5 MAR 2007 -1 WD 03/074055 PCT/ EP03/ 01876 PHARMACEUTI CAL COVPOSI Tl @i 32007
PDE4 OR A PDE3/4 INH BI TOR AND A H STAM NE RECEPTOR ANTAGONI ST Fi el d of
application of the Invention The presedt invention relates to conbi nations
of pharmaceutically active substances for use in the treatnent of
respiratory di seases. The substances used in the conbinations according to
the invention are known active conpounds fromthe PDE4 and PDE3/4

i nhibitors cWQY¥YAME active conpounds fromthe class of PCREPHO®EN ne

recept or aMhRGORITSES. cofpmanIdveanRiroad obac kg el ntuTspTdrNAD N esmaivzonal

appl i cat i oREYFOFLSOBIEISTonposi ti ons are descri bed which conprise a PDE4
inhibitor and a Hl -receptor antagoni st and the use of these conpositions for
t he manufacture of a nedicanent for the treatnment of respiratory diseases.
Description of the invention Asthma is a common inflamuatory di sease of the
respiratory tract, accounting for 1 - 3%of all office visits, 500,000

hospi t al Mpwmm nore pediatric hospital adm ssions than any

other single illness in the US. Annually, nore than 5000 children and
gd:'”rr;?mdkl% of sentS nver%algrna rg%{eg%lcgralflnagaarg of ghal%é’%act‘a llsag)(lv? subgtanceséod u?e 1I6Ef|£]13 p;) G‘iggm‘;nn
659- 682, Wetm@]'té W’ﬁtqwd'WYork 1996). Asthma can no | onger be viewed sinply
as a reversible ai rway obstruction. It should instead be considered

primarilyy, @&bagncgmsmma b\aas.o Aﬁx Eadnd DAk .nbﬁﬁln%%am a@J.VF% glagtivity and

bronchospasm as_ It €n SspeciTic | NMuno rn E (IgE) is
bound to Tordne bt a’&ﬂDF%“ W"ﬁ""?(?’afseaé’é iyt @mpqupds fom dhe clapsgh e Hstarik ai ned by
papai n dirgestbiaptagaptsi nunogl obul i n nol ecul es and contai ns nost of the
antigenic determ nants. When an allergen cones into contact with IgE, the
mast cel | ar e ﬁn?éal gked and rel ease a nunber of inflammatory nediators,

whi ch i nc‘&ﬁﬁ-@%ﬂ?—e—%ﬁgents | i ke histam ne, proteases, heparin, and
tumor necrosis factor (TNF), a variety of |ipid nenbrane derived nol ecul es

| i ke proshfgihemdions! aﬂpwkdatwcbcem&amd;p@h.atsabeeiescﬁwimmam torgrieacbes (PAF), and a
nuMber  Ofy 4l Al d1FiSiodeb antabdblsPink Bl bl bt nbdokirtpositins fhr 1@mariegBlid off, aNd

chenoki nes. An enor no ari et nmedl ators are rel ease whi ch have nore
than one 'PRICRTAN TerftedERtmEH OAPPIRIRY IS9P nmat i on. -5 MAR 2007 WD 03/ 074055
PCT/ EP0O3/ 01876 -2- As a result of vasodilation, increased vasoperneability
and i ncr gRs&fasivialeabhtthh, adhesi veness towards | eukocytes further |eads to
an Influx o inflénnatory cells Iike |ymphocytes, eosinophils and

macr ophages from blood circulation into the tissues. This in turn |eads to
t he rel ed$thmafs agppmeptingprematoph diserse phipe ropriplom dpctsffopingiat iy ddelofiet s (Rao A R
et al. Rea#d)500[000 impme/tatviesons per fydaeard @®regadistiic hosgitbiiaasitdui@hancangoeat S,

Phar mazi esinglé frﬂnesz in th%?)lé.' A"lﬁgally, %gg%n 5000 children and adults die of asthma attacks in the
United States (William E. S.; Goodmann Gilmann A.:The pharmacological Basis of Therapeutics, 9%
{ - Edition, pp. 152 & 659-682, Mc Graw Hill, New York 1996).

Asthra can no longer be viewed simply as a reversible airway obstruction. It should instead be
considered primarily as an inflammatory fliness that has bronchial hyperactivity and bronchospasm as
its resuits, Allergen specific immunogicbulin E (IgE) is bound to the mast cells via Fc receptors, Itis a
fragment obtained by papain digestion of immunoglobulin molecules and contains most of the
antigenic determinants. When an aliergen comes into contact with IgE, the mast cells are activated
and release a number of inflammatory mediators, which include granule contents like histamine,
proteases, heparin, and tumor necrosis factor (TNF), a variety of lipid membrane derived molecules
like prostaglandins, leukotrienes and piatelet activating factor (PAF), and a number of cylokines like
interleukin {IL}-1, 3, 4, 5, 6 and 8 and chemokines. An enormous variety of mediators are released

which have more than one potent effect on airway inflammation.



Thus, it can be understood that it is unlikely that drugs affecting aysirHpee
nmedi ator can satisfactorily treat the disease alone. As asthma is one of
the maj or di seases affecting mankind, there is a need to devel op drugs

whi ch can affect a wide variety of nediators. Therefore, it is the object of
the present invention to nmake available respiratory tract therapeutics

which fulfil] the follow ng conditions: - Favorabl e sinultaneous influence
on several oYA%WE&™P%f| anmatory nediators - Marked br on®SEEE##NES | on and
-dilatation - Good oral availability _,- Mnor side effects - Good

suitability for long-termtherapy - Favor abl e influence on bronchi al
hyperreacid aVrbsIu)(of*mdlﬂl@dH |p§§a@edfv9§68<g'mgéﬁﬂt§ aﬁ&&réﬁ%‘%d’&ﬁa@ha@ﬁ%ﬂéne@s PDE4 or a

PDE3/4|nh|b nt agon outstandingly fulfills
I R N L S A I

use of a /PDEAhages forPEE didulatiominloittedpsuemtnisan Windtadnp e relepeciépediatorant agoni st i n
t he treatwiRhaRiuhSSREHPAEOT Mebli (RRARESE et aBRedeM@eRYAVESH th@ BesigPBE4 | Nhi bitor” is

neant a saenL e '""drhaggr{‘oﬁf%hﬁg’eeﬁ%tﬁ4%%2 2@]3? bitor, which inhibits

preferentia phosphodi €s ase when conpared to other known
types of phosphodlester- ase, e.g. type 1, 2, 3, 5 etc., whereby the
conpound Thas itaan bewederstocbBat(tnenmnielp bhtainigs affeciing & Sieyld nydaiatodcan plisraqdiipdi est er ase,

Such as w&sﬂﬁeoﬁéa&se afore. AL Q4 fmnPl}zl%%e bfratynbaﬁota.&gsesaf{eééagwang?a%e%.s;Qeeh%wer conpar ed
to

i nhi bitlon of other known osphodi est erase, e.g. type
1, 2 3 develtp N SR Wide MR R TP €L ®on PDE3/4 inhibitor" is defined.

I\/et hods to determne the activity and selectivity of a phosphodi esterase

i nhi bito rTh@:refére oW olS;&:t 5:RR pRE&SINENIRK td haRélavkifbit h&@pt@fbxy tradt hedafduficsconnec- tion

it my be n xanmpl e, the nethods described by Thonpson at al.
(Adv Cycl™ nﬁcfﬂﬁj"& ?oqd"ﬁ’@m%dgmﬁz 1979), G enbycz at al. (Br J Pharmacol 118:

1945- 1958, 1996) and the phosphodi esterase scintillation proximty assay of
Anmer sham Phesvaraié simidisadoaifuerbe diiaveZd) 6 the innddrPmédds PCTI EP03101876 -3- By
the expr essh%d"bmn%%;&glgngnggﬁm@; antagoni st" are neant H4-receptor

ant agoni st s %{gartl cularly the so called Hl-receptor antagonists of the
second genef3 °ﬁ'ha" BE% chl er, Arzneimttelw rkungen, 8. Edition, 2001,
pages 456- 4GmyrSIdAsffep©33| ble PDE4 or PDE3/4 inhibitors within the neani ng of
t he present ghdavabiitPir b@YerRtherpnt i oned, by way of exanple, those PDE4 or
PDE314 i nhi Pavo%ﬂlem?mlxc%n L enld pegea%ﬁ% essis verbis as an exanple, or
descri bed or al ne generl cal Y inthe foll ow ng patent applications and
patents: DE 1545687, DE 2028869 DE 2123328, DE 2315801, DE 2402908, DE
2413935, tDEs Bﬁﬂﬁaﬁaﬁund tiePh@dBi&ilise e FOESS4GHEI/ERNDLEDE 8 Oistarnife 0163965, EP
0335386, 2t ous2nd) Oihe afele-AdhidaPnditiens. 0435811, EP 0449216, EP
0459505, EP 0470 05, EP 0490823, EP 0506194, EP 0510562, EP 0511865, EP
0527117, EP 0553174, EP 0557016, EP 0626939, EP 0664289, EP 0671389, EP
OQ85474 TP INgSHEUTS fE‘%P t%wmweed EPf@PREDD 9 PDEW ohiglesBgd 2 h'EPm'OW387 15,

receptor antagonist in the treatment of respiratory diseases.

f

By the expression "PDE4 inhibitor” is meant a selective phesphodiesterase inhibitor, which inhibits
preferentially the type 4 phosphodiesterase when compared to other known types of phosphodiester-
ase, e.g. fype 1, 2, 3, 5 etc.,, whereby the compound has a lower 1Csq {more potent) for the type 4
phosphadiesterase, such as where the 1Czq for PDE4 inhibition is about factor 10 lower compared to
ICsp for inhibition of other known type of phosphodiesterase, e.g. type 1, 2, 3, 5 etc.

Analogously, the expression "PDE3/4 inhibitor” is defined. Methods to determine the activity and
selectivity of a phosphodiesterase inhibitor are known to the person skilled in the art. In this connec-
tion it may be menticned, for example, the methods described by Thompson et al. {Adv Cycl Nucl Res
10: 69-92, 1979), Giembycz et al. (Br J Pharmacol 118: 1945-1958, 1996) and the phasphodiesterase

scintillation proximity assay of Amersham Pharmacia Biotech.



EP 0748805, EP 0763534, EP 0816357, EP 0819688, EP 0819689, EP 0832834,

0834508,

rREG)7
EP 0848000, JP 92234389, JP 94329652, JP 95010875, JP 9807241% ﬁ?:’

98147585, US 5703098, US 5739144, WD 9117991, WO 9200968, WD 9212961, WO

93071486,
9319747,
9420455,
9503794,
9509624,
9517392,
9527692,
9606843,
9631487,
9636626,
9704779,
9719078,
9723461,
9731000,
9744036,
9806692,
0808844,
9821207,
0845268,
9906404,
9957118,
0042018,
0130777,

WD 9315044, WD 9315045, WO 9318024, WD 9319068, WD 9319720, WO
WD 9319749, WO 9319751, WO 9325517, WD 9402465, WD 9412461, WO
WO 9422852, WO 9427947, WO 9500516, WO 9501338, WD 9501980, WO
WO WeoHU457 WO 9504046, WO 9505386, WO 9508534 PCTAEPBSBI623, WO
WD 9509627, WO 9509836, WO 9514667, WO 9514680, WO 9514681, WO
WD 9517399, WD 9519362, WD'9520578, WD 9522520, WD 9524381,

%@%@%&% ”hlst%egégéggﬁagom a?ér%é&%gﬁ hreéégor%ﬁlgg%rlé pamw% Q;SZS

ma@eysﬁs*@*or wg@%%%%@ssewgmwy“fsc%%@@%ﬂw Ur\m 9636625
Wiio8.G3BI03ges 4498638150, WO 9639408, WD 9640636, WO 9703967,
V\D 9705105, WD 9708143, WO 9709345, WD 9712895, V\D 9718208,

N T T

WD9TIRBEE, hospBDET TBYEN inigios PEOBS name@mm@@;s @ 9743288,
M\Qn&e?,l&fl&&zm ibed 18 éd/feRkdically Me ol ikt htent\0EYIQBEHE ashate MO 9382321,
o die oA S dees oy b Pl b atias e Wi e o706
H198P 1551338, 5B EOW, EAREP 8% 51 83538 RABIPE% £ 0RerYs40382,
MO)9855 45143580, 9856756, EPWESBOH) 52 1470808(EFIB0E2, P 04@19505113, WO
83289311 H@e?@%&ﬂ?%p o%%%%ﬂ@:%@me% &%315@5 W3g9957115, WO

et e SR B Mg o w0

FD79353.£FF7 6338, B2 006307 0096882 68 6%/ 7639, ERHSE720G £B8aB4808d WO 02085885.
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WO 9318024, WO 9319068 WO 9319720, WO 9319747, WO 9319749, WO 8319751, WO 9325517,
WO 9402465, WO 9412461, WO 9420455, WO 9422852, WO 9427947, WO 9500516, WO 9501338,
WO 9501980, WO 9503794, WO 8504045, WO 9504046, WO 9505386, WO 9508534, WO 9509623,
WO 9509624, WO 9509627, WO 9509836, WO 9514667, WO 9514680, WO 9514681, WO 9517392,
WO 9517399, WO 8519362, WO 9520578, WO 9522520, WO 9524381, WO 9527692, WO 9535281,
WO 9535283, WO 9535284, WQ 9600218, WO 9601825, WO 9606843, WO 9603399, WO 9611690,
WO 9611917, WO 9612720, WO 9631486, WO 9631487, WO 9635683, WO 9636595, WO 9636506,
WO 9636611, WO 9636625, WO 9636826, WO 9636638, WO 9638150, WO 9639408, WO $640636,
WO 9703967, WO 9704779, WO 9705105, WO 9708143, WO 9709345, WO 9712895, WO 9718208,
WO 9719078, WO 9720833, WQ 9722585, WO 9722686, WO 9723457, WO 9723460, WO 9723461,
WO 9724117, WO 9724355, WO 9725312, WO 9728131, WO 9730999, WO 9731000, WO 9732853,
WO 9735854, WO 9736905, WO 9740032, WO 9743288, WO 9744036, WO 5744322, WO 9747604,
WO 9748697, WO 9804534, WO 9805327, WO 9806692, WO 9806704, WO 9807715, WO 98083828,
WO 9808830, WO 9808841, WO 9808844, WO 9809946, WO 98098961, WO 9811113, WO 9814448,
WO 9818796, WO 9821207, WO 9821208, WO 9821209, WO 9822453, WO 9831674, WO 9840382,
WO 9845268, WO 9855481, WO 8856756, WO 9905111, WO 9905112, WO 9505113, WO 9906404,
WO 9918095, WO 9231071, WO 9931090, WO 9947505, WO 9957115, WO 9957118, WO 9964414,
WO 0001695, WO 0012504, WO 0026208, WO 0042017, WO 0042018, WO 0042018, WO 0042020,
WO 0042034, WO 0119818, WO 0130766, WO 0130777, WO 0151470, WO 020086270, ¢
WO 02066476, WO 02064584 and WO 02085885,

Exemplary PDE inhibitors are shown on the following pages with the aid of their formulae:
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are indicated by lines]. Those PDE4 or PDE314 inhibitors are to be ..., 2007
enphasi zed which are naned expressis verbis as an exanple and/or cl aine
generically In the patent applications or patents EP 0163965, EP 0389282,
EP 0393500, EP 0435811, EP 0482302, EP 0499216, EP 0506194, EP 0510562, EP
0528922, EP 0553174, EP 0731099, WD 9319749, WD 9500516, WO 9501338, WO
9600218, WD 9603399, WD 9611690, WD 9636625, WD 9636626, WD 9723457, WO
9728131, WO M§gﬂ$s WD 9740032, WO 9743288, WO 980994 CcT®m@ddqd 715, WO
9808841, WD 9821207, WD 9821208, WD 9821209, 5 MAR 2007 WO 03/074055

PCT/ EPO3/ 01876 _17- WD 9822453, WD 9831674, WD 9840382, WO 9855481, WO
9905111, WO 9905112, WO 9905113, WD 9931071, WD 9931090, WP 9947505, WO
9957115, WD 9937118, WD 9964414, V\D%EGQS WO 001250 WD 0042017, WO

0042018, WO 0042Pp19, WD 0042020, 4, WD 011981 WO 0130766, WO

0130777, WO 01 ?0 WO 02006270 6476, WD 02064584 and WO 02085885
and the CW t he resear ch codesy P 998, D- 4396,
SCH 351591, NIC 485,1}@/ ~008 6 4490. Substanles ng good or al
availability are preférged heré. Preferred PDE4. 6 oinhibitors are

3- Cycl opr o%yl n§t hoxy 4-di f | uor onet hoxy- N¢ (3, 5-di chl of opy-
rid-4-yl) ) [ 1 NN: RG:LUM LAST],
(-)cis-9-et hq;x - 8. poit N 2:M3,4%4a, 10b- hexa-

hydr o- 6- (4-dl i $opr opyl am ocar bon Iphenyl) benzo-[c][1,6 ht hyri di ne [ NN

PUVAFENTRI NE] , o
3,5-di chl oro- 4 [ 8- met hoxy-2-(trifluorongethyl)quinolin-5- rbox-am do] pyrid
i ne- 1- oxi de [ Research Cgde: SCH- 35158

3-[3-(cycl opent yl oxy) - 4-Jiret hoxybenzyl | et hyl am no) -@<tgeprgpy! - 3H puri ne
[ Resear ch- Code: V-1 12 e
N-[ 9- met hyl - 4- oxo-

4- (3, 4-di m?tﬁgéo?y ol e- 2- car boxam i esearch Code:

ORG 20241] 773,79 di ( Iorophenyl) 1- prop- EFpur i ne- 2, 6- di one

[ I NN ARG:YLLI NE], 3-][3- (Cycl opent yl oxy) - rret hoxyblenzyl am noj - 1H— pyr a-

zol e- 4- et hanol ,

N- (3, 5-dichl oro-4-pyridinyl)-2-[1-(4-fl uorobenzyl)-5-hydroxy-IHindol-3-yl]-

2- oxoacet- am de [ Research- Code: AV\D(]12 2811, cl
N- (3, 5 di chl aropyridin-4-yt)-2-[5-fl ugro-|-(4-fluorobef

i ndol - 3-y 2- oxoacet ani d@ [ Resear ch- Co e AWD- 12-g343

8- Ami no-1 i pet hyl ne [ NN:

Tet rahydr o- 5-

1S OkD phenyl ] t?(l H) -
pyri m done p Tl ZORAM , Oy N
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SH-benzo[ 5, 6] cycl ohepta-[1, 2-bj pyridine [INN: DESLORATADI NE],

(plus/ m nus}p-[ 1- hydr oxy- 4- (4-

( hydr oxydiwpbemzsnet hyi )p| peri di noj - but yl ] - al pha- met hyPEIERYHPEEpi ¢ acid [ 1 NN:

FEXOFENADt NE] , ethyl 4-(8-chloro-5 98- di hydro-1 1
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H benzi rpisttadadkptat,3-blpyridin-pi-pigeni)di-petiginebbrisvagide INNa DD R RDINEY 2N -g4- n- 4( 3H} one

Lnlel\lw I ;Vh%%é@l' #ﬁienﬁ'iﬁl&%zém( Fﬁéﬁdm Mét E@Mnrﬁh.ﬁﬁ( A AL R ﬁﬂja; %Xéghfrggﬂ
accegt ab‘gs T'@éﬁﬁ% %O%b%’?l% p ﬁe“? He‘ylf]m‘f'?)ﬂﬁggnz'g‘é zol SQE‘Q'I’ZPB{}T her enbodi me%t
of the P{1041-diayipcttdibenzofadicycianeptanrSolideaadl- %?‘hyb1ﬁ?i‘?ﬁﬁ‘m['ﬂﬂdf0*%?6f?ﬁ&| tion

corrprl S LINg], 9-nathyBliHX éttapad5-vigd H-pyriad! 1, B pyriviein-4-agy [l PENIROIASTh8-kisorsel ect ed from

( C:’ Z}] 2'1{ a(ﬁmg'n - imeiry S ERd :rtwthen@ﬁit'th?ﬁ Mﬂ%ﬁ%y&o%b%ﬂ Byl tetrahydrothio
% s) -4t g'f:l’)'%l et %ﬁ&aﬁ]?ﬁg @ %fllg"la'"aﬂ%eadlneﬁaeﬁill%?"%)yil)‘ixfgtﬁ’fﬂﬁexg?gr an-4-yl)-4a, 5,
8, 8a-t ef L ki [@U\QﬁﬁT Aﬁ Bls$- anﬁp)fyéﬁ@xyl 9-oxexanthen-2-yl)-S-methylsulfoximine [|

(Ci S) - 48UBEXMDXITEPhakbnfyinaemyl)-3- 14 XalpHb-hgdcaydidrayimethyip 1 pibdridyiivepst im- 4- y| ) - 4a, 5,
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, 5, 8, Backptp-ahyakiony.2iHimethyl-2,3-dihydro-benzofuran-4-yl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phtha-
lazin-2-yl}-piperidine-1-carboxylic acid tert-butylamide,
{4aS,8aR)-4-(3,4-Dimethoxyphenyl}-2-{1-(5-dimethylamino-naphthalene-1-sulfonyl)-piperidin-4-yl}-
4a,5,8.8a-teirahydro-2H-phthalazin-1-one,
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-{1-(4-nitro-phenyl}-piperidin-4-yl]-4a,5,8,8a-tetrahydro-2H-
phthalazin-1-one,
(4a%,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-pyridin-4-yimethyl-piperidin-4-yl}-4a,5,8,8a-tetrahydro-2H-
phthalazin-1-one,
(4a8,8aR)-4-(3,4-Dimethoxyphenyl}-2-[1-(morpholine-4-carbonyl)-piperidin-4-yi]-4a,5,8,8a-tetrahydro-
2H-phthalazin-1-one,
(4aS,8aR)-2-{1-[2-(4-Amino-3,5-dichlora-phenyl)-2-oxo-ethyl}-piperidin-4-y}-4-(3,4-dimethoxy-phenyl)-
4a,5,8,8a-tetrahydro-2H-phthalazin-1-one,
4-(3,4-Dimethoxyphenyl}-2-[1-(1-methyl-1H-pyrazolo[3,4-d)pyrimidin-4-yi}-piperidin-4-yl]-42,5,8,8a-te-
trahydro-2H-naphthalen-1-one,
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(4aS, 8aR) - 4- (3, 4- Di et hoxyphenyl ) - 2- (1- (2- [ 4- (2- di met hél am no- et hyl ) - pi per azi
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benzyl) en P ﬁ k’1 %f ’é Q’I' R FM M3 pyri m di n-4(3H) -
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an- 4 y1 (e SO op 2 A GRS HSPH2 e fartranyaro-2h

(4aS, Sayhalgzi-Bonk, D| et hoxyphenyl )-2-[1-(tol uene-4-sul fonyl)-piperidin-4-yl]-4
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(cis)-4-(2,3-Dihydro-2,2-dimethyl-7-methoxybenzofuran-4-yl)-2-(1,1-dioxchexahydro-1 P-th iopyran-4-
yi)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one,
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(4aS, 8aRyhatkzi(-3-0de, Di met hoxyphenyl ) -2-[ 1- (4- nitro- phenyl) - pi peridi n-4-yl]-4a,
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| ]-4a, 508, 8a-t et rahydro- 2H pht hal azi n-1 -one,
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in-4-yi yx ﬁLa&Qteﬁ,bu aniie tra- hydr o- 2H-pht hal azi n-1 -one,

4as, 8aR hen r|d| 4-yl)-4a,5,8
(8a t et 4 %42(?# mﬁ"ﬁ z1|’°r’1(>’/[“‘2 d%%a(t%tfaﬁgd% %q'hnlaw{@ p?f]e Mo oxy% )-
henyl ) - Q’WTU_’E‘S"(’E’?%%@J*? H-ch ronen- 7-yl met hyl ) - pi peri di n- 4- yI] 4a, 5, 8,8a-te-

t r ahy dr @isPH4{ihitbtadxg2,2-dimgthp A 8-dhddrBnabiuBinrat) oxofelsaBatigtalyd(oiiHipsiopr opy| - pi peri d

i N-4- Y1 boidtyi}-Siperidine- BarbGlid 8 ¥elbOyighkd) ht hal azi n- 1-one, 5 MAR 2007 WO
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{ phthalazin-1-ohe,

(4a8,8aR)-4-(3,4-Dimethoxyphenyl)-2-{1-(morpholine-4-carbonyl)-piperidin-4-yl]-4a,5,8,8a-tetrahydro-
2H-phthalazin-1-one,
(4a8,8aR})-2-{1-[2-(4-Amino-3,5-dichloro-phenyl)-2-oxo-ethyl]-piperidin-4-yl}-4-(3,4-dimethoxy-phenyi)-
4a,5,8,8a-tetrahydro-2H-phthalazin-t-one,
4-{3,4-Dimethoxyphenyt)-2-[1-{1-methyl-1H-pyrazolo[3,4-d]pyrimidin-4-yl}-piperidin-4-yl]-4a,5,8,8a-te-
trahydro-2H-naphthalen-1-one,
{4a8,8aR)}-4-(3,4-Dimethoxyphenyi)-2-(1-thieno[2,3-d]pyrimidin-4-yl-piperidin-4-yl)-4a,5,8,8a-tetra-
hydro-2H-phthatazin-1-one,
{4a8,8aR)-4-(3,4-Dimethoxyphenyl)-2-{ 1-pyrimidin-2-yl-piperidin-4-yl}-4a,5,8,8a-tetrahydro-2H-phtha-
lazin-1-one,
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-{1-(2-ox0-2H-chromen-7-yimethy!)-piperidin-4-yi]-4a,5,8,8a-te-
trahydro-2H-phthalazin-1-one,
4-(3,4-Dimethoxyphenyl)-2-(1-isopropyl-piperidin-4-yl}-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one,



2 H phthal azi n-1 -one, 5 MAR 2007
(4aS, 8aR) - 4- ( 3, 4- Di net hoxypheny) - 2- (1- pyri di n- 3-yl net hy) - pi peri di n-4-yl) -4a,
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-2-(1-pyridin-2-yl nethyl -piperidin-4-yl)-4a,5, 8, 8a-tetrahydro-2H
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In a seventh aspect the invention provides a pharmaceutical product comprising, in combination, a
preparation of a first aclive ingredient which is selected from a PDE4 inhibitor, a PDE3/4 inhibitor and
their pharmaceutically acceptable derivatives, and a preparation of a second active ingredient which is
selected from a histamine receptor antagonist and its pharmaceutically acceptable derivatives, for

simultaneous, sequential or separaie use in therapy.
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oxylic acid phenylamide,
(cis)-4-[4-(7-Methoxy-2,2-dimethyl-2,3-dihydro-benzofuran-4-yl}-1-oxo-4a,5,8,8a-tetrahydro-1H-phtha-
lazin-2-yl}-piperidine-1-carboxylic acid tert-butylamide,



oxylic acid tent-butyl an de, 5 MAR 2007
4-[ (4a5, 8aR) - 4- (3, 4- D et hoxypheny) - | - oxo-4a, 5, 8, 8a-tetrahydro-1

H pht hal azi n-2-yl ] -pi peridine-l-carb- oxylic acid phenyl am de,
(cis)-4-[4-(7-Methoxy-2,2-di net hyl - 2, 3-di hydr o- benzof uran-4-yl)-1- oxo-4a,5, 8
, 8a-tetrahydro-1 H phtha- |azln-2-yl]-piperidine-1-carboxylic acid
tert-butylam de, 5 MAR 2007 WO 03/074055 PCT/EPO3/ 01878, - 340 fAaS,

8aR) - 4- (3, NOPHERDXYp henyl)-2-[1-(5-d imethylam

i no- napht hal ene- 1- sul fonyl } pi peri di nag:yl]- 4a,

5,8, 8a-t hthal in-1-0 i —

(4aS, 8aR4a§gi%£ "tﬂ% Wﬁ‘F éﬂ{/}‘is)%‘-”‘2{p‘ﬁﬁ"l‘?“ﬂaﬁ'i‘?a}e&?'bﬁ‘&fﬁfiyl*j"P%'F'B'é‘ry\l‘di n-4-yl]-4a,5
, 8, Sa-t ef‘%@ﬁﬂd?@bﬂfoﬂ*“qﬂﬁ*@'ﬁw-hﬁien- 1- one,

(4as, Ba Rhaaadmaa}@tmb&whymhew Uhitr@ pHedy Jpipeatin-4yiiha 5 8 B teyHlydrp-2H-

i peridi ngg , 8,8a-tetrahydro-2H phthal azi n-1one,

(s o e egpp e oL pndl e U v or
(4as, 8aRWfE*{a§D- [-gneg 4- Ami no- 3, 5- di chl or o- phenyl ) - 2- oxo- et hyl ] - pi per {di n-4-yi) -
j gg j %?B&EﬂdR@l}e—«giﬂﬁétly(;x)pheﬁ2(511(&p|8ﬁ;ﬁe|9¢~d‘a&blyyd¥plpexﬁhﬂﬂm4iﬂaﬂ Beztetfehidr@ne,

RAYIPOEY met ny
H o, 8,
e st Al Sodioh e RS ol bRk B Biiogm) - o- (1.
i eno[ 2, %%BgeyeuahydioPHrathglagi-1-gleper i di n-4-yl)-4a, 5, 8, 8a-tetra-

hydr o- 2H4- @hﬁﬂtﬂﬁﬂ&ﬂﬂen&lﬁﬂﬂ&mel@wﬁﬁ&pﬁﬁ)ﬁa A-d(p@jrldiDt-yi)-piperidin-4-yl]-4a,5,8,8a-te-
i met hoxyp;p, 1) naphthalenPiydab,M di n- 2-yi - pi peri di n- 4 yI) 4a, 5, 8, 8a-t et rahydr o- 2H

pht ha- Z , ho 0X0- 2H-chrom

en-7-y Irrg %QﬁR}"? 4;3%'%?0”"?’1‘)%?”5??'&&“0 yré“a{d'?é% pe" %‘?"%aéhgﬁ’%m azi n-1- one,

4- (3, 4 DI”E%‘tZHtB‘Sl ﬁﬁé‘ri‘y‘l")”'-z (1-i sopr opyl - pi peri di n- 4 yl)-4a, 5

8, 8a-tet t4a$1§q$b-®-(32|—pup¢thdxajhazd)—ﬂ-{11pymm¢n-2 -yi-piperidin-4-yl)}-4a,5,8,8a-tetrahydro-2H-phtha-

(4aS, 8aRhzift-nd, 4- D net hoxyphenyl ) - 2-[ 1- (2- nor phol i n-4-yl - 2- oxo- et hyl ) - pi peri

di n-4-yl yil-da,

(4as, BaR}fa§§aFg‘l§%ﬁmn%?%g%&§ﬁ¥ﬂl ‘?"’?""EZLH%?J"E ﬁg'lt"ﬂ“fl’) PR ayisasgietes 1o s,

8, 8a- t et FAMRAHR EEEn! A% azi n-~ 1- one,

(4aS 8aR7-(3$-€("Beﬂmxmhwlh'e}k1yfﬂn@n#Plyer@D-ﬂ ﬂ}{mq@n@nahmwmwmwyr pi peri di n-4-yl
- 4a, 5, 8(4adieurl-e{aabiyiethaypheryh-pipt p-abpEdin4-}ianRe-ethyl)-piperidin-4-yll-4a,5,8,8a-te-

(4aS Baﬂﬁzdr&ﬁi_ﬁ,}rgagm_g&xyphenyl) 2-(1- pyr| di n- 3-yi net hyl - pi peri di n-4-yl)-4a

S hos r“%ﬂ""“*_&ﬂxepﬁeﬂyﬁlﬁg éhgﬂe%\yl-piper* din~4 %ﬁb%@ 821 tetrahg;é;rbélH B]thalazm—

i met hoxy-

1- pyri di r"rf’f%yl met hyl - pi peri di n-4-yl)-4a,5, 8, 8a-tetrahydro-2H

pht hai az4as,bapipe(3. %mxﬂaﬁ)yl)—z—ﬁ-(morpholme A-carbonyl)-piperidin-4-yi-4a,5,8,8a-tetrahydro-

4- (3, 4- DppbakyRneqyi ) - 2-[ 1- (2- nor phol i n-4-yl - et hanoyl ) - pi peri din-4-yl]-4a,5
8, 8a t e{ r@@%)—dl—@&u%&h&yp%er%l)—@ﬂ ltlxn :Qyirﬁéthyl-plpertdm -4-y)-4a,5,8,8a-tetrahydro-2H-

phthalazin-1-one,
{4aS,8aR)4-(3,4-Dimethoxy-phenyi)-2-{1-pyridin-2-yvimethyl-piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-
phthalazin-1-one,
{4aS,8aR)-4~(3,4-Diethoxyphenyl)-2-[1-(2-morpholin-4-yl-ethanoyl)-piperidin-4-yl]-4a,5,8,8a-tetrahy-
dro-2H-phthalazin-1-one,
{4a3,8aR)-4-(3,4-Disthoxyphenyt)-2-(1-{2-[4-(2-dimethylamino-ethyl)-piperazin-1-yi}-ethanoyt}-pipe-
ridin-4-yl}-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one,
24{4-{(428,8aR)4-(3,4-Dimethoxyphenyl}-1-oxc-4a,5,8,8a-tetrahydro-1H-phthalazin-2-yi}-piperidin-1-
yi}-2H-isopropyl-acetamide,
(4a8,8aR)-4-(3.4-Dimsthoxyphenyl}-2-[1-{4-1,2,3-thiadiazol-4-yl-benzyl}-piperidin-4-yl)-4a,5,8,8a-tetra-
hydro-2H-phthalazin-1-one,
1-{1-{4-[(4a8S,8aR)4-(3 4-Dimethoxyphenyl)- 1-oxo-4a,5,8,8a-tetrahydro-1H-phthatazin-2-yl-piperidin-
1-yi}-methanoyi}-4-ethyl-piperazine-2,3-dione,



(4aS 8aR) 4- (3 4- D| et hoxyphenyl 12-(1 5 MAR 2007
{2-(4-(2-di net hyl am no- et hyl) - pi perazi n-1-yl ] - et hanoyi ) - pi pe-
ridin-4-yl)-4a,5, 8, 8a-tetrahydro-2H pht hal azi n-1-one,
2[ 4-[ (4aS, 8aR) - 4- ( 3, 4- Di met hoxyphenyi )-1 oxo-4a,5, 8, 8a-tetrahydro-1
H pht hal azi n-2-yi]-piperidin-1 - yl)-2Hisopropyl-acetam de,
(4aS, 8aR) - 4- (3, 4- D met hoxyphenyl ) - 2-[1-(4-1, 2, 3-thi adi azol - 4-yl - benzyl ) - pi pe
ridin-4-yl | wg3seuds8a-tetra- hydro-2H pht hal azi n- 1- one PCT/EP03/01876
1-(1-{4- [(4a SaR) 4- (3, 4-D inethoxyphenyl)-1 oxo-4a, 5, 8,8a-tetrahydro-1
H pht haI azi n- 2 yl]-piperidin- 1-yi)-#8thanoyl)-4-ethyl -pi perazi ne-2, 3-d
| one, Vgﬁ?: 043 BarMO3 A rﬁglﬁ%e@gfoﬁ% 384 R0 hyadaH- Xhthalazun -2-yl}-piperidin-
g

4-(2-{4- Xy- phenyl) - 1-oxo- 4a, 5, 8, 8a-t et rahydro-1
H pht hal & %I no be(’wcaa'gemﬁigq et hanoy! ani no?ﬂebenzm c acid ethyl ester,

2{4- ( 4a‘s{4é&|56 86& & gmﬁth%v%%%ﬁwl%ﬁ By~ teéfﬁ'zydf&é*' elg-2ydvpepdr o- 1
H pht hal giiHecanygibd arpntrpe phattiatedtisallydcpopble agiedtioes) ahe aqredarttioedfia spioad maceut i cal |y
accept abbﬁvéiﬁg"réd}éﬁ\'fv\!hiéﬁﬁ seletRd (B-sNERRA LR i) p-tSMBERANS-pyRFbdcNR: 49" edi ent

whi ch
( EI) C6 |[ ? é @i’yﬁ th;] (-.‘;I. Cl{)ahﬁdrf)-)ﬂ & meth l ygﬁendlyhderg -5H- benzg[ﬁ Bg:ycloaeptae['la:% Ib lic acid

[ 1 NN: ACPQ["% TADB\I fj(mc Eﬂhan_yﬁ_meth hexahydro-1-methyi— -azepin-4-yi-1(2H)-
1- (1- et bhyaladngoi [ IAGRUASTIRNE). G%H)Wt—@fcﬂprﬁt}mm’r1dhe¥wﬂ)n{et1w@]mbe}'dmpyri din [ NN

AZATADI utanouc ac:d [INN BEPOTASTINE] (pIuslm;nuﬁ [2-[4-{p-chloro- alpha phenylbenzyl)-1-pipera
gh: g:l ;gl ﬁrg&lp E]X(Q)rby{ (8 C‘llornﬁga X\ethﬁla_'bl% ggnylgenzyl)yl ) 1( ZH)

(#) - (S) - 2Pty T%“WCH%W%H&'F ASTINED 8-ARI3 -8 A-S e H SR RS TSy iep B | -
yl ) - but abevats.Setichepth-KR-bIBEAGTNSTIEIEPRATADINE], [3-(4-Chlorophenyl)-3-pyridin-2-y}-
(p) us/ M pragyii-ciméthylhmideNRNbEXOP ORIHERRARINEY, kienizi--tl i ePihielioxy)piperi-

Zi ;]y|2] {etzl?g ﬁ% &r‘e(fl ﬁ%ﬁsﬁh%{%%% ﬁo% !géﬁgl ethyl]- 1 z‘ raznnyl]ethoxy]acetrc
2 e e e e

8- chl or od®olq NNy EM?%%’JNEj_B(aqurmSﬁ@q—@ntﬂ?rp-ﬂU-élh@y[c,gmjdazoﬁ “D-alazepine [INN: EPI-
benzo[ 5, Ghsiy) ainepiidrs fpli1-Bydogxpy-i4 (BhidiogydipihehinethIBShdORAALN Pipha-meth-

[ 3- (4- Chl QLSRRI N@FEX@#E@!‘ABIN%J’ Y-8 %B@:}ﬁhhmg&ﬁ@ﬁm&x@ﬂ:ﬂoﬂ% b pH}JE}J 11~

e o e 2 ol o e il ekl
[2-[4- [bf%?eﬂ”’f;*“l? ﬁW“YWFPW%"PG%t'CﬁF'ﬁ&h’%kFY@ﬁﬁ%ﬁﬂHﬁlyqzﬁH@)%hbf&c| d [1NN

EFLETI Rl ﬂbﬂﬂ@enyfbenzylw -piperazinyllethoxyl-acetic acid [INN; LEVOCETIRIZINE], ethyl 4-(8-chioro-5,6-
1- ( 2- et hayiel1hiybinzds EiBRisRPMA Z0ipdrdiet Ditknd) Hpiperdnsiaz 8 RlcMnd-LORATAENZI M -

dazol e [ BN%IB %ﬁﬁr oh th al—t~|3¢=;nz|rTyl)-}2 (J| Yl]r-#| p&oen “Iyg_ Né“e Vi amlno?p%rumliqm} EP| -

3-am no-
NASTI NEI ¢ one [INN: MIZOLASTINE] 1-{4-fluorchen peridin-4-ylamino}-1H-bénzimidazole [INN: NORA-

(plus/m ﬁI@WZCﬂE[ 318y dretibwyo-S-qigngoladigyaisrsptiingtvidep Mendiiy- )-progaeaniingiliNY] - but yl j - al p
ha- met h- Nyhmmawspwmemmqm tEﬁMﬁyIWM}NEﬂmdm—&!—one [INN: PEMIRO-
3-14- (8- {A¢p @%:éo.%ln% paRvialse hcﬂpz{-ﬁdéﬁe}@ﬁy(ﬁh&ﬂb BR- %z%

y oxy

lid
2/ I) (e gg) ﬂ%) % glduﬁe %‘ EQQ Ié; &O[lp-chl[:ro aﬁpﬁ"a mglpyl gfoha phen'dl?enz
r ophenyl WMJEQXWM'I*‘PZ‘?WW%? P@T BEe AT edenrdentt-rexadieer2-y-$amethyi-
L EVOCABA&Fbxikije, INNZ2SUDEXAIGY]- 1(p-adntlbotyiphenyl)-4-[4'-(alpha-hydroxydiphenylmethyl)-1"-piperi-
al pha- ph Lt%ﬁm isnksnmﬂaaﬂmw it drastnd-nBCKtidyS-e RQLA dibhiNINNLERYCCETI R ZI NE]

glt P\zljr 0- f)‘gn%gf 1 ﬂuor g)p?t (g:de'ﬁ""lg‘a irn"mr))|1('5f benzﬂdaz?'e Heh TﬁcprEl peri di necar bo

xyI at e [ rmeﬁamly acceptab denvatwes or simultaneous, sequenhal or separafe use

2- [ N-11{ mitfetaux;robenzyl ) - 1H- benzi m dazol - 2-yl ] - 4- pi peri di nyl j - N-nmet hyl - ami no]
pyrimdin-4(3H)- one [INN. M ZOLASTI NE|,

L(ariu ﬁ%&ﬂlﬁec&mspa%ﬁ.u inde bt AP s dERP B ThORRRIR plolidllt  NORA-

3- (10, 112 Bii*ARAIPtcebnrpdyst SRppsiEpca N Gy RS o HeRstPartias.of 4 frel@rtivg inwedipB NN 51 - pr opanani n
e [ NN seNORTRIMAFMHRIEDhydro-2,2-dimethyl-7-methoxybenzofuran-4-y1)-2-(tetrahydrothiopyran-4-

9- met hy| ypta(5kldaterbiyad ohpRnaidzh-14he, pyr i do[ 1, 2-a) pyri m di n-4-one [INN. PEM RO
LAST],

8-chl oro-11-[ 1- (5- met hyl pyri di n- 3-yl net hyt) pi peri di n-4-ylidene] -6, 11-di hydro
-5H benzo[ 5, 6] cy- dohepta[ 1, 2-b] pyridine [I NN: RUPATADI NE],

1-[ 2-[ (p-chl or o- al pha- et hyl - al pha- phenyl benzyl ) oxy] -



et hyl j hexahydr o- 1H azepi ne [I NN: SETASTI NE] , 5 MAR 2007
S-(7-carboxy- 4- hexyl - 9- oxoxant hen-2-yl )-S-nmet hyt- sul foximne [INN:
SUDEXANO) I,

1-(p-tert-butyl phenyl)-4-[4"-(al pha-hydroxydi phenyl nethyl)-1"-piperi -
dyl]-butanol [INN. TERFENADI NE],

N-benzyl - N, N -di met hyl - N- (2-pyridyl)-ethyl enediam ne (INN:_ TRl - PELENAM NE),
and 1- (4-f IWRPIBWOR,yI ) - 2- (pi peri di n-4-yl ani no)-1 H benBSHERG(UBT [ 1 NN:
TECASTEM - ZOLEJ and their pharmaceusscal |y acceptabl e derivatives, for
simul tan N twel fth aspect,
whi ch i S@,Q)H;S.(W%ﬁg;ﬁ g’%‘hﬁ’ﬂ* A 1%@?%{%’%@%8# P Oghéhé%/gﬁ{a%%g Béé%ysﬁgyhe i nvention
provi desP" aﬂh YPaceut i cal pr oduct corrprl sing, in conbination, a preparation
of a fi riskra8sPimethxygreeditoxafekabidre-g*-thigmtaed ty-da. 5.8 8aetrahydro-2H-phtha-

(ci s) - 4-thzh-Borld hydro- 2, 2-di net hyl - 7- met hoxybenzof ur an- 4-yl ) -2-(tetrahydrot hi
opyran-4-. - - .2 - L, | i 0- - oD 2007 WO

03/ 07405 lswé#féga-g»r%&lggg&eﬁg)g%wg{ya‘ot%tbygnEtQﬁ—llaagé é}a t&raﬂy@% 2}-5phMDf§n2‘p

(cis)-4-1"%, 4- Di met hoxyphenyl } 2- (1, 1- di oxohexahydr o- 11 6-t hi opyr an- 4-yl } 4a,

5, 8, 8a- t [@b¥ePgtipro4Ridthoxybitehyt 2 oxp-Hexabyreo-11toipreien-4-yi-3a, 58, 8- tetehiion@rp he n

yl) - 2- ( Lpnesezibex@hydro- 11" -t hi opyran-4-yl)-4a,5, 8, 8a-tetrahyd ro-2H phtha-
| azi n-1-

{ opyr an. - S [ gleﬁlxgémgﬁﬁygz% '1%t i ;sh%% %ﬁﬁﬂ-ﬂwha% Zsl(afﬂ %ﬁrgr@l}x% Bhefl

(cis) - 4-'par @ﬂ‘i'ro 4- et hoxyphenyl ) - 2- (1- oxo- hexahydr o- 1

|.- t hi opyl(ciak-(2.3pihydrai2i2-gmetBy-Banetherybenpjuine-yiHa(1, piviobexatwiina-11-thippyean-4-

(C| S) - 4-f)3adsRb-Ri-dgarypheiiybarind-otel, 1- di oxohexahydr o- 11 - t hi opyran- 4-yi) - 4a, 5,

8, 8a-tetpahyd '3"2-5 E@)gpll\e?! 1 1 3B MR exahydro-11°thiopyran-4-yl)-4a,5,8,8a-tetrah
(cis)-4- frg?f Bqd E& @ﬁ ﬁ— rre't;xﬁoyx?benzmg ﬂ"r a}l)- a—y % eraf 1- di oxohexah
ydro- | P ?1"'2? ) - 4a, 5 8, 8a-t et r ahydr o- 2H- pht hal a2| n-1 -one,

(4aRr 8a8)‘a?@ﬁk<f"5’4“? S*Dmewpwwwﬂé’ﬁwwww' thiprrenchfikiedifPeraawt e- t hi opyr an-
4-yl) - Aagb28pHmietiet-orahy- dr o- 2H pht hal azi n- 1-one, (4aS, 8aR)-(cis)-4-(3,4-D

i met hox y@&y&qyb}cmaméyku;la-ﬁlb@as@&hemxm QoxdeRantydio-hRBMBERR-441MUb 5 8 SSera-
5,8,8a-tetr H- pht hal azi n- 1- one,

(cis)-4- Vo %T’maazm 1'°de - 4- met hoxyphen 1-di oxohexah%/dr 0-116-t hi opyr

SN S R ek e/ e M

(4aS, 8aRhhdlafiBl-dheDi et hoxyphenyl )-2-[1 -(tol uene-4-sul fonyl)-piperid

i N- 4- 1 | adB8aRy4-8 4 BRetroRphienlygl(10nethaisuiRil-Bifri@id s-)-da 0806 tetrahydro-2H-phiha-

(4aS, BaR} 4}1 4- Di et hoxyphenyl } 2- (1- met hanesul f onyl - pi peri di n-4-yl )-4a, 5,

8,8a-tetra - 2H-pht ha- | azin-1| one, ,

(4as, 8aFéj‘aszélaﬁkzﬁ'c?ﬁ?*x}?'!’ﬂ\d\ﬁé‘rﬂ*é‘ﬁ(%‘f'?t‘?‘w‘;"h’%"e"é‘,‘%@‘?:l?%f%&?%hﬁ‘?%'?@%,

5, 8, 8a-t®er ahydr o- 2H pht hal azi n- 1- one,

5- (4- [ (4= BadRarAa-6.3,Dietolyeihbn)) a yoxphesBaetrthyas aHABh gz 28@-phelahahy dr o- 1

I—%— pht hal 8z fs gendehdic dlaper i din-1- y1)-5- oxo-pentanoi ¢ acid,
(4a8,8aR)-4-{3.4-Diethoxyphenyl)-2-[1-(1-pyridin-4-yl-methanoyl)-piperidin-4-yf]-4a,5,8,8a-tetrahydro-
2R-phthalazin-1-one,
4-{(4a8,8aR)-4-(3,4-Diethoxyphenyl)-1-oxo-4a,5,8, Ba -tetrahydro-t H-phthalazin-2-yi}-piperidine-1-carb-
oxylic acid tert-butylamide,
4-[(4a8,8aR)-4~(3,4-Diethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthalazin-2-yl]-piperidine-1-carb-
oxylic acid phenylamide,
(cis)-4-[4-{7-Methoxy-2,2-dirmnethyl-2,3-dihydro-benzofuran-4-yl}-1-oxo-4a,5,8,8a-tetrahydro-1 H-phtha-
lazin-2-yi}-piperidine-1-carboxylic acid tert-butylamide,
{4aS,8aR)-4-(3 4-Dimethoxyphenyl)-2-[1-(5-dimethylamino-naphthalene-1-sulfonyl)-piperidin-4-yi}-
4a,5,8 8a-tetrahydro-2H-phthatazin-1-one,
(4a8,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(4-nitro-phenyl)-piperidin-4-yi}-4a,5,8,8a-tetrahydro-2H-
phthalazin-1-one,
(4aS,8aR)4~(3,4-Dimethoxyphenyl)-2-(1-pyridin-4-yimethyl-piperidin-4-y)-4a, 5,8, 8a-tetrahydro-2H-
phthalazin-1-one,



(4aS, BaR) - 4- (3, 4- Di et hoxyphenyl )-2-11-(1- pyri di n-4-yl - met hanoyl ) - pi P¥ARG07

i n-4-yg-4a,5, 8, 8a-tetrahydro- 2H pht hal azin-1-one,

4{(4aS, BaR) - 4- ( 3, 4- Di et hoxyphenyl ) - 1- oxo-4a, 5, 8, 8a-tetrahydro-1

H pht hal azi n-2-yl ] -pi peridine-I -carb- oxylic acid tert-butylam de,

4-[ (4aS, 8aR) -4(3, 4- D et hoxyphenyl ) - 1- oxo-4a, 5, 8, 8a-tetrahydro-1

H pht hal azi n-2-yl]-pi perid ine-1 -carb- oxylic acid ph;gﬁh@%fk&

(cis)-4-[4-vooenedxy- 2, 2- di met hyI -2, 3-di hydro- benzofu -4-y1)- 1- oxo-4a, 5, 8
, 8a-tetrahydro-1 H phtha- |azin-2-yl{37pi peridi ne-1carboxylic acid

t ert - but Aagma +(3 4-D1methoxyphenyl) 2-[1- 1morphohne 4-carbonyl)-piperidin-4-yij-4a,5,8,8a-tetrahydro-

(4aS 8a )ZH a, rret hoxyphenyl ) (5-di et hyl am no- napht hal ene- 1- sul f on

yl) - pi peri - 4a, 5, 6eatetrah dr o- 2H pht hal azi n- 1- one, (4asS, ea

R) - 4- (3 !ﬂaﬁaﬁ‘@ﬁéw‘bﬁ'@'ﬁ%ﬁ d"?""["lph(’%")ﬁ]"’fc’r%h-yb H'é?i'ﬂ‘r"fy'ﬂrf‘ (3p‘b‘f“1‘?§‘°?‘¥19h&’3 ]-4a, 5,

8, 8a- t et Hahy.ta-etrBldro-pithttaledizi-onel one, (4aS, 8aR)

4-(3,4-Dy ib%&{&b&.@ o401 brbth Y RlpGdrofh 4 .bWJa iPdiRRGA-findaskle 42, 5, 8, Ba-te

trahydrogr%l-dr ﬂapk' B/y]){):i);[m;:loneg SPQIVJI%\R f2&00 ﬁ%‘%ﬁm le IS.}C%T( EP03101876

-37-

i met hoxy}fﬂ?ﬁﬁ WG4 Pimethppphemiizic hisienpl BRI vinnsedn-4y ks 8pieiaa 5, 8, 8a-tetra

hydr o- 2hydpdaath@blhaiazimi-dreone,

(4aS, 8aRé4a§s£rE)-4[(£4 Do sHanyE-221-Elkifidh 21 i RBH ) 4a 2 805 Rty hpithaer | di n-4-yl }
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[ 3- (4- Chl orophenyl ) - 3- pyridi n-2-yl - propyl ] -di met hyl am ne [ NN:
DEXCHLORPHENI RAM NE] , 4'-tert-

butyl - 4-[ 4- (di phenyl net hoxy) pi peri di no] but yrophenone [I NN: EBASTI NE],
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dr oxydi phenyl net hyi )-1' - pi peridyl ]| -butanol [INN:. TERFENADI NE] and &NeiR 2007
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a patient in need thereof. In the seventeenth aspect - which is a further
enbodi nent of the thirteenth aspect - the invention provides a kit
conprising a preparation of a first active ingredient whic el ected from
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n-1 -yl]-ethanoyl)-pipe- ridin-4-yl)-4a,

5, 8, 8a-t et rahydr o- 2H pht hal azi n- 1- one,

2{4-[ (4aS, 8aR) - 4- ( 3, 4- D met hoxyphenyl ) -1 -o0xo0-4a, 5, 8, 8a-tetrahydro-1

H pht hal azi nw@e¥hliepl peri din-1- vyl ) 2H i sopr opyi - acet aniy QF/E 310187

(4aS, 8aR) - 4- ( 3, 4- Di et hoxyphenyl )-2-[1-(4-1, 2, 3-thi adi azo ﬁo %enzyl ) - pi pe
ridin-4-yl]-4a,5,8,8a-tetra- hydro-2H4pht hal azi n- 1-one, 1-(|I

f4-[(4aS, 1%%@ |né'{ll(1r€‘ S%T E!S @I{M 1Y "\Qxyl% o%gntﬁleﬂ 234) g n%ﬁ‘! IEL%B){ rﬁrhb)’[ﬁ'tlﬁo 1

H pht hal -2-vl] | r| | no I ne- 2, 3-di one,
4- (2{4-[ %’ij 14'9 H“" EY@H’ 3 %/Py%'ﬁ '4‘ap'%”?§8§%1 @@Pahydr o-1

H- pht hal éfiﬁﬁEME]J Nﬁ:epyw urdwmﬂlﬂiy(??yr@ﬂrﬁwwd@mnnBw%éﬁi’ékl@m&mﬂ apd hyI ester,
2{ 4- [ ( 4aS-BaRjobénzflR-@ipLidmatyonypiesydn)idatolopo: FECASTENIBaLH] edticdy yiki-0- 1

H-pht hal Mh% Welcl:ep@:btgﬁé Ql\lég alla mW’t&:tm%&ﬁ%t%tg%eﬁﬂghaFJ?@épEirate

har maceuti c tiv reparation of a second active
|pngr edi erff™Qf a&% ?g’ E'g?aé E?'B&" h i need terear. P P

(E)-6-[(E)-3-(1-pyrrolidinyl)-1-p-tolyl propenyl]-2-pyridineacrylic acid
[ 1 NN ACRS id\Sgriidedidh aspbet 2 Whibi iy dit trriiler embodiment of the thirteenth aspect - the invention .
| - (1- et Rydaéd a%ec%ngydaﬂ&m $bfab@§n;&&eﬁ eXGhRNE Bk fort- D] - pyridin [1NN:

AR S Or it i g e U
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yl | - but ar(cis}@{:ﬂtbmetmmenmmm@mmqm -11°-thiopyran-4-yi}-4a,5,8,8a-tetrahydro-2H-
(pl us/ m nyedaAn2-dnd- (Pchl or o- al pha- phenyl benzyl ) -1 - pi perazi n-

yget hoxy]

19010 5Lt SR S Pl st st

et hyl }- 1 48t #Ppyrrolidin [ NN CLEI\/ASTI NE] 8-chl oro-6, 11- di hydr o- |

| - (4- pi pdeis)dyd-CldentneGoiheny) 2it6[asyd83]lm‘3pwblbh}éb‘taér8[,82:tezrafb']irpy?Hipt!haiﬁeinﬂ+ NN:
DESLORATARE, NE] | [3-(4- Chl or ophenyl ) - 3- pyri di n-2-yl - propyl ] - di nmet hyl am ne

[|NN DE)f&E" ﬁét%ﬁlﬁle 2-(1-0x0-hexahydro-1I*-thiopyran-4-yl}-4a,5,8,8a-tetrahydro-2H-

"-tert- b )'L' 4- (di phe nyy}}m(at%gx?/x)ap% r;?erl éc:p%rg bﬂ) atyrgpehgr%(orﬁe [ 3NN
EBASTI NEs" Eﬁr‘;bl s(p-fl uorophenyl ) net hyl ] - 1- pi Eer azi nyl ] et hoxy] acetic
acid [I NNpls (1 1-dioxohexahydro~1l thlopyran 4-yh)-4a,5,8 Ba-tetrahydro-2H-phtha-
1-(2-et hoaszmatohyl) 2- (hexahydro 4-met hyl -1H 1, 4- di azepi n- 1-yl ) - benzi m dazol e
[ | NN: E ro-2 2-dlmeth I7—methoxybenzofuran 4-yl}-2-(1,1 dloxohexahydro-ﬂ -thiopyran-4-
3-ami no- 9, Qagl n; % flim dazof S5-a] azepi ne [I'NN: EPI NASTI Nf] ,
(pl us/mﬁ’ drox di phe Irrethyl% Qerldl no) - butyl ] - aIp
ha- met hyI lﬁ-ﬁw( e OxyF[hle'NRI Eg&ag P\E?l! thiopyran=4-yi}-4a,5,8,8a-tetrahy-

3-[4-(6- fdt%RbebﬂlQaerﬁi—mEhydrobenz[ bj oxepi no[ 4, 3-b] pyridi n-11-yl i dene) - pi peri di
- 1-yl | paBparNtis-448-OinlehagRasyga-(1CoalexonddSiRd:6-0@hiopyran-4-y1)-4a,5,8,8a-tetrahy-
S, h[rlglh& 140,@ ano- 4- (p-fluorophenyl)cycl ohex-

n
(-)-(3
| J- 3- net | t QCABA T
)[/2 [ 4- [T?F%%ﬁ' ?86' 3%“’%113‘;"8%%0 ;"E?eﬁgld%ﬁf hfmlflydb E\{?’?ﬁ"aﬁ Yot %{fi?]tewécetl c acid
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ORATADI NEhatazeild¥e,[ 1- (4- f1 uorobenzyl) 1

H benzi m J-4- n 3H) one [ I NN
M 20 LAé%’a%é%"%“f‘thew@ﬁﬁzw B A A B S BRI Gzl

[1 NN NOHEEBTERR ZOLE]

3- (10, 11-(daSWy@F?diMpimnaﬁﬁflat}-@Fsijeﬂiowhl@ptl)e%é&ayhétrdem)zmrshumhyl -1 - propanam n
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gERAEEhO{L\S f(jag'ﬁgl%h-@z g%thg{y)ﬁl'xgnylﬂ*bmgkggé petr%y@‘l WBch”]a%n yl] p|pen(§n { I NN:

|- -(5- ¥ ﬁfﬂ'%??’f"&l%‘d yl met hyl ) pi peri di n- 4-yl i dene] - 6, 11- di hydr o- 5H benzo]
5, 6] cycl d+eSEER443, %Dlg]hoxymen!lk?r[h@ -pyridind-yI-REPIDAEN sEEDN-4-yT-4a,5,8,8a-tetrahydro-

1- [ 2- [ ( p2ehh@esi@nalgba- net hyl - al pha- phenyl benzyl ) oxy] et hyf Jhexahydro 5 MAR
2007 WD 03/074055 PCT/ EP03/ 01876
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S-(7-carboxy- 4- hexyl - 9- oxoxant hen-2-yl ) -S-net hyl sul foxi m ne [I NN

SUDEXANOX] , 1-(p-tert-butyl phenyl)

4-[4' - (al pha- hydr oxydi phenyl net hyl ) -1"' - pi peridyfl -butanol [I NN

TERFENADI NE], N-benzyl-N, N -di met hyl - N- (2- pyddyl ) - et hyl enedi am ne [ NN:

TRI PELENAM Ngl, 1- (4-fl uorobenzyl)-2-(piperidin- 4

H benzi m dazol e ?Q%N TECASTEM ZOLE] and their phar- g‘?@@&%q'@ accept abl e
derivatives, and instructions for thegsinultaneous, sequentl al or separate

dm ni st ' f 1he t t th f. In.th
o1 gt eont s e A BPoRPRORL 314 LRl Bins b AEA s6PErRa 2 1t cont h

aspect - ol afigigghutylasmde, pr ovi des a kit conprising a preparation of a first
active i ng{(&ﬂiBﬁlﬂM (i Digthoryshesydl 1@ d-e06, d, Sad¢tahydro-1H-phthalazin-2-yl]-piperidine-1-carb-
(Ci'S)-4- (L bheklidide, 2- di met hyl - 7- met hoxybenzofuran 4- yI

% gl gt )et 2 a %}%IQMQ%%ggﬁwetﬁ@%fﬁ@yd(olbeazoﬁ{aa-ﬁgh-ge-gg % 3%'{% y ro n 1 -one,

| e-t hi opyedh-yl-ppending]-caijoglic agig teftintylaghidedr o- 2H pht haI azin-1-one,

(ci'S) - 4 ( @aslecB-aldonetmRRNYH)-2-D-(-Bmekanirexapty el ldhony biopyr-am- 4- y1 ) - 4a, 5, 8,
8a-tetr ahyacg QEaZJIrLaIRJanroQaI nih@ZAnlr- dneone

(<1 2)-2- (R Bk ML UBRe Yl a2 LB RLL SRR s ) - 42, 5.8, Ba-te

trahyd rot i

(ci s) - 4- (Swrelarit-ene4- net hoxyphenyl } 2- (1- oxo- hexahydr o- 11" -t hi opyr an- 4-yl ) - 4a,
5, 8, 8a- t etaituaRi4-(34 T netipirypherlyr2-{ 1Fpyddiretadmethyi-piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-

(CI S) - 4- (ghumEb-ebR0oxyphenyl ) - 2- (1, 1- di oxohexahydro-116-th

i opyr an- 4; I . -4 y o
(% (@%ﬂﬁ*—ﬁwﬁ g K POt KA b Ak 40 gy oy

, 1-di oxoh®¥ '6?"8) “9"¢6- t hi opyran-4- yl)-4a, 5, 8,

8a-tel r ah(ﬁaﬁ-@ﬂﬂw pertaerting S, Srdichloroghenyl-4- Glsaﬁthﬂb@e"‘( o Wy4-@-Adetbox@ichenyihox yph
enyl) - 2- (Jaslesi-tén@mdaema)htyiﬁiéz@rﬂona,G th iopyran-4-yl)-4a,5,8, 8a-tetrahy-
dr o- 2H ph ot {4 1H-ovra ; g

(4as, 8aR)I-" C'giéiﬂ%- 9&9)2[1 P mﬁtg%l(‘l%ﬁyerﬁ}/lo[uzlpyrm'dm 4(?’”3?8%&%%93?%8?&&6 t hi opyr an-
4-y1) - 4a, EErEA R %eﬁﬂ ©"r o- 2H pht hal azi n-1 - one,

(cis)-4- (@awmﬁérﬁlwwhwh%H@WBﬁé’}n’w“y@w ('T'P‘lrmﬂﬁd%ﬁ%%%y‘mo 116-t hi opyr
an- 4-yl ) - heroBH3htBeaztnatana- hydr o- 2H pht hal azi n- 1- one,

(4aS, 8aR) c44séaﬁ RlRURhAORES yh)py&m&.ﬁlz (opbrdR0EN4a 68164 QR de f-figkal di n-4-yl ] -4

a, 5, 8, 8a- Itet ydro- 2H pht hal a2| n-1|-one,
(4aS, 8aR) sy 4 <) 4 Di et hoxy henX 1- met hanesul f onyl - pi peri di n-4-yl)
4a,5, 8, 8a{4ﬁ% S?df%“i'ﬁ- ?rﬁlé [1T(%12’i° HTcUngemT vimethyl}-pipéridin-4-ylj-4a,5,8,8a-te-

(4as, 8aR)trama.'C(r012H%@ny¢wppq§erl di n-4-yl)-4-(3, 4-det hoxyphenyl )-4a,5, 8, 8a-tetrah
ydr 0- 2H- phtsaaidstiotyplenyiPR A isoprofyftpipelidhindy Bail8)s;88tdtranydro PH@hiRaiazin-1-one,
lei/ phgggm% CIRYAS ﬁo%netrﬁmm&%&ﬁté bR bk M) b @Ay F2y8 4 sk per i di n-1-
{4a8 8aR) % '"Qp%ba'éf'%b'%f henyi } 2-[ 1- (1- pyri di n- 4-yi - met hanoyl ) - pi peri di n- 4-
yl] - 4a, 5, gag@Rf@QSﬁmm%yphgﬂ}bﬁtmmeamp'ﬁer'g;ind,yé—ﬁa,5,8,Ba-tetrahydro-ZH-phthaIazin-
1-one,
(4aS,8aR)-4(3,4-Diethoxyphenyl}-2-[1-(morpholine-4-carbonyl)-piperidin-4-yl}-4a,5,8, 8a-tetrahydro-
2H-phthalazin-1-one,
(4aS,8aR)-4-(3,4-Dimethoxyphenyl}-2-(1-pyridin-3-yimethyl-piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-
phthalazin-1-one,
{4aS,8aR)-4-(3,4-Dimethoxy-phenyl)-2-{1-pyridin-2-yimethyl-piperidin-4-yl}-4a,5,8,8a-tetrahydro-2H-
phthalazin-1-one,
{4aS,8aR)}4-(3 4-Diethoxyphenyt)-2-[1-(2-morpholin-4-yl-ethanoyl}-piperidin-4-yll-4a,5,8,8a-tetrahy-
dro-2H-phthalazin-1-one,
(4aS,8aR)-4-(3,4-Diethoxyphenyl}-2-{1-{2-[4-(2-dimethylamino-ethyl)-piperazin-1-yl}-ethanoyl}-pipe-
ridin-4-yi}-4a,5,8,8a-tetralydro-2H-phthalazin-1-one,
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4-[ (4aS, 8aR) - 4- (3, 4- D et hoxyphenyl ) - 1- oxo-4a, 5, 8, 8a-tetrahydro-1
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(cis)-4-14-( %Y- 2, 2-dimeth) | -2, 3-di hydro-benzofurag 1- oxo- 4a,

5, 8, Sa- tetraﬁ§g?oh§ H—phtha- | azi n- 2-yl ] - pi peri di ne- I-cé?ﬁ@?%’ (% aci d
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-4-(3,4-d ,t;gay)émg,g)qﬁygo):ac&gh yPastr, 8a t et rahydr o- 2H- pht hal azi n- 1- one,

4-(3,4-Di 0

) %TF 43 R R F%ﬁ‘*%r?ip%%ﬁ'h?ﬁf W one,

(4aS, 8aR) wlﬁH(asefamﬁﬂ ﬁ'ﬂét"ﬁ’b@&‘?ﬂ?@ﬁwqaﬂy apceptphle ‘Fﬁ”\éﬁﬁ‘G’EEPBSPErPtWP afeephhachvey| - pi peri di n
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(4aS, 8aR} fo1) Ara&m AR RS AME) (pas/&uluswru {Mchistb AprerphbayBbRQ1-ghend- y1 ) - 4a,

(54288)éa}? )et 50 xﬂaﬁlcac ﬁn:\l JEElRlﬂlrﬁ szchi ; %qguzhggro ppertisene Stiberzo 1y ot g
n-4-yl]- 4@%”"8’*‘%’&‘ { %b]plf”P'%% BXSZLRRﬁ ™ d&‘?sﬁ“'q'USkq)l,i,gydroxy4[4-(X droxy-

4- (3, 4- Di sigrehtmejtinipaydinpl-iRity{-dipiogustwibysyeirond 35 iINgE FEXOFENADINE], ethyi 4-(8-

i N-4-yl') - didroSs, Sdiaot Gl-baabyrQoichebliD P RIAZ | Pidéne) DRridinecarboxylate [INN:

(4aS 8aR) %Aeﬁm.ﬁa%ﬁmmm% ch%z.hﬂdaz(o?z 2 Jl4% ﬁfh@% faietiai Lainihg aRRAL ! h

yl ) - pi peri te- trah one,

(4aS 8aR) diny( Ry ytetertp TV'B%@Hét[%ﬁ'P %W“B’@FIPB"’“MWBW‘KM'
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4- ( 3, 4- D subiessyfplteniruladedud séquartiplhoscpaige ddntrastrton yije-ppdppretioncko B pdliet| | - 4a, 5, 8, 8a
- t et r ahy dyf, Qseq dldcbiit hal azi n-1 one, (4aS, 8aR)-4-(3,4-D

i met hoxyphenyl ) - 2- (1-pyridin-3-ylneth yl-piperidin-4-yl)-4a, 5, 8,
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oxyphenyt 3w 2pEds idbitsie bl istarirdrackpts bhaddmyt cidss P B edalddd by détglerébon-

>, 8.’ 8a-t egera%}é/r_in a reduced late inflammatory airway response,

The pharmaceutical composition of the present invention may be prepared by mixing the first active
ingredient with the second active ingredient. Therefore, in the nineteenth aspect of the present inven-
tion, there is provided a process for the preparation of a pharmaceutical composition which comprises
mixing a first active ingredient which is selected from a PDE4 inhibitor, a PDE3/4 inhibitor and their
pharmacologically acceptable derivatives, with a second active ingredient which is selected from a
histamine receptor antagonist and its pharmacologically acceptable derivatives.

In a twentieth aspect - which is an embodiment of the nineteenth aspect - there is provided a process
for the preparation of a pharmaceutical composition which comprises mixing a first active ingredient
which is selected from 3-Cyclopropylmethoxy-4-difluoromethoxy-N-(3,5-dichleropyrid-4-yi)-benzamide
[INN: ROFLUMILAST], (-)-cis-8-ethoxy-8-rmethoxy-2-methyl-1,2,3,4,4a,10b-hexahydro-6-(4-diisopro-
pylaminocarbonyiphenyl)-benzo-[c][1,6]naphthyridine [INN: PUMAFENTRINE], 3,5-dichloro-4-[8-meth-
oxy-2-(triflucromethyl)quinolin-5-ylcarbox-amido]pyridine-1-oxide [Research Code: SCH-351591],
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n-1-yl]-ethanoyl }-pi pe- ridin-4-yl)-4a,5, 8, 8a-tetrahydro-2
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(cis)-4-(Hs +]h9{ sz_ t hoxyphenyl ) - (1 oxo- hexahydr o- 11 4-t hi opyran-4-yl)-4a
588atetra gro- zin-1-o0
(cis)-4- (P4 @ﬁ&@;‘}‘m@wﬂy-@ﬁdﬁ?ﬁ ra%”&!?ﬁﬂ%ﬁww’ﬁfaz"i‘ ll-ethanoyl}-pipe-
1-t hi opyrrdmfwl*ffﬁ?M@e@h@f%nh@'ﬂahymeo 2H pht ha- | azin-1I-one,
(cis)-4 (22{4~R4d§ dape @4®;n%&Hiymhhy1l-axZ4m$ hosb@rzof gihaszidz ylopedidil, 1- di oxohexa

hydr o- | eyl) 4a, 5, 8, 8a-t et rahydr o- 2H pht hal azi n-1 -one, 5 MAR
2007
(4aR, 8aS) g@& O’W'??E’g“f%[g';ﬂﬁh?e%@ﬁ‘322"4(yibefzy8 PBYSRSAAS &P 87%4%- t hi opyr an-

4-yl)-4a, ’Bdfez%ahtlﬁaﬁlﬁéﬁ% dr o- 2H pht hal azi n-1 - one,
(4aSs, 8aR)1—((1<{A (518 4aR(}-3-(3k-MinetabdromyHiexva s Be-(etatieradil b patutazayipigeddih6 - t hi opyr an-
? yl g ja( 1 eBiandyRi-EMipersbing2 BldioRd)t hal azi n-1-one,
cis (;ng)( -
| 6-t hi opy‘?a -[%18?3 458%¥§tﬁ Fg'ier a- aféL é)’?q F a2| I%Z'n%@r%e”
(4as, 8aR) "ﬂ‘e(hgn"l'a@f’ Fﬂﬁ?&‘il Y epten- |
- (t ol uene-4-(4asgBryB %Dmepvemlm\y&wxwa] 5,830 tBraBydR - risthpladiny 2ylepipRrickd-1-
pht hal aziy)2i-aetenideleAdiBeidhiRnacbiobicallfactiplaBib BoNRRONY 2 spcord dclve iHpteianesul f onyl - pi

BZrR') d 2' ? 1"6“',’5;‘(’:4 Eg' sbipcHram 4-%4-@@90&1&&6&%?5 RehydioPHh 461 H- 28425 R8I Spntred 2S,

i n-4-yl) -REneael ﬁéﬁ%ﬂ N RS (s k- dlogepinhas pheqyReBFYB 1 PReBIVIRNIR%i n-1 - one,
5- (4- [ ( 4@@@&@9 ONN: (:grlazm B Liiidre iy ¢ piparidgideneuet-Bnels, Buciehepte-ahy dr o- 1
H pht hal gz.p-Hipwidiyié fNNDDPRIORATADINEL(plus/minus)-p-{1-hydroxy-4-[4-(hydroxydiphenylmethy|)-
- plperidinol-butyll-aipha-methylhydratropic acid [INN: FEXOFENADINE], ethyl 4-(8-chloro-5,6-dihydro-

11H-benzo|5,6]cyclohepta[1,2-b]pyridin-11-ylidene)-1-piperidinecarboxylate [INN: LORATADINE], 2-

[N-[1-(4-fluorobenzy!)- 1H-benzimidazol-2-yl]-4-piperidinyl]-N-methy-amino]pyrimidin-4(3H)-one [INN:

MIZOLASTINE] and 1-{p-tert-butyiphenyi}-4-[4"-(alpha-hydroxydiphenylmethyl)-1"-piperidyl]-butanol

[INN: TERFENADINE] and their pharmacologically acceptable derivatives.

The first and second active Ingredient may alternatively (other than In admixture as described above)
be administered simultaneously, sequentially or separately to treat respiratory diseases. By sequential
is meant that the first and second active ingredient are administered one immediately after the other.
Separately means a time difference of administration of up to 24 h, preferably up to 12 h.



yl } - 5- oxo- pent anoi ¢ aci d, 5 MAR 2007
(4asS, 8aR) -4- (3, 4-Di et hoxyphenyl )-2-[1-(1-pyridin-4-yl-methanoyl) - pi peridin-4
-yl]-4a,5, 8, 8adet rahydro- 2H phthal azin-1 -one,

4-[ (4aS, 8aR) - 4- (3, 4- Di et hoxyphenyl ) - 1- oxo-4a, 5, 8, 8a-tetrahydro-1

H pht hal azi n-2-yl ] - pi peri di ne-1-carb- oxylic acid tert-butyl am de,

4-[(4aS, 8aR)y Di et hoxyphenyl ) - 1- oxo- 4a, 5, 8, 8a-t et

H pht hal azi n Oi(ﬂﬁ 0ngpl peridi ne-1-carb- oxylic acid phenyF@%‘%@ms}ﬁ
(cis)-4-[4-(7-Methoxy-2, 2-di net hyl - 2,s3-.di hydr o- benzof uran-4-yl)- 1- oxo-4a, 5, 8
, 8a-tetrahydro-1 H pht ha- | azi n- 2-yf] - pi peridi ne-1-carboxylic acid

t ert - but yhapresat, lnvérﬂiaﬁpnﬂaﬂyevﬂie(t& wke Bi ambérimeceytishienrpiosition, or pharmaceutical

-2-[1-(5 pmmuzeécb,&&, mg .n%%tmé BaEradiars b of A Al ArSe phbb Rt Yalor
4a588atetraf ht hal azi n- 1- one,
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-(4-niro-phenyl)-piperidin-4-yl]-4a,5, 8, 8a-tetrahydro-2H phthal azi n-1-one,
(4as, 8aR)Af&mé;%s€ecthﬂe§rb@xMMGyskAma’m&dlformémies{inaﬁefayésﬁm&wdise&bp@ﬁ-i din-4-yl)-4a

,5,8,8a-tetra ro-
( 43S, 8aR)anZ|!]g(a§¥|2fISt ‘”Hg an;BP enrl P]neeg P’n re%( 9 in %ffectwe ?]mqunt r(]er %PDCEQ_ mBrbit aPDg:Iikli di

n-4-yl]- Anfpibitas orga phg@aQeQQBplgﬁgc@pt@pje aps{_ab/ﬁttqqufa-_agqi {7} gn effggtiye amount ofahlstamine

(4aS 8aR)rec2ptdr bnthgdnibtédr AsHaicaifidalydicabibitd @eripdiartydrgof. 2- 0X0- et hyl ] - pi peri di n-4-yl}
-4- (3, 4-di net hoxy- phenyl )- 4a, 5, 8, 8a tetrahydro 2 H pht hal azi n- 1- one,

4- (3, 4- Di et hoxyphenyl ) ?}I | -(1-ne

H pyr azol Gy a'feﬁ%sl“ﬁidﬂi‘i“ b8 "VPt?”eﬁlaE?é? ‘?a('i‘lcﬂar&"%e]’ -2f¢ nfigmgnation: ipdyced

t r ahy dr o-bRhbhizbgidetdam (teoncHitis cabetiuct(vel by &) cBitid_y padiic @nchitis) alerpistbroshilipletangid ) - 2- (1-t h

i eno[ 2, 3'a‘§u1rﬂé’ womhran dstﬂmécb\:omn@@é bébsdrrafia YerannididnimtisP whihat B telted by

hyd
i él :]OZZyIt ecom ma? onacco Afhn tc)ethe tgver?ﬁ‘gﬁ gg) %thﬁge%sech c?n%%rfhﬁfr%ﬁ {lfedgé[re% i ( 1-pyrim

ha  1azi n-1-one,
(4as, 8aR)aDM°P(‘§e ﬂdﬂﬁ"ﬁ‘étt 1% §aspre qhe lndvidua) C‘Q“ZP—%%B* tothe pesdsrBRtTe. P net hyl ) - pi peri d
i N-4-yl | efdnple,n8ed8 aubieet-to feashyig re@ted biripiivhd)al azi n- 1- one, 5 MAR 2007 WO
03/ 074055 PCT/ EPO3/ 01876 -54-

4- (3, 4- Di_net hox E“’H % 1 |sopro%l-rpi eridin ‘H%’ﬁ%"l 8a-t et rahydro-
D1+ it il TG e PEHEnS b, aia st 3P 4 rBERRD BRI Lo Hheires- or phot |
n- 4- yl - 2cestical prodwgt| o) prefapmtion; h usedqn gdniixtude with ofig or@o@@he[neaceutlcally acceptable

trahydr O-aahta.ﬁﬁatahwdrwp@nta - one,

(4aS, 8aR) - 4- (3, 4- D met hoxyphenyl ) - 2- (1- phenet hyl - pi peridin-4-yl )-4 a,5,8,
Ba- tetrakwdro 2 Hphthal azi n- I|-one,

(4aS, 8aR)Win "warmgé'fth%ez?ﬁﬁérﬁwan sq” B PSR HRTIersirad 2p-mear et - pi peri di n- 4-yl
]-4a,5,8 a&amabtatamhw:mveR]b#eqnh'ttshﬁieaztwelmdrem alsp 4mBe 8iM)istefod(a8 p dasBi met hoxyph

em/lh)I 2- (sgra€¥ﬁéeposblrbr§§ 3 ek dpbvadd| FaRtet Hithbad obbmihisthBondwiion 8y feet r ahydr o- 2H
p al azi n-

mentioned areethe parenteral (e. g. intravenous) and the transdermal administration of the active
(

ingredients.

The invention encompasses on the one hand co-administering both drugs in one delivery form such as
a fixed oral combination (putting both active ingredients in one tablet), as an inhaler {putting both
active ingredients in the same inhaler) or as a free oral combination {putting both active ingredients in
two separate tablets). On the other hand it encompasses aiso the administration of the drugs in two
different delivery forms such as putting the PDE4 inhibitor into tablets and package them with an

inhaler that contains the histamine receptor antagonist, or vice versa.

The person skilled in the art is familiar on the basis of histher expert knowledge with which excipients
or auxfliaries are suitable for the desired pharmaceutical composition, product or preparation, in
addition to solvents, gel-forming agents, tablet excipients and other active compound carriers, it is

possible to use, for example, antioxidants, dispersants, emulsifiers, antifaams, flavor corrigents,



(4aS, 8aR) - 4- (3, 4- Di met hoxy- phenyl ) - 2- (1- pyri di n- 2-yl et hyl - pi peri di =-Manbkjord
a, 5, 8, 8a-tetrahydro-2H phthal azi n-1 - one,

(4aS, 8aR) - 4-( 3, 4- Di et hoxyphenyl)-2-[ 1- (2-nor phol i n- 4-yl - et hanoyl ) - pi peri di n-
4-yl]-4a,5, B, 8a-tetrahy- dro-2H phthal azin-| -one,

(4aS, 8aR) -4- (3, 4- D et hoxyphenyl ) -2-(1-{2-[4-(2-di met hyl am no- et hyl ) - pi per azi
n-1-yl ] -et hgnpwldag pe- rid in-4-yl)-4a,5, 8, 8a-tet rahydﬂc%z%os/msm

H pht hal azi n-1- one,

2-{4-[ (4aS, 8aR)-4- (3, 4- D net hoxypheny3é}-1- oxo- 4a, 5, 8, 8a-tetrahydro-1

H pht hal azi n- 2-yqg- pi peridin-1- yl)-2Hisopropyl-acetam i de,

(4aS, 8aR)preseryayves. sphiiEeHoRIgHMRePPIIegion promqtas apd comPRXiptage A e Azt 4- yl - benzyl

) - pi peri diesrindx. Yyl ] - 4a, 5,8, 8a-tetra- hydro-2H pht hal azi n-1-one,
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H pht hal acT d et hyl

ester, 2{38Vp| ("9! Nﬁ“tﬁﬁ‘@?‘ﬂgeﬂ'swé’f" W")’ 957% (5’3’ ﬂ%""&?”%e "hﬂﬁ tetrahydro-1
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rom y exahydr o- 1- net hy

H azepi T8 %?W‘?gwéhl@) | azinone [INN. AZELASTI NE] |

(plus/ mnus)-[2-[4-(p-chl oro-al pha-phenyl benzyl ) - 1- pi perazi nyl ] et hoxy] -

acet i ¢ adihelagtiveNiredi@RTHRPrFEIRNEhe invention are administered by inhalation preferably in the form

8- chl or 0-dbanlakrogdl; kGEGsol darticds & is@ieNigwy/dr imded@npBibreadalymatilcyddrizept a-

[1,2-D] pyo'%b?{o% th, | aDnta oty TRALANE]

(plus/ m nus ahynfﬂoxy 4-14- (hydr oxyd| phenyl met hyl ) -

pi peridi no] - butyl]-al pha-nethyl hydratropic acid [I NN. FEXOFENADI NE], et hyl

4- ( 8- chl demsd g@erdﬁohydrb@-carried out, for example, by pressure-driven jet atomizers or ultrasonic

11H- benz glomiRls QiCda@hpdoadiyloy fropdiptiiveh Metdbd 44tds61E8 @lopelardiridim@isisar boxyl at e

[ NN L%ﬁ%l%ﬂmv@comk%ﬂs‘ fro }hLantH?E Qﬁe@.zyl )-1

H benzi m da -2- - 4- pl peri net hyl - am no] pyri m di n-4(3H) -one, [ | NN:
M ZOLASTI NE] and '

1- ( p- t er tDspandipd qhierinhalpr séstgrd used,dr guibition fotblr aghive dormrvenly theradriyistrption forps per i1 dyl ] - but
anol [ I\Ahhmom?&ﬁmme%mm@éa@j suchith 3 eple Q@ipeIRhts 1 ARREDH AbbRe der i vat i ves.
The Tirst,and, a%f%@&f-% gﬁ’efc{ajgc%v éﬂgs{)a%gé isiflery/ SQAIIEQ‘E 'B%E r&éﬁ\le)é ﬂééaf.@?r than in

adni xt ure. as scr ove | stere aneously, sequentially
or separ af'feésl%?gt ?‘ft"f?‘ﬁg'ﬁ FgaIRer Ut 5P F’ ! rB%”.ateIS%}'%?e‘ﬁU’@ﬁ?T“SF"dsl s meant that
the first and second active ingredient are adm nistered one i medi ately

af t er t heroohdy@iposes Sapantned yrgdRabe obapbdra@edhré HvaraBa aeh vifichaetdoRlost rat i on of up

to 24 h, oBﬁrﬁI-r?JaﬁfQé Yzeldbh Beberletatdd anéad}ﬂﬁﬁte?e@%ng Mﬁqrgé(.&ﬁme BE@F/ 15203/ 01876 - 55-

The present iny ut| cal

conposi t | aht as %ossebl%tjorqwahjenk n} ad?lt%n ?o tgle djse ?f adagtors sd)acers ?xggr{a%rg) and] en tion in the
manuf act &F@e%fmﬁ'“%ﬁlgc%?é'ﬁtt”@f Yﬂ'““ﬁ‘f@’ ﬁW@ﬁHVP‘&)@F@e*&%V"@ra pufer g®nent of a
r espi r at Gaytohelie® &8 @eterdd daidsbib @ pagisye Dithe@bsetohy@wider @Bads, ainmrtendritedtimicels a net hod

for the tse&hsr@@&va.g&e?egrsmms@t IQJtéﬁasQ@b §68HSe®Whe Rﬁéle’?h&%b@ﬂﬁkﬂb&%#” ng to a
patient in DE4 1 nhibitor, a

e eSS Plock R B Gk oS bt 2R oy <l PP B oot “and

(b) an efehieyed.ve anmount of a histanine receptor antagonist or a
pharmaceutically acceptabl e derivative thereof.

Typical compositions for hasal delivery include those mentioned above for inhalation and further
include non-pressurized compositions in the form of 2 solution or suspension in an inert vehicle such
as water opfionally in combination with conventional excipients such as buffers, anti-microbials,
tonicity modifying agents and viscosity modifying agents which may be administered by nasal pump.

Typleal transdermal formulations comprise a conventional aqueous or non aqueous vehicle, for
example a cream, ointment, lotion or paste, or are in the form of a medicated plaster, patch or
membrane.



Respiratory di seases which may be nmentioned are in particul ar all er gegpara6h
i nfl ammati on- induced bronchial disorders (bronchitis, obstructive
bronchitis, spastic bronchitis, allergic bronchitis, allergic asthnma,
bronchial asthma, COPD, allergic, seasonal and perennial rhinitis), which
can be treated by the conbination according to the invention also in the
sense of a |wogsdmnsssn therapy (if desired with appropri gtgrmdhissd ment of the
dosage of the individual conponents to the needs at the tine, for exanple
needs subject to seasonally related vdriations). The active ingredients may,
and indeed wll, as part of the pharnmaceutical conposition, the Pharna-
ceutical gy tﬂg%!bﬁ\t)e—rf?gnﬁoggcflpﬁp&;tfc 0dks mPﬁosH€e§Qd$iHsd?rMiﬁ$ B%l?rsé%%iﬂ{tﬁé ﬁﬁ for-e
pharmaceut| cally acceptabl'e auxiliarfes and/or exclplents. thin the
meani ng &f¢ f%%"dﬁf’t@%'éﬁ’f?d'ef'ﬁ\?'éﬂ'fyie% fhe ”‘“ﬂ%@'adrl“‘%'s"ﬁ?"éftEert%‘F@”tL?ﬁﬂéﬁ‘ WYEd as neani ng
t he oral disadeningicgted- ati on of both active ingredients. The active ingredients
al so can be adm nistered as a nasal spray, an aerosol, or as an inhaled
powder. Further nethods of admi nistration, which nay be nentioned are the
par ent er &lowéwer, ingienerah satisfeciamoestilts withiek dotaived whan thel tofahdally doeoe of fist activeimn of t he
acti \ée_ | Qe @ﬁtgﬁta r-ggectii/eerﬁmiﬂE@M mm&mm%m& S0 istirBe QAR frbrﬁﬁFimog |
co-adm ni sterlng bo rugs _.i.n one deliver r,m.s | ora

conb nat 11N TSR RRl B oSS R i sy Bk Fos Pt Giach be S °T R o
(put t i ng deRenis inadenoy Bom hoff eelkaahpady Weicht Hée dailyipsion feathe pyrticiprivapsefered r ee or al
conbi nat iFDE3/4 mhibitor PIUMAFER TRINEETS in\s@anigh GsneTbioe mios pd/iy of ioapwagpar ate tabl ets). On
the other hand it enconpasses al so the administration of the drugs in two
different_delivery forms such as putting the PDE4 inhibitor into tablets and
package t'HeRiadaifosage ofitgeondectvg L edighehirh UspRe TRieRiPrAHepRIss At or

ant agoni sry wighin anvidegrange (Osta 150V e’k besiy weighdl. Inltedadenf thdvwrimularyipesfefredri | | ar on t he
basi s 0Of Hatafind Rlcedior BRAgbnid DOVATROGIE, tid dally dbEUge e kbddr® RliSa raffe rBM L1 aries are
suitable(ﬂprmtg%mg%%j&ed pharmaceutical conposition, product or preparation.
In additidn to SOV nts, gel-formng agents, tablet excipients and ot her
active compound carriers, it is possible to use, for exanple, antioxidants,
di spersants, enulsifiers, antifoans, flavor corrigents, 5 MAR 2007 WO

03/ 074055 PCT/ EP03/ 01876 -56- preservatives, solubilizers, colorants or
perneation pronoters and conpl exing agents (e.g. cyclo- dextrins). The
pharmaceutical conpositions or preparations according to the invention for
oral admnistration are preferably in the formof tablets, coated tablets,
capsul es, emul sions, suspensions or solutions, the active ingredient
content advant ageously bei ng between 0.1 and 95% and by appropriate choice
of the excipients and the auxiliaries, it being possible to achieve a

phar maceuti cal adm nistration form precisely tailored to the active
ingredient(s) and/or to the desired onset of action (e.g. a sustained
release formor an enteric form. The active ingredients according to the
invention are adm nistered by inhalation preferably in the form of an
aerosol; the aerosol particles of solid, liquid or m xed conposition
preferably having a dianeter of 0.5 to 10 pm advantageously of 2 to 6 pm
Aerosol generation can be carried out, for exanple, by pressure-driven jet
atom zers or ultrasonic



atom zers, but advantageously by propellant-driven nmetered aerosols @mar 2007
propellant-free adm nistration of mcronized active conpounds from

i nhal ati on capsul es. Dependi ng on the-p&hal er systemused, in addition to

t he active conpounds the administration forns additionally contain the
requi red excipients, such as, for exanple, propellants (e.g. Frigen in the
case of nmetered aerosol s), surfacepssdticrmsubst ances, enul sifiers,
stabilizers, preservatives, flavorings, fillers (e.g. lactose in the case
of powder inhalers) or, if appropriate, further active conpounds. For the
pur poses lof pharacexticabepmpgsilionrcgepiipingbia admixtugop Bstactivadaoredient Whish isgpleetedyi ¢ h

whi ch aefemahsgrodp cofgitingm-ppsidbiop|iMethbsl-difubromthg /PR s-didhieopyriagdra)ni st er ed,

pat 1 ant . OPRAREIREROEMIL A, Y0l et o Bnevtonfaineltpi 233 40 bl
shaped céhtiigpprapyiaminocgrbonyiphemyibenzorsill.eirgphifwsiting NN PUMARENTRINFLaRd helfeyi ces
em t ti ng pharmatduticalis pacaptabld derivatived, end a 3dcpnd axtiveriegrediad, vavich dssselested frompita t | cul ar

S oy e bl P : _
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descri bedN hC%]F'&B@ﬁ"‘“iﬁ BacobEAlly accepighle g85VelVBH5 321) | using which an

optimal adm nistration of active conpound can be achieved. Typi cal .
co gp]?s' E E%Ehirﬁéﬁeﬂ%%%nﬁ@iiﬁoﬁ%ﬁ%r#i@b e 1, WB&Ein W’ﬁrét@ﬁl:{?ﬂ' s8bendactive ﬁngkéahfll ?_t ion
an ur r_.i.nglu npn- pressyrized conpositions .in or.m.o sol ution
or sus peﬁ@i'so'ﬁ tqe‘r}"rﬁh‘%l""r‘?gﬁr{'ﬁg@éﬁ?&y’( %ccg‘ﬂﬁlﬁe éggssov\'/é'teg'p'oﬂg?’ i°5?1°i'149\/°f|aﬁa'{:%r 5 nati on
with coneédti onal excipients such as buffers, anti-microbials, tonicity

nmodi fyi ng agents and viscosity nodifying agents which may be adm nistered by
nasal p u-mpham&'eﬁlﬁgl c%lrnggiﬂﬁ ra%l‘dgr]:g% %lnalt %P&Qn Rt hatfve ﬁﬁﬁg@(ﬁ@ée:le%[@l

agueous Or non aqueous Vvehi cl e, r__exanple a cream_ ol Aitnent, Totron or
past e, ofOTRIE FRIPCPRSENG FhidFyclaprremetapyd-dieemgihoxyiddighioronyidiydne. 5 MAR
2007 Wréndamidd 088 ATFLURROST) hphérmabaiticaip acceftabla bty solvatendr iNcoxide thansof,apeut i C

uses t he gRfPRaN s xRl @teféhsW | |, of course, vary with the first and
second active ingredients enployed, the node of adm nistration, the

treatnent desired and the disorder indicated. However, in general,
sat i sf act.dvphareacaitical cainbosition aedotdingrieclaintIe wharéie the dirskbctivaingredidd desplectefl f i r st

active i fgm Be@ftiup Bérskling df BECYOBRrpyirRmR -t idiiBdryméthéy R dichiddbyid-4-g.s, when
taken oral _is.,I . |- ‘ i,gh he case
of the p%frnf ‘?"é'ﬂ-? @F'\ngo ﬁ;!.gplgﬁsérijgr , ""l?%%"%gal'!f g%/e@% .] %iéﬁe V\&t éﬁ d&é’llel%&' %os age
i s in a YA o slhor N-oxide theggok gndihe Berayd apdivefngrediantis sgierted frarp egioupsent he
par1 t5 i)g ul ﬁtihg’op(pm‘sm‘l‘lﬁiﬁ;i[}[ﬁ[ﬁﬂdo-ﬁlﬂiﬁ-ﬂ)ﬂehfﬁenﬁhﬁﬂ%ﬁﬂ%yﬂ&;dx?jﬁcﬁﬁc&cﬁ@lgge I rom 300
- qgé-}g ap(g;n&g ; osage o e second active

hr lgWEt) E@ﬁ : Luchl gcée?%@lla dg%hl!ivl‘.s. g

I ngr edi stam ne reéceptor antagonists also can vary within a
wi de range (0.1 - 1500 pg/ kg of body weight). In the case of the

par t i cul saAlphapredutical eempdsitisn aerbnding teemy pf daima h toedy whic is digRATAlsbMBpatione dai | y
dosage when taken oral is in a range fromO0.1 - 0.5 pg/ kg of body weight. 5

MAR 20076. U'-.se5 §f a%%%r%gce&?cﬁ Ioo”r%i:osiu'on according to any of claims 1 to 5 in the manufacture of a me-

dicament for the treatment of respiratory diseases.

7. A process for the preparation of a pharmaceutical composition as defined in any of claims 110 5,
which comprises mixing the first active ingredient with the second active ingredient.

8. A pharmaceutical produet comprising in combination, a preparation of a first active ingredient which
is selected from the group consisting of 3-Cycloprapyimethoxy-4-diffuoromethoxy-N-(3,5-dichloropyrid-
-4-yl)-benzarnide [INN: ROFLUMILAST], {-)-cis-9-ethoxy-8-methoxy-2-methyl-1,2,3,4,4a,10b-
hexahydro-6-(4-diisopropylaminocarbonyiphenyl)-benzo-{c]{1,6]naphthyridine [INN: PUMAFENTRINE]
and their pharmaceutically acceptable derivatives, and g preparation of 4 second active ingredient,
which is selected from the group consisting of (plus/minus)-{2-{4-(p-chloro-alpha-phenylbenzyl}-1-



1. A pharnmaceutical conposition conprising, in admxture, a first acimxe 2007
I ngredient which is selected fromthe group consisting of
3- Cycl opropyl et hoxy- 4-di f | uor omet hox9N- ( 3, 5-di chl oropyri d-4-yl)- benzam de
[ NN: ROFLUM LAST],
(-)-cis-9-ethoxy-8-nethoxy-2-nethyl-1, 2, 3, 4, 4a, 10b- hexahydr o- 6-
(4-diisopropyl am nocar bonyl phenyl ) - benzo-[c] [ 1, 6] napht hyri dine [INN:
PUMAFENTRI NE ' nﬁgﬁﬁl infeal ] ' LAy SREbtNR iafOsivedfdd a
second g@f%&%ylfﬁﬁ%@%ﬁéiﬁﬁfﬂmpb i_stz!se e'lg%{tggﬁ rotr:n&{ﬂ%agyg%?%u%égéén?? sting of
(p! us/ nisimultpneops. FaqYBRLR! AT SPE2E|USHE eFABKy | benzyl ) - 1- pi per azi nyl ] et hoxy] - acet i
c acid [INN. CETIRIZINE) and its pharnmaceutically acceptabl e derivatives.
2. A ph%fﬂ’gﬁ%!ﬁ%béiﬂéal BRIAA Skt 1PGHR kil Mo GlsBhrlol secohbdctiveindrbderitis St
and/ or second active ingredi- ent is I n tthi*fo%mo&fo a‘F%paQJﬁﬁ?ﬁg&hga! ly
accept ati] tge fognof a phirpagauticaly 2neenipble sait sglypte, -axidsy ofsolvalp o 43 oxl de. 3. A
phar maceuti cal conposition according to claim1, wherein the first active
i ngredi gpta r?an%ﬁc%eﬁﬁéa@ﬁodtfcf SH¥brlIRG toisit B, wherkii thé firSCactive ingredient is selected from

me

of 3- Cycl opropTnel |j oxy: 4-dit] uoronet - N- TN a9 % i

benzani d Q"PF%W"WE 9 ,pylgag'g%r@i"éﬁoﬂe% iéf“?’)’ q%%?%%@%%432#¥%§ev ate or
N- oxi de [NNER@BEYMIbASTla bhasmnaceuticallyraceepiable it RpTvale arN-PYida therpof, of solyate of an

phar mac gL} hrdRbxidcthgrass ti on according to claiml, wherein the first active
ingredient is selected fromthe group consisting of

3- Cyct opropyl met hoxy- 4-di fi uor onet hoxy-N- (3, 5-di chl oropyrid-4-yl)- benzam de
[I NN ROFLA Marmase)tics pradystanceripg (poiaim, -wg;*e@@eaﬁra'acavegﬁdfe"yaﬁ%}% ™ N- oxi de
t her eof theQjroupThsising oPd-CyuopsblylimethbxyN-diiuochmethiory-H<3. 5-diahieropyrid-4 il benramidet | ve

i ngr edi ﬁiﬂm& :g&gﬁ%r%%ﬁéﬁn&@’uti&ﬁ@é&@ep@&&'saﬁ.is'é%egr Rxide thereof, or solvate of _
us/ N T B-Chl Gt 0- al pha- phenyl benzyl ) - 1- . i
acid g ”S.or@# SpHieEr ik SoFina S ARG ity B Fei Whdng Y] 2t

5. A phapusinirus)izEH pebiopaiihaipbenybierayd-tHringrezioyigthoxycegic agihENN: GEIIRIZINEL ch i s
a fixedy, ﬂphgmmhﬂ}mptﬁgedéﬁ@ﬁ@s_ a pharmaceuti cal conposition according
to any of claims 1 to’5 in the manufacture of a ne- dicanent for the
treatment of respiratory diseases. 7. A process for the preparation of a
phar mac d2tUseaf a phamascuticabproguct arserding tp any okslAIMS P ta- 1147 the manyfactye of 3yme+ |y

Conpri SQpambnt Ftdheltie@itrhdnt ofirespirhtoy diskasgs.edi ent with the second active -

I ngredient. 8. A pharnaceutical product conprising in conbination, a

prepar atg30R k@EonﬂmEih{; 8 prepaiationfof a MR SVERErediBhtClnicH i§ sSIBUELHRTIthE GRIP ERistr Oup
j?;ls') ?Lgﬁg%@@%ﬁwﬁ@w&&%ﬁ%ﬂ SO P MehZirnde INA RBFLBME. 9
(-)-ci S;L@s& Hd,ggsﬁgeWﬁthyﬁmeﬁyi-i.z,g,5,,43,,1qp—tmgaI_'p_mgn-a-m-diisopropylaminocarbonyl-
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group cdriesminisd-BrHpchresintirmienytbprzy))-4-ppgenyllsthoxiagetic- asisciN bEFERIZINEY 5 VAR
2007 - 2fd b pRdrmaEddilitalip bb)tabie AeMitives adhiddndirLdidns fr o lirdliiRdous Nedqlidntial or

phar maceu A | Y r Lqul § aneous, sequential or
separ at @e%asreg%é{x'f' %ﬁ%g%ﬁ%%ﬁ%hﬁ%ﬁgﬁnﬁg‘a'\ee%{rho S%t according to claim 8,
wherein the first and/or second active ingredient is in the formof a
phar mac e df-iAcidiacpording kyiaip 18, wherein the firsiaag/er serpnshactivs ingsedianpisindhefogpota sl t or
N- oxi de. pAdimadkuptudly aexeptable salt, sqivats) tcdxide,ar eshehitanof 2 salt of NrbxideB, wherein the
first active ingredient is selected from the group consisting of

3- Cycl opropyl met hoxy-4-di f | uor onet hoxy- N- (63, 5-di chbropyri d-4-'yl - benzam de
16. A kit according to claim 13, wherein the first active ingredient is selected from the group consisting

of 3-Cyclopropyimethoxy-4-difluoromethoxy-N-(3,5-dichloropyrid-4-yl)-benzaride [INN: ROFLUMI-
LAST], a pharmaceutically acceptable salt, solvate or N-oxide thereof, or solvate of an salt or N-oxide
thereof.

16. A kit according to claim 13, wherein the firsl active ingredient is selected from the group consisting
of 3-Cyclopropylmethoxy-4-difluoromethoxy-N-(3,5-dichloropyrid-4-yi)}-benzamide [INN: ROFLUMI-
LAST] or a pharmaceutically acceptable salt, solvate or N-oxide thereof, or solvate of an salt or N-



[NN: ROFLUM LAST], a pharnmaceutically acceptable salt, solvate or @1@6%%%7
thereof, or solvate of an salt or N-oxide thereof. 11. A pharnaceutica
product according to claim8, whereirt@-he first active ingredient is
selected from the group consisting of

3- Cycl opr, | met hoxy-4-difluoronmet hgxy-N (.3, 5-di chl oropyrid-4-yi)-henzam de
DTN PO PR B s AR R T O e o3 SRS P coabond SF (ARG ny ox e
t her eof [2-&{p-ehifre-aipka-pifenyleenz\d)et-tipenazinyliethaxdeceticacd INN: GRTRIAINE]sad trrharnct | ve

i ngr edi pateuticalpaiceptbsiadrivaived he group consisting of

(plus/ mnus)-[2-[4-(p-chl oro-al pha-phenyl benzyl ) - 1- pi perazi nyl ] et hoxy] - aceti
c acid [INN: CETIRI ZI N and its pharnaceuticaluy accept abl e derivati ves.
12. UselTotiseaepaingde@nyiof erims Br ¥ dlk Wherein thedespifatery dispgseds selgciadiemdrenshii1 i n

t he mansf asstrictive blionhiteepasitc BRI, dilericbimciisealerfddsthnfa, broAdhial adtinnia, di seases.
13. A ké-dépﬁoémrail]e?&igge?so% Fe%i-hﬂﬂiniﬁg a first active ingredient, which is
sel ected fromthe group consist- Ing of ‘

3- Cycl opropyl et hoxy- 4-di f | uor omet hoxy- N- (3, 5-di chl oropyri d-4-yl)-benzam de
[INN: ROFLUM - LAST],
(-)-cis-9-ethoxy-8-nethoxy-2-nethyl-1, 2, 3, 4, 4a, 10b- hexahydr o- 6- (4-di i sopr opy
| am nocar bonyl - phenyl)-benzo-[c][1, 6] napht hyridi ne [I NN. PUVAFENTRI NE] and
their pharnaceutically acceptable derivatives, a preparation of a second
active ingredient which is selected fromthe group consisting of

(plus/ mnus)-(2-[4-(p-chloro-al pha-phenyl benzyl ) - 1- pi perazi nyl ] et hoxy] - aceti
c acid (INN: CETIRIZINE) and its pharnmaceutically acceptable derivatives,
and Instructions for the sinultaneous, sequential or separate

adm nistration of the preparations to a patient in need thereof. 14. A kit
according to claim 13, wherein the first and/or second active Ingredient I|Is
In the formof a pharmaceutically acceptable salt, solvate, N-oxide, or
solvate of a salt or Ncxide. 15. A kit according to claim 13, wherein the
first active ingredient is selected fromthe group consisting of

3- Cycl opropyl nmet hoxy- 4-di f | uor omet hoxy- N- (3, 5-di chl oropyri d-4-yl)-benzam de
[NN: ROFLUM - LAST], a pharmaceutically acceptable salt, solvate or N oxide
thereof, or solvate of an salt or N-oxide thereof. 16. A kit according to
claim 13, wherein the first active ingredient is selected fromthe group
consisting of

3- Cycl opropyl net hoxy- 4-di f| uor onet hoxy- N- (3, 5-di chl or opyri d- 4-vyi ) -benzam de
[NN:. ROFLUM - LAST[ or a pharmaceutically acceptable salt, solvate or
N-oxi de thereof, or solvate of an salt or N5 MAR 2007 -60 oxide thereof,
and the second active ingredient is selected fromthe group consisting of
(plus/ mnus)- 12-(4-(-chloro-al pha-phenyl benzyl } 1- pi per azi nyl ] et hoxyl -acetic
acid (INN:. CETIRIZINE) and its phar- maceutically acceptabl e derivatives.

17. Use according to any of clains 6 or 12, wherein the respiratory di sease
is selected frombronchi- tis, obstructive bronchitis, spastic bronchitis,
allergic bronchitis, allergic asthma, bronchial asthma, COPD, and allergic,
seasonal or perennial rhinitis.



