzoyl-3-carboxamide, m.p. 206°;

with 4-methoxybenzoyl chloride



*N- (3- (3, 4-di met hoxyphenyl )-1, 4,5, 635

t et rahydr opyri dazi n- 1-yl car bonyl ) phenyl ) -4 but oxybenzoyl - 3- car boxam de,
mp. 143; with 4-pentoxybenzoyl chloridelg -- 24 30 AUG 2002
‘N (3-(3, 4-di mret hoxyphenyl )-1, 4,5, 6tetrahydropyridazin-1-yl carbonyl ) phenyl) -
4pent oxybenzoyl - 3- caroxanm gde ._ 440 i - Py opoxybepnzoyl chlori de,
N- (3- (3, 4- di met hox phlgnﬁﬂgli,%f’g%”gy 44Reciotbbilerly BT OPOXYR8
tetrahydropyrFﬁéﬁ@%¥§r9pbé}@@ﬁymjbﬁ%h?@?bg%Ybb@&?%Ehtoﬁf-3-carboxanide,

mp. 153; 10 M@zél@oﬁyﬂ@ﬁi/&?l(yﬁ)-e@éﬁﬂéx&m@éjdtﬁ‘:p. 219°;
N-(3-(3, 4-di net hoxyphenyl)-1,4,5,6

t et rahydr opyri dazi n- 1-yl car bonyl ) phenyl ) - 4hexyl oxybenzoyl - 3- car boxam de,
m 23.3 (122. %5 m%ﬂa &H@ﬁxb?xy@lemméaechl ori de,

N (3- (3, 4-di net hoxyphen -1,4,5
tetrahydropyridazin-Eﬁyrééﬁ%bﬁgméﬁﬁéﬁymﬁEQ%@%@?%%&%EH&6§1isétarboxanide,
mp. 130. 20 &xanphediOpyBidaAlis POPPediriabogblsheny D) Iewempye-3A; the
following are i y reacti of
1-(3-aninoben%%%%?*%ﬁfggétﬁééy-%@%?hoxyphenyl)-
1,4,5,6-tetrahydropyridazine 25 wth 4-isoprooxybenzoyl chloride,

N- (13- (3- atphoxys én Mt DOXYPRESYIDedzd8v P Snloride _
tetrahydropyrlda2|n-1-y|carbonyl)phenyl)-4lsopropoxybenzqyl-3-carboxan1de,
mp. 108; 30 with 3- NhbXybeneeyb=¥rt urfeoxyphenyly-1,4,5,6-
N-(B-EBBEthoxy%ér@myﬁﬁd?pbﬂﬁaiiTJJ??fbftb%Fy%BphiFYI)—%’%{ o 4

t et rahydropyr zi n-1-yl carbony enyl ) = 3et hoxy - 3-car boxam de, m p.
142; 35 with %‘g{ﬁi%@%%%%){/f‘ h‘F% %’é%(mide' m. YL oY

N ( 3- ( 3- et hoxy- 4- met hoxyphenyl )-1,4,5,6

tetrahydrepyr.i i p-J- depg -3b zoyl - 3-car boxam de, mp.

R A R e P e e e

N- ( 3- ( 3- et hoxy- 4- met Hdx{phehye§haxw; &;ethoxyphenyl)-1,4,5, 6-
tetrahydropyridazin-1l-ylcarbonyl)phenyl) -4-
trifluoromethylbenzoyl-3-carboxamide, m.p. 207°;

20 with 3-chlorobenzoyl chloride
N-(3-(3-ethoxy-4-methoxyphenyl) -
1,4,5,6-tetrahydropyridazin-1l-ylcarbonyl)phenyl)-3-
chlorobenzoyl-3-carboxamide, m.p. 121°;

25 with 4-fluorobenzoyl chloride
N-(3-(3-ethoxy-4-methoxyphenyl)-1,4,5,6-
tetrahydropyridazin-1l-ylcarbonyl)phenyl)-4-
fluorobenzoyl-3-carboxamide, m.p. 236°;

30 with 4-butoxybenzoyl chloride
N-(3-(3-ethoxy-4-methoxyphenyl)-1,4,5,6-
tetrahydropyridazin-1l-ylcarbonyl)phenyl)-4-

butoxybenzoyl-3-carboxamide, m.p. 123°;

35 with 4-pentoxybenzoyl chloride
N-(3-(3-ethoxy-4-methoxyphenyl)-1,4,5, 6-tetra-
hydropyridazin-1l-ylcarbonyl)phenyl)-4-pentoxybenzoyl-3-
carboxamide, m.p. 145°;



+tetrahydropyri dazi n- 1-yl car bonyl ) phenyl ) - 35 hexyl oxybenzoyl - 3- car boxam de,
mp. 137; with 4-decyl oxybenzoyl chloride,
N ( 3- ( 3- et hoxy- 4- met hoxyphenyl )-1,4,5-617 - 30 AUG 2002
“tetrahydropyridazi n-1-yl carbonyl ) phenyl )-410 decyl oxybenzoyl - 3- car boxam de,

mp. 123. wth 3- —t%‘?ﬂfg%é}f){%ﬁl a yl chlori de,
N-(3-(3-et hoxmwt}- n;;et oxypheny -11?%%90

t et rahydropyri dazi n- NylZarbomhopphenyetigrephenyl) -

met hoxycar bony!| v GARBATAS - D b1 ) WHdhy 1) -4-

/ lrg 7. ]
3- et hoxycar bonyl am nobenzoyl chl ori de,
N ( 3- ( 3- et hogthRpdaTBaiTeinAdrbexem &g e -ghy dr’'ddyr i dazi n- 1- yl car bonyl ) phe

nyl)-3 20set hoxycar bonyl am nobenzoyl - 3- car boxam de, mp. 221; with
3- met hanesul f onyl am nobenzqyl c¢hl ori de, .

N (3 (5 ot hoRLER AR 2Py, ghloride

t et rahydr opyri dazi n- N-y{XxarBetHog:phadryetiidyphenyl)-1,4,5, 6-tetra-
met hanesul f ony| am e -3~ haxan o k74 it _
4- et hoxycar %n@l{gfnﬁo%ezﬁgo_yﬁ_% ori gig))ﬂ%hemﬁ) -7 %-dfrldinoxyben
N- ( 3- ( 3- et hoxacvl-retdarhgteamds - m.4.5,160°;

tetrahydggpyri dazi n-1-yl carbonyl ) phenyl ) - 430

met hoxycar bonyl am _nobenzoyl - 3- carboxam de, mp. 234; wth
4- et hoxycar bofyitam HdRARAN 2 orGideride

N- I( ;% £135),§t hoxy- 4- mgmx?mh@%bah&cyﬁbgﬁﬁ%@wﬁwuldmiszj-zsllrtxétﬁréar—gagylzggge
nyl ) - et hoxycar banyl am nobenzoyl - 3-.car.box e, . :
4 ety R A G oo S RAT e g psetivov -

N ( 3- ( 3- et hoX3r-cdbrietteondydehemylp - 1,185, 6t et r ahydr opyri dazi n- 1-yl car bonyl ) phe
nyl ) -4ac gyl am nobenzoyl - 3-carboxam de, mp. 244; 5 Exanple 11: Anal ogously
to Exanpl'é 2, the follow ng are obtained by reaction of

1- ( 4- am nobernwidih )3-Fegthanpnzy hetlHeaide

phenyl)-1, 4,5, 6-tetrahydyoprddashne M eMd:Ahaasaty1am molkenzoyl chlori de,
N (3- (3- et hoxy- 4- met hoxyphenyl )-1,4,5,6

t et r ahydr opy r AW EIIEHBHIN Y TREMATRAYddBRe Noienz oyl - 3- car boxani de,
m p. > 266; lmethoxybenzoyl-3-carboxamide, m.p. 161°.

20
Example 2:
A solution of 1.1 g of 1-(4-aminobenzoyl)-3-(3-ethoxy-
4-methoxyphenyl)-1,4,5,6-tetrahydropyridazine, m.p.
25 154° [obtainable by catalytic hydrogenation of

1-({4-nitrobenzoyl)-3-(3-ethoxy-4-methoxyphenyl) -
1,4,5,6-tetrahydropyridazine, m.p. 159°C, in 150 ml of
tetrahydrofuran in the presence of 3.5 g of Raney
nickel at room temperature] and 0.6 ml of pyridine in

30 50 ml of acetonitrile is treated with 0.5 g of
4-nitrobenzoyl chloride and stirred for two hours. The
solvent is removed and the residue is worked up in the
customary manner. After recrystallization,
N-(3-(3-ethoxy-4-methoxyphenyl)-1,4,5, 6-tetrahydro- '

35 pyridazin-l-carbonyl)phenyl)-4-nitrobenzoyl-4-

carboxamide, m.p. 233°, is obtained.



+W th 4-isopropyl carbonyl am nobenzoyl chl ori de,

N- ( 3- ( 3- et hoxy- 4- nmet hoxyphenyl )-1,4,5,6

t et rahydr opyri dazi n- 1-yl car bonyl ) phenyl 1g4isopropyl car bonyl am nobér@zwﬁ 200 ¢
*arboxam de, 20 mp. >260; w th 4-nethoxycarbonyl am nobenzoyl chloride,

N (3-(3-ethoxy-4- oxyphenyl)-1.4.5 6 .

t et rahydr opy?&i}f]&azfﬁiﬂg‘@{@%r B%ﬁyﬁ p%aelrﬂﬁca -%ﬁ%logousw by reaction of

nmet hoxycar boi (dramalreimemzoyvi-)cdr-biGeatiaey A -me t2idBcy phieny 1 ) -

4- et hoxycar bgny,l am 2« 3y ﬂg

N-(3-(3-et ho>c<iy-44%rfe6{1%xyp rc%}ﬁﬂy%rl : ,léjteet rahydr opyri dazi n- 1-yl car bonyl ) phe
nyl)-4 30 et hoxycar bonyl am nobenzoyl - 4- car boxam de, mp. 246; wth

4- met hanesul %mnﬁ_:q%g(é% SRI10rdrde)-1 &

N-(3-(3- e?how&%— met hoxyp enﬁ )-}Jl, 4,5, 6tleter ahydr opyri dazi n- 1-yl car bonyl ) phe
nyl )-4 35 net hanesul foriy-dRi 1RO -Te d8," Imép > E26Etra-. 27

Exanple 12: 3,349 rA032 ial-9aesinerka ) Brampi1g —:h1—nf,e|%?10f>®lﬂe‘?1\&io@'§1—ar e
obt ai ned by re}gicti on of, %-(3-3%1 %oa%n.zoyl )-3-(3, 4-di et hc~xy-pherlyl) 5
1, 4,5, 6-t et r ATFET m&-R-t ¥%-Fent oxybenzoyl chl ori de,

N-(3-(3, 4-di et hoxyphenyl)-1,4,5,6

tetrahydr Qpyri.dazin-21-yl carbonyl.) phenyl.)+410 pent oxybenzoyl - 3- car boxam de,
m p. 145?8Wi t%q%- p4r of;])l(%)fgg)r??ozy ]‘cﬁlh(;irOEé éj,e N-(3-(3, 4-di et hoxyphenyl)-1,4,5,6
t et rahydr opyri dazi n- N~3cdBennopyhdrpeci®rypirenydn y3e dz Oy 16-3etarboxan de,
mp. 112; w tfh 3-hyutoxhenzayl, 1chlarida, Ma3(344-sdigthgeupaenyl ) -1, 4, 5,6
t et rahydr opyr iydazi n-1-yl car bonlyyl )ph%r?%))%og&b&t oxybenzoyl - 3- ?gr boxam de)
mp. 120; wi t4rCRReRATSSfbe &yl 1881%r i de,

N (3-(3, 4-di et hoxyphenyl)-1,4,5,6

t et rahydr opyri.dazin-1-yl carbonyl).phenyl ) - 325 hexyl oxybenzoyl - 3- car boxam de,
m p. 151{Lgvm' M S AR éﬂz&%ﬂc’gﬁl i de, N-(3-(3,4-diethoxyphenyl)-1,4,5,6
t et rahydr opyri dazi n- N-3caBbenoxyhrdrylethdxpéichyly bén20¥l, 63tearhexam de,
m p. 141; Th | Qwd. anp! I I hcal ations: 35
Examl & A l%é&(yﬂpg)gl\%%z%o@%%ar%%ﬂ)tp%eﬂ%)%%%%&'l e a3

mide, m.p. ;

20 with 4-chlorobenzoyl chloride
N-(3-{3-ethoxy-4-methoxyphenyl)-1,4,5,6-tetra-
hydropyridazin-1l-ylcarbonyl)phenyl)-4-chlorobenzoyl-
4-carboxamide, m.p. 200°;

25 with 3-nitrobenzoyl chloride
N-(3-(3~ethoxy-4-methoxyphenyl)-1,4,5,6-tetra-
hydropyridazin-1l-ylcarbonyl)phenyl)-3-nitrobenzoyl-
4-carboxamide, m.p. 233°.

30 Example 3:

A suspension of 4.70 g of 3-(3,4-dimethoxyphenyl)-
1,4,5,6-tetrahydropyridazine in 150 ml of THF 1is
treated with 2.24 g of potassium tert—butoxiée and
35 stirred for 30 minutes. 5.44 g of 3-benzoylaminobenzoyl
chloride are added and the mixture is stirred at room
temperature for 10 hours. The solvent is removed and
the residue is worked up in the customary manner.
N-(3-(3,4-dimethoxyphenyl)-1,4,5, 6-tetrahydropyridazin-



- A solution of
di sodi um hydr
wat er - 28

- di spensed i nt
aseptically s
Exanple B: Su
formula | is

butter, poured into noulds and allowed to cool. Each suppository contains

100 g of an active conmpound of the formula | and 5 g of

ogenphosphate is adjusted to pH 6.5 in 3 1 of doublg-diéé'lled
0 A ey

3 0 ALK 2002 using 2 N hydtechloric acid, sterile-

o injection vials, |lyophilized under sterile conditions and

pouLesprod APRESY b a-BFR 5670 or CARPRE A cofpBund Gt ho.

fasedtaihbdl100 g of soya lecithin and 1400 g of 10 cocoa

20 ng of active conpound. Exanple C Solution 15 A solution of 1 g of an
active conpouBieoffalievimamaxe | obtgined gnpledousdii Pp9reagtipo oR2 8 . 4
8go f_N%?HP94(3,42dERQtEBQthén91ff1P@P§§Ek98t98k§@£ %P?dé?iﬁéo m  of
doubledistilled water 1s prepared. |t Is adjusted to p .8, made up to 1 1

and sterilized by irradiation. This 20 solution can be used in the form of
eye drops. Examphe3Dy30unsmRetheflPbasze{1 pamaabb¥fz 6PIPEREr 0det he formul a

| is mxed 25 with 99,5 f petroleum|el nde septic. conditions.
Exanpl e E: TabIetsN383A(gigfﬁggeBPofyngB¥£§6¥igegcgﬁbgﬁﬁﬁh% *Phe formul a
|, 4 kg of |apyps@azin2lkglobérpongl bpheayth;3042dkgethokpbenandl 031 kg of

nagnesiuqk§te§5?£§r£§i88np&g §egagﬁggive tablets in a customary nmanner
abl'e

such that” eac
Coat ed t abl et
pressed which

sucrose, potato starch, ta )

of alltiive (dofpOtMmBtBP<YREERSL huladl S aP et aFEpRYED i nt 0 hard
gel atine capspiesdapif-cuglegpbynybnpREnglch3thathedlbbneapsuecepnt ai ns 20
%ve 10 congound Fganple H: Ampoul es A solution of 1 kg of

Capsul es 2 kg

ng of th ct
active cgﬁgou

cohtains of active conpound. 35 Exanple F:

S - 29 3 0 AUG Z002 Anal ogously to Exanple E, tablets are

wltR Bh?@—ﬁ@éﬁ?@b&ﬂzéy?V§h9H85¥nHB?PeéhT6£Ddé coating of
|c, .tragacanth and colourant. 5 Exanple G

%8P fRe PoPrutall 15 in 60 1 of double-distilled water

sterile-filtered, dispensed into anpoul es, |yophilized under sterile

conditions an
conpound. 20

20

25

30

35

. ‘ | , - ‘ ¢ .
AP 57 0 o8R0 il o ot v

N-(3-(3,4-dimethoxyphenyl)-1,4,5, 6-tetrahydro-
pyridazin-l-ylcarbonyl)phenyl)-3-chlorobenzoyl-3-car-

boxamide, m.p. 172°,

with 3-(4-methoxybenzoyl)aminobenzoyl chloride

N-(3-(3,4-dimethoxyphenyl)-1,4,5, 6-tetrahydro-
pyridazin-l-ylcarbonyl)phenyl)-4-methoxybenzoyl-3-car-
boxamide, m.p. 203°.

Example 4:

Analogously to Example 2, the following are obtained by
reaction of 1-(4-aminobenzoyl)-3-(3-isopropoxy-

4-methoxyphenyl)-1,4,5, 6-tetrahydropyridazine

with 4-butoxybenzoyl chloride
N-(3-(3-isopropoxy-4-methoxyphenyl)-1,4,5,6-

tetrahydropyridazin-1l-ylcarbonyl)phenyl)-4-

butoxybenzoyl-4-carboxamide, m.p. 161°C;

with 4-ethoxybenzoyl chloride

is



14 g of active compound of the forrmula | are dissolved in 10 1 of isotonic
NaCl solution and the solution is dispensed into conmercially av%gl)@glm
spray vessels 25 having a punp nmechanismqg The sol ution can be sp to
“the nouth or nose. One puff of spray (appr oxi rrately 0 1 m) corresponds to
a dose of approximtely O, 99/ 65880 3 0 2 P EP99/ 03151
? 00 patent Caime 5 1B 13- EorbBUREEPORY CRETP BN TP ) R L. § - REN <O /)
NH-CO-B Oin u\btr:&hjadmpyrp@eﬂyﬂa 1+ PPcshbohyl sphasybpt 4 teltleﬁbcpbeﬂﬂno- or
pol ysubsti tut ed bsent Orltf)@' kyl ene having 1-4 C atons, Rl, R2

each i ndepend®hti % 5#%%@’%@?%? Bre S RQ -SO R4, -S02-R4 or Hal,
15 R1 and Rz together are al so -OCHZ O, R3is R9, Hal, O—L OR9, OPh, NOZ)

NHR4, N ( R~ or NHOOOR4 , 20 25 R~ is A, cycloal kyl
havi ng 3- 75 C atoms i %:i ene oal kyl having 5-10 C atons or al kenyl
having 2-8 C atons, A i - é13k$/ h%@@ﬁ@PqXYo41@e®%men%1 th, €ah be

substi tut ed btz’eﬂ-ré pﬁﬁ%&ilgla*%r%f%héﬁyf) ~Kénz&F104-4ar30 and

t heir physi ol ogi ca accept abl e salts and sol vates
Blxam

10 with 3-methylbenzoyl chloride
N-(3-(3-isopropoxy-4-methoxyphenyl)-1,4,5, 6-
tetrahydropyridazin-l-ylcarbonyl)phenyl)-3-methylbenz-

oyl-4-carboxamide, m.p. 196°C;

15 with 4-cyclopentyloxybenzoyl chloride
N- (3-(3-isopropoxy-4-methoxyphenyl) -
1,4,5,6-tetrahydropyridazin-l-ylcarbonyl)phenyl) -
4-cyclopentyloxybenzoyl-4-carboxamide, m.p. 163°C;

20 with 4-isopropoxybenzoyl chloride
N- (3-(3-isopropoxy-4-methoxyphenyl) -
1,4,5,6-tetrahydropyridazin-l-ylcarbonyl)phenyl) -

4{-isopropoxybenzoyl-4-carboxamide, m.p. 183°C;

25 with 4-propoxybenzoyl chloride
N-{(3-(3-isopropoxy-4-methoxyphenyl) -~
1,4,5,6-tetrahydropyridazin-1l-ylcarbonyl)phenyl) -
4-propoxybenzoyl-4-carboxamide, m.p. 171°C.

30 Example 5:

Analogously to Example 1, the following are obtained by

reaction of 1-(3-aminobenzoyl)-3-(3-cyclopentyloxy-

4-methoxyphenyl)-1,4,5, 6-tetrahydropyridazine

35

with 3-methylbenzoyl chloride
N-(3-(3-cyclopentyloxy-4-methoxyphenyl) -

1,4,5,6-tetrahydropyridazin-l-ylcarbonyl)phenyl) -

3-methylbenzoyl-3-carboxamide, m.p. 144°C;



3 0 AUG 2002 - 31 2. Conpounds of the formula | according to Claim1 (a)
N-(3-(3-ethoxy-4-nethoxypheny|)-1,4,5,6tetrahydropyridazin-l-xj@gupgmyl)phe
nyl)-4 5 chl orobenzoyl - 3- car boxam de; £b}1 -
“N- (13- (3-et hoxy- 4- net hoxyphenyl ) -1, 4,5, 6t et rahydr opyri dazi n- 1-yl car bonyl ) phe
nyl ) - 4pent oxybenzoyl - 3- car boxam de; (c)

N- ( 3- ( 3- et hoxy- 4- net hoxyphenyl )-1, 4, 5,610

t et r ahydr opyr wd&hi A-neghydbeorpl)lpkhbapk)dénet hoxybenzoyl - 3- car boxani de; (d)
N (3- (3- et hoxy- 4- met hoxyphgnyk) - vdr i A= | car bonyl ) phe
nyI)-SChIorobenzoyl-3-c§rggxé?i8%Fifge§%9gpggegsﬁ%%?bgggthélzration of
conpounds of &hé.Pefmiesrprhadeopdiragagsnclayireripayedd PhraYE)salt s,

char act erizedglpet RakyBeaompaund cafkpbRemigenuiapl | 1Bbec; R - | 1 N-N 20 Zn
which R1 and R2 have the neanings indicated, 25 is reacted with a conpound
of the formula Il L Q~\ IIl O~ NHCOBin which 30 B and Q have the
meani ngs i ndi ¢ated4apienylbdAzolli ghi6tidBr, group, OH or a reactive
esterified Ofor 5 in thata gomoynd.at,hg, far MUt AckYoRenft) == 1V NN —Q

1,4,5,6-tetrahydropyridazin-1l-ylcarbonyl)phenyl)-
10 4-phenylbenzoyl-3-carboxamide, m.p. 140°C.

Example 6:

Analogously to Example 1, the following are obtained by
15 reaction of 1-(3-aminobenzoyl)-3-(3,4-diethoxyphenyl-
1,4,5,6-tetrahydropyridazine

with 4-chlorobenzoyl chloride
N-(3-(3,4-diethoxyphenyl-1,4,5,6~tetra-
20  hydropyridazin-l-ylcarbonyl)phenyl)-4-chlorobenzoyl-3-

carboxamide, m.p. 152°C;

with 3-nitrobenzoyl chloride
N-(3-(3,4-diethoxyphenyl-1,4,5,6~tetra-
25  hydropyridazin-l-ylcarbonyl)phenyl)-3-nitrobenzoyl-3-

carboxamide, m.p. 105°C;

with 4-butoxybenzoyl chloride
N-(3-(3,4-diethoxyphenyl-1,4,5,6-tetra-
30  Thydropyridazin-l-ylcarbonyl)phenyl)-4-butoxybenzoyl-3-

carboxamide, m.p. 103°C;

with 4-ethoxybenzoyl chloride
N-(3-(3,4-diethoxyphenyl-1,4,5,6-tetrahydro-
35 pyridazin-l-ylcarbonyl)phenyl)-4-ethoxybenzoyl-3-car-
boxamide, m.p. 181°C.

Example 7:



-10 in which RL, R2 and Q have the neanings indicated, is reacted with the
conmpound of the fornmula V 15 B-CO-L V in which B has the neani ng §@dAlGagd,
and 20 L is d, Br, OHor a reactive estaified OH group, and/or in that a
“basi ¢ conmpound of the fornmula | is converted into one of its salts by

treating 25 wahh1880as1d. 4. eaRBOENds ehet Fe1felAubLa araactizdinag tR, C aim
1 and their physiologically acceptable salts %pd sol vat es as nedi canents.
30 3 0 A UG 2882CE1 0o iyountds' ormimelsdianld 1° e @ ifFvahamlt -and
thei r physi ol 0gé ¢8| byt aceepyabbpysaliasinad sol vates as phosphodi esterase |V
i nhi bitors. - 33 - 3~~~ 2~~2 6. Pharmaceutical preparation,
characterized in that it contains at | east one conpound of the fornula I
accordi ng 5t o Wi ahm ichhdt obvenney df chisrbdehysi ol ogical |y acceptable salts

and/ or one of its solvate y P roducti pn_of phar maceuti cal
prepar ati ons, characte?$z§% Z%’?hgfggﬁ%%%%%%ﬁglgf?lg'%h@ ?%?%%Ia I

accordi ng to yarepdriadaz br- bnel edrbery bhykéenry byt ¢athioneeepzedle salts
and/ or one of4its,56k¥At&s, i/, Provghscinto a suitable dose formtogether
with at | east one solid, liquid or semliquid excipient or auxiliary. 15 8.
Conpounds of the formula I according to Claim1l1 and their physiologically

accept abl1® sakishapdnsoryeéesoyDrchbhérc@atrol of allergic diseases, asthmm)
chronic bronchitis, atopic.d titis, 20 psorjasjs d_ot her skin
di seases, inflammatory @Tg%égig?;éh?s? e%WLb?%e?gg'gﬁEﬁtE%T f or
exanpl e, rheunpdoopyaidazin+s;yhoatb@hel sphenpys) s3 -1C ohoben thskase,

di abetes nel |l jt ative colhths, osteoporosis, transplant rejection
25 reactions,hcg%ﬁ§§¥a f?%hﬁ%iggr%%%hébr tunmour met ast ases, sepsis, nMenory
di sorders, atherosclerosis and SIDS. 9. Use of conpounds of the fornula I

accordi ngst o 30K almndoRPeéRsoy etk byt ol ogical ly acceptable salts or
sol vates for the productiog O$n§ $Edicane t foi the control of asthmg,
chronic bronchitis, atopr&3de? nat }?Eﬁofﬁéb?%% 5 hndy dthieveSid T di seases,
i nfl ammat ory By&easesidadin: Mihea Bbotly 5ositket gl ) saxibu esxy i@tz @xanpl e,
rheumat oi d ar%hritis nu%tiple 501?596i5, Crohn' s di sease, diabetes

mellitus or u E%?EP?%%m% FitTsP o3 eoporosis, transplant rejection
reactions, cachexia, tunmour growth or tunour netastases, 3 0 AUG 2002 --

34 sepsizp NRIPLY4dLSRELRESn - A NEERBSLEEOST S and Al DS.
N-(3-(3,4-diethoxyphenyl)-1,4,5, 6-tetrahydro-
pyridazin-l-ylcarbonyl)phenyl)-4-ethoxybenzoyl-4-car-
boxamide, m.p. 176°C;

25 with 4-methoxybenzoyl chloride
N-(3-(3,4-diethoxyphenyl)-1,4,5,6-tetra-
hydropyridazin-l-ylcarbonyl)phenyl)-4-methoxybenzoyl-
4-carboxamide, m.p. 192°C.

30 Example 8:

Analogously to Example 1, the following are obtained by
reaction of 1-(3-aminobenzoyl)-3-(3-isopropoxy-4-
methoxyphenyl)-1,4,5,6-tetrahydropyridazine

35
with 4-ethoxybenzoyl chloride,

N-(3-(3-isopropoxy-4-methoxyphenyl)-1,4,5, 6-

tetrahydropyridazin-l-ylcarbonyl)phenyl)-4-
ethoxybenzoyl-3-carboxamide, m.p. 160°;
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~_@!'s' CQhaPL &vith 210&&&16xybdRzoyl chloride,

N-({3-(3,4-dimethoxyphenyl)-1,4,5, 6~
tetrahydropyridazin-l-ylcarbonyl)phenyl) -4~

hexyloxybenzoyl-3-carboxamide, m.p. 162°.

15 with 4-decyloxybenzoyl chloride,
N-(3-(3, 4-dimethoxyphenyl)-1,4,5, 6~
tetrahydropyridazin-1l-ylcarbonyl)phenyl)-4-~
decyloxybenzoyl-3-carboxamide, m.p. 130°.

20 Example 10:

Analogously to Example 1, the following are obtained by
reaction of l1-(3-aminobenzoyl)-3-(3-ethoxy-4-
methoxyphenyl)- 1,4,5,6-tetrahydropyridazine

25
with 4-isoprooxybenzoyl chloride,

N-(3-(3~-ethoxy-4-methoxyphenyl)-1,4,5, 6-
tetrahydropyridazin-l-ylcarbonyl)phenyl)-4-
isopropoxybenzoyl-3-carboxamide, m.p. 108°;

30
with 3-ethoxybenzoyl chloride,

N- (3-{3-ethoxy-4-methoxyphenyl)-1,4,5,6~
tetrahydropyridazin-1l-ylcarbonyl)phenyl)-3-
ethoxybenzoyl-3-carboxamide, m.p. 142°;

35
with 3-butoxybenzoyl chloride,

N-(3-(3-ethoxy-4-methoxyphenyl)-1,4,5,6-
tetrahydropyridazin-1l-ylcarbonyl)phenyl)-3-
butoxybenzoyl-3-carboxamide, m.p. 144°;
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with 3-methoxycarbonylaminobenzoyl chloride,

N-(3- (3~-ethoxy-4-methoxyphenyl)-1,4,5,6-
tetrahydropyridazin-l-ylcarbonyl)phenyl) -3~

15 methoxycarbonylaminobenzoyl-3-carboxamide, m.p. 193°;

with 3-ethoxycarbonylaminobenzoyl chloride,
N-(3- (3-ethoxy-4-methoxyphenyl)-1,4,5, 6-
tetrahydropyridazin-l-~ylcarbonyl)phenyl)-3-
20 ethoxycarbonylaminobenzoyl-3-carboxamide, m.p. 221°;

with 3-methanesulfonylaminobenzoyl chloride,
N-(3-(3-ethoxy-4-methoxyphenyl)-1,4,5,6-
tetrahydropyridazin-l~ylcarbonyl)phenyl)-3-

25 methanesulfonylaminobenzoyl-3-carboxamide, m.p. 174°;

with 4-methoxycarbonylaminobenzoyl chloride,
N-(3-(3-ethoxy-4-methoxyphenyl)-1,4,5, 6-
tetrahydropyridazin-l-ylcarbonyl)phenyl)-4-
30 methoxycarbonylaminobenzoyl-3-carboxamide, m.p. 234°;

with 4-ethoxycarbonylaminobenzoyl chloride,
N-(3-(3-ethoxy-4-methoxyphenyl)-1,4,5,6-
tetrahydropyridazin-l-ylcarbonyl)phenyl)-4-

35 ethoxycarbonylaminobenzoyl-3-carboxamide, m.p. 221°;

with 4-acetylaminobenzoyl chloride,
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10
with 4-acetylaminobenzoyl chloride,

N-(3- (3-ethoxy-4-methoxyphenyl)-1,4,5, 6-
tetrahydropyridazin-1l-ylcarbonyl)phenyl)-4-
acetylaminobenzoyl-3-carboxamide, m.p.> 266°;

15

with 4-isopropylcarbonylaminobenzoyl chloride,
N- (3-(3-ethoxy-4-methoxyphenyl)-1,4,5,6-
tetrahydropyridazin-1l-ylcarbonyl)phenyl)-4-
isopropylcarbonylaminobenzoyl-4-carboxamide,
20 m.p. >260°;

with 4-methoxycarbonylaminobenzoyl chloride,
N~ (3-(3-ethoxy-4-methoxyphenyl)-1,4,5,6-
tetrahydropyridazin-1l-ylcarbonyl)phenyl)-4-
25 methoxycarbonylaminobenzoyl-4-carboxamide, m.p. 275°9;

with 4-ethoxycarbonylaminobenzoyl chloride,
N-(3-(3-ethoxy-4-methoxyphenyl)-1,4,5, 6-
tetrahydropyridazin-1l-ylcarbonyl)phenyl)-4-
30 ethoxycarbonylaminobenzoyl-4-carboxamide, m.p. 246°;

with 4-methanesulfonylaminobenzoyl chloride,
N-{(3-(3-ethoxy-4-methoxyphenyl)-1,4,5, 6-
tetrahydropyridazin-l-ylcarbonyl)phenyl)-4-

35 methanesulfonylaminobenzoyl-4-carboxamide, m.p.> 260°;
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tetrahydropyridazin-l-ylcarbonyl)phenyl)-4-

10 pentoxybenzoyl-3-carboxamide, m.p. 145°;

with 3-propoxybenzoyl chloride,
N-(3-(3,4-diethoxyphenyl)-1,4,5, 6-
tetrahydropyridazin-l-ylcarbonyl)phenyl)-3-
15 propoxybenzoyl-3-carboxamide, m.p. 112°;

with 3-butoxybenzoyl chloride,
N-(3-(3,4-diethoxyphenyl)-1,4,5,6-
tetrahydropyridazin-1-ylcarbonyl)phenyl)-3-
20 butoxybenzoyl-3-carboxamide, m.p. 120°;

with 3-hexyloxybenzoyl chloride,
N-(3-(3,4-diethoxyphenyl)-1,4,5,6-
tetrahydropyridazin-1l-ylcarbonyl)phenyl)-3-
25 hexyloxybenzoyl-3-carboxamide, m.p. 151°;

with 3-ethoxybenzoyl chloride,
N-(3-(3,4-diethoxyphenyl)-1,4,5,6-
tetrahydropyridazin-1l-ylcarbonyl)phenyl)-3-
30 ethoxybenzoyl-3-carboxamide, m.p. 141°;

The following examples relate to pharmaceutical

preparations:
35 Example A: Injection vials
A solution of 100 g of an active compound of the

formula I and 5 g of disodium hydrogenphosphate 1is
adjusted to pH 6.5 in 3 1 of double-distilled water
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A mixture of 20 g of an active compound of the formula
I is fused with 100 g of soya lecithin and 1400 g of
10 cocoa butter, poured into moulds and allowed to cool.

Each suppository contains 20 mg of active compound.
Example C: Solution

15 A solution of 1 g of an active compound of the formula
I, 9.38 g of NaH;P0O4-2 H,O, 28.48 g of NaHPO;-12 H;0 and
0.1 g of benzalkonium chloride in 940 ml of double-
distilled water is prepared. It is adjusted to pH 6.8,
made up to 1 1 and sterilized by irradiation. This

20 solution can be used in the form of eye drops.
Example D: QOintment

500 mg of an active compound of the formula I is mixed
25 with 899.5 g of petroleum jelly under aseptic

conditions.
Example E: Tablets

30 A mixture of 1 kg of active compound of the formula I,
4 kg of lactose, 1.2 kg of potato starch, 0.2 kg of
talc and 0.1 kg of magnesium stearate is compressed to
give tablets in a customary manner, such that each
tablet contains 10 mg of active compound.

35
Example F: Coated tablets
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5 Example G: Capsules

2 kg of active compound of the formula I are dispensed

into hard gelatine capsules in a customary manner such

that each capsule contains 20 mg of the active
10 compound.

Example H: Ampoules

A solution of 1 kg of active compound of the formula I
15 in 60 1 of double-distilled water is sterile-filtered,
dispensed into ampoules, lyophilized under sterile
conditions and aseptically sealed. Each ampoule

contains 10 mg of active compound.

20 Example I: Inhalation spray

14 g of active compound of the formula I are dissclved
in 10 1 of isotonic NaCl solution and the solution is
dispensed into commercially available spray vessels
25 having a pump mechanism. The solution can be sprayed
into the mouth or nose. One puff of spray
(approximately 0.1 ml) corresponds to a dose of

approximately 0.14 mg.
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R?
R? '
\
N—N
)/Q
NH-CO-B
0]
5 in which
B is a phenyl ring which is unsubstituted
or mono- or polysubstituted by R?,
Q is absent or is alkylene having 1-4 C

10 atoms,

R}, R? each independently of one another are
-OR*, -s-R*, -S0-R*, -80,-R*! or Hal,

15 R! and R? together are also -0-CH;-0-,

R® is R*Y, Hal, OH, OR?, OPh, NO,;, NHR®,
N(R*),, NHCOR?!, NHSO,R* or NHCOOR!?,

20 R* is A, cycloalkyl having 3-7 C atoms,
alkylenecycloalkyl having 5-10 C atoms
or alkenyl having 2-8 C atoms,

A is alkyl having 1 to 10 C atoms, which

25 can be substituted by 1 to 5 F and/or Cl
atoms and

Hal is F, Cl, Br or I,
30 and their physiologically acceptable salts and

solvates.
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chlorobenzoyl-3-carboxamide;

(b} N-(3-(3-ethoxy-4-methoxyphenyl)-1,4,5,6-
tetrahydropyridazin-l-ylcarbonyl)phenyl)-4-
pentoxybenzoyl-3-carboxamide;

(c) N-(3-(3-ethoxy-4-methoxyphenyl)-1,4,5,6-

10 tetrahydropyridazin-l-ylcarbonyl)phenyl)-4-
methoxybenzoyl-3-carboxamide;

(d) N-(3-(3-ethoxy-4-methoxyphenyl)-1,4,5, 6-
tetrahydropyridazin-l-ylcarbonyl)phenyl)-3-

chlorobenzoyl-3-carboxamide.

15
3. Process for the preparation of compounds of the
formula I according to Claim 1 and of their salts,
characterized in that a compound of the formula II
R1
}
R \
N—ﬁi
20 H
in which
R' and R° have the meanings indicated,
25 is reacted with a compound of the formula III
L
ot o "
0 NH-CO-B
in which
30

B and Q have the meanings indicated and
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5
in that a compound of the formula IV
R!
R2 v
N /N
N—N
¢
10 in which
R}, R? and Q have the meanings indicated, is
reacted with the compound of the formula V
15 B-CO-L A%
in which
B has the meaning indicated, and
20 L is Cl, Br, OH or a reactive esterified OH
group,
and/or in that a basic compound of the formula I
is converted into one of its salts by treating
25 with an acid.

4. Compounds of the formula I according to Claim 1
and their physiologically acceptable salts and
solvates as medicaments.

30

5. Compounds of the formula I according to Claim 1
and their physiologically acceptable salts and

solvates as phosphodiesterase IV inhibitors.
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7. Process for the production of pharmaceutical
preparations, characterized in that a compound of

10 the formula I according to Claim 1 and/or one of
its physioclogically acceptable salts and/or one of

its solvates is brought into a suitable dose form

together with at least one solid, 1liquid or

semiliquid excipient or auxiliary.

15
8. Compounds of the formula I according to Claim 1
and their ophysiologically acceptable salts and
solvates for the control of allergic diseases,
asthma, chronic bronchitis, atopic dermatitis,
20 psoriasis and other skin diseases, inflammatory
diseases, autoimmune disorders, such as, for
example, rheumatoid arthritis, multiple sclerosis,
Crohn’s disease, diabetes mellitus or ulcerative
colitis, osteoporosis, transplant rejection
25 reactions, cachexia, tumour growth or tumour
metastases, sepsis, memory disorders,
atherosclerosis and AIDS.
9. Use of compounds of the formula I according to
30 Claim 1 and/or their physiologically acceptabkle
salts or solvates for the production of a
medicament for the control of asthma, chronic
bronchitis, atopic dermatitis, psoriasis and other
skin diseases, inflammatory diseases, autoimmune
35 disorders, such as, for example, rheumatoid

arthritis, multiple sclerosis, Crohn's disease,
diabetes mellitus or ulcerative colitis,
osteoporosis, transplant rejection reactions,

cachexia, tumour growth or tumour metastases,



& ()-!sS10%00& () - UDGUyZ; XVBO 3.0 AUG 2002
I>SY( 10908 () - Z510%60& () -! OYIF10%00& ()-!S, & 10%00& () -!,, & 1098380 () -

S, & 109ZZ& ()-Ur PBO ! >Y(10% <3! 109%&' ()=s34€3t 10%&' ()-s10%d& ()-4 1000 1000
1000 56 10%00&' () - +6hwU6PBO

10, 10067& () - ! NL! 100€56) s; ! XrehrkQYE' (31 iud ADIR' bYnakbbb109@s()- : 1LNAL! 10%&
()-:hW<=>KSrS40 ! @10% & ()-S910% & ()-3%0% & ()- 10 10 10'1.!109& () -
l@!10% ()- Nor DSv Headi ng 13]c" "Heading 23] c" "Heading 33]c" "Heading
43] c" "Heading 53] c" "Heading 63]c" "Heading 73]c" "Heading 83]c" "Heading
93] c" A "Default Paragraph Font _"j).6K>?ELRSX]c[ h=mW v{33=/>
s"1"y'.249<zACONal v~H Bz{|}~~/ m

WSElI $) "% (+, - 014069J<V?. BEMHHNQWVZ[ \ " " a4cf =gi \ kI n<pprt _uvwyy{i}~B P

h$1l Uh6Ti mnes New RonmanAri al Courier New'h Root EntryWrdDocunent Z

" #$UR' ()*+,-./0123456789: ;

<=>? @ABCDEFGHI JKLMNOPQRSTUVWKYZ[ \ ] ~_" abcdef ghi j kl mopqr st uvwxyz{| } ~



