1 WD 03/074055 PCT/ EP0O3/ 01876 PHARMACEUTI CAL COVPOSI TION OF A PDE4 OR A
PDE3/ 4 | NHI Bl TOR AND A H STAM NE RECEPTOR ANTAGONI ST Field of application
of the invention The present invention relates to conbinations of
pharmaceutically active substances for usg in the treatnment of respiratory
di seases. The substances used in the conbinations according to the invention
are known active conpounds fromthe PDE4 and PDE3/4 inhibitors class and

active conpgygdsossssam the class of the histam ne receptor oSt S.
Known techni cal background In the international applicati o%@%&%

conposi t i BRRRMAFRITHEL FOMPOFTTHINCPF GoRfA Q% PaPPHdEy INHERTTORt YD ArfefSEAMINE

Hi - r ecept oFEFRT Ry BHASPYEEAd t he use of these conpositions for the manufacture
of a nmedicanent for the treatnent of respiratory di seases. 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 hospital

adm ssi ons per year and nore pediatric hospital adm ssions than any other

si ngl e i Fieldes applinatidnef tfe invemtinal | y, nore than 5000 children and adults die
of asthma attacks in the United States (WlliamE. S.; Goodnmann G | mann

A.: The pharmacol ogi cal Basis of Therapeutics, 91' Edition, pp. 152 &

659- 682, Thapreseehipveption relatgs jo veypiknatiossg)f phargadentisally aetive substanges foyise fitkaned si npl y
as a reveskhdhh 6r rédpliiey debssks.uct ion. It should Instead be considered
primarily as an inflammtory illness that has bronchial hyperactivity and
bronchospasmas its results. Allergen specific inmmunoglobulin E (IgE) is
bound t oTHesabst@ses ed Inthe/combipatione @egotdingdo thé invéntioraare kiicagraetive copaundsed by

papal n F’#&%%'PBE;; ofa p j ﬂbl%h&!lésp TP bof o B P RE 3 of'fﬁ&%staﬁfi ot e
antigeni ¢ determ nants. en an a Fergen cohes 1nto contact wt ']gE, t he
mast cel fegepipr@ntaganisttat ed and rel ease a nunber of inflammatory nediators,

whi ch include granule contents |ike histam ne, proteases, heparin, and
tunmor negrosis fac or TNF), a variety of |ipid menbrane derived nol ecul es
i ke pr g8 ha rienes and pl atel et activating factor (PAF), and
a nunber of cytokines like interleukin (IL)-1, 3, 4, 5 6 and 8 and

chenoki n : X } LAl | ve nore
han one s e B R bk e, o D B D5 o676
-2 As a ipkigiter ands¥ Hisreerptnr paipaanist andite uss Sbthesg£emprsftineslei the mnufastyre ¢i@r eased
endot hel jnadicapféhEér tetRment sfosdpirstory deedsesyt es further |eads to an Influx of
inflammatory cells |ike |ynphocytes, eosinophils and macrophages from bl ood
circulation into the tissues. This in turn |leads to the rel ease of nediators
whi ch haoRescfiptignpfthd invdnfiomnat ory effects (Rao A R at al. Recent
Perspectives in the design of antiasthmatic agent.s, Pharnmazie, 55, 7,
475-482, 2000). Thus, it can be understood that it is unlikely that drugs

af f ecti n@stlanaslp ﬁgg@ﬂp@ﬂf}&lg{r@ﬁtor& disease, pf tgq rgﬁp[lratpmtr?ct, accounting for 1 - 3% of all office

visits, 500,000 hospital admissions per year and more pediatric hospital admissions than any other

single illness in the US. Annually, more than 5000 children and adults die of asthma attacks in the

United States (William E. S.; Goodmann Gilmann A.:The pharmacological Basis of Therapeutics, "
- Edition, pp. 152 & 659-682, Mc Graw Hill, New York 1996).

Asthma can no longer be viewed simply as a reversible airway obstruction. It should instead be
considered primarily as an inflammatory iliness that has bronchial hyperactivity and bronchospasm as
its results. Allergen specific immunoglobulin E (IgE) is bound to the mast cells via Fc receptors. ltis a
fragment obtained by papain digestion of immunoglobulin molecules and contains most of the
antigenic determinants, When an allergen 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 platelet activating factor (PAF), and a number of cytokines 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.



treat the disease alone. As asthma is one of the major diseases affecting
manki nd, there is a need to develop drugs which can affect a wide variety
of nediators. Therefore, it Is the object of the present invention to nmake
avai | abl e re®pisradess y tract therapeutics which fulfill thgct/gbdspyée9

conditions: - Favorable sinmultaneous influence on several of the
i nflammatory nedi ators - Marked broneBerel axation and -dilatation - Good
oral availability - Mmnor side effects - Good suitability for |long-term

t her apy As aFesuti obissedilativh| inerersed @sofsrmoerdliy ahd ingrpased eadothelial edhesivenasss now been
found t RafardEuKeQRRInGREr IR tcpén lﬁﬂuE %aﬁhaﬁwpc%aﬁ(élyhﬂﬁ&ptbé %BSI@BQHS%nE“ stam ne

recept or ant agonli st out st andi r? % he above-nenti oned conditions.
The i nveTReIaBRA%eH fiam plapdgitsulatiop intd, E-‘é\‘ﬁﬁ H?é%j'" &E‘?e'e?ﬁs to thepeiopse pf mediiges 4
| nhi bi t avhiod ReveFuries ndiiireory BR:CE [RAA. RN étaay BBLedt Pdripettves intieadesigmos of

respirat I.seas B e p PDE4 inhibitor" is meant a
sel ecti vag{I hgna ?1%935% qha?/"égszg 5562 47§ é %bvmln ch inhibits preferentially the
type 4 phosphodlesterase when conpared to ot her known types of

phosphodipgs lit‘%ﬁn bealﬁx‘aersf%o@thattlt\ﬁi)@'mﬂely tRat dﬁlgs §ffe%ﬁr@ aswﬁ"é%éﬁ@br thesaf@mpiynd has a
| ower | C50 rmreaepotent% for t osph esterase, such as wher e

t he | Codrepidhe qitsese alefe: BF pstupa 5 %“%P&éﬁf"@éﬂ‘? eslﬁﬁe?ttﬁwﬁn'ﬁ'&wﬁaﬁeé%a 79919 c50 for
i nhi bi t ideveldfdnajs Mlch karoatacttamide \afietpbfosgalates. est er ase, e.g. type 1, 2, 3, 5
etc. Anal ogously, the expression "PDE3/4 inhibitor"” is defined. Methods to
determne the activity and selectivity of a phosphodi esterase inhibitor are
known t dhetaferepit isdlagrpbiset of thecbraspntiiryentign to. make avafiabie reeniatoty-tradigheraneutipgy be

ment i one,\,ﬁﬂchfme@qamh?mﬁdn@ngmt hods described by Thonpson at at. (Adv Cycl
Nucl Res 10: 69-92, 1979), G enbycz at at. (Br J Pharmacol 118: 1945-1958,
1996) and the phosphodi esterase scintillation proximty assay of Amersham
Phar maci-a Bivotable RimulfiDeOd itfiid it on BEYefaER @R/ iFbBiatory-rBedByors he expr essi on

"hi stam ne meant Hi-receptor antagonists,

parti cul ar'l\né&%ﬁm&hor%;ﬁ%ﬁ?%‘ quatrag((;:ept or antagoni sts of the second generation
( Mut schi-er Googsroplavaiighilitiel wi r kungen, 8. Edition, 2001, pages 456-461). As
possi bl e H@E&r@{eeffgﬁsl4 inhibitors within the rreani ng of the present

| nventi on on way of exanple, those PDE4 or PDE3/4

i nhi bi t 6r sg%ls!ﬁ?bgg’ on ﬁ\?ﬁﬂmé%%/éssi s verbis as an exanple, or described or
cl ai med -geFapiiatblafirflyenceon brendhial Hypeweacfivihat ent appl i cati ons and patents: DE
1545687, DE 2028869, DE 2123328, DE 2315801, DE 2402908, DE 2413935, DE
3900233, EP 0103497, EP 0139464, EP 0158380, EP 0163965, EP 0335386, EP
0389282, hepneygless frynd thehe aompingd usemba G254 ara DR iphidignans a isterjas 9505, EP
0470805, redeptofh@yB@st outsRBn OSNOAING the dbBveltheibzd corfdfiofth 11865, EP 0527117, EP
0553174, EP 0557016, EP 0626939, EP 0664289, EP 0671389, EP 0685474, EP
0685475, EP 0685479, EP 0731099, EP 0736532, EP 0738715, EP 0748805, EP
0763534 ThEPV@ﬁQfB@&WelaEP t@@i@@wed B¥e @8 :EQE(BQF a M%@ﬂ@@sandamlmzl%%

receptor antagonist in the treatment of respiratory diseases.

By the expression "PDE4 inhibitor" is meant a selective phosphodiesterase inhibitor, which inhibits
preferentially the type 4 phosphodiesterase when compared to other known types of phosphodiester-
ase, e.g. type 1, 2, 3, 5 etc., whereby the compound has a lower I1Cs, (more potent) for the type 4
phosphadiesterase, such as where the 1Cz for PDE4 inhibition is about factor 10 lower compared to
1C¢, 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 mentioned, for example, the methods described by Thompson et al. (Adv Cyc! Nucl Res
10: 69-92, 1979), Giembycz et al. (Br J Pharmacol 118: 1945-1958, 1996) and the phosphodiesterase
scintillation proximity assay of Amersham Pharmacia Blotech.



EP 0848000, JP 92234389, JP 94329652, JP 95010875, JP 98072415, JP 98147585,
US 5703098, US 5739144, WO 9117991, WO 9200968, WO 9212961, WD 9307146, WO
9315044, WD 9315045, WD 9318024, WO 9319068, WO 9319720, WO 9319747,
9319749, WOVOIIQTA8YS WO 9325517, WO 9402465, WO 9412461, RAD/ERIIOIEZE,
9422852, WO 9427947, WO 9500516, WO 9501338, WO 9501980, WO 9503794,
9504045, WD 9504046, WO 9505386, WO 95@8534 WO 9509623, WO 9509624,

9509627, 9509836, 9514667, WO 14680, WO 95146
0517390, B SR TSTas MIRDIRIB SRR s S50t Hi3oaRd Aaon P iR ge vy

9535281, so cARdIH3ER 8T, antif0olisS B/ABsecald goGHaRa S\iutsaled G&II]SQIBIGIVN@HQGO 6843,
9603399, % 6’1?%% 45848611917, WO 9612720, WO 9631486, WO 9631487,
9635683, 963 , WO 9636596, WO 9636611, WD 9636625, WO 9636626,
9636638, WO 9638150, WO 9639408, WO 9640636, WO 9703967, WO 9704779,
9705105, AsIsSn1&BhEBor PUR3IAARHIREMS with¥th8 fribdMlpof tHAQr&Zﬂi&%&non maPb @ ARreH,

9720833, 258 VWO 25 9723 3460, 9723461,
ovoa1 1y DAY STSERER: nghg PSSRk I Rb B = {BrBd SRS U 8591 000, WO
9732853, exammesﬁss%mbd OTMM@‘?@m&aumr@'wa@iBQPatWW@andV@e@§'44036

9744322, é/\%z;%@é‘z?ﬁﬁ‘iozeaés’@n%?ﬂ%% DE‘%%@%&OZ&Q 86951%355 D\é@g&)‘%@@692
9806704, WD 980771

9809946, EW%’S%@%Q 39(’/@5 5@91%@9‘5 %1@3@%&&833 5% %?80%9/@6 ER/Q?%@QMO?
9821208, EM¥2A29821 20043580, BB 2448286, EV045384, &PD4 70805, Hdsa8eE23, EMO5(5394H268,

0918095, ENB'093167 15114 BESIaT. S eis S5 Es B s BHEe. Hd%88H 15’ wo
9964414, EP QAD1SRI0BH 04554 TAOED 0885375, EP\ME3530% 6P (43 109> EROX 26582, ERNI3GDS2018, WO

0042019, EN@4@%29|2@7635¥¥359%%@§7451=‘69&%%%196&@%@5&6 Eﬁ’%@édéf)??? V\D
0151470, _WD 020062 6476, WD 02064584 an ary

PDE i nhi B ?%P%‘)Oawlp 923?%‘3%‘-1 ~l§’n94???é5% dP PRIHS: {)Da%a@?”ﬂﬂf’*t"ﬁ 9@%7 53? also?? O%Oﬁé-l r
f or nul aeus $Bo0M), WHAN5 FooRNOERAIBAE) VBT 6212984, WO 9307 M6/NVO'9@18044, WD 6316043, GO O |

N OV 1B e3fBed WH s 18083, Mo dd19720NvB o516, wo 319740, RRMots1 WG gbd P \ 10
WO 9402465, WO 9412461, WO 9420455, WO 9422852, WO 9427947, WO 9500516, WO 9501338,
WO 9501980, WO 9503794, WO 9504045, 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 9519362, WO 9520578, WO 9522520, WO 9524381, WO 9527692, WO 9535281,
WO 9535283, WO 9535284, WO 9600218, WO 9601825, WO 9606843, WO 9603399, WO 9611690,
WO 9611917, WO 9612720, WO 9631486, WO 9631487, WO 9635683, WO 9636595, WO 9636596,
WO 9636611, WO 9636625, WO 9636626, WO 9636638, WO 9638150, WO 9639408, WO 9640636,
WO 9703967, WO 9704779, WO 8705105, WO 9708143, WO 9709345, WO 9712895, WO 9718208, -
WO 9719078, WO 9720833, WO 9722585, WO 9722586, 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 9744322, WO 9747604,
WO 9748667, WO 9804534, WO 9805327, WO 9806692, WO 9806704, WO 9807715, WO 9808828,
WO 9808830, WO 9808841, WO 9808844, WO 9809946, WO 9809961, WO 9811113, WO 9814448,
WO 9818796, WO 9821207, WO 9821208, WO 9821209, WO 9822453, WO 9831674, WO 9840382,
WO 9845268, WO 9855481, WO 9856756, WO 9905111, WO 9905112, WO 9505113, WO 9906404,
WO 9918095, WO 9931071, WO 9931090, WO 9947505, WO 9957115, WO 9957118, WO 9964414,
WO 0001695, WO 0012501, WO 0026208, WO 0042017, WO 0042018, WO 0042019, WO 0042020,
WO 0042034, WO 0119818, WO 0130766, WO 0130777, WO 0151470, WO 02006270, ,
WO 02066476, WO 02064584 and WO 02085885.
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Exemplary PDE inhibitors are shown on the following pages with the aid of their formulae:
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\\V I rNHul V' \ o~/ . i s 0%0 WO 03/074055 PCT/ EP0O3/01876 -16- N* Br
AINN-~ NNNN ONCO; 'l '\ ONNO FN /JOONNM No\ FN OC O
NO NNOJ O ijI/(D\( YOIVN j Od OC I+00NO NC C N
ONF CI NWGERHII4BSF O 1 F In the above fornulae there i $CHEFEWIRY t her any
stereochem cal information nor are hﬁﬁfogen atons indicated [-0 is
accordingly -OH >Nis >NHor -Nis Met hyl groups, e.g. on the oxygen

atons, are indicated by |lines]. Those PDE4 or PDE3/4 Inhibitors are to be
enpha3|zed whi ch are named expressis verbig as an exanple and/or clai ned
generlcally Ia Lhﬁ patent applicatiogs pr atents 965 EP 0389282,

e




EP 0393500, EP 0435811, EP 0462302, EP 0499216, EP 0506194, EP 0510562, EP
0528922, EP 0553174, EP 0731099, WD 9319749, WO 9500516, WO 9501338, WO
9600218, WD 9603399, WD 9611690, WO 9636625, WD 9636626, WO 9723457, WO
9728131, WOWT8B@EHEs WO 9740032, WO 9743288, WO 9809946, WE{@}%, WO
9808841, WO 9821207, WD 9821208, WD 9821209, WO 03/ 074055 PCI/t é 1876
-17 WD 9822453, WD 9831674, WO 9840382184\D 9855481, WO 9905111, WD 9905112,
WO 9905113, WO 9931071, WD 9931090, WO 9947505, WD 9957115, WO 9957118, WO

9964414, WO 0001695, WO 0012501, WO pB42017, WO 0042018 42019, WO
1

02006270, V\DOZ)@6476, WO 02064584 d\\
al

0042020, WO %034, WD 0119818, 766, WO 013077 0151470 WO
02085885 and
4396, SCH- 351591,

conpounds with
t he fol | owi ngYesfarch codes: - 99
and KW44;96E§BQ ' ha@% avail abilit
Preferred PDE4 or PDRE3/49i n id are

| C- 485, CC-1088
referred here.

3- Cycl opr opyl net hoxy-Z-ii f | uor ohet hoxy- N- (3, 5-di ch

rid-4-yl)-benzanide [INN: ROFLUM LAST], NS ONT o

(-)-cis-9- t hoxy-2-net hyl -1, 2, B, 4, 4a, 10b- hexa-

hydro-6-(4-@is | a I ’

PUVAFENTRI NE] ©

3, 5-di chl or o- 4- [ 8- et o(trifl ¥

i ne-1-oxi de [ Research Code: SCH 3515911

3-[3-(cycl opentyl oxy) - 4- met hoxybenzyl ] -&

[ Resear ch- Code: V-1 1294%],

N-[ 9- et hyl - 4- oxo-| - phenytl -3, 4,6, 7-tet I8

benzo- di azepi n- 3(R) -yl Npyr Ndi ne- 4-gar boxam
I .

d(prrrol o[ 3, 291-j
e [ Resear ch- Code:

4- (3, 4- di met hoxyph - thig =~ 2- car boxam de oxine [Re de:

ORG 20241? 3,4 - pr ophenyl )-1-p R <2 \p- di one
[ 1 NN AROF h@s( ] 5 opent yl oxy) - 4- met h enzy 0] -1 H pyra-

zol e- 4- mrethand’,

N- (3, 5-di chl or o- 4- pyri di nyl ) - 22[ 1- (4-f I uor obenzyl )-5? hydr oxy- 1Hi ndol - 3-yI ] -

2- oxoacet- am de [ Research-Code: AW 12-2811,

N- (3, 5-di chl oropyridin-4-yl)-2-[5-fluoro-1-(4-fluorobenzyl)-1H

i ndol - 3-yl ] -2-oxoacet am de [ Research- CGgde: AWD- 12-343],

8- Ami no- 1, 3-bi s(cycl opr opxl met hyl )xan-'[lat hi ne [1 NN: Cl PAI\/F\G_E ,

Tet rahydr o45-[ 4-nmet hoxy-3%[ (1 S, 2S, 4Ry~ nor bor nyl oxg] phenyl ] 1 2(
; ™

N
1|H -

pyri m dong> 1

-[ 3- (Cycl openy et hgkypheg

i soi ndol e- 2- earch : Ranesul fogic acid
2-(2,4-dicf 0 car benyl ) - ester [INN

LI RI M LAST], -5-(3,5-di-t

yl i dene)-2-intdazot hi azol i di n- 420he

ci s-[4-Cyano-4-(3-cycl open{,ﬁ o] exane- 1- carboxylic
acid [INN: CILOM LAST] and theé
SH- 636, D-4396, |1C 485, CC- 1988 and KW 4490. Further pref
inhibitors are selected fromthe group consisting of-
(cis)-4-(2,3-D hydro-2, 2-d

i met hyl mfndmbionsirRer 2ffdis glerfnethdr ary dtérédchahval In@khatRR YibraRe Hyddigen atdds O,

8, 8a-te- trahydro-2H-pht hal azi 0;,1-o0n
Cei o) - arger Ty e B ey Y o3P Mskmiarmypay e e oxvon atams,
| e-t hi oppindicatad hy nedlg, 5, 8, 8a-t et r ahydr o- 2H pht hal azi n-1 - one,
(cis)-4-(3,4-D met hoxyphenyi ) - 2-(1- oxo- hexahydr o- 11-t hi opyran-4-yl)-4a,5, 8,8
a-tetrahydro- 2H pht ha- | azi n-1I-one, ,
Those PDE4 or PDE3/4 Inhibitors are to be emphasized which are named expressis verbis as an

example and/or claimed 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, WO 9319749, WO 9500516, WO 9501338, WO 9600218, WO 9603399,
WO 9611690, WO 9636625, WO 9636626, WO 9723457, WO 9728131, WO 9735854, WO 9740032,
WO 9743288, WO 9809946, WO 9807715, WO 9808841, WO 9821207, WO 9821208, WO 9821209,



(cis)-4-(3-Cnhl oro-4-net hoxyphenyl)-2-(tetrahydrothi opyran-4-yl)-4a,5, 8,8a-te
t rahydr o- 2H pht hal azi n-1 - one,

(cis)-4-(3-Chl oro-4-net hoxyphenyl) - 2- ( 1- oxo- hexahydro- (err)4-thl opyran-4-yl)
-4a, 5, 8, 8a- tWOOHPAOES0- 2H pht hal azi n- 1- one, WD 03/ 074055 P%T%gg@%ﬁm 18
(cis)-4-(3, 4-Di et hoxyphenyl ) -2-(1, 1- di oxohexahydr o- 11 6-t hi opyran- ) -4a, 5,
8, 8a-tetrahydro-2H pht ha- | azi n-1-one;17(-ci s) - 4- (2, 3- D hydro- 2, 2-d
inethyl-7-nethoxybenzofuran-4-y|)-2-(1,1-dioxohexahydro-118-th|opyran-4-

yl) - 4a, B/C39832456 S DB 167 .- VPPIOPAIB Bia MK 9855481 oW, 9905111, WO 9905112, WO 9905113,

(4aR, 83%49‘554@% -\fo(033 thobi Vi b \eNydsy 118; Wé 9@511'19’9@@%@&3’41% 001695,
10-thio 8a-tetra n-1-

o OB @t oot i B U G 3. 6 B ESoBE i izl B 4418881 opyr an-

4-yl) - 4018078 Weton adTy7, vio 01324 1 Wwbtoredeazo, W1e206&476, WO 02064584 and WO

(cis)-4 &%ﬁ@é%ﬁ?@?_@énﬁ&o‘?}ﬁéfs‘\mmﬁg}&wﬁg?&é&g %dé{ Cpl:-gga D-4396, SCH-351591,

- di oxohéxa

hydr o- 219-458t 1888 and Ko #S0. Substances having good oral availability are preferred here.

(4a8, 8aR)-4- (3, 4-Di ethoxyphenyl) 2-[1-(tol uene-4-sul fonyl)-piperidin-4-yl]-4
a, 5, 8, 8a- tetrah dro-2H i n-1-one, (4aS, 8a ,

) -1 SPRTP PR TRERAITRATE 0% e i ERB PP SRR PR Oglomeys, 5,

8a- t et r adygy-ven2imipd g -ROFLEMILASTY (Ecis-9-ethoxy-8-methoxy-2-methyl-1,2,3,4,4a,10b-hexa-

(4as, 8a€2droﬁti-&1qn&§)?oﬁq !&mﬂb&%&%%nﬂ) %n}o ﬁ[ﬂéﬂaﬁhtﬂ%ﬁ‘n@ﬂﬁmpﬂﬁ%ﬁ%%é 8.8a-tetra

hydr o- 2
5-{4-] (a.&SICUarR)‘* [@-methoxy- b(t@ftuh@m?th]d}ﬂé'ﬁ‘})?‘)5'31'03@52%)8'21@]6%'T‘Bé =oKide [Rergaieho- 1
H pht hatedet Sci-s51511PB-EcidibpBntyloxyyd-iedog¥ ez Es eiyRinto & isBoropyl-3H-purine

(a0, 8o Lot %ol QO ELRORRRSII 4 2 LA d AL X RR] ' per 0l -

4- [ ( 4aShdariiazbpn3(R)-ypwidine\cpherayiide{Research-Gede5CI81088 4-644-ditnyttioxgptienyl)-
H pht ha{h%za|§z Lan %&)Jamﬂfegﬁtmeqh&@arl:h éﬁ bOR@wmfsaCdahqdrB%r(a cﬁ%wgﬁm fop-

4aS, 8 -1-0x0-4
¥ bt halldBPNGE-4 -1 (00Y AGPML INEL G- HEvoipepbiosy e el syRsnpHam e pyre-
(Ci ) - Azdieds-téthii, IO 6= dichdradi- pieitiiAy)-2- ia,(&iﬂ@brckbyéﬁliyqsb@mwtm.aﬂuész)oxaacax 0-4a,5, 8

, Ba-tetr ap%ﬁ{ aeearch%d%htAWD-1£ %f] rN (%Sy(lklhlopopg?r% _P ylﬂf-[s ﬂugr%-r1 QQ )t(lgérébceniay 191-

tert-buf
(4as, 8aR)ol-3=y03 loOHABR e AUD 205G Nty B cudoapmataone- 1- sul f on

yl ) Pi PHIhk gNﬂCﬂ’AWIdYLLlﬂﬁ 5et€bh§cﬁo ﬁméth&%}fs%@'ésﬁﬁ‘} B-ﬂbrﬁ&hﬁo&]pﬁé}@u—z@ﬁ

R)-4- (3, 4-D i net hox n -(4-nitro- - pl perid %
8 a- t et r%i’HW’PBe BNNLJAT ég[? H#Cyclo (ﬁéyoxy) 4-methoxyphenyl] ,3-dihydro-1,3- dxoxo-2
(4aS, 8aR)indbte{Bprdpdnhriiet [ResyptreCyder CRE{8h1]pMethahiesiféniy ddided-(Ry4-dighigpepherdd-n- 4- y1 ) - 4a

9, 8, 83z Lok Ll Al s enbh PRt \R L && iRiNALIRMRLAST], (2)-5-(3,5-di-tert-butyl-4-hydroxybenz-
ylidene)-2-imidazothiazolidin-4-one [INN: DARBUFELONE], cis-[4-Cyano-4-(3-cyclopentyloxy-4-meth-
oxyphenyl)cyclohexane-1-carboxylic acid [INN: CILOMILAST] and the compounds with the research
codes CDC-998, SH-636, D-4396, 1C-485, CC-1088 and KW-4490.

?] ‘4a,5, 8,

Further preferred PDE4 inhibitors are selected from the group consisting of
(cis)-4-(2,3-Dihydro-2,2-dimethyl-7-methoxybenzofuran-4-y)-2-(tetrahydrothiopyran-4-yi)-4a,5,8,8a-te-
trahydro-2H-phthalazin-1-one, ,
(cis)-4-(3,4-Dimethoxyphenyl)-2-(1,1-dioxohexahydro-11*thiopyran-4-yl)-4a,5,8,8a-tetrahydro-2H-
phthalazin-1-one,

(cis)-4-(3,4-Dimethoxyphenyl)-2-(1 -oxo-hexahydro-1l‘-thiopyran-4—yl)-4a,5,8,8a-tetrahydro-2H-phtha—
lazin-1-one,
(cis)-4-(3-Chloro-4-methoxyphenyl)-2-(tetrahydrothiopyran-4-yl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-
one,
(cis)-4-(3-Chloro-4-methoxyphenyl)-2-(1-oxo-hexahydro-1*-thiopyran-4-yi}-4a,5,8,8a-tetrahydro-2H-
phthalazin-1-one,



(4aS, BaR) - 4- ( 3, 4- Di met hoxyphenyl ) -2-[ 1- (nor phol i ne- 4- car bonyl ) - pi peri di n-4-y

|]-4a,5,8,8a-tetrahydro- 2 H phth al azi n-1-one, (4aS, 8aR)-2-{

1-[2-(4- Ami no- 3,

5-di chl or o- WoasYT4ps2- oxo- et hyl | - pi peri di n-4-yl }-4- (3, 4- di netiEpogro@Ienyl ) -

4a, 5, 8, 8a-t etrahydro- 2H pht hal azin-1 - ope,

4- (3, 4- Di et hoxyphenyl ) - 2-[ 1- (1- met hyl £ pyr azol o[ 3, 4-d] pyri mi di n-4-yl ) -pip

eri di n- 4{cjs)--3apbihexypbertyl-2-(1,1-elayaexabyddH fithmpyradial e, 5,8 6aeraliyd@RH-phtha-

8aR) - 4- (%mﬁﬂgnén eth oxyph enyl)-2-(1-th ieno[2,3-d]pyrimid

bg / 37 435 %%é@gﬁ@%é-fignethykbmethoxybenzof{lran-4-h -%[(?1 %llj;( eg(amgdrgﬁa thlclpyran-4- o

(4aS, 8aRy)-4k,4,B8adteDahydiolbbphiitazaiyiijon@- ( 1- pyri m di n- 2-yl - pi peri di n- 4- yI )-4a,5,8
, 8a-tetr phRdLe-& &Mf@mth nliER2081-dioxohexahydro-11*-th -4-yl)-4a,5,8,8a-tetrah

(4aS 8a R)?4 §( H- @ oiyg&gngﬁ 9 ICZXO e-xgxyOEOZH- clﬁeycr)ar?eny)7 ayI ¥ era)y pi perid

in-4-yl] d'@&“?“ h8'3§%11’t°89 t rahydr o- 2H pht haI azi n- 1- one,

4- ( 3, 4- Di4aBBERyike@YHDimah¢xypheng)s2-t plydioxphexatryidub 1ff-tHioyrn-44v)-&, 5,8 8a-tetrahy-

-i soprop i -4zyl)-4a, b5, 8, 8a
e RMJo‘zn pﬂmfafaﬂwoﬂ

3, 4- 1 2- nor phol | - 2- 0x0- et hyl i peri
SR G R KRR B T A AR
(4aS, 8aRhydh-ZHBphthdRizmet-drexyphenyi ) - 2- ( 1- phenet hyl - pi peri di n-4-yl)-4a,5, 8, 8a-t
et rahydr t hal ne . in-4-vI1- - 2H-
(428, BaR) v b‘?@h‘ Sy o%"y%’ﬁ@r?P e P BROr Mes A B my TS YR Rer i di n- -y
|- 4a, 5, gplgig@lngt r¥®/ydr o- 2H pht hal azi n- 1- one, (4aS,

8aR) - 4- ( Biad8&R)E( Acigthdxgpnenyl)-2¢1(nstppesutioriykpigrigih-Aayt) iy 5 8B tetrahylirazHiphthd- 4a, 5,

8, 8a-te 5@%%0 2H pht hal a2| n-1- one
(4aS, 8a g yridin- iperidin-4-yl)-4
a, s, 8, 82a§ é@l?)a%l()}d\cgtylmenéﬁ 14(,5&% Hletf gﬂiggnyl)Aasa 8a- etrahydro-2H ;Rﬂhalazm—%

(4aS, 8aRpned- ( 3, 4- Dl et hoxyphenyl ) -2-[ 1- (2- nor phol i n- 4-yl - et hanoyl ) - pi peri di n-

yl]-4 21 H- 2\
(4aS] Ba %)5 %4 l%41(2 §%ah%|; (ﬁﬂ%'itQ%ﬁeng’M’R%& ?%L ?gbf‘z&?@l]& 1rlr-|e% @/laélrrﬁznyg péP cF d"] ) - pi per azi

n-1-yl ] - ¥t %"tﬂ?f‘ 0P (d i n-4-yl )-4 a, 5 8, 8 a-tetrahydro- 2
H pht hal &28,8aR)-463d;Diethoxyphenyl)-2-[1-(1-pyridin-4-yl-methanoyl)-piperidin-4-yl}-4a,5,8,8a-tetrahydro-
2-{ 4- [ (AappRRdRzrdr-bre, 4- D met hoxyphenyi ) - 1- oxo- 4a, 5, 8, 8a-t etrahydro-1

(458, e bk ks RLRREL AL o o 4840 BA RS AT RRR R PRepinere iy ) - pi pe

ri di n- 4- yplylicatd, t&f-Byt@amitet r a- hydr o- 2H pht hal azi n- 1- one,
1-(1-(4- Lié&seamks 41D(e§voéyp%lm§-t1Q%QQ)@@Qé/{e)raf;&drg-xl@";ﬁ\%a@znﬁaz%pfpgﬁ&%hy&ﬁp 1

H pht hal azj n- 2- - eridin- 1-yl}-methanoyi)-4 yl - pi'per azi ne- 2, 3-di one,
4- (2-{4- pplicagidg y'aﬂ“ , 4- Di rret hoxy phenyl) - 1- oxo- 4a 5, 8, 8a- tetrahydro 1H ph
t hal azi n(c%)—z}L[4]-(7{Me|nmxy-ZliZ-|dirne1hyy2 3-dibydnairemydfiaan-hol)-1-0er408,8 8atelrahyeroityilphthat er and

gé{R;l: El( ?% o, ”?r'@?"dgfgg Yl add oA s ga L 6Lahydro- 1H pht hal azi n-2-y1]-

pi peri di ﬁlag_saR )-4-(3,4-Di thoxyghenyl -2-[1- (5-d|mefhylami’no~naph alene—¥ sulfonyl)-pi endm-4~y%l
4a,5,8,8a-tetrahydro-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,
(4aS,8aR)4-(3,4-Dimethoxyphenyl)-2-(1-pyridin-4-ylmethyl-piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-
phthalazin-1-one,
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(morpholine-4-carbonyl)-piperidin-4-yl]-4a,5,8,8a-tetrahydro-
2H-phthalazin-1-one,
(4aS,8aR)-2-{1-[2-(4-Amino-3,5-dichloro-phenyl)-2-oxo-ethyl}-piperidin-4-yl}-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-yl}-piperidin-4-yi}-4a,5,8,8a-te-
trahydro-2H-naphthalen-1-one,
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-thieno[2,3-d]pyrimidin-4-yl-piperidin-4-yl)-4a,5,8,8a-tetra-
hydro-2H-phthalazin-1-one,



yl }-2H acetam de. Particularly preferred PDE4 or PDE3/4 Inhibitors are

3- Cycl opr opyl nmet hoxy- 4-di f| uor omet hoxy-N- (3, 5- dichlor opyr| d-4-yl)-benzam de
[ NN: ROFLUM LAST] and (-)-ci s-9-ethoxy-8-net hoxy-2-mneth

1, 2, 3, 4, AaWiDiB/n@ERhydr o- 6- ( 4- di | sopr opy! ani nocar bonyl pheﬁ?T’)‘:P‘H@ﬁ’% [c][1,6]
napht hyr| dine [INN: PUMAFENTRI NE] . possi bl e hi stam ne receptor

ant agoni sts within the neaning of the 13r esent invention nmay be nentioned,
by way (faS@aR)pi3d;Dimethoxyphenyl)-2-(1-pyrimidin-2-yl-piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-phtha-

(E) - 6-[ (Bh3-0kd- pyrrolidinyl)-1-p-tolyl propenyl]-2-pyridineacrylic acid
[ 1 NN:

L1 o R e mengpep e pe A RO REBeRT 1 2.1y
pyri di ntrfﬂymNZHmZmMNEp? 4-[ (4-chi orophenyl ) met hyl ] - 2- (hexahydr o- 1- net hyl -
H-azepi ﬂ Ha-Bimkethdkyd hBryi) 2R ‘%@ﬂ)l@&)}l Qé?ﬁmhl E-ltéﬁ%ﬂ_ d¥=bH-phthalazin-1-one,

+)-(S 1-(4-chl| orophe r
BRI et k/ mfpﬁgﬁ-&yﬂ af:@w& BB St
( pl us/ mhysimsdh-prRhdlatin¢iperehl or o- al pha- phenyl benzyl ) - 1- pi per azi n-

| ] et ho I -tetr -2H- in-
3(/+% 5. {g&éb’Béﬂf&t{?grlﬂg}atg% ngN{I ﬁzﬁ @ageﬁg%egglg -4 813 r?g 5‘8588 Xtt;z/t]a_hydro 2H-phthalazin
et hyl } - o thyl pyrrolidin [ NN CLEMASTI NE], 8chl oro-6,11-di hydro-1
1- (4- pi (feBBaR)t4-(darbgth@lypHeeyl)-2- [7.|d{nErpﬁ:]lInq*ebayhmplt-apériding-)tﬂ}qayﬁr,&.aaitetfah&drNN:
DESL ORA3, A?_{ zin-1-ohe ‘%éFAChl orophenyl ) - 3-pyridi n-2-yl -propyl ]- dinmethyl am ne

I NN: -
4t er { PASETRAo (b B P S Y B ARR Y49 SRy
EBASTI NEfthaldzp-1rehe| bi s( p- f | uor ophenyl ) net hyl ] - 1- pi per azi nyl ] et hoxy] aceti c
aCI d [1 bk, aaﬁﬁuﬁlld?h&h&@pherﬂ,«n(z% F&rhﬂ%éﬂw Eb h%éldﬁh%ada)s@& -thradregh- 1

4- di jn-1- - benzi m dazo DASTI'N
3 am no? @'%a%gﬁ o‘?"ﬁydro 1H di benz] c, f] i m dazo[ 1, 5-a] azepi ne [I NN: EPI NASTI NE] ,
(p! us/ mM4a8.83R)-(B K-Mhstolrxpphyenyl)-2-Y - Zhvyuthw}wﬁd'l ?ihmmﬂ}-mihyM)xﬂMpérﬂladf’tﬁ@]w butyl]-alp
ha- met hyl.BYdhREEARY SnéCl d [ | NN:  FEXOFENADI NE]

|3 3[”4 8254%% 'éai)-4e(?4 lﬁﬁlc;xh e@é% E"]A%e H’l'd %ﬁ%@@n&%&i&\%g@em@y%@'@T,

i
(-) - (3SidiRy-yIt44,%.8.8a- tbtrelyyawd%FﬂPmlplafznu@nmphenyl )cycl o-

hexyi] 32 R@%'aaéy@h%ihbﬁn&l‘yﬁ I?lﬁJofo-ﬁQ'J ol tbthiNydrb- Y DRhB A E-WRbiperidin-1-

[2-14-[ (R),-p-chl oro- adoha eny benzyl) | - pi perazi nyl ] et hoxy]-acetic acid
[INN L FRYARE"%®et hyl  4- (8- chl or o- 5, 6- di hydro-1 1H

benzol[ 5{46%.85R)4cBditimethoxapiehd)2- [1c{f"-ﬂ&ﬂhleam'éﬁ)é)ﬁer!zylbplpmdmdﬁ -Yidle a8 faxtettaat e [ | NN:
LO:\)ATADH Q-ZH- Haldkzinl 1= one,

I( ?11 f4|( gﬁé ?P@Zé%% Wd—l\ﬁ %—g %]%l@ll) 1 cX(oLaéB%a Ft)eef‘rallmy% ’YIJI E:htt'w\ell-la%tz )X] plperld no] pyrimd

1- (4-f1 ol mﬁbmlbﬁewlfqmemmbdt&ﬂmeyl am no) - 1H benzi m dazol e [ NN:
NO:\’ASTE E&S 8aRg-4 (3,4- Dlmethoxy-phenyl) -1-oxo-4a,5,8,8a- tetrah dro-1H-phthalazin-2- %I] i):pendm-
y

3-(10,11-di hydro benzo cl ohepten yl'i dene) - N- net propanam n
[ 1NN }N% l_;_L '°a°§’%?¥[j%ﬁ?ﬁ¥

e

H t et raZw{ﬂ [(@SyIBFR)&HWBWCB{OXYPBerH!)wm 4ﬁ 5d$ %WU@W@OF HithaleEne-REDIP@THn;:1-8- chl or o
|1 (-B1-80RtaMidepyr | di n- 3-yl met hyl ) pi peri di n-4-ylidene]-6,11-d

i hydro gH— benzo[ 5, 6] cycl ohepta[ 1, 2-b] - pyridine [I NN:. RUPATADI NE],
1-[2-[(p-chl oro-al pha- net hyl - al pha phenyl benzyl ) oxy] et hyl ] hexahydr o-

1H az epl:%g e ulal Wﬁfgfgfﬁéﬁ' MBbeas |nh|b|toés CgclcrgrperoWnretho -4-d'Lfluorometbtlo[)%Rll -(3,5-

S-(7-carboxy-4 9- oxoxant hen ox1 m ne
SUDEXANMistJloropyrid-4-yl)-benzamide [INN: ROFLUMILA and (-)-cis-9- ethoxy 8-methoxy-2-methyl-

1- (p-tenbshub ybmﬂwawdbae4c4idﬁsop€o®Ma’ﬁ.aodawdﬁwwrdﬁ)mb@a;{&]m‘esqﬁaw\thynhzne puseer i dyl ] - but

anol |ﬁ§

N- benzywﬂf"ﬁ |I:'\@Ahyl N- (2-pyridyl)-ethyl enedi am ne [INN: TRI PELENAM NE]
and 1-(4-fluorobenzyl)-2-(piperidin-4-ylam nozﬁl H benzi mi dazol e [ NN:
TECASTENS xekipty histenise secepter gitagpnisis withintee-Bpanke otihe ergennt igyestionmeay be

4-[ (4- chbmlbmhwwdy)oﬂatawe] fﬁ@@(ﬁﬁwwdﬁlﬂmwﬂatdlwﬂropxnwz-@aesmaeryﬁcacld) 1

E gmg;‘t iﬁzgﬁﬁ ﬁ%ﬁﬂldﬁ@dgﬁ (h }ﬂerldyllden)-5H-benzo[5,6]cyc|ohepta [1,2-b}
pyndm ?met

INE], 4-[(4-ch|oropheny| |-2-(hexahydro-1-methyl-1H-azepin-4-yl)-1(2H)-
phthalazinone [INN: AZEL ASTINE], (+)-(S)-4-[4-[1-(4-chlorophenyl)-1-(2-pyridyl)methoxy]piperidin-1-



benzyl ) - 1- pi perazi nyl ] et hoxy] -acetic acid [INN: CETI R ZI NE],

8-chl oro-6, 11-di hydr o- 11- (4- pi peri dyl -

i dene) - 5H g)e(gé%i 6] cycl ohepta-[1, 2-b] pyridine [INN DESL%;I’E%):I)‘/(ID\{ ¢

(pI us/ m nu Hydr oxy-

4-[ 4- (hydr oxydi phenyl net hyl ) pi per| di nQhgbut yl ] - al pha- net hyl hydratropic acid

[ NN: FEXOFENADI NE], ethyl 4-(8-chloro-5, 6-dihydro-11

H benzo[ 8l b@]aoglw%[é‘ﬁ! BEROTABTINE] (plyb/minys){2- W(Pﬁ@we}amhabbﬁ'mbmzwétapb‘az'@xyI ate

I[-il- EN Lq@éﬂi&q L &Glio aci{INN: E;ETI(Q&NE] Yoy Z"QEE@Z%hiO}-alibha-methyl alpha phenylbenzyl)oxy]

enzi o) p -one

[INN. M ‘?@@ tﬁ@r’l'ﬁ' ['%IN Sié %Y%édté\?hmﬁ EM '“’%m[ Y }(%’Y Holl eﬁ?r/" %&e N -

phenyl rre:qEM]qyclgheppr[ﬂ)@Mpdwr]e[M aﬁﬁltOF[yAT&WN REENAoPNENY!)-Bayidindol- aﬁomgﬂ

gr e];ller r e&im&liﬁdnﬂlﬁl i 12 [llgd DER@HL%FQP@NIWNEF% SerBi5udyi-4-[4-(diphenylmethoxy)piperidino]bu-

chl or o- ihydro-11- (4. eri .dene) - . . N .

SH bens opBoetal AR ERASHE B REf AR eeraripatseRiEpote g AN,

4- ( 8- chl BrL&TRIZNE] h@cﬁthpxyelrwl) -2-(hexahydro-4-methyi-1H-1,4-diazepin-1-yl)-benzimidazole [INN:
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S- ( 7- caPBEky-[@-dhlssophergosioylhiherehydpo- §-metha:thzern-&u)- @RiphalezinanRIREIN:
SUDEXANRYELASTINE], (+)-(S)-4-[4-[1-(4-chlorophenyl)-1-(2-pyridyl)methoxylpiperidin-1-yil-butanoic acid [INN:
L (P epkpBHHBLT A1 RhBR A AR RN DT ot acald BT 1 Y11 -but
N- benzy [ININ, QETIRIZINEY Wiﬂ(e-@hpwlmﬁqhv@@w rberyiveaav erelethyi\imethp PRIIGINAM . NE]
\emd ht hanm: c_rLllzlmsmyBicﬁlaioLam 1adiy/aiot 12 Lh-gipetRylidkrd 5M®Snzol5b]cibihbial]1 2SRHEL | e

ichis ) I ect - I e rovi ded a

Phar ma- ﬁ'@%ﬁw'cDaEI% E@%ﬁ%%ﬁﬁ?@%h-?ﬁ%ﬁ ﬁ%ylﬁig-,ﬁyr{dh%?ﬁ?é@&%?thygﬁ%@P" ggjt?'i ve
i ngr edi QHEOW@HMM&E};ﬂ’etgltt-g@}ylﬁr[@)-léﬁug\g@greqtlap_xy)plperldlno]butyrophenone [INN: EBA-
pr opy| neriNe je-[4-[s(3-fluseopbergtyietkyl PbifesaZnyiibitroky) aetqadd [N EFLETRIBNERM(@He [ | NN:
ROFLUM -Gl oo A-v)-benzimi :
9- et hoxg@\?}]ﬁrﬁ&lﬁ%@ggg?dr%# }rlnyelth-yli1 '_51 ’é:dﬁ,zifg],ﬂ%?btieﬂzér)?gﬁﬁég{%g ?IEP éﬂlgglbr opyl am noca
r bony| pR&@mMPy. 18eAysiro-f %‘PP&Q@%@%H%?]WH@ INNRPINASITIAEE Y NEgS)- Bk  hei 1
phar nmac eydraxg-a44-thydrexyaiphenplr@thgigiperidibo]beigl]-alpramiktigihydreteapicchcid gINNVEEXOIgr edi ent

whi ch i A4k G- &l el 1 d=ihe rQo.1- met hyl -1 H
azepi n- G2V RE1 ST GRS B RORRY R el SR

(p! us/ nPiREgYic aoil [Resepish Sreie; HERAPIhG): ERARY -5 £yano-4-(p-flucrophenyl)cyclohexyl]-3-

yl ) - 1- pinptayisizihaylidonipBeoty heidieN: iLEVACABASTINY. [2-BE(R)ptcBlotdipha-phenylbenzyl)-1-

8-chl oro-6, 11-di hydr o- 11- (4- pi peri dyl i dene) -

5H benzo[ 5, 6] cycl ohepta-[1, 2-b] pyridine [INN: DESLORATADI NE],

(pl us/ m nus) - p-[ 1- hydr oxy- 4-[ 4-



(hydr oxydi phenyl net hyl ) pi peri di no] - butyl ] -al pha-net hyl hydratropic acid [ NN
FEXOFENADI NE], ethyl 4-(8-chloro-5,6-dihydro-1

1H benzo[ 5, 6] cycI oheptal 1, 2-b] pyridin-11-ylidene)-1-pi peridi nhecar boxyl ate

[ NN LORAWALN3NE]05S PCT/EP03/01876
2-[N-[I-(4-fl uorobenzyl)-1H benzi m dazg| - 2-yl ] - 4- pi peri di nyl ] - N-net hyl -am no
]- pyrimdin-4(3H)-one [INN. M ZOLASTI and

1- ( p- t emplpetzdihylethbgirgde)ic deid FNN: CEYQOEF RIZOINED thdidpB-ehlyro-5,6-dihydro-11H-benzo-

met hyl) [§'6]C)§|onﬁftﬂpf h}kyrmﬁtﬁerenH wPerﬁﬁ%Wté\{ﬁN QBﬁA‘rRBNE E*Eu@r[:“@ce“t ically

acceptabl e er enbodi nment
of the fiPorefenzd)lkihenzimidazgi-2-yi-¢- PBFF&RYH:[@&"&H’Y' FHagiRyEmidined(Arone SHNMIZPt on
conpr i SILAGTINER 1@ foribernzgl)-2 dpiperidis-4-yieatino)-eH-bengimbbzale INMINQRASTEMEZOLELt ed from

(cis)- 43(2?3rwa%oma@enzo[gaﬂwdmteﬂs.gﬁ 23@%@@?% g@am%emh)u KokF@pfyhydr ot hi

opyr an- l\éi g gr R
(ci s) - 4-4NELA- fnft%?ﬁ%k%?r@hﬁzvl 4rbyrigol{ 2 giPyireitiag SRS MRS PEMIROMI T Prelilrea- y 1 ) - 4a, 5
, 8, 8a- t atl4[a{syntktinyipRtidin-HiitnethlylFpineridin-4-gilene]-6,11-dihydro-5H-benzo[5,6]cyclohepta[1,2-b]-

(cis)-4 %r?ﬁ dw%‘[lﬂN”ﬁuﬁQMﬁ%ﬂ W!Z)[(p%hl()ljo AR rREy R bRenbdrdy xR iMexAyrb) - 42, 5, 8,

8 - e

o ey e e b ST T SRS PP SRR INY 5 8 Ba-t o
t r ahy dr GUDEXpROKa1 -geztert-blitylphenyi 4-[4WBIp63 hdivokididhe G tkyPOIR pipdrdyiBbutanol]BNN:

(C' S) 4“T(E§FQG'AIS]§9]' ﬁg@ﬁ’ztyh@i%?,%w ) Z%yr(d}lj &ﬁﬂen@ﬁﬁrﬁﬂe\! ﬂl(IIQ ﬁﬁELtEWAWé]QﬁH 4-yl)-4a

8, 8a-tetrah n-1-
(CI s) - 4 '(egpﬂarmﬁéﬁupﬁ%ﬁ?ﬁm' depvatiyess - d| oxohexahydro 116-t hi opyr an- 4-yl ) - 4a, 5,

8, 8a-t et rahydr o- 2H pht ha- | azi n-1-one,

(cis)-4-(2, 3-Di hydro- 2, 2-di net hyl - 7- met hoxybenzof uran-4-yl)-2-(1, 1- di oxohexa
hydr o- 1 Ida folth agppetamwhidh is pil) andtheren®odimentof thetirptcspecPHherh istradvided a-Pharoee,

(4aR, Sa%ut(:ﬁ 'c&%po%Ti&rSco‘fanF& ﬁ?h%%&% BYits) acave(ilqgréd‘ it W&hgm&rfﬂmjé ERior ) - t hi opy

ran-4-yl) - 4a, a-tetra 2 H hal azi n- 1- one ‘_

8aR) - (c|P?PY‘W3‘(‘3XYM”H@F‘F?@?W@l@‘i"ﬁ“'%"%’%‘ iy'h?%i%ﬂ%%(%(ﬂocf YRASTE O an- 4- y1 )
- 4a, 5, 8,98hok@8-methyxy-Ziheth 21, 4eed 0B-hiexeh fdr@6+¢t-dilsopropylaminocarbonylphenyl)-benzo- _
) 1 JU S REGAY i EUR A ERTIBENR iRk bl faderuclHo LA BB IANARNS, a1 oPY!
(4aS, 8aRpcond é@'VﬂmW@@ﬂﬁM'y@Héﬁlyqﬁ?df@"[ &K‘(fr&f%ﬂyﬂme@ﬂ]’ -3-theyahydrpril esthiydtbh- 4-y| ] - 4
a, 5, 8, 8apd pﬁ‘u ﬁﬁ‘)@rl ht%znrﬂm fa: ME[ké'I‘IN'E’]QpIué/lﬂﬂt?s [2 [4-(p- chloro alpha-phen Ibenz—
g?rRahsdg/§1?H-e'ﬁﬁ'%Qr]§ h&FEicie %cuﬁ“‘é\flcgiggﬂ@su' %11 Qhﬁiro-ﬁ 4p|per|<¥yhj/- 2. 5, 8, 8a-t

ene)-’

- Acet y| -5pibpeoi5H]eyeldhepta)[1,3-b{pSridinediNgt hE&I;qméAplN)E} 4yshniBysGa-{ t-mtdraxirg- - o- 2H- pht ha

|5af'4n | A g%%&%ﬁ)he%lr?eéhyiplﬁndm%] -butyl]- alﬁha mﬁh;:l?t_dratroplc acldélNN FEXOFENADINI:Jreth !I.

H pht ha|4a(%F'H°f2555rqh¥$Pﬁé'rhbanzrql%%&'c'%e}’ B-20lRyrigiesi-didene)- 1a?dﬂeﬂd'necafb°xy'ate

(4as, 861WJN“L'dI@\TADmE?tZtIN%VWTﬂBMbénzﬁ) {HLbdndimitazdl-2iyin4 SippicinyBNIAaRY-bhinpl per i di n- 4

-yl]-4a,5 yrimldln il(3}-l?oneehhl\ﬂ<ldl(/I&OLASTlNE] and 1-(p-tert-butylphenyl)-4-[4'-(alpha-hydroxydiphenyl-
methyl)-1'-piperidyl}-butanol [INN: TERFENADINE] and their pharmaceutically acceptable derivatives.

In the fifth aspect — which is a further embodiment of the first aspect - there is provided a
pharmaceutical composition comprising, in admixture, a first active ingredient which is selected from
(cis)-4-(2,3-Dihydro-2,2-dimethyl-7-methoxybenzofuran-4-yl)-2-(tetrahydrothiopyran-4-yl)-4a,5,8,8a-te-
trahydro-2H-phthalazin-1-one, '
(cis)-4~(3,4-Dimethoxyphenyl)-2-(1,1-dioxohexahydro-1 *-thiopyran-4-yl)-4a,5,8,8a-tetrahydro-2H-
phthalazin-1-one,

(cis)-4-(3,4-Dimethoxyphenyl)-2-(1-oxo-hexahydro-1 |*-thiopyran-4-yl )-4a,5,8,8a-tetrahydro-2H-phtha-
lazin-1-one,
(cis)-4~(3-Chloro-4-methoxyphenyl)-2-(tetrahydrothiopyran-4-yl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-
one,



2 H phthal azi n-1 -one,

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 peridine-1 -carb- oxylic acid tert-butyl am de7,

4-[ (4aS, 8aMjo e3/07®58- Di et hoxyphenyl ) - 1- oxo-4a, 5, 8, 8a-tetr aﬁ9ﬁ’FB‘!3i°18 6

H pht hal azi n-2-yi ] - pi peri di ne-1-carb- oxylic acid phenyl am de,
(cis)-4-[4-(7-Methoxy-2, 2-di net hyl -2, 25| hydr o- benzof uran- 4-yl ) - 1-oxo-4a, 5, 8
, 8a- t et (oRlpygE-OnidronintioRybhehyRlZ2- (M-oXo-Ndxhhy@ioPErthichyrn=4ly Cr Somea/teirdhy @6 i26-

tert-bu %g;]azarg desnel 4aS,

8aR) - 4-&;} \ 4 1 et hoxg/phenyl ) -_2%%1&5- di et hyl ami no- napht hal ene- 1-sul fonyl ) -p
i peri di fFisk4-3.4-Diethaxyghamyipa-(t. Ediexghgreheiro H-hiepHian-4yi-#a.§.8 8artetrahydro-2H-phtha-

(4aS, 8aRyin4-008, 4- Di met hoxyphenyl ) -2- 1

-(4-nitposphenvl ) - piperi dins 4- z aSASL LT - 246 zi n-1-one,
(425, 8al T gﬁh}qﬁg?fg?w&g{ Bﬁéﬁ%’%yf’@?@aﬁjl‘%éi(ﬁﬁ ﬁ?f?‘”?}%ﬁ@"%@ﬁ%??h?n 4-yl)-4a
, 5, 8, saVirtah&pa erevorzHohialaria2oRe - one,

(4aS, 8a@aRr4as)3cidr-4A3 Ainetioxypra)-2-(12-didkokexatiyaioli®ithiepylancayl 3436/8 $a-irdhgy | di n- 4-y
|]-4a,5 zz%‘?};' &]g gﬁ_ §g‘ng- 2 H pht hal azi n- 1- one,

(4aS, 8aE£- P % g - Ami no- 3, 5- di chl or o- phenyl ) - 2- oxo- et hg%ﬁ] - pi peridin-4-yl)
- 4- ( 3, 44ap ReHey- @ HdpsthaxyphenyR2-(1g1-diggbexahydeery dhieryran-4o Y42 &8a-tetrayone,

4& (13, 4; Ejomﬂﬁ&ébéﬂmi&ffé,) -2-]1 o _ 4 | 8a. t
-(1-me y r 0 - [ i, Nz 4- - pi peki. di n- 4- - , 8a-te-
(1t anyar PR ORpRT TR iR DR AE R o s patedt

(4aS, BaRydrai-phtaplaginrieaoxy phenyl ) - 2- (1-t hi eno[ 2, 3-d] pyri mi di n-4-yl - pi per| din
-4-yl ) - Uas 9ard) 483 4Lt mdthcxyphil- D ctuphet-Hsuirai) Pipdridiideyl]-4a,5,8,8a-tetrahydro-2H-

(4as, 8aR).-4- (“3‘%\‘3;_'] met hoxyphenyl ) - 2- (1- pyri m di n- 2-yl - pi peridin-4-yl)-4a,5,8
, 8a- t et Pafhydr o- 217 ht ha- | azi n- 1-one, o

( 4aS, 8afdpSaaR)H-@ 4 ieteaxRhey et ynethapequifaryisninekdio-d M)-4ab §deretrabydrerdit-aitha- - pi peri d
i n-4-yl lazida.0he,8, 8a-t e- trahydro-2H pht hal azi n- 1- one,

503 4 BBl {Aggtg?&;)e?ﬁ%%}nﬁé{ﬂhQBXJymPe‘nHEEJ,é?é,é‘é.éerrly)afof‘z?r.p‘%m%ia%ﬁE etrahydro-

2H- pht h

8aR) - 4- 0, 4- Di met hoxyphenyl ) -2-[ 1- (2- nor phol i n- 4-yl - 2- oxo- et hyl ) - pi peri di n-4

- y1 ] - 4254 [P1a8BaRp4-(Bl 4 BIEHEHy Pheriyhivkbrad, 68 BaHelralya®, 1 Hopgh#B)azin-2-yil-piperidin-1-

8aR) - 4;_&, 3 _4-oéDc1'eHEng%dahenyl )-2-(1-phenet hyl - pi peridin-4-y/)-4a,5, 8,8a-tetrah

ydro-2 IGENEY n-1-one, . o

( 4aS, 8afdpS8aR)F-@ARiidhaprpbepienh)(1-Pyidind-y-mehpiey)-piperidin-4¥risad darteiphydei di n- 4- yI

| - 4a, 5, Bi-Prhdledneénedr o- 2H- pht hal azi n-1 - one,

(4aS, 8aRyads -2y 4Dh BRIBRANING%kd-225 § da-R¥ Sy oA HEniaREh BYh pRbREEL Aldb- 4- Y1 ) - 42

, 5,8, 8a-%(eatdsr’{aaﬁ§/§#d-gﬁl- %t(ﬂgﬁaz}(n- 1-'one, Yol 39'] ol o et

(4aS, 8arylicacidderbytylaiidenoxy - phenyl ) - 2- (1- pyri di n- 2- yl net hyl - pi peri di n- 4-yl } 4a

, 5, 8, 8a4i(eis saRydN34-Bigthoxybhénzl)-adkdi4d] 5,8 B®tetrahydro-1H-phthalazin-2-yi]-piperidine-1-carb-
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-yi]-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-tetrahydro-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,
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-pyridin-4-ylimethyl-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-yl]-4a,5,8,8a-tetrahydro-
2H-phthalazin-1-one,
(4aS,8aR)-2-{1-[2-(4-Amino-3,5-dichloro-phenyl)-2-oxo-ethyl}-piperidin-4-yl}-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-yl)-piperidin-4-yl]-4a,5,8,8a-te-
trahydro-2H-naphthalen-1-one,



(4aS, 8aR) - 4- (3, 4- Di et hoxyphenyl)-2-[ 2- mor phol i n-4-yl - et hanoyl ) - pi peri di n-
4-yl]-4a,5, 8,8a-tetrahy- dro-2 H pht azi n-1-one, (4aS,

8aR) - 4- (3, 4- Di et hoxyphenyl ) -2-(1-{2- (2-di net hyl am no- et - piperazin-1-y
| ]-ethanoyMO®/43¢5Srid i n-4-yl)-4a, 5, 8, EWE}’M%I%
8a-t et rahydr o- 2H- pht hal azi n- 1- one,
2-{4-[(4aS, 8aR)-4-(3, 4-D net hoxyphenyl'f-l 0xo0-4a, 5, 8, 8a-tetrahydr o- 1H pht hal
azi n- 2- y4dS,8aRp&A(3, 43Dmemoxyph§nyﬂ-2+éﬂ-thsaogf2éﬂwnrmdleﬂﬂhweﬂlem%w)a@58 8a-tetra-

8aR) - 4- (ard-2iip n@g,gﬂxyg,@enyl) 2-[i-(4-1, 2, 3-thi adi azol -4-yl -benzyl)-pi peridin

-4-yl
- (1- Mﬁ%ﬁa@) $0d S bRt ol Bk i 43R0 8 85 PR SRV o- 1
H- pht hallazintireng, y| ] - pi peri di n- 1-yl }-net hanoyl )-4-ethyl -pi perazine-2, 3-d

| one,  (4as,8aR)-4-(3,4- Dlmethoxyphenyl)-2-[1 -(2-ox0-2H-chromen-7-yimethyl)-piperidin-4-yl]-4a,5,8,8a-te-

4-(2-{4-.[(4a - Di et hoxy- phenyl ) - 1- oxo- 4a, 5, 8, 8a- tetrahydro 1H ph
t hal azi rqja% %*‘3%1%\"&% 1-yl } - et hanoyl ami no) - benzoi ¢ acid ethyl ester,

2- { 4- [ ( 4eS4Biamythoryrhanyi)-25f1isopiopyt-piprisiing-yl)-4e, Gfkea-tatsah5dre-2Bsphtheleriatiypde,0- 1H- pht hal
azi n- 2- YAds:daRp£(3, 41bﬂrelhoxyxh&ny@hﬁﬁ@aﬁ&;mom-@@obxw@w pipdHaln {5 Ll by

accepta Iedde @_tll ves, and a second active ingredi ent ich'i's selected
from ( EfeB9foaERIgagindianey i di nyl ) - 1- p-t ol yl propenyl | - 2- pyri di neacryl i c acid
[ 1 NN ACRIS:8aRAGRH, 4\E]nethexymlerm-ﬁyﬁphpnbthyl -piperidin-4-y1)-4a,5,8,8a-tetrahydro-2H-phthalazin-

1- (1- metylypb - 4- pi peri dyl i den) - 5H benzo[ 5, 6] cycl ohepta [1,2-b] pyridin [INN:

1 oot Nt s SO BRI Bt SRRy 458 B b

(+) - (S) 2H- p[ltﬂlal[aim Mne;hl orophenyl )-1-(2-pyridyl ) rret hoxy] pi peridin-1-yl]-butano
lcaCld4a[s| yl)-2-(1-pyridin-3-yimethyl-piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-
pI us/ m 'F;i:?[ %4 (p- ch rno)al(pﬂyartI Ighgnn;/e byeﬂge;ll I)n- ly)plaperaaz:a nayr]r%t hoxy] - acet i
adeI RIZINE], (+)-2-{2-[(p-Chlor-al pha-nethyl-al pha
phenyl bﬁa@waﬁb%ﬂ‘bbhythpxsdphmﬁ)wm {Pyfidire2-ylnetylnippridiihe-yIELES A S teldlydro-2H-
8- chl or gnffiaidzhr flbkwy/ dr o- 11- (4 pi peri dylidene)-5H benzo[ 5, 6] cycl ohepta-[1, 2-
b] pyri di
OLP RS bR eb ST A AT rormpplipy e PRy W g5 e v
DEXCI—ILC]Q@I—EMWNE}one

03; B % B fudtapRy-4 d',élnx(a@lb@b@ﬂylb m@qacw@hawdnmdwmwpwagaheyn@ﬂﬁndiyi}l‘dme EBA WO

[ 2- 4- [t5?Efﬁ'ﬁ?'&%%’ﬁ%‘@ﬁ{ﬂﬁ%@PWF"STTZ"E “Heber azi nyl ] et hoxy] acetic acid [INN:

EFLET! RRZ4-#5S,8aR)-4-43.4- Dimethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthalazin-2-yl]-piperidin-1-
et hoxyew Yhisopropylacidnigl, o- 4- net hyl - 1H- 1, 4- di azepi n- 1- y| yben2| m dazol e [ NN
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4-[ 4- (hWﬂf@RWhtpﬁéww - hyl ) pi peri di no] but yI ] - al pha- net hyl hydratropic acid
| NN: F@((Q‘EIE[ (3 4-Dimethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthalazin-2-yl]-piperidin-

4- (8 f uo oxepi no[4 3-b] pyri di n-11-yl 1 dene) - pl peri di
vyl gﬁl“%}") tw*-m?%%"eeiﬂﬁiﬁg de: HSR-609],

(

|

) - ( 3844234- [@aﬁ@ﬁB)‘%@(ﬂy@ﬁéﬂ‘@(y(%ewl)dcﬂ%@ﬂ%éﬁﬁﬁ Jel W%@kmtﬂajﬂmr@ﬂ]fﬂﬂetwﬂ*
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N LRV @ BRRHRRPRYbRI YR 2 RIS AL MpER AR © °

ohept al-2H2caTige o heirpharyiaptialy acpopipbinte VRt RSc ANk segI s v ngredient

L ORAT ADIwhchh is s@ledtddt froh (E3-6-[(E )84 Opyrrolidinyl)-1-p-tolylpropenyl]-2-pyridineacrylic acid [INN: ACRI-

benzyl ) V&ﬁ @aﬁj ?@5#%%11 %‘1 %Lt}!ylﬁ p?degtﬁﬁléeqs BY. Lel,nz% gﬁ%%hptg'ﬁ ?ﬂbﬁﬁ{n [lm\ldl n-4(3Ho

ne [ NN
1- (4- f | ABATARENEN4-J(4-phigrpphsay methyl-2-(Reratryfirad yoethy- e azepini4ad) G2 Hopithaigginone
NORASTENNMOAAEL ASTINE], (+)-(S)-4-[4-[1-(4-chlorophenyl)-1-(2-pyridyl)methoxy]piperidin-1-yl]-butanoic acid

2 ( I]-RIN:L ﬁw ?’R{E? MHIS?[ZCH! W&'n'lo‘?@ﬁma%em}ﬂygqQ)‘ﬁl)erel}'i'nmzeﬁhla)\()l] aJ:eﬂpr opanam n
9- net hy PO INN:IGETIRIZINED (+)851G-Chier-gharpripraighapheryoerayiewleiyliraethyiRro-
PEM ROL A JINN: &LENMASTIVE], 8-chloro-6,11-dihydro-11-(4-piperidylidene)-5H-benzo[5,6]cyclohepta-[1,2-
blpyridine [INN: DESLORATADINE], [3-(4-Chlorophenyl)-3-pyridin-2-yl-propyl]-dimethylamine [INN:
DEXCHLORPHENIRAMINE], 4'-tert-butyl-4-[4-(diphenylmethoxy)piperidino]butyrophenone [INN: EBA-

1-(
hal
[ 4-

[
3-
n-
(-
ph
[ 2-
[
cl



11-[1- (5- et hyl pyri di n- 3-yl et hyl ) pi peri di n-4-ylidene] -6, 11-di hydr o- 5H benzo
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In a seventh aspect the invention provides a pharmaceutical product comprising, in combination, a
preparation of a first active 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 separate use in therapy.
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phthalazin-1-one, -



oxylic acid tert-butyl am 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 peri di ne-1-carb- oxylic acid phenyl a%,fl,g 3/01876

(cis)-4-[ AMON3NERDXYy- 2, 2- di et hyl - 2, 3- di hydr o- benzof ur an-4- IB B%8xo- 4a, 5, 8
, 8a-tetrahydro-1 H phtha- |azin-2-yl]-3i-peridi ne-1-carboxylic acid

tert bu

(425, 8 ﬁ{ ?%8‘%? AP mERAPR a2 Ll rophpie ¢rearonpReidn- Va0 B etue:

- sul f onyipbl ?E@P‘ - 4- yI]- 4a, 5, 8, 8a-t et rahydr o- 2H pht hal azi n- 1- one,

(4aS, 8ajassaRp2-A-[Di4mhine3 ulblioiptphei){2dox-dthyil-fivetidipAgnt(} 4 pinmtioxgphend)- y | | - 4a, 5
, 8, 8a- t%‘a%%‘?&t@ﬁﬁ%zmﬂ% ZfAL dﬁg' -one, (4as,

_N
"’BQJ

8R) 4 hox 1l-pyrid in-4-y thyl -p iperldin-4-yl )-4a,
5,8, 8a 4t %ﬁPQPﬂV&P‘)&P“Q’W%h&H&?‘M HPV'%%'R@ 4-915"@5‘?"13‘7%886’\6@#!@#@?/8@%% - 37
(4aS, 8akphydro(ZBi-rbphiharet-honeyphenyl ) - 2- [ 1- (rmr phol i ne- 4-car bonyl ) - pi peridin-4-y

| ] - 4a, 5 h g in-4-yl)-
(]4aSa8a %?R}lfgft%%g{&&yﬁo- P g Qﬁ (Lfrk‘fﬁ% Hj%ﬂn dzﬁ;‘%yl péo e{g(%“ 4a F]B 8S|tert)rgr| di n-4-yl}
-4- (3, 4hH i ) - 4a588atetrahydro 2H—phtha|a2|n 1- one,

4- (3, 4- Daﬁﬁbhpﬂwphﬁimyihbxyﬂaebﬂ)-i U-~pysainlaipt2-yl-piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-phtha-

H pyr az%’z@h?bné dl pyrimdin-4-yl)-piperidin-4-yl]-4a,5,8, 8a-te-
t rahydr o-

ht hal I
(425 BB Bt 0.0 RN LA G- oo Do sy A BPASAF+ i pe( di n- 4
- yl') - 4atrahyBro&-ghtttaraain-1kopelr o- 2H- pht hal azi n-1 - one,

(425, BaRly duloibnily F{&nﬁ%@*&%ﬁégﬁ}%}}’%) el siaBadbingndba BHASLAH red- 1) - 42, 5, 8

8a-tet
(425, Ba S RRL- B REPRARAALHYI G TDRheln 135 S XAREEHBT SRR | ) pi per i d
i n-4-yl }rawaroZH;Bmﬂmzihe-onérahyd ro-2 H phthal azin-1-one,

4-(3, 4- et ; aﬁ%?’é%h%ﬁ}ﬂh#yﬁqeﬁ%i BIORERRYA-pipdrR R4l i148 5% 84l tdtraft firo-2H-phthalazin-

5, 8, 8a-t l'azi n-1- one,

(4aS, 8alR)P"%- (3, 4- Di et hoxyphenyl ) - 2- [ 1- (2- nor phol i n- 4-yl - 2- oxo- et hyl } pi peri d
I N- 4-yl| 4e88BaR)-B(33DittBexypheanyd1 gmarphblipdi4-tdrbanlygiperidinid-yiiriagh,8,8a-tetrahydro-

(4as, 8a§h ﬁ £l§zurﬂ1 g,gret hoxyphenyl) 2- (1- phenet hyl - pi peridin-4-yl)-4a,5, 8,
8a-tetra hal azi n- 1-

(4as, 8afy r?%b“@“t?@?‘f‘i@%}'}?ﬁéh%fﬁypyﬁd"f YIRS a4 3P BBTRTEMYSIORE T i di n- 4- yI ]
- 4a, 5, 8phalazgtt-adeydr o- 2H- pht hal azi n-1-one,

(4as, Sa&s%aﬁ%x (- 4lhi m&gwﬂmxh Lyr.%rn(zlwpéfwl BbdidR-ah) R le o tB RGdrb-diin- 4- ¥ ) - 4a

588ater dro-2 pht hal' azi n-

(4as, 8apyth ﬂaz(rB “Nep rret hoxy phenyl ) - 2 (1 pyri di n-2-yl net hyl - pi peridin-4-yl)-4

a, 5, 8, 8&abBaRphBd-ietRddyphehyFa]t §2-marpheliofey)-ethanoyl)-piperidin-4-yl]-4a,5,8,8a-tetrahy-

(4aS, 8aR)yAr fzik&hbBoxyphenyl ) - 2-] 1- (2 nor phoI i n-4-yl -et hanoyl ) - pi peri di n-

4-yll- 4?4’3%,’8aR)€-34a(3t4ellglgtﬁoxzphenyl)-z-m-%5—%4—(2-d thyFammo-ethyI;lplperazm -1-yl]-ethanoyl}-pipe-
ridin-4-yl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one,
2-{4-[(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthalazin-2-yl]-piperidin-1-
yl}-2H-isopropyl-acetamide,
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-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-[(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthalazin-2-yl]-piperidin-
1-yl}-methanoyl)-4-ethyl-piperazine-2,3-dione,
4-(2-{4-[(4aS,8aR)-4-(3,4-Dimethoxy-phenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthalazin-2-yl]-piperidin-
1-yl}-ethanoylamino)—benzoic acid ethyl ester,
2-{4-[(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthalazin-2-yl}-piperidin-1-
yl}-2H-acetamide and their pharmaceutically acceptable derivatives, and a preparation of a second
active ingredient which is selected from 4-[(4-chlorophenyl)methyl]-2-(hexahydro-1-methyi-1H-azepin-
4-yl)-1(2H)phthalazinone [INN: AZELASTINE], (plus/minus)-{2-[4-(p-chioro-alpha-phenylbenzyl)-1-
biperazinyl]ethoxy]-acetic acid [INN: CETIRIZINE], 8-chloro-6,11-dihydro-11-(4-piperidylidene)-5H-



(4aS, 8aR) -4- (3, 4-Dl et hoxyphenyl ) -2-(1-{2-[ 4-(2-di met hyl am no- et hyl ) - pi per azi
-yl ] -et hanoyl } - pi pe-

ridin-4-yl)-4a,5, 8, 8a-tetrahydro-2H pht hal azi n-1-one, 2-{4-[(4aS,

8aR) - 4- (3, AWOI%MET44¥yphenyl ) -1 -oxo-4a, 5, 8,8a-tetrahyd rRCTIEP03/01876

H pht hal azi n-2-yl ] -piperidin-1 - yl}-2 Hisopropyl-acetam de,

(4aSs, 8aR) - 4- (3, 4- Di met hoxyphenyl ) - 2-[ 13%4- 1, 2, 3- t hi adi azol - 4-yl - benzyl ) - pi pe

;_' ((jlln{j Behoi5EcyRlofepteal1 el gyadind AN: DEQ&@WUNE@,@I\E&M\M%EH -hydroxy-4- [41:" 1
r o

ST AN S T e

4-(2-{4- Pfh!@rs%qlt)ydw 1 H-benﬁﬁmvﬁm@ytaﬁk?ebiw@ndwlssienetd @esd'@&afb@twﬂéﬁhydr o- 1

I2+ {pzt F?Iél[m DERATADING] PRE[H G-Muorcbendyl)-1 Ieb&ﬁm%dzﬁlﬁmﬂ)piﬁbﬁﬂlﬁmleétﬁ}gdnﬁbPW ester,

H pht haI g’f"ﬁﬁg 3'# Ssq'\fNeﬂ%Eﬁﬁ\%? Q»' Y(biérﬁ tzugﬂép ?Jﬁiﬁ alﬁ% r@ﬁ oxy% ngnyP

phar mac emthybdl-wl@endﬂb@ﬁﬁnalﬂw amwép NEdgnd taﬂrophammc@ﬂaaﬂawcewam degivativesmnd

active |paiRAhRoLs, Wejueltial & sSfkR&isRth thérgs _

4-[ (4-chl orophenyl) net hyl | - 2- (hexahydro | - met hyl -1 H azepin- 4-yl)-I

(2H) pht hal azi none [ I NN: AZELASTI NE] ,

( p| us/ mi'nadjrteprth pspectpthe vesition g{pmaﬂm e9mHripiag2 prepargtion of a first active ingredient

pi per azivhchlisadeltensy frord e POES indbitsl, dl*d‘ﬁﬂm ﬁﬁmbﬂnzlt Hfrpharmaceutically acceptable

e o g A oo

(pl us/ miaw 9msF§arEd11tS|1pp@frr@ igally gcceqﬁhle denvatlves and instructions for the simultaneous,

dr oxydi plagueyiianBrisaydrith b@finisehtion btk prafataticisphiapatiehtiy hdey tHetdor.opi ¢ aci d [ 1 NN:
FEXOFENADI NE], ethyl 4- (8-chloro-5,6-d ihydro-11

H benzo[ 5, 6] cycl ohept a[ 1, 2-b] pyri di n-11-yl i dene) - 1- pi peri di necar boxyl at e
[| NN: L ORAABIENIR]aspect - which is an embodiment of the thirteenth aspect - the invention provides a kit

2- [ N-[ | -dothphsing @rpriparnior of a tirdt Asiingrb et @hictis Yeidcted-flRnEt jcRbdpyihethbxp®@t hyl - ami no
Jl' ( By[ L:%fﬂ%rartn lfl% é\ln %dl&%nlo[%yncj(\ﬂ ﬁ)p oAl %ﬁgﬁﬁﬁw&www (-)-cis-9-ethoxy-8-meth-
met hyl ) -oky-2-giefhgr i, 2134 fa, E)Qlltfb@ﬁ@hydl[o’rﬁr(lﬁdd"WEN’&EWDPNE‘}“Y@h@I‘Yt)ﬁ@?ZP [qimEinaridyut i cal |y
?ﬁcept ahbldme fll&lﬂ*t ném/tmsmeﬁ BI5-Gdnived-4- gmwsy-f-mwul@meth bqumbnnseemf@&@muse in

er apy Ir n a Cc v ion OVI rising a
or epar atseBir e e Feested FOE oty PGP b B kPRI D T Qu P e
i nhi bi t caminoj8-R0EE8P ik 3 H-plwiriei[Researambodeh\é! tZQpNaN%meihyMemb Hyphenglef§, Ztre-
greglm vgt Ih hyg@a rr]@ﬁugrzgqm 134]53990_@529&,1%@99?@”@@;_‘} %aibdx&&ﬁ@ﬁie@é&ch@dlﬁ?lgﬁ% ag glt Sﬁf gd
der i vat i4/4&4; d'"éﬁtm’xvrpﬁ ﬁﬁ‘@??'ﬁ%?arg&aqdﬁ@“@? lﬁsfégﬂ'g §rg£§§%gh? FHiYgP-3separ at e
adni ni st(#-allerophenyll)-t-drepyptid-parinai2iedicne {INN ARPAYLLAVWE], 3-13-(Gingentyieyrbmethbxy- a
fourt eenfoh, RvRBRIH- pyrmle%btﬁar@nqueiem&smpymnyr)b% E4tﬂu5f‘o§§ﬁ§rlj35 F&%H- the

i nvention v des e
o oai deRh Rt Beta e AN sl RS el oy a2 s Rlere .

di f | uor diérBadmbryzyi tlau@-aaylbhmawmaimseyncy-cmgwm@e%pl SINMINRORLAEE AST] |
(-)-cis c%g %ﬂé’t}:{ | armﬁﬁé‘UNN CIPAMFYLLINE], Tetrah dro-5-[4 -methoxy-3-[(1S,2S,4R)-2-norbornyl-

Chocar b %HM e A G L e TS
3, 5- di cHltiaxo2HiRindele2cegpaganiide [Reseatsh-Gate: PP Methanesfopit geid B(Ad-cini -

g 01[ gy E i %;P.%pﬂengxar&ﬁsyn B@ﬁms&ﬁo ﬁ{%i'\%-yl SSEHIRNLORMILAST], (2)-5+(3,5-di-tert-butyl-4-
CcyC enz
OB R MRS 5 RE] ey cyeno-t el

N-[ 9- mgtmyylow—m@bm@iﬁgﬁyydogexang-1 'pa@@tyhcgmd [INN: CILOMILAST], the compounds with
hydr opy rieregdaih zodbsjcbbigbsﬂdmezezmdsﬁamsne(%@b Mv142Yd sriditRdphareatduexani de

[Resear ¢ hl g%%&?ﬁblggaﬂvga\&g %8? fiin ofg %hg' ﬁé&f@éﬂ&gy er}t van ﬁFsOl Igétezd_fgo%\r @?éam de

oxi e [ [(E)-3-(1-pyrrolidinyl)-1-p-tolylpropenyl}- pyridineacrylic acld [INN: ACRIVASTINE], 6,11-Dihydro-11-
~ (1-methyl-4-piperidyliden)-5H-benzo[5,6]cyclohepta-[1,2-b]pyridin [INN: AZATADINE], 4-{(4-chloro-
phenyl)methyl]-2-(hexahydro-1-methyl-1H-azepin-4-yl)-1(2H)phthalazinone [INN: AZELASTINE],
(+)-(S)-4-[4-[1-(4-chlorophenyl)-1-(2-pyridyl)methoxy]piperidin-1-yl-butanoic acid [INN: BEPOTA-

STINE], (plus/minus)-[2-[4-(p-chloro-alpha-phenylbenzyl)-1-plperazinyflethoxy}-acetic acid [INN:




(4-chl orophenyl )-1-propyl -1 H purine-2,6-dione [I NN AROCFYLLI NE],
3-[3-(Cycl opent yl oxy) - 4- net hoxy- benzyl am no] -1 H pyrazol e- 4- nmet hanol ,
N-(3,5-dichloro-4-pyridinyl)-2-fl-(4-fluorobenzyl)-5-hydroxy-1 H
i ndol - 3- yl WO 0H¥deSet ani de [ Resear ch- Code: AWD- 12-281],  PCT/EP03/01876
N-(3,5-dichloropyridin-4-yl)-2-[5-fl ugrge: 1- (4-fluorobenzyl)-1
H- i ndol - 3-yI % 2- oxoacet anmi de [ Research-Code: AW-1 2-343], )
8- Ami no-qE,%?' 3 éw-[%[(efﬁh'ab?n"}?é?w-?WWVWQ"VH)WEV'PAW%YWNET'f,’ [INN:
Tet r ahy dTLEMRS]TINE]TBichionoys, B-diyiiS; 12 $4-Aipgrididere)-5baryAols, 6oy ylphpEpesy R fotpiridine

- r : .. . . .
2 [ g}' ( 'C{/ﬂcl\fig Bgﬁl%dFPﬂSHQD %ﬁ%lgrognﬁﬁl -?-fxrlfln-gzy(ljfrﬁvcll]l-’dg?ethylamme [INN: DEX-
1 5 di oXHARPHEHIRANBIR. 4 lesr bl i akeny mebeanietdsnkatyreshenage SNN: EBA-
Met hane s3mfE e-¢4-[aisfpdudeghznyndithyl]-1-piperazinyllethoxylacetic acid [INN: EFLETIRIZINE], 1-(2-
chloro - 3- i - = VWi 1 NIN: LAST],
(2) 5 ( AR 2kl it A M seblh 300 ey 3 Tk MEpteTelt 55T one
[ 1NN D%EFE?:@QE]‘“,Wrei%‘-“{'W—r‘éﬁ'é'ﬁﬂf’-alfq[‘(@'?]@?@lnﬁ [Iﬁg;{-ﬁPINASTINE], (plus/minus)-p-1-
f oxy- 4- rgtirooxasahiyasokydiphe hyirhebg)pigerbinopbubyalpha-e etaghydrdtro piaci JINOVEXKBST] , t he
conmpoun | { C = ik G- , CC-1088,
KWrr24gOCLzS.iEril\l\éaD H}%’i:sf[m i@ﬁ'ﬁ%@d@?@%ggﬁb%é@gﬁgmﬁﬁZ?’ild\?g?)fi@es'?'h_zqi;_ Y r%par ation
of a sedi¢ a&@ﬂ$ﬁ§%ar?wdéaﬂ%ﬁ§0%1)‘@gﬁ'§‘1é‘éﬂ“é&%aé‘?j4‘ﬂﬁ'@5’f?f‘tplf’_§”y@@yc'°hexy']'3'
[ (E) - 3- (rdetipy-#-pidniidompdcdticlacid{INaI MEVOOABARYINEL R-[HHR)-pichiaraalpyia-pitenglisénay F1- NN:
ACRI VAST]; . = D ) ,
e L B
AZATADI NEioneRtef1 AR GyIdBRRIsApeidkaR7b it (N EORATABINE] sy oro:
H azepi rbedzy)H1H-benAiritt§zpia-yipd-pigeriain RN jretdij-amindidyrdstidin MEJH)-one [INN: MIZOLASTI-
()" - ( qu.f},l-%;L%E%éz&@.@@%eﬂmm%hzoa%iu&xiemt REMXE ARSI &I yada ! 1 -butan

Col us/ mANYp=SpAitpRaAlRPRAREn - tene PR Ine (NS CRTRBTMEhoxy] - acet
C aci d [d-miihy-NO HBr&r6UDY b4 HRATIEIPA 3] pYdrBidit-4-onSENICIPEMRRAILAEH], ,8-chloro-11-[1-(5-

+)-2- - - - - . L
phenyi ban o P B PR R St SRRl ity e
8- chi or d¥ - R Eﬁ{ INE]o1-[2-[(p-chloro-glpha-methyi-alpha-phenylbenzyl)oxy]ethyilhexahydro-1H-aze-
1- (4- pi [pdrei [t SET@IS@')N&PS-@@awo*ya-lﬁ}(yiwedxmmperpz-[ﬂ)L$—?neh]y]sgﬂfo'b<idiinme§l_NN[ SN
[DFEI";IORSEXB‘Q A&M@&ﬁ%ﬁ ¢ ?—W—Wﬂ%mﬁrw&b@hﬂﬁg{hw-T'-pr@rmfll]l)mgﬁdf'ﬁ@myl am ne
4" -t er t - WA NADINEL NognayhRUAY finet Ak pyidyerdenseipmine NN p HURBHRAMNGL  EBA-
STI NE] , 1@-fiheretiebzyd{2ppibériddr Hydmaing)t1 Hrtehryilidzole {INNPEEGES TEWMICGLiEhandytheirc et | ¢ aci d
[ 1 NN Ema%@%cgﬁ&%tﬁ%derivaﬁves, and instructions for. the simultan?o_u;,l eg%ential or separate

et hoxyet -2- E‘P/ - 4- met h%elrn-_l H 1, 4-di azepl n- enzi mdazole [I NN
EMVEDAST] stration gHe\yeRArAIeRs 19iaetAnbn PeeddeRMhz [ ¢, 1 mi dazo[ 1, 5- a] azepi ne
[ NN: EPINASTI NE], (pluslmnus)-p-[I-

?Xd;&xé'"‘l? Eﬁeﬁ@é%’a%ﬁgm%%&%mw%% BEthd HirnB&Hkn RigbotL Ihe@HvBARA BRotibiae!any dr at rop
4-( 5 CBRTSINg 2 REPRIRYR) a %@%ﬁ%ﬁ%ﬁﬂ%ﬁ IsFelSpieg OBy PR gRYIARIONy 4 pi per i di
y| ] piifloeropetboxy-dN-(@Skdibh[oRp griied-g FoeGoatidde [INBRROBIQJMILAST], (-)-cis-9-ethoxy-8-meth-
( 3S:oé(&-hﬂleﬂijlgi,§13.41,4é:,y@%&é}ﬂ/ér_g-'st(h-ﬁ%EPWAO);&V&#?‘%:)—Léé@[C]H,6]naphthy—
t hyl - 4- phenyl d 11 NN:  LEVOCABAS ,
(o [ [ (e BRGABPERTRREL Scliglonthbymemon ={i0@pRol A Peine s o888t ¢ aci o
[ NN: L EvpgidHeRtaZidblReseath§ddedSEHB 5150 1) 33 ScyBlomkintylpsly)al-ridthdalyteen @l (Bth] -
Loh bl et yoderst : e .
cyclo eg@F;s.gsogw%m.gaﬂm? % g(re%r!_:ﬂ-gcgd&?\h %&?A}H@-{d-ﬂétﬁ&ﬁ-ﬁ%&&?-’éMér@?—fof,&‘rfé't\ﬂa-

3-
n-1
(-)

LORATADI NE|, = 2- 1-(4- oro- benzyl ) -

H benzi fygraRgrioB2A kIl Ahsnzaadiazgping(R ﬂ’m%?af@ﬁ?rwgﬁ Rereasnaraie-48lone [ 1 NN
M ZOLASTEH3 4Ndijethoyphdnylthiacriebearzgdainidd ofipe fReseatéhrGode)yORGAROMA) |, 3,Adihedia-8-m dazol e
[ 1NN NORART L -puting-2 B-dione [INN AROFYLLINE], 3-[3-(Cycl -4- -

di hydr o~ 5FF dig%%@gf]éf’p J c@%'?’é’%éﬁtdgﬁ? ¥l T dene) ?L ?[H(r}’g|°.p?rlt’3?"c‘%)%rr?§tﬁ1° e [1NN:
NORTRI p-p?ip_z*yﬁ@]npl-m- yrazole-4-methanol, N-(3,5-dichloro-4-pyridinyl)-2-[1-(4-fluorobenzyl)-5-hydroxy-1H-

9- et hy lind8k-3-Ji}-tebcetride [Resghich-Chled WWMDe@F28112N-43, pyichlorbmlirldin-4-yt)12¢5-fllobdh -

PEM ROLAS iy Qirors-vhzol o T{%-tﬁy h-Gode: AWD-12-343], 8-Amino-1 3-bis(cy-

pyrl di n@%ﬁoﬁg?ﬁgh pl)rfag(]asr)ﬂjcﬁ' cg]x_o ééf |I e[neéf?rg, 1?Lqed/i-wr¥id1r2 63-4 %]I—E G‘ghn%[agi'sécjycycl ohept a
[1,2-Db] quoaylrﬁéthy )r%q(We [mﬁlm\({lﬂi_:ll\!ﬂ, Tetrahydro-5-[4-methoxy-3-[(1S,2S,4R)-2-norbonyl-

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



pi ne [I NN: SETASTI NE] ,

S-(7-carboxy-4- hexyl - 9- oxoxant hen-2-yl )-S-net hyl sul foxi mne [I NN SU
DEXANOX] ,

1- (p-tert- bMOPBPROAY | ) - 4- [ 4' - (al pha- hydr oxydi phenyl net hyl ) PCT/EPU3PE875 dy] - but a
nol [INN: TERFENADI NE],

N- benzyl - N, N - di net hyl - N-(2 pyri dyl) - etyl enedi amine [I NN TRl PELENAM NE] ,

1- (4-f1 usyp (hh) &nérmc@@pmrdlArrrz@ﬂt\wm[m(r)yc@p&rhﬂw)mmatﬁlﬁ;mﬁyuﬁi Mhydro-

TECASTEM gg‘x 2|-fl Fisol rlj]c;oleeé -Dron nar%rde e%gar&hc?:oéey ?%Sﬂtﬁgkane ?f‘r) 9%4,%/ %}5 s‘%'and

i nstruct1'ons aneous, sequen or''se ration of
the pr ep@alomph@wbanbgnya 3pml¢iqbnm20rfwam@relcpstehmbéfRIMIHﬁSE (\z} $- f3eﬁa¢1tt¢ft &by - whi ch

i s anot F@dsxy%m;arabmhmieizowmﬁiaw:ane@nnmmmmweﬁ a@mtow@dna {HdyciBpenyyi-des a
kit corrpr : %I n%}'}%v#'ﬁ@@ bé_x%rQe 9cargoxyllcra%|ld [IﬁﬁtéIKSMlLﬂgﬁ gé ggngpounds whlh Ithse sel ect ed

from 3-
di fl uor dmﬁal'mmydm W8S H-HIto PAYG. 1GH485, GCH1088cand deir dbarnpeduticaRGIRicemableAST] |

(-) - ci s- &rnigdtibaxy pr%pé?@ttoh‘of H¥tordr d8eigredlenPuitohds éibctbd from (E)-6-[(E)-3-(1-pyrroli-
O hexahyh & ko, RORLORNLAUR. 185 R PRA s RS e ik pP hy-

ridine [
3, 5-di cmmwésdnder{)-éHﬁem&@}cygo'(emar[i ROy NN AYATADINE] hl(bchiarerbembretin--
gO][ gyzl - &aﬁy&&ﬂdﬁtﬂyﬁﬂ%&%bnﬁh ﬁa@{)phﬁia}ldzﬁ&ﬂaﬁﬁml AZELASTINE], (+)-(S)-4-[4-[1-(4-
cy 0
o oy - SR RE Al AR o BRAERYINY: BEBQTASTINEY GO 4. ox0- 1
phenyl [3-144(,p3:hlp:otq§1hp@henylbenzyl)1 -piperazinyljethoxy]-acetic acid [INN: CETIRIZINE] (+)-2-{2-[(p-
[anedr OpyrctrerQ[pﬁaJ&;eﬂqlﬁkdldh& AdrBEZon sty jatB A - metaﬁxﬁ}mwrﬂl mw thiEmAS ANEIRS-BiforaN dg
esear Cc X | m de
Feoear ol Ol s et o4 LR D RGN
H- pur | ne3-24-GhleropheaylF3- demarmmumethy@nﬁmweﬁwwﬁw
benzyl angugp}- ﬂl(dﬁjf Shyhtkygpider ma& |B@§ehenone [INN: EBASTINE], [2 [4-[bis(p- ﬂuorophenyl)

|N;u(jgl 530||ch;t W xe(':r)aac'%é/\ﬁetholxﬂé{cefI éét“r"f:ﬁ'zléo@ﬂﬁlﬂgﬁ\g%? %Flt WL e
N- (3, 5- dnethi- élriﬁﬁ'yd('qzﬂlp'?rjﬂ‘)??mdnge fINNGRMEDASTINE] 3t E’ql?ﬂ“lyyrDﬂH -di-

|—t| ndol a;leyi[zc f]ﬁno@ld[ﬂs-ﬁfa ndm[\lmamsnhammgmuﬁm 12y dié314-[4 Gnytidkytiphdn-3- bi s(cy-

Ccl opro . e

et T any gt RR Ak NP il sl ity eexpreyanIEl 3t tues o0 01676
-40 oxy] qﬁw@ﬁpqar]zmqplrmj%papyrﬁindéryédepemenmr' zktuwmc acid [Research Code: HSR-

| S-[ 3- ( Qo] ePEBUR)-PsI4-drandd- (oo prednyiich ciohed/Bihatisi-B-phenyiisonipecotic acid [INN:

1, 3-di ox« %vf%'é'AbﬁQJnﬂEﬁlzgz; E(EPp Qfgc?}”%HLQS‘heky'ﬁ?e%%@ﬂper&%?l?etho%ce&%12.0 [INN:

th hanes onic acl
chl or opHEYPCEAIRVENG §tbyd 4(§-ehleierbErdiydre- # Hrhergolp Llcecicheptal]l Rigipyridin-f-idenssT] |

EIZ?\IN 5- (31,-;5pdi||kjmé@ﬂiox}bé,lé brliN:4- ORAT ADINEK 2 e 120yl sleseagyt) 2 Hibeh£kaia@ioh2-§HELbipeH- n- 4- one
%ﬁ t

oxy- 4- rne*eﬁﬁlc‘gJ mn&%}@"["ﬁe% eth& %éyl\ ?@ﬁétyg rt“f)rlgﬁnzw %Eﬁkﬁeﬂ’éﬁ t he

corrpouncyéa"WCt thﬁ@'mIF@@@JﬂNHhN%%%EEN&%E@@S  H-Aiydes-5Hslibenaefa.dicyclohgen- cc- 1088

and tgelaynpémy -NRGAHYL-1-pdpdrigmne QRNL mbﬂzmlpﬁmnmeurmuma -(‘H-fetr £40P5-AJ-41ppyriof i’:l
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6, 11- Di WWﬂ“BlG_L 'ﬁYﬁfPeﬁ l@qnzqﬁ ]cyclohepta[1 2-b]pyridine [INN: RUPATADINE], 1-[2-[(p- chloro

pi per i dydiphdeiethySiipHagihznfbensy])exyethgiiregdhadrb-1H2zdpine YINNOSETASTING], SAZAZABIy NE] ,

4-[(4-c ] s )

‘o ot hmlﬁngéﬁ%h%wgﬁl\&w %ét\etl'ﬁT (:IFB??EJW Nos%o 1]( i RFHhQnyf} Mhkal

chl or opPERVYIroydiprenynethyy | ?WE?WB)‘?W%' RRENAQJN ']-:L NIHF%FMUT'E‘ -dipetay-NrRIN:
BEPOT AS hyiily]);ethiehadaimine {idl; TRIPELENAMINE] and their pharmaceutically acceptable derivatives,

[2-[4-( | s%\ﬁ} Réqllenthr &l d [1NN:
(2[4 (P msﬁfcﬁorﬁ f&fm ?Néégfofdﬁg br @l gr@at;ﬁe;adaﬁ& Jtr%mcmﬁk pRpEhlidhs B

pheny| béfd " ?fl -met hyl pyrrolidin [N\ CLEMASTI NE], 8-chl oro-

6, 11-di hydro | 1- (4- pi peri dyI i dene) - 5H benzol[ 5, 6] cycl ohepta-[ 1, 2-b] pyri di ne
[ I NN: DESLORATADI NE]

[ 3- (4- CH @mtperélmsppctswpiym is diilianpthern embodifyont pf thie tristeéngh aspiat e thie lifbbtion pro-

phen enone

DEXCHL ORR3EENiRAM g 2 e atrﬁfoﬁ of a first actlve ingredient Wthh is selected frol op
F gt %”4 ?tﬁ]%]t(% I#.Id[%qré-ﬂﬁwr\j}g Ic?:loropyr’d gben amld% [INN: ROF&MI&SHE%')&gngI



met hyl ] - 1- pi perazi nyl ] et hoxy] acetic acid [INN: EFLETI R ZI NE],

1- (2- et hoxyet hyl ) - 2- (hexahydro-4- nethyl -1H 1, 4-di azepi n-1-yl ) -benzi m dazol e
[ NN. EMEDASTI NE], 3-am no-9, 13b-di hydro- 1H di -

benz[c, f]i WAAYYPS5- a] azepi ne [ NN:  EPI NASTI NE] PCT/EP03/01876

(pl us/ m nus) - p- [ 1- hydr oxy- 4- [ 4- (hydr oxy4li phen-

yl met hyl ) pi peri di no] - butyl ] -al pha-net hyl hydratropic acid [INN:

FEXOFENAM ohEB-mefiokyl2-h8thiil 1198, £4H10b hexahydro-6-( 4-d|lsopropy|ammocarbonylphe ai;l)-benzo-

di hydr Ogﬁﬂéﬂ?ﬁﬁ?&_@ﬁg ﬁl&lﬁﬂl\ﬂ%ﬁ'h%?an]d]fhe\(r phar%gge}upcaRye ar\clcepteﬂnle de¥|v es, Q tonic acid
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(-) - (35S, ptdppratior] Qflasecbndyethemgre(hp;twlqmssﬁbmwmmm ciaopheiy)Betigl-2rhexad - phenyl i s

oni peCOtHI_ygroq%ﬂh)ﬁ BT =) éﬁglzﬂﬁm«}g N AZELAST]NE] luslrﬁmus) 2-[4-(p-chloro-

[2-[4-]( |"or o-al pha-p enz 8era2| ¥ -acetic acid
[ 1 NN: L@b@@hﬂf&ywrzwlhﬁplpe@ﬁlnxﬂpfh%t wﬁqﬂ WR‘S BUIgK lpfo-6,11-dihydro-11-(4-

H- benZO[;ﬁ)eﬁam&ubp&m@é@m s]%ydldhapta {1cH-B)pytidihe YNIN: dmsea)RATAmme(rpluefhms)ad roxyl at e

INN: L TAD 4-1 | d -2 - 4- pi i-
i nyi | - CORBOR AR PR B SRR Sebs e REDEP AR S . Fekbke. P! Per!
1-(4-f1 ernm@rmw H&cmqm p.&dihgdrerd #H-benize{pBlaysjohdmtk(ibahipyridind izdidene]-1-hieri-
NORASTEM; 2 Ch-Edx %/Iat%‘[l(\lﬂdoLd%ﬁmM rﬂNﬁH}\lﬁlu%%QyF?Iaﬂﬂllé?&ﬂE%P&@Iyﬁ-ﬁ “piperidinyl]-N-

5-ylid N-
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al pha- nﬂvmtatlwsybmapfgih@trwnmrﬂﬁwoj oxy] et hyl | hexahydr o- 1H azepi ne [I NN:
SETASTI NE], S-(7-carboxy- 4-hexyl-9-oxoxanthen-2-yl)-S-nethyl sul foxi m ne
[ 1NN SURRKANGHEentd adpBett-ahich L it eh embddimedt df de-tifdenth aspect - the invention

pha- hydr FENADI NE]
N- benzy |p9§iy‘% BREC, M"ﬂgwﬁiﬁa}atm%&ﬁﬂ 9 it AR Ghich ik t?l "TRI PELENAM NE]
and theu(ﬁls)mﬂﬁrmzyém dime V'id&%@épﬁr‘@f X})a%if‘%}fé*ﬁydfoﬂamfar‘ﬁsw)ﬁa@t&%ﬁ% for the
si mul t aneAyse-21$-piithedn-Rbnepr  separate adm nistration of the preparations to a
pat et (LB DRSSl B G0 ARGl el Ot P
conpri siPitjalazisi€par ati on of a first active Ingredient which is selected from
3- Cycl opeie)y4-Dimethoxyphenyl)-2-(1-oxo-hexahydro-1I*-thiopyran-4-yl)-4a,5,8 8a-tetrahydro-2H-phtha-
net hoxy-, % d,im uor omet hoxy- N- (3, 5-di chl oropyri d- 4-yl ) benzam de [ NN
ROFLUM L &i\ )-cis-9 WD 03/ 074055 PCT/ EP03/01876 -41
et hoxy- 8oiRet @Shiprot-methpyphenyhb2-Betehydiothionyrandita @riRadetehydie-PA-8HP# ini nocar b
onyl phemye,) - benzo- [c][1, 6] napht hyridine [INN:. PUMAFENTRI NE] and their
phar mac ical i 3 active
nar odi Q-G rRERERLARE PELUBhbikfire -BERRL AN £80 Bl BERAE
hydr o- 1-PRBEIRZN-1P4L azepi n-4-yl } 1 (2H) pht hal az| none [ 1 NN: AZELASTI NE] ,
(pl us/ m(ﬂs)st}(a,kll)ie[thbx{(pmeM}zaﬂ d-dloxohexahydro-ﬂ -thiopyran-4-yl)-4a,5,8,8a-tetrahydro-2H-phtha-
al pha-p &@y SZKI é 1- pi perazi nyl ] et hoxy]-acetic acid [INN: CETIRI ZI NE],
8-chloro 1 i ro-11-
pi per i dﬁ'ﬂde(ﬁé)D'@F@t?e%‘i‘@["gylﬁjwwwwuéa”ﬁﬂ')? @ psiaplegxahydior Ipiopyran-4-
EE(?LCPAWDE BlB]8a- fe(tfrahmdg Zﬁl-nhtBé)lizm-’{ c;ﬂ ) q ) " oy hydr at

r ox e ratro
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H benzo[® %‘] Ehﬁféﬂ?fﬁ'e N[ 1, 2- b] pyri d| n 1l - yI i dene) - 1- pi peri - di necar boxyl at e
[ 1 NN: LC(]%S]BQBD {dis)-4-(3, 4—D|methoxyphenyl) -2-(1,1-dioxohexahydro-1I"-thiopyran-4-yl)-4a,5,8,8a-tetrahy-

2- [ N[ 1-fdloi- imm&meln&,)él )-1H benzi m dazol - 2-yl ] -4-pi peridinyl]-N

T E Bylt e?‘f's-)bq % %%‘IPP?HWW ﬁﬁrfg%xyean%%i“%dloxohzegéh §ro-1N%lopyran-4-yl)-4a 5,8,8a-tetra-

dr oxydi pipdrergHpbthBlgzin-1-dhe, pi peri dyl ] - but anol [I NN: TERFENADI NE] and the| r

phar mac gufd s hys ag@me,ty?her@b@.[fi@cmena%mﬁyn pﬁdéﬁdnh-ﬁfyﬁ-ﬁé'gh BQ—&-?raﬁﬁFo-

si mul tangtgu] 4 Z ﬂeuentl or separate administrati on of the prepar atl ons to

a pati eRC"PAZHERY t her eof .
(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-(1-methanesulfonyl-piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-phtha-

lazin-1-one,



In the seventeenth aspect - which is a further enbodi mrent of the thirteenth
aspect - the invention provides a kit conprising a preparation of a first
active ingredient which is selected from (cis)-4-(2,3-Di hxdro
i met hyl - 7- Ve 830y 58nz of ur an-4-y1)-2-(tetrahydr ot hi opyr an- B¢ W}’o%’émé 8, 8a-te-
t rahydr o- 2H pht hal azi n- 1- one,

(cis)-4- §13 4- Di met hoxyphenyl )-2-(1, 1- d| oxohexah dr o-

| - t hi opyfamRaR)-gi(frAcely-gipeidief-yiet- @m@Hly')ﬂﬂ@ﬁ&?é%ahydl‘l'%'ﬁréhtha'az'“'1'
(cis)-4-dn8, 4- Di et hoxyphenyl) 2- (1- oxo- hexahydro 114-t hi opyran-4-yl)-4a,5, 8,
8a-tetr . ;

(cis)- 48“&?%% %ﬁ%ﬂt{w% %g&emtf)% 4(a t5§f8raa?1trag¥ ?)tg?l?azﬁn %fylwse”ﬂm% 8, 8a-tet
r ahydr o-YHFQ¥erPeianaigiedidy - one, (cis)-4-(3- ChI or o- 4 met hoxyphenyl ) - 2- (1

- 0X0- hexady/ghrRp4-13,4 BiethbXyiphenyh)-a+t-d-pytidin-4-@:ntethadoyBidendin-alyy-da, 6,8 Bétetrahydro-
pht hal azdmph%a gﬁ,l_oggl S)-4-(3, 4-D et hoxyphenyl )-2-(1, 1- di oxohexahydro-1

| e-t hi opyran- 8, 8a-tetrahydro- 2H pht ha- | azi n-1-one,
(cis)-4- [ﬂa§3ﬁﬁ)ﬁyét4cp'§h°2‘yfﬁleﬁﬁél‘h%°'4? 5@@@?‘@5@9&‘9&1&'&?@?%@”@ yl r)lpegdn(-eﬂ-gar@-' oxohexa
hydro- 1 dxgliclabld pypugamie, yl ) -4a, 5,8, 8a- tetrahydro 2H pht hal azi n- 1- one,
4aR, 8a
I(-t hi Op%?[g‘{agﬁw(ag?b é"@/@‘%{’ f[(%ﬁghth%% Bét?)a térfflgd%] +tgng| n?(a@frf% ifliett-cart>-
(4as, 8aF@‘¥'FéF'§§’h94¥'?’B'd% Di et hoxyphenyl) 2-(1, 1- d| oxohexahydro-1 1 6-th
I opyr an-(dis)y-[I-(Arethox§-22edit thyl-a[Bytihythio Gerdofupziahg | 1a0xbda,$,8;8a A€ rahydro-1H-phtha-

4- | 2-(1, 1-di h hyd 11-thi
(CI S) ]éf% @@p%%pé %’J:QB%W%(#BH%EEW ?ar a)2| n- ( - one, oxonexanydro- 1i-thi opyra
(4aS 8aFQ}33f-l33634 @WWH‘@WBHHH‘QT[)'( efhv(ww%bﬂer@dr%ﬁw PerisErd-dli n- 4- yl j - 4a

, 5, 8, 8a-4agtig sahatehairbH-pithdlded-asid)- 1- one, (4aS, 8aR)-4-(3,4-D i et hoxyph a

1) -2 (AL Sl LA By b 13,48 s LSRRI 02 P

(4aS, 8arihelagind-pReat yI - pi peri di n- 4-yl ) - 4- ( 3, 4- di et hoxyphenyl )-4a, 5, 8, 8a-tetra
hydr o- 2 F@gﬂ”ﬂd%hﬁ@i DimbthogypBenyl)-2-(1-pyridin-4-yimethyl-piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-

5-(4- [(% (3, 4- Dlethoxy phenyl) - 1- oxo- 4a, 5, 8, 8a-t et rahydro-1

H pht hal a2| n- - -:j; di n- | } 5- oxo- pent anoi ¢ aci d, é4aS

R 4 (S SR METPSmB 2 R B Ao GRS A9 S Sl n- 4- y1 | -
4a, 5, 8,Bephtrakziepas,0- 2 H- pht hal azi n-1 - one,
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H pht hal’az
4-[ (4aS, %éﬁ)eﬂﬁet(aﬁyq&%ﬁ'élﬁth%%h@??yl) 1- oxo- 4a, 5, 8, 8a- tetrahydro 1

H- pht hal4xajbirdetlydxyphehye-i 41-methlyi-1epyikzzol 63 y-djpgrinsidin-d-y[Hpipandiradryien, 5,8,8a-te-
trahydro-2H-naphthalen-1-one,
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-thieno[2,3-d]pyrimidin-4-yl-piperidin-4-yl)-4a,5,8,8a-tetra-
hydro-2H-phthalazin-1-one,
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-pyrimidin-2-yl-piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-phtha-
lazin-1-one,
(4a8,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(2-oxo-2H-chromen-7-yimethyl)-piperidin-4-yl]-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,
(4aS,8aR)-4-(3,4-Dimethoxypheny!)-2-[1-(2-morpholin-4-yl-2-oxo-ethyl)-piperidin-4-yl]-4a,5,8,8a-te-
trahydro-2H-phthalazin-1-one,
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-phenethyl-piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-phthalazin-
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-Dimethoxyphenyi)-2-(1-pyridin-3-yimethyl-piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-
phthalazin-1-one,



(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- |azin-2-yl]-piperidine-I-carboxylic acid

tert-butyl am de, (4aS,

BaR) - 4- ( 3, AV@ITH6xy phenyl ) - 2- [ 1- (5- di met hyl ani no- napht hEFELEIY01876

-sul fonyl) -piperidin-4-yl]- 4a,5, 8, 8a:-jetrahydro-2H pht hal azi n-1-one,

(4aS, 8aR) - 4- ( 3, 4- Di net hoxyphenyl )-2-[1-(4-nitro-phenyi-piperidin-4-yl]-4a,5,
8, 8a- t et(4aPBaR)-&(324-Pimelhbrtylriibrybi2+d {pyrisine2-yimethyl-piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-

(4aS 8a|3),thg|a;(,,31 {}neD met hoxyphenyl ) - 2- (1- pyri di n- 4-yl met hyl - pi peri di n-4-yl)-4a

(425, Bal PR E AR ENR R Hh T e R e R PR SRS S e f i - 4-
1] - 4a, 5 d@-Baphthelaziatiyade.o- 2H pht hal azi n- 1- one, (4aS, BaR)-2-(1-[2-(4-Am i no- 3,
5-d |Ch|(4HSCBaR h@w:b.},tao ¥ien lew-{hw(zmﬁéudﬁanm(& etly))-phefasnd-yiletbignppeh enyi) -
4a, b5, 8 I;%p q L - 1- one

PR L L e

H pyr az @Hé{(3a38aR)-y3:4-Rimgthaxypheny)- 1@%@@#5 @ﬁmtemarwrp-ﬂu!ap,hsm,a@,zisa=yﬂ~etperidin-1-

t r ahydr gn2HtiddpRp-Bestdiidel - ONne,

4as, 8 R h

i 4 aSA% Bﬁ% ?Wa' Rt e R o U R T
as R)- 4h(/t30-2l=HDhtmlezurh1 meyph enyl)-2-(1-pyrimld in-2-yl-piperidin-4-yl )-4a,
5,8,8a-1 ‘i @:gjé@raﬁl?)& H‘mﬂﬁ\&‘th&ypﬂeﬂ }-ﬂoio-@'?:%ﬁa-tetrahydro 1H- phthalazm-2 ?/I]-plperidm-

(4aS, 8aR) h 2-[1- (2- oxo- 2H- chr onmen- met hyl ) - pi perl d
in-4-yl '~ goyggeﬁ@'p"f? ?n%/% %' i pht hal azi n- 1- one,
4-(3, 4- Br(ﬁ’é‘t ﬂfﬂaﬁ;ﬁplh)e‘h@l4)Dllzef(1qu+pbwf)ﬂ1@y¢-4m5 @éﬁ*lemm{dm=1y1-9himazi5-,28/,|]®melﬂd@t-r ahydr o-

(ZZF ghtSha; yi%tHand ytaRHid)-benzoic acid ethyl ester, ). q
a a i peri
oD e B OB oo gt '
(4aS, 8amy- 2Hae@awdﬁn¢élnew FRypaeswica)ly geceptabisrderieativep! a prepasatiod ofe spegrid)activg, 5, 8, 8a- t
et r ahy diifredlentadHicRd sarkttdd frdm (E)%-[(E) -3-(1-pyrrolidinyl)- 1-p-tolylpropenyI]-2-pyr|dineacryI|c acid

( 423 gagllg aA(%FéY@gﬁ?\u‘:j: ‘P 1X %R)‘_cfo- {-el-mﬁtllg éllp?ndﬁlggr! JSﬂ%enzofSaé]cyc p)ta [QIZR)?r I din-4-yl
(4aS 8aRyridin-[NB: mﬁmm(ﬂ(%ﬁwhfnmmétmyﬂﬁﬁm)@hm®iWM1M29EF'}§€B11 2Hh- 4-yl) - 4a

(Z g gaphtﬂélé%)iéinm AL AN @7iShal4-@Rechidphe) A (43R ithedthdxiiRigedakaiL6 - 43
as, 8a

i met hox@ p'ﬁ%"ofl a)c 5” ?llBEPOTlAgT'NEb (pltfsfwé?lfﬂsg/‘z % fp c(L,“rc’maa Iphaéf’ herl'yjbeﬂ%")é pé?eg’émt et rahydr

0- 2H phiatoxdaceticlaciedN: CETIRIZINE], (+)-2-{2 [(p-ChIor-alpha -methyl-alpha phenylbenzyl)oxy]

(4aS 8aBﬁ|ﬂ1hﬁm9m¥ﬂoﬁd|mmwmewam2} Btméraemmt?@b-n Nedpipdrid@iérapsnrbem-pi peri di n-

( 4aS Sa% [gﬁl%f%%ﬁ&@ %ﬂ%’ r'd'q%EN&%E%gb% 'll [ ‘geﬁcrﬁ%'}eﬂi// Pt)(”dm'ze‘{l Rm%“ pi per azi

n-1-yl ] ﬂ@teﬂHHWIe]UNEi DXC LORPH NIRAMINE], 4*-tert- utyl-4 [4- (dlphenylmethoxy)plperldmo{bu-

ri di n- 4tydpherbae NG EBASTIRE], M qbistp-Bkdrdphédyrm @i =plpeRifyilethoxylacetic acid [INN:

|2_|; l{oﬁE Lgﬁg%ﬁ %ET] 1((§ ethox?etgﬁ)ﬁlﬁ‘ Qm’é?(é%h&?é‘-x ety A P4- 58 26RinS- beh Sl S INR: L
EMEDASTINE] 3-am|no 9,13b-dihydro-1H-dibenz|c, flimidazo[1,5-a]azepine [INN: EPINASTINE],
(plus/minus)-p-[1-hydroxy-4-[4-(hydroxydiphenylmethyi)piperidino]-butyl]-alpha-methylhydratropic acid
[INN: FEXOFENADINE], 3-[4-(8-fluoro-5,11-dihydrobenz[bJoxepino[4,3-b]pyridin-11-ylidene)-piperidin-
1-yl]propionic acid [Research Code: HSR-609], (-)-(3S,4R)-1-[cis-4-cyano-4-(p-fluorophenyl)cyclohex-
yl]-3-methyl-4-phenylisonipecotic acid [INN: LEVOCABASTINE], [2-[4-[(R)-p-chloro-alpha-phenylbenz-
yI)-1-piperazinyl]ethoxy]-acetic acid [INN: LEVOCETIRIZINE], ethyl 4-(8-chloro-5,6-dihydro-11H-ben-
zo[5,6]cyclohepta[1,2-b]pyridin-11-ylidene)-1-piperidinecarboxylate [INN: LORATADINE], 2-{N-[1-(4~
fluorobenzyl)-1H-benzimidazol-2-yl}-4-plperidinyi]-N-methyl-amino]pyrimidin-4(3H)-one [INN: MIZO-
LASTINE], 1-(4-fluorobenzyl)-2-(piperidin-4-ylamino)-1H-benzimidazole [INN: NORASTEMIZOLE],
3-(10,11-dihydro-5H-dibenzo[a,d]cyclohepten-5-ylidene)-N-methyl-1-propanamine [INN: NORTRIPTY-
LINE], 9-methyl-3-(1H-tetrazol-5-yl)-4H-pyrido[1,2-a]pyrimidin-4-one [INN: PEMIROLAST], 8-chloro-
11-[1-(5-methylpyridin-3-yimethyl)piperidin-4-ylidene]-6,11-dihydro-5H-benzo[5,6]cyclohepta[1,2-b]-
pyridine [INN: RUPATADINE], 1-[2-[(p-chloro—a|pha-methyl—aIpha-phenylbenzyl)oxy]ethy!]hexahydro-



yl }-2 Hisopropyl -acetam i de,

(4aS, 8aR) - 4- ( 3, 4- Di net hoxyphenyl )-2-[1-(4-1, 2, 3-thi adi azol -4-yl - benzyl ) - pi pe
ridin-4-yl]-4a,5,68,8a-tetra- hyd ro-2 H-phthal azi n-1-one,

1-(1-{4- [(48‘@@4’@30551 (3, 4- Di met hoxyphenyl ) - 1- oxo- 4a, 5, 8, 8aPCBEPeNENsO- 1

H pht hal azi n-2-yl ] -piperldin- 1-yl}- rreé‘{:anoyl) 4- et hyl - pi perazl ne- 2, 3-di one,
4- (2-{4-[ (4aS, 8aR) - 4- (3, 4- Di et hoxy- phéhyl ) 1- oxo-4a, 5, 8, 8a-t et rahydr o-1

H- pht hal1&izazepiize INN: SETASTINE| &{7-&fbpkg-4-aé>dyma®cpkmmema}yb6m@mwsuminﬂnee[tmyI ester,

2-{4- [(%E&aﬁ% 51 émébﬁ&laﬁénvsfwmf;whﬁr&y&m%‘}@etﬁwﬁ g‘?ﬁe. r aﬂxﬁm 1

H pht hal_azi ITB.CEUtI cally
accept alF&" AT ISR NPabe-iy Ndmeid-AP P co-niersg e AN VRPLL J#E whi oh
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M ZG—AS—%;S,BNE]tet%Hﬂiro-2H-phthalazin-1-one,

1-(p-tert-butyl phenyl)-4-[4'-(al pha-hydroxydi phenyl net hyl)-1"-pi peridyl]-but
anol [INN: TERFE-



NADI NE] and their pharmacol ogically acceptable derivatives. In a twentythird
aspect - which is still another enbodi nent of the nineteenth aspect - there
is provided a process for the preparation of a pharmaceutical conposition
whi ch conprWOd30HPS§ ng a first active ingredient which i PEEERBOBA fr om
(cis)-4-(2,3-Dihyd ro-2,2-d i nethyl - 51rreth oxybenzof u
ran-4-yl)-2-(tetrahyd roth | opyran-4-yl°'y-4a, 5, 8, 8a-te-

t r ahy dr o4-234-Pilviethevtyptzanpl)-2-{ 161 emethyl-1H-pyrazolo[3,4-d]pyrimidin-4-yl)-piperidin-4-yl]-4a,5,8,8a-te-

(ci s) - 4- ftwdroPLimes MQ%@?/I) 2- (1 1- di oxohexahydro-116-t hl opyran-4-yl)-4a,5
ht hal azi n-

, 8,8 hyd 2

(01 - 4 (e Rl RSy o e R WP RS YR P SRR ) - 4a. 5, 5,
8a- t et r ahyddr2i-ithafabintieonel azi n-1-one, WO 03/ 074055 PCT/ EP03/01876 -50
(cis)-4-(a3s %&)Qr(ﬁ’aﬂrrﬁ'é%ﬁd}%%@? pl/rr@uduﬁlzfift-&@éﬁm%%Q'a%F&Ydaﬁé‘traﬂy&f& dRfine 8, 8a-te

trahydro 2H- hal azi n-1-" one
ethoxyphéﬁyrf“? (1- oxo- hexahydr o- 1 I4 th Iopyra n 4 yI}4a 5,8, 8a-tetrahyd
ro- 2H pHe$adr)ZHB4Dinatiexyphenyl)-2-[1-(2-oxo-2H-chromen-7-yimethyl)-piperidin-4-yl]-4a,5,8 8a-te-

(cis)-4-¢h dlro%%lhgé%phgﬁyl) 2- (1 1- d| oxohexahydr o- 1l e-t hi opyran-4-y1)-4a,5,
8, 8a- tetr

dro
(cis)-4-% % W%P%"QP% fh???é?%%'pe?d'ﬁﬁty%%?ﬁ@ﬁ teypixdigtheRgazin-lope, _ gj oxohexa
hydr o- 1) 8as. BaR)ay(8,diDirdethoxypherid); 251 42- &amh@mmhz-gmb attod)Diplekigitng-yi @2, 8,0a-t- one,

(4aR, 833)@9&&%%-;:%&@2"41 g,é‘ret hoxyphenyl ) 2- (1 di oxohexahydr o- 116-t hi opyr an-
4-

yl 8, 8a
( 4aS) 8aR§48§ B i4P§“%'¥°ESYRF§E'Wé’>29 mwvw&eﬂewféﬁ BRSAsaRYR- B-A¥RIaZR: opyr an-
4-yl)-4al-bpeB, 8a-tetrahy- d ro-2 H phthal azin-l -one,
(cis)-4- (4§s %ﬁﬁ'ﬂ@%ﬁdﬂo%e@ )rfqﬁhﬂ&){mma}bo% |f.&:pehdﬂl4%sa9%>éaéa¥&lraﬂyd%lo

| e-thiop 6\1 atetra- hydr o- 2H pht hal azi n-1-one

( 4aS, 8aR§H-pNthaaz 1[3”& hoxyphenyl ) - 2-[ 1- (t ol uene- 4- sul f onyl ) - pi peri di n-4-yl ] - 4
a, 5, 8, 8a@g%ﬁalﬁw&ﬁ@r@dthoxmehwl-zﬂfpundlnrajyl@gthyl piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-

(4as, 8aR)h't|»$TaQ|§,14_)ng et hoxyphenyl ) - 2- (1- met hanesul f onyl - pi peri d

in-4-yl)-4 t et rahydro-

(e L a8y Tl 2 L B LS AR A5 2. gt ot r o
hydr o- 2Hphttieldaialiame.n- | - one,

5-(4- 4 i 5
i it ha %i’gf“é“ o e VL SPIREEE L (30D

|ethoxy -pyridin- 4 yI nmet hanoyl ) - pi peri d

i n- 4- yo-4a$.83f; 48@.413@thoa¥l>}ndmw3*2 (248 PBHE-Himlethylamin-etbylppiperazin-1-yl]-ethanoyl}-pipe-
4-1(4aS, @aR- ,ﬂ46(538§a tg,.g]tymg@qmg,gmg, _1_19n9xo 4a, 5, 8, 8a-tetrahydro-1
H-pht hal .5_31 {7’4 [&ag 8XI£)—4 (g4%lmetﬁioxyphenﬁ) { -oxo—4a)gyS da(ietraﬁydd ro- Elg Igthatfa r¥£-alﬂ1)|per|dm 1-

yl}-2H-isopropyl-acetamide,
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-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-[(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthalazin-2-yl]-piperidin-
1-yl}-methanoyl)-4-ethyl-piperazine-2,3-dione,
4-(2-{4-[(4aS,8aR)-4-(3,4-Dimethoxy-pheny!)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthalazin-2-yl]-piperidin-
1-yl}-ethanoylamino)-benzoic acid ethyl ester,
2-{4-[(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthalazin-2-yl]-piperidin-1-

~ yl}-2H-acetamide and their pharmacologically acceptable derivatives, with a second active ingredient
which is selected from (E)-6-[(E)-3-(1-pyrrolidinyl)-1-p-tolylpropenyl]-2-pyridineacrylic acid [INN: ACRI-
VASTINE], 6,11-Dihydro-11-(1-methyl-4-piperidyliden)-5H-benzo[5,6]cyclohepta-[1,2-b]pyridin [INN:
AZATADINE], 4-[(4-chiorophenyl)methyl]-2-(hexahydro-1-methyl-1H-azepin-4-yl)-1(2H)phthalazinone
[INN: AZELASTINE], (+)-(S)-4-[4-[1-(4-chlorophenyl)-1-(2-pyridyl)methoxy]piperidin-1-yl]-butanoic acid
[INN: BEPOTASTINE], (plus/minus)-[2-[4-(p-chloro-alpha-phenylbenzyl)-1-piperazinyl]ethoxy]-acetic
acid [INN: CETIRIZINE], (+)-2-{2-[(p-Chlor-alpha-methyl-alpha phenylbenzyl)oxy]ethyl}-1-methylpyrro-
lidin [INN: CLEMASTINE], 8-chloro-6,11-dihydro-11-(4-piperidylidene)-5H-benzo[5,6]cyclohepta-[1,2-



4-[ (4aS, 8aR) - 4- (3, 4- Di et hoxyphenyl ) - 1- oxo-4a, 5, 8, 8a-t et rahydr o- |

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

(cis)-4-[4- S”ZQ Met hoxy- 2, 2-di met hyl - 2, 3-di hydr o- benzof ur an- 4-yl } 1- oxo- 4a, 5, 8,
8a-t et r anydM2 B/0HOSHt ha- | azi n- 2-yl ] - pi peri di ne-1 - car boxyl PCT/RIH1876
tert-butyl am de,

(4aS, 8aR) - 4- (3, 4- b met hoxyphenyl ) - 2- [15%5 di met hyl am no- napht hal ene-1 - sul f on

yl } pi pergisitifindiN: bEsAERATADIRE), - @Lp?ndlﬁrﬂﬂma manganqas@[mw

FoL ek N i e

i met hox ygRASAINE), {2[4([dis(pyinaretihanylimethyiket- erazmyﬁm*qumqﬂmaqd [)NNl&FEETSRISt&LEl et rahydro
-2H pht1h@1e%kyamlyry9mexar(y6@5;.m§wm H4 4(d3azémDu -yINBdnBd4Rol @ BYAEDASTINE], ( OT ph
(2):_:_ \F;ﬁt ﬁ' an%éli?q?g X:ib):wﬁdn% 1|-| &ibenz[c ﬂ% Jazél"? 5 a]akeplne)ﬁN&eéHlﬁRg'qua (plus/minus)-p-[1-

(4aS, 8aFh)/dQXMM{(M(Mydmmmnahprlmr@Mb]dquuilpmemmbelwdmtrgpIeachq/ll"iN pENEFE-di n- 4-yl }

bg/ 0;43;35 L @géoa Wo-pas h1- mh%ﬁo ?, .ﬁéﬁ sajg r)&ﬁ'\'iﬂ ﬁaén@ Eﬂ propiGHRE 1V\D
O it oy B 205,15 % e e Pt %‘)@C%M‘ mﬁthﬂy-

hydr o- thﬁ'apsmhg_ctogmacld NN LEVOCABASTINE] [2-[4-[(R)-p-chloro-alpha-phenylbenzyl)-1-pipera-

(4aS, 8aR)y @er(o?e:g%céac 21T hnmmg@zmzxné 1étr1i>m 80P oro-56-GihyYs-i 1A- sknac[éewcmo' per idin

ﬁe%/ lho Xjﬁhtgfﬂ ?,r pygélrc i{ alwn%q @Ppeﬁdlrfcgp %ZI;Z\J}\I&.C}RA%INE(] ﬁalﬁ [? ?&uorobénzyl)

4-yl]-4a,5

: n- 4- yi )tH4mnBmBad®a2-yipd-pinbrdihyibNaretyharhisclpyriaidined(3H) one [INN:AHBDGEERINEL- 1-(3; 4- D
i m%'i horm&eﬁaﬁm F2(plpdridirta- gérsam@bmiéhgmazok [INNTRDRXS TENRE O] $1(10,11-dihydro-
a5 lsieneals el fomcn e éleRu TR0 pfg?%éﬁ'ﬁaf‘%ﬁi}f'%ﬁﬁ'“ﬁww% YRR ahydr o-
2H pht hdlthtetrazot 5-ihéH-pyridal 3-ajgrimidR-4rape (I8N: REMIR@AFTD Syopleeart i) (Pmethyl1- (2-m o rp
EL OL t Ih hyAdin8-yiRre @y pipRtidN-k- gﬂdeﬁ’é]-léaﬂldmyd}o-ékl Yknzbis4]Peloneptall2-B@rilie [NiN:ahy dr o- 2
a
ot hoxﬂg@é\%g@qﬁ' R R aP ey P e eSS VEROBPS - 24+ pit hal
azi n- 1-[oNeSETASTINE], S-(7-carboxy-4-hexyl-9-oxoxanthen-2-yl)-S-methylsulfoximine [INN: SUDEXA-
(428 gaﬁi)c»é} 1(&41&%@.% h‘%liiﬂa)hy@roﬂyldlpﬁéﬂ%ﬂbﬂbH%‘eﬂﬂy%ﬁia%mhmf'mmfl din-4-yl
a,

Lans oayopm S frar bS5 chytene Dtine I TRIBEFIMINEL 416 4. 11 ) - 42

. 5, 8, 8a-b[e@;yr)-aﬁymﬂgmManym)ﬁwbarzzfmdaj_zolgﬁgN TELASTEMIZOLE] and their pharmacologi-

BaR) 4- (Biyhcbdpimleliematieny! ) - 2- (1- pyri di n- 2-) 4met hyl - pi peri din-4-yl)-4a,5, 8
, 8a-tetrahydro-2H phthal azi n-1-one, (4aS, 8aR)-4-(3,4-D ieth oxyp

henyl) 2-[1-(2-nmorp holin-4-yl-ethanoyl )-piperid in-4-yl]-4a, 5,8,
8a- t et r dhgy tweghioutt-aspeat hwhiglyip atill Bnefhes embodiment of the nineteenth aspect - there is

(4asS, 8a|3}ovme£ 8 p.@c&b & HROpydpBRIA of a BndrhadedtichofmBostioRhibty éciprised nakiktyd frstpi per azi
n-1-yl]- tlve |ngre¥j e%t \%u{ﬁ is selected from (cis)-4-(2,3-Dihydro-2,2-dimethyl-7-methoxybenzofuran-4-yl)-
2-(tetrahydrothiopyran-4-yl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one,
(cis)-4-(3,4-Dimethoxyphenyl)-2-(1,1-dioxohexahydro-11°-thiopyran-4-yl)-4a,5,8,8a-tetrahydro-2H-
phthalazin-1-one,
(cis)-4-(3,4-Dimethoxyphenyl)-2-(1-oxo-hexahydro-1 I-thiopyran-4-yl)-4a,5,8,8a-tetrahydro-2H-phtha-
lazin-1-one,
(cis)-4-(3-Chloro-4-methoxyphenyl)-2-(tetrahydrothiopyran-4-yl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-
one,
(cis)-4-(3-Chloro-4-methoxyphenyl)-2-(1-oxo-hexahydro-1i*-thiopyran-4-yl)-4a,5,8,8a-tetrahydro-2H-
. phthalazin-1-one,
(cis)-4-(3,4-Diethoxyphenyl)-2-(1,1-dioxohexahydro-1 Is-thiopyran-4-y|)-4a,5,8,8a-tetrahydro-2H-phtha—
lazin-1-one,
(cis)-4~(2,3-Dihydro-2,2-dimethyl-7-methoxybenzofuran-4-yl)-2-(1,1-dioxohexahydro-11>thiopyran-4-
yl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one,



ridin-4-yl)-4a,5, B, 8a-tetrahydro-2H pht hal azi n- 1- one,
2-(4-](4aS, 8aR) - 4- (3, 4- Di net hoxyphenyl ) - 1- oxo-4a, 5, 8, 8a-tetrahydro-1
H pht hal azi n-2-yl]-piperid in-1- yl}-2 Hisopropyl-acetamid e,

(4aS, 8aR) - 4WPI3/074055 PCT/EP03/01876
i met hoxyphenyl)-2-[1-(4-1, 2, 3-thi adi azol -4-yl -benzyl ) -piperidin-4-yl]-4a,5,8
,8a-tetra- hydro-2 H phthal azin-I- n @3-

1- (1-{4- [4erass)qasps- (44(rﬁnéthd3ymhhmwrimmkarﬂ/dmxﬁ%m@yﬁn&-ﬁa@ammtséamw o-1

H pht hal Rf ¥| - p|o ridin- 1-yl}nethanoyl ) 4- et hyl - pi per azi ne- 2, 3-di one,
4- (2-{ 4@zf§@ gém t hoxy- phenyl ) - 1- 0x0- 4a, 5, 8, 8a-t etrah drol
4 bht hal B8 AR-GR- U IRno A AR DR Sy Aol dadeiia ey | est or

2-{4- [ (4ab:2BapRhaldzid-Bode, Di net hoxyphenyl ) - 1- oxo- 4a, 5, 8, 8a- tetrahydro 1

H pht hal A 8 ogically
accept abfCEHD r |))\éi§% I&% "wﬂﬁ %phe%@b Aﬁ@@%‘?‘% ‘ﬂ‘g? |eg\%g%£ﬁ!4m ?%Fégél ected
from (E) WIC[%"EBM"@B@'T 1W’F’r olidinyl)-1-p-tolyl propenyl]-2-pyri d| neacrylic acid
[ 1 NN: ACRs,8aR)318, MiBliethdiyphinyl}- 2y qtolaerle-4-sulfonyl)-piperidin-4-yi]-4a,5,8,8a-tetrahydro-2H-

| - (1-met }Lala%mﬂ'@g“ dyl i den) - 5H benzo[ 5, 6] cycl ohept a-[ 1, 2-b] pyrl din [ NN
AZATADI N chl or ophenyle‘rret hyl ] - 2- (hexa dro 1- met hyl -

H azepi n 43 9@3)—41(3 eﬂlﬁtquﬁlam@ﬁ @Pﬂg‘a“Tstl piReigi f=5.8.82- tetrahydro-2H phtha-

(+) - (S) - thzih4-ohd,- (4- chl orophenyl ) - 1- (2- pyri dyl ) net hoxy] pi peri din-1-yl]-butano

ic acid .

(Pl s/ m (GBS D2 AT PR - ey epyia g Saetanoro HAROBIN o, 1 acet o
acid [I NN CETIRI ZINE], (+)-2-{2-[(p-Chlor-al pha-nethyl-al pha

phenyl besyidee8sm)et- (By,l-l:}uetﬁewxphéwl)-psomws$8a;lletnar{yurNMH pEthENB&TJyNE]Derid&ﬂchl oro-6,1

1-di hydr i dyI i dene) 5H benzo[ 5, 6] cycl ohepta-[1,2 WD 03/ 074055
PCT/ EP039651%’8?6’%3 é‘pﬁd dine [ I NN, DESLORATADI

[ 3- (4- Chl4a® -8Ry FWWYH“&“W 201 3&1 PYHFBAYI- Tetﬂ‘i"\‘?ié'fil’i%lﬁlﬂﬁ*l“ﬂ@ -4pdNe-tetrahydro-
DEXCHL ORBpithaRaM 1N,

“tert
EBAS'?'I NE]QW‘%e Bﬁjab‘f’gffm’ﬁ%%' mgar(]ya??érret ﬁﬁ/ ?JJﬁf"%@?‘gﬁﬁ?3@’?‘@?&*89%%’8@. c
acid [ Nliczed ”N%
1-(2- et hojysstian) 3254 Diswoiysbingh-4-onmidsd, slisrabyekodhiahipiazin Ly bpertinsaicabdazol e

L1 NN E'@Q&%ﬂa ﬁ%] id
3- ani no- y yc?m' °| H di benz| ¢ f1im dazof 1 5-a] azepine [ 1NN EPI NASTI NE],
(pl us/ ni ﬁ@};ﬂ-{%?-{\ﬂf hoxy-2,2-dimethyl-2,3-dihydro-benzofuran-4-yi)-1-oxo-4a,5,8,8a-tetrahydro-1H-phtha-

hydr oxy - izig-4-yif- hydmmx—yd:ambwédimmymtylmnmrl di noj - butyl ] - al pha- net hyl hydr at rop

cacd et -2- 41 thyl -naphthal -sulfony))-plperidin-4-yl}-
3 (8- FPHOFS ot PrIpNESIR2 16 anatyamponaghipane st operan 431

h
| -yl i dentd ?)??J‘éﬁrﬁrﬂ?rﬁ -2H- PBy“f“P'ﬁF’B‘ﬁPB?H aci d [ Research Code: HSR-609],

(-) - (3S, @EY,84RH 448 8-Dinatlyrxpyhedy )X Pp1 {(4-nits-pheh@Rydelidip-alyipae 5 B|8h-tdrahyeitdRH- - 4-
phenyli sgni pecqt i, g acid [I NN. LEVOCABASTI NE]
[2-[4-[(R)- “Chioro- al pha- phenyl benzyl)-1-p era- zZi nyl‘}’ﬁthoxy] acetic acid

[I NN LE¢ >Rr<2ﬁﬂﬁreth%¥mvy') w@w@w'@etawe gridiyAy bt §EaleRsire2H] cycl o-
hept a[ 1, é}m{b]aaymoden 11-ylidene)- 1-pl peridi necarboxyl ate [I NN: LORATADI NEI,
2-[ N[ 1- r in-4-yll-

1M benzi {%é daz%-g‘( i{:féﬂll&%phenyl)l -2- dﬂ1 Am?rfhollne -4- c%bonylé%?eﬁlg -61 rl]i4r?1 5 8a tetr )‘%ro-one
[INN M 2O 1- (4-

fluor obeﬁa&Ba)Rﬂ-{( (ﬁ'(ﬁmlmbi-mS dichidrarhangl)-2-oxd-adeiipipeniditad-gl}-¢-(3,4-8ikethNGRASTEM ZOLE] ,
g HS éobll adh, é’éjt{efPahydro-zH “phthalazin-1-one ] N

N(RT:?I E%é Ltﬁécﬁxbem% %S(El-me¥hyl 1He pyrgzoll\b 4-de mh.nhpﬁfpppaeﬂglmgff-d,s,s.aé-te-

(1H- t et r Gahgdre-3Hphphthdldngyanedo[ 1, 2- a] pyri m di n-4-one [I NN: PEM ROLAST],

8- chl or opld sdrd4((B a0 dMdxyphenyl)-2-(1-thienof2,3-dipyrimidin-4-yl-piperidin-4-yl)-4a,5,8,8a-tetra-
pyri di n- % Ryt a7 |err]1w4 (y |de[ne] pg 11-d |y§/'8Iermo n5 eanzo[aS 6] cycl ohept a

I met %l%\ﬁll perl
[1, 2-b] 0&%‘&“ ONRUPATADI NE] ,
1-[2-[ ( p@e&BaR)é-(@.#-@h@ethmYdmymyl)aﬂ (twarimidiePry Hineridin4yDre:5 8 8hyetiahicediyritie- | H- azepi
ne [l NNgzmRdmsT! NE]

S- (7 car foxy-4-hexyl - 9 oxoxanthens 2:yl) - S Rt bl Subexd i pe [I NN, SUDEXA:

trahydro-2H-phthalazin-1-one,



NOX] ,

1-(p-tert-butyl phenyl)-4-[4'-(al pha-hydroxydi phenyl nethyl)-1"-pi peridyl]-but
anol [INN: TERFE- NADI NE|,

N-benzyl - N, NO-@i0fshy| - N- (2- pyri dyl ) - et hyl enedi ani ne [ | NN: PORERBIOESMAM NE]
1- (4-fluoro- benzyl)-2-(piperidin-4-ylanno)-1 H benzim dazole [INN:
TECASTEM ZOLE] and their pharmacol ogi --%al |y acceptabl e derivatives. In a

t went yf onyd, boﬁ@m@tphenym/bl(cnbopr@pysmpdnbmarwubeB emmraem—pmmauézm-mnet eenth
aspect ‘J%an@ 4 @4 If)ma\“ g V\ﬁ& Ee% hdiR% g—?gxopetigﬂgﬁp?;’& r?4—yl?—4 4a,5.8 8acter

phar mace gort rrse 'TVE 1 ngredi ent
whi ch i stfwﬁfe@t*éﬂfhﬁlﬁéfﬂrﬂ-one

(Ci S) - 4- (43s 3ar)i g drIm@nckysheRRL 1yt oh Enctig k- SisayR-a 9824, 58 BB-tetraliydro-2H2 pitheiizina

hydr ot hl g;(r an-4-yl)-4a, 5,8, 8a-tetrahydro-2H phthal azi n-1-one,

(cis)-4- 4- Di met hoxyphenyl ) - 2- (1, 1- di oxohexahydro- 1

| 6-t h| opﬁﬁﬁﬁﬁaﬂl) A = Mﬁh%)ﬂ@ew%—[&(m@m@fﬂm%‘l carponyinesinin A Wi-4p.Sfg; tetrahydro-

(cis)-4- ﬁ}&}pmhaﬁlzim{.Wyphenyl) 2- (1- oxo- hexahydr o-114-t hi opyran-4-yl)-4a,5, 8,
8a-tetra i qne..

(o sy - o QaS R i es P e P Y S S AR B2 5, 8, 8a- t e
t r ahydr opilggintiteieazi n- 1- one, (cis)-4-(3-Chl oro-4-nmethoxyph enyl

) hfh( I1 0483, Barep4aB Y Birdetidoxy-phdhyiRRYT-gyAdif-2YimetyHpistrifin--yB aa 5@l gaaktiadlydpo- 2+

pht hal az|

(cis) -4 @1 kzﬂqe?nﬁbxyphenyl ) - 2- &1 1- di oxohexahydr o- 116-t hi opyran-4-yl)-4a,5,
8, 8a- t et Mahgemd-@ADisnoymhend) 2 [ir2rmepkolinf-ot-alhangyl)pperidin-4-yl]-42,5,8,8a-tetrahy-

3- Di hydr gro2HhthalEB- h].yshe7 et hoxybenzofuran 4-yl)-2-(1, 1-di oxohexahydr o- 116-t

Elc.?y)élgggﬁaﬁ g%h—égﬁ étho’xyp%enyﬁ-zr-(q1 -'Bé’- -(9-d|met ﬂg letﬁ);d-plperazm ‘? -yl]-et mno% ;9p7e4055

( 4aR, 8aS)din-¢is4a.%8 pBtetatppinetintihaloreens.- 2- (1, 1- di oxohexahydr o- 118-t hi opyr an-

4-yl) - 432@[&-a§%alﬁ)e¢£-(f3atbfmetﬂ6)@pf%h‘yl L h = BY: s ﬂ%-tétraﬁﬂﬁo 1H-phthalazin-2-yi)- plperldln 1-
(4aS, 8a Di nmet hoxyphenyl) 2- (1, 1- di oxohexahydro-1 le-th

IS
i opyr an- %}é}f &%Pygécgfa@g ®tetrahy- dro-2H pht hal azi n- 1- one,
(cis)-4-@ss @@Hdpé@mtmxmnmm&ygﬁwnamz W Qenzy'm'mléhénﬁﬁyérﬁ@aietra-
| - t hi opykyan-ZH-pHthaiAR-1on8, 8a-tetra- hydro- 2H- pht hal azi n-1 - one,

(4as, 8aR} (1t{e£{(r§a%8a§r) 1 g?%{ho%hl 2/%—1[0%0145 Qbﬁg%ﬁarﬂm.%uﬂ &%Igzm@ Jﬂ%npeﬁi&l n-4-yl]-4

a,5, 8,8a
(4aS, 8aR)-¥|)¢metﬂafmyibi4'éﬂ“wmﬁﬁlé?r?@)dloze(1 met hanesul fonyl - pi peridin-4-yl)-4a,5,8
, 8a-tet rﬁ-ml{dl’[(ﬂaﬁﬁzﬂ}m(iﬂﬁﬂmhe’ﬂiﬁxylpﬂenﬂﬁﬁoxo-% 5,8,8a-tetrahydro-1H-phthalazin-2-yl}- plperldln-

(4aS 8a cet eri | )-4-(3, 4-di et hoxyphenyl )-4a,5, 8,8a-tetra
hydr o- o 'ﬁ?tﬁa{‘PQ Rl a""’%‘“ P4 '4aS, 8aR) - 4- (3, 4- D

i et hoxy- %ﬁﬂdﬁﬂ?ﬁ)ﬂaﬁ)ﬂb@d m:aetsowpf@aylx %Oaﬂﬁgﬁ@ﬁ%ﬂ@fawdmﬂ Hrainthglazin-2yilpigerigngder i di n- 1 -
y| } S- Oxﬂri}eéﬁe&ﬁﬁﬂe(éna%biﬁlphaﬁﬁ@o&o&ﬁ) adveftdblétddavatiods) @ity &b Activd-ibdredient
- pyri %31 is S(%fecteg[?romqﬂ&ych orch&%rhé{M 2A[hé/xaﬂlydroal éétﬁvl qa-atzgglrgj hl}/;fi &H)phtha-

2H- pht h
lazinone [INN: AZELASTINE] (plus/minus)-[2-[4-(p-chloro-alpha-phenylbenzyl)-1-piperazinyl]ethoxy]-

acetic acid [INN: CETIRIZINE], 8-chloro-6,11-dihydro-11-(4-piperidylidene)-5H-benzo[5,6]cyclohepta-
[1,2-b]pyridine [INN: DESLORATADINE], (plus/minus)-p-[1-hydroxy-4-[4-(hydroxydiphenylmethyl)-

- piperidino]-butyl]-alpha-methylhydratropic acid [INN: FEXOFENADINE], ethyi 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-fluorobenzyl)-1H-benzimidazol-2-yl]-4-piperidinyl]-N-methyl-amino]pyrimidin-4(3H)-one INN:
MIZOLASTINE] and 1-(p-tert-butylphenyl)-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.



4-[ (4aS, 8aR) - 4- (3, 4- Di et hoxyphenyl ) - 1-oxo0-4a, 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, BaR) - 4- ( 3, 4- Di et hoxyphenyl ) - 1- oxo-4a, 5, 8, 8a-t et rahydro-1
H pht hal azi WO0307405Hi peri di ne-1 -carb- oxylic acid phenyl aPCTEP03/01876
(cis)-4-[4-(7-Methoxy-2,2-dinmethyl-2,3-d ihydro-benzofuran-4-yl)-1
0x0-4a, 5, 8, 8a-tetrahydro-1 H-phtha- | a2¥n-2-yl]-pi peri di ne-1 -carboxylic acid
tert-butyl am de, (4aS, 8aR)-4-(3, 4-D inethoxyphenyl)-2-[i
- ( 5- di metheypreaent WMQWH@[D’HF'FP&P@M@Q% the usg|of HPfipmacsitisal cpmpesitian, pr pharmaceutical

4a, 5, 8, aﬂodxafa&@hyr@rt@mghﬂwﬁrﬁtbh&hﬁimm?acmmfa medicament for the prophylaxis and/or
(4as, 8a b henyl )-2-[1-(4-nitro-phenyl)-piperidin-4-yl]-4a,5
. 8, 8a- tg%"‘?%ﬂ? tadFSFeEPL ? i e | -one, (4aS, 8aR)-4- (3, 4-D

|msthoxyphenyl) 2-(1- pyr|d| n- 4-yl met hyl - pi peri di n-4-yl }4a, 5, 8, 8a-tetrahydro-
2H pht r]@1lul"l‘l?e'r5‘s lect%f‘fﬁe p&é&@vngé‘&n i#a ("n%théd Brfﬁ@tr@é?mfrma?@ﬁékp)lral%ry[dlsease com-

- (nor phol | ne-4 car bonyl ) - pi peridin-4-yl|- eraY
2H pht hargipg q,gmlmstgﬁg to qug@tmd ﬁnel{epf (f)zan(eﬁecﬂyﬁ ﬁmpugtcg_agDﬂ nhlbltor a PDE3/4
i chl oro- uﬁ]hﬁt&}ﬂr)apﬁarmx&uﬁdaWéd:edelb&feh@h%tHerydf)andﬂ(-b[51 dettiveainbunk yf-Histamyine) -
ja (g 2 %gcn% h?at r?r Zﬁ%m%ﬁ%ﬂ!( l?y a'gﬁ;])taﬁlg%envatuve thereof.
H pyrazol o[ 3, 4 d]pyrlmdln 4-yl) - pi perldln 4-yl]-4a,5, 8,8a-te-

E Lagygr QReg'p'ﬂ’ ?és%Tcﬂmfé@%e mentioned are in particular allergen- and inflammatlon induced
a a

-4-yl)- Agionshl% dgardgrél(k}rt rcl:ﬁl)ﬁ 8?%’”%\—% Brﬁil%lép Eﬂb%&sﬁg Pljbeﬁpgls alllgélc bronchltlg alllle%lc_ piperidin
(4aS, 8aRjsthha(bBondhibl asibina CXQRIN @imerdid, s@asoral grydrperenolalnhiditis)) whithzen bedtraated by | ) - 4a, 5, 8
i r8rgt Lg;;g%% rb?l?t%g- F%E)HE@ to th%wgpdo?]g@gm tr{eégl%e%?{??n? e('rhq’ Ih%raPY &fdeswgd wlltt] 4a, 5, 8, 8a
-t e- tr cpapriatexadiusimentdf $igidasdge giee mwt@moafpm@s@ tmnﬁqﬂgaﬁt)q@ms for-54

4- (3, 4- Qx&’ﬁﬁl@@é&ﬁ@%j&ﬂt%sé’aséri'allh%@&ﬂ@&)éhor@) peridin-4-yl)-4a,5,8, 8a-tetrahydro-
2H pht hal azi n-1-one, (4aS,8aR)-4-(3,4

i met hoxyphenyl ) -2-[ 1- ( 2- nor phol i n- 4-yl - 2 oxo-et hyl ) -pi peridin-4-yl]-4a,
5, 8, 8a- tre attive mgledignis may, 2ndHnpeed willaspattafthe phatmameetjcal cdmBosBaR)thelRHaBnat- D

| met hoxyogmﬁam 4 gﬁ% ;%?ﬁ@ﬁt gmked% kit Witk of midf phaifhaB bRy hBMANE- 2H pht ha

| azi n- 1-one
i et hoxypﬁ‘iéWF?a’E’b[ixc(Pf?B?sphol i ne- 4- car bonyl ) - pi peri di n-4-yl ] -4a, 5, 8, 8a-t et r ah
ydr o- 2H pht hal azi n- 1- one,

( gag gg%gl gn{nrté I;r)a?ng]g%h Wg%gﬁg%}kl%n; Fu:sg’:r]]ls:e&yeriagly unci%ars¥oog% n%:laﬁirpgi s c(rialdi n-4-yl)-4a
( 4aS, 8aRpmitisfration oDiothesctigingreriratsy The-aetive Ingpadientd ialso 2anieradtministergsi gsearmashi n- 4- yl ) - 4

a, 5, 8, 8gy Fa?tarn%g%gd'l Q5 44 hn lﬁm&%oﬁaérﬂ:u;thé?%thods of administration, which may be
(4aS, 8aF{)D D et hoxyphe

i n-4-yl r%ﬁ“ﬂ%{ﬁB?'le}trﬁﬁ Rﬁéﬁ‘r"fem' (-F g- "y}ayengg )gn%thggaqs@qrmlalrﬁmmlstratlon 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 also 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 his/her expert knowledge with which excipients
or auxiliaries are suitable for the desired pharmaceutical composition, product or preparation. In
addition to solvents, gel-forming agents, tablet exciplents and other active compound carriers, it is
possible to use, for example, antioxidants, dispersants, emulsifiers, antifoams, flavor corrigents,



dr o- 2H- pht hal azi n- 1- one,

(4aS, 8aR) - 4- (3, 4-Di et hoxyphenyl )-2-(1-{2-[4-(2-dl net hyl am no- et hyl) - pi per azi
-yi ] -ethanoyl } - pi pe-

ridin-4-yl) woe3®7858a-t et r ahydr o- 2H pht hal azi n- 1- one, PCT/EP03/01876

2-{4-[ (4aS, 8aR) - 4- (3, 4- Di net hoxyphenyl ) - 1- oxo- 4a, 5, 8, 8a-tetrahydro-1

H pht hal azi n- 2-yl ] pi peridin-1- yl}-2 135;- sopropyl -acetam i de,

(4aS, 8aR t hoxyph t hi adi azol - 4-yl -benzyl ) - pi pe
i ne 4. e BT é)[afﬁﬁ?/d?ewaea%% et drempieggiioents (o4, cio

1- (1- {4- pétm9, 8aR) - 4- (3 4- D i nmet hoxyphenyl ) - 1- oxo- 4a, 5, 8, 8a-tetrahydro-1

H pht hal azi n- 2-yl ] - pi peridi n- 1-yl}-nethanoyl)-4-ethyl - pi perazi ne-2, 3-di one,

4- (2-{ 4- rhphamBri) .céic&m%oén.&asm%@paf&romm t&mmreﬂm%r%ra‘ﬁaarﬁ.ﬁ&traamaéo 1

H- pht hal i b thyl est

D P [ abielombs o8n B eh Brr Rt o ans i, Biegomnt ety o o
H pht hal adiveingregi¢r} cqnitgnbadveitageouslyeingDpivaerel. Barid95%eand by hmrwprlpﬂaahqmmbl ogically
accept abjg eséc?;r.én\éaaha W8 Suxilvdribd) it Beifs s&,asie %Hchn%!@ d Hﬂglrn?aéétﬁ‘eél adhlisdtioh rms €l ect ed

];_I g;n egl |[1 l'gélﬁﬁl)ﬁtal[ﬂeg |_B IS%P%‘%{e mpégl}zrl){ %‘ndfo'r %I\IY ({E%El(_j Rgsﬁtt Rﬁé}ctlon (e.g. a sustained

(pl us/ m releg}e s gr4n eperigfbron)o- al pha- phenyl benzyl ) - 1- pi per azi nyl ] et hoxy] -
acetic acid [I NN CETI Rl ZI NE] ,

[Bicgl g]r SW‘? 7#' gr%gF Eﬁ:g{@g\ e“ oln Iar%eagm ms?eredl%y in gl[at?on%]’e%/rgbl}s) uq ﬁ'Peform

(pl us/ m ofesperosd:; Therppthsobpprtidies efSQlWmetdmymmgﬂmbmmwferably having a diameter

pi peri di gql5ih4d y,{,]adagnggbabgggxohykgwgﬁ atropic acid [INN: FEXOFENADI NE], et hyl
4- (8-chl oro-5, 6-di hydr o-

11H benzo[ 5, 6] cycl ohepta[ 1, 2- b] pyri di n-11-yl i dene) - 1- pi peri di necar boxyl ate

[ I NN: LORédsdDydNErbtiondan [)é\lez{rrled(oﬂlt fdr exampleptyzydspurd-driven jet atomizers or ultrasonic

- benzi t%&?&g,;]bﬁféﬁun'ta%b&!ls@q;y'pfgpgl)éhldr%rm?étmﬂ a0t ppdnFdeBadtintianane. [ 1 NN
1- ( p- t er PEAHEIPRIFEA REYS PyRpunds frominhaelion5ARsUSRy di phenyl net hyl ) - 1' - pi perdyl ] - but a
nol [INN. TERFENADI NE] and their pharmacol ogi cally acceptabl e derivatives.
The firs C e ingr.edi Iternatlv han in
adni xt ur éepegg%@gﬁ 'B'E:ager%s e )=e b%a%d‘é%ntr% Ster ecf PO aﬁ)éé‘(j)rt(}s paet\'o'%é)ﬁ"ﬁsentl ally
or separ addéionally epntainthe refieirediekainientsy suth 89 &5 @xamplBy propaierds (e aa Frigen dn theease t hat

t][]e fir ﬁbf r@éﬂdeos@waaeb s%l‘rfabél&:tli/é’%]bﬁdri(ﬁﬁlbm&lénﬁerﬁ@ﬁbx[’ﬁeﬁst PreSsilvaBinsy, favorgs,at el y
after t

of adm nistration of up
fo o4 . MsRup Eracises IS B4E sepoid Hhalhs) b Ferfiobrcid, S s 38BbERH hos; 01876
-55 The present |nvent| on further provides the use of a pharnaceuti cal
CONPOSi t F&he fAFpostE aF |ﬁWéIeﬁ?dﬁlaQ§'be nuMBRElbfGbpardtises He Agailkifle WitewihidhRRisbiosr 1 N t he

manuf act ure of - 8q&dl %g%:ﬁ%neré%éd én'&%dr%%@é.'n@ﬁé%n i%ﬂ&l t3h tecH% &d% whehls 27 2

respi r at FUE;PARLE R~ ion1s a method
for the ltlghé@ﬁtn?é?ﬁle @fthap@tl?ﬁblnﬁd@'WO H’PS'&%FéédEtPt?fﬁ(sl?ﬁCP@i Q%gafﬁ’dﬁi?ﬂd%‘@'rl ng to a

Ig«'[i)tE 13 ;azt kHa &ﬁ%ﬁtahé’tﬁ(eﬁ@i\le()@éto@v@]grﬁﬁm) Mﬁla&ﬁﬁd{&deoﬁes?nﬁ}w? purer d@ratyor a .
har maceut i accept abl e rrvatli an
PSS gDl PSR A VoSSRl P S

phar mac esdiutioss dre/avaitzbiefie.a4ibikhelentl, Ratpdisk®, Ntlenheblf® ormmmaﬂeaﬂemybedurs%awan whi ch

may be nBRLit Qﬁﬁgatléﬁ Ep '0 'Bo@é;_‘ 1,1 usHy Fhictedd PEAS @dmlﬁ@t@enbﬁ‘ b RIVERbInBANd barheced
bronchi al di sorders (bronc |t|s obstructive bronchitis, spastic bronchitis,

al | ergi c®®I®¥iehitis, allergic

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

Typical transdermal formulations comprise a conventional aqueous or non aqueous vehicle, for
example a cream, olntment, lotion or paste, or are in the form of a medicated plaster, patch or

membrane.



asthma, bronchial asthma, COPD, allergic, seasonal and perennial rhinitis),
whi ch can be treated by the conbination according to the invention also in
the sense of a long-termtherapy (if desired with appropriate adjustnent of
t he dosage WO BR&PNdi vi dual conponents to the needs at thect/EPB/O1S76T
exanpl e needs subject to seasonally related variations). The active

i ngredi ents may, and indeed will, as p3ft of the pharmaceutical conposition,
t he Pharma- ceutical product or preparation, be used in adm xture with one
or nore [ tical Xiliari d/ or I RI Wt hi.n
he mearthie G700 ehfed U LACLAPHE ol adnifddily AP SlyoB B ATy 5
meani ng A secepdactivejagipdignistanpioyesh thefmagde piadainisirgtion; theyreatment desiredrgng thect | ve

i ngr edi embrieGh&&tedan be adm ni stered as a nasal spray, an aerosol, or as an
i nhal ed powder. Further methods of adm nistration, which nmay be nentioned
are the parenteral (e. g. intravenous) and the transdernmal adm nistration of
the act '%%evér,ﬁrgge%g}aﬁ EétﬁmctIQ Foshitbitd SR GA t%?a?déﬂg dbdae &Qfst B&0Ln.
co-adm ni stering bot rugs 1n one delivery tormsuch as™ a fixed ora

conbi natFesienigube PR Benerivaly the RPERH dihbiprarthen takeroriel isia Bleaange frag 1280¢nhal er
(put ti nGighkgbivod@Rigtan ihb dasRAF BB bartidulrly PréfefradEDEANAAIRF ROFIUMIBAST, fnbagiyor al -

conbi natj on utting both active ingredients. i t separate tagblets). On
Che. ot nPSiRa I p EnaRE R Ciatke i o B i Brase I 1SR S d8e, 't vo

di f f er erRDEGE|inhibionPUMAFENTRINENS in e range from §0Q H1E0PRIAd df hddybweight. | nt o t abl ets and
package themw th an inhaler that contains the histam ne receptor
antagoni_st, or vice versa. The person skilled in the art is famliar on the
basi s ofThpfda! Aaly desepepfithaseerid @atlye ingredignt{ghitharhistarting peaptos antagonisisisp el i es are
sui t abl eafy@ithih Bidd@srige th 1580 PRIKEM bbdyaleigh) T HS cide@Nthe paracliEtl pRferdd epar at i on.

In addition to solvents |, = nts, tablet excipients and other
active. G ER i Re BRATAOINE, B8nd7 EGe viel Pl oS MR AR YLl ot s,
di sper s&# o/kgefddgwkigdr s, antifoans, flavor corrigents, WO 03/074055

PCT/ EPO3/ 01876 -56 preservatives, solubilizers, colorants or perneation
pronoters and conpl exi ng agents (e.g. cyclo- dextrins). The pharnaceuti cal
conpositions or preparations according to the invention for oral

adm nistration 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
pharmaceutical admi nistration form precisely tailored to the active
ingredient(s) and/or to the desired onset of action (e.g. a sustained

rel ease 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
net ered aerosols or propellant-free adm nistration of micronized active
conmpounds from i nhal ati on capsul es.



Dependi ng on the inhaler systemused, in addition to the active conpounds
the admnistration forns additionally contain the required excipients, such
as, for exanple, propellants (e.g. Frigen in the case of netered aerosols),
surface-active substances, enulsifiers, stabilizers, preservatives,
flavorings, fillers (e.g. lactose in %Ee case of powder inhalers) or, if
appropriate, further active conpounds. "For the purposes of inhalation, a

| ar ge nunber of apparatuses are available with which aerosols of optinum
particle size can be generated and adm ni stered, using an inhal ation

techni que RBBtenhtj €ladmsright as possible for the patient. In addition to the
use of adaptors (spacers, expanders) and pear- shaped containers (e.g.

Nebul ator(r), Volumatic(D), and automatic devices emtting a puffer spray
(Autohal er(r)), fpropHIERhEIRAERI2ASAEipddl Hiam icMpari dimd, heircasdnioft avyydey

i nhal ers, a nunber of technical solutions are available &e.g. D skhal er(r),
Rot adi sk(r ¥irsr Beharer (pprediens hAghed sdegéerched it oPutdSe & OUPat ent
Applicatio Q.5 1. i i ti,nal. L0l stration,of jagtive
conpound cgﬁﬁgégtggaiééeé.C¥§%$§§$B§gﬁﬁggpggoégaﬁgggﬁgggﬁkgeﬂx ePS(Pﬁglude

t hose nent danadoabpyeitied-kahabahizamiaded [TNNt heOFLUNCLAGE [noN—predsuoi-zed
conpositions_in the formof _a solution_or suspension in_an inert vehicle
such as wALtBPX¥pEIrBRAPPY YR —BGHBYAati én dwitr A2c dPeherahadtéxdiditent s such
as bufferSdi@ebbzgkgﬁgaaab§arb599ucphgnqqgngheg-qaqqﬁé6@%@ -39St ¥ine
nodi fyi ng agents ich may be adm nistered by nasal punp. %&plcal

t ransder mall INY: nBPHAFBNSREDRPr ksd ahedmvehtiropakusdoeddy ecceptaddeeous

hicle, far .exanpl i nt . loti - paste, . in the f
of o medi cAFEAALASESr  2Bh: ehoGE e BTN, 0863 6Rr05ETBEr BR0SFIEETET <57
t the abgyemmenti geedpt benapauting @%eipqﬂg/ﬂ@%@QQSAQdWMHH@L%hQ@ﬂ@—'|, of

course, vary with the first and second active ingredients enployed, the
node of adsilphstpaenyhbenhe ) rdabiperadésiydddtindgyt hecediisorddd ilddiNcat ed.

However, i sat i sfact [ I i i.hed n._the total
dai | y dosaSEQEP???FEJ 2b i&ggi§5%69§§%8%§F§§?§t%§C%%E§5?§SS§E§W€§ﬁ§eFHe
PDE3/ 4 | nhibitors, when taken oral is in the range froml - 2000 pg/kg of

body weight. In the case of the particularly preferred PDE4 inhibitor
ROFLUM LAS?: thé ®hianpacgoddgal £ ositamge 3G sHRding X pofaddt of- body

wei ght. Th LL a r ar.t.l a .preterred.: 14 ;inhihi tor
PUMAFENTR ﬁlﬁg?gk%{nggér g?ﬁ%@f F %%gggost-elc%ggog%ll % s ;eﬁeQiEgﬁt .l“TE@Qt ot al
dai | y dosadgernf ofhe gpeeandcactiveliiggaredeenbbdl, sthe, hisstlanitee Neo&per,

antagoni sts alsg can vary within a wide range (0.1 - 1500 pg/ kg of body
wei ght ) . Iﬁrtﬁ8983§€ 8f eh&2pdr Crcdr&¥f{epreferred histanine receptor

ant agoni st LORATADI NE, the daily dosage when taken oral is in a range from
0.1 - 0.5 pg/kg of body weight. 58 Patent Clains: 1. A pharnaceuti cal
conposi ti oR.conpr iphiarga dem tadd Ix tagmp,osd t ifdrr stccaotdivey itmgraddiientl which is

selected fromthe group. _consisting.of . .

3Ovcl opr o e Hox) 4l FPruBFomdth bRy eRiparsis selected from the group
consisting of 3-Cyclopropylmethoxy-4-difluorometh-oxy-N-(3,5-
dichloropyrid-4-yl)-benzamide [INN: ROFLUMILAST], a
pharmaceutically acceptable salt, solvate or N-oxide thereof,

or solvate of an salt or N-oxide thereof.

4. A pharmaceutical composition according to claim 1,
wherein the first active ingredient is selected from the group
consisting of 3-Cyclopropylmethoxy-4-difluorometh~oxy-N-(3,5-
dichloropyrid-4-yl)-benzamide [INN: ROFLUMILAST] or a
pharmaceutically acceptable salt, solvate or N-oxide thereof,

or solvate of an salt or N-oxide thereof, and the second



di chl oropyri d-4-yl)-benzam de [I NN. ROFLUM LAST], (-)-cis-9-

et hoxy- 8- nmet hoxy-2-net hyl -1, 2, 3, 4, 4a, 10b- hexahydr o- 6- ( 4-

di i sopropyl am nocar bonyl - phenyl ) - benzo-[c] [ 1, 6] naph-thy-ridine [INN
PUVAFENTRI NE] and their pharmaceutically acceptable derivatives, and a
second active ingredient, which is selsegct ed fromthe consisting of
(plus/ m nus group )- [2 [4 (p-chl oro-

al pha- phenyl benzyl ) - 1- pi perazi nyl ] et hoxy] -acetic acid [INN. CETIRI ZI NE] and
its pharmaceutically acceptable derivatives. 2. A pharnmaceuti cal

conposi ti @@ta@@ori@ignrgdti@nttl dismskleaptest dinont hdief igrstupardyrerl gadund fact i ve
ingredient i.S. in.the rm,f, a ar nac i_call ce salt, solvate,
N- oxi de, 8} §&Fv§t§ of _TM (P 6&1 X gék' hﬁ%ﬁﬂg ﬁ§3§5tﬁtal conp05|t|on
accor di ngptl%ecfla@lmyl et\m&ryql-@détqcflarcitd arqt\mveomqmetctrmlt izhcselected from
the group consi sting of 3-Cyclopropyl net hoxy-4-difl uororreth oxy-N- (3, 5-
di chl or opphiagma.cptisaddamages datrkel NIVELASES- a phar maceutical |y
acceptabl e salt, solvate or N-oxide thereof, or solvate of an salt or

N- oxi de t her eof. 4. A pharnaceuti cal corrposi tion according to claima1,
wherein the fi rstpractnacesuthigreldi @lipd si tsiedreci@tbfdiam the gipupf cbnnstl ng
of 3-Cycl opropyl net hoxy-4-di fl uor onet h- oxy- N- (.3, 5-

di chl or opyd d~4"rhydisz @nifdecd Nmahqeemamqeﬁeep ‘or a pharnaceutically
acceptable salt, solvate or N-oxide thereof, or solvate of an salt or

N- oxi de thereof, and the second 59 active ingredi ent is selected fromthe

group cong.sti rlgseofof (s manms) t{@ I g et torar adcptrarqhi'regty‘tdz)eatzylc)ﬁ 1-

pi perazi nyl ] et hoxy etic cid CETI R nd its armaceutically
accept abl &1 Ci‘ér“isvé %3 H’?&i‘?&g&mr@alogﬁng%ﬁﬁa&? cfgjrrd to any of
chai N8 1 QA mihi %I‘f fﬂmapr(ﬁlse%%@y nation. 6. Use of a

phar maceuti cal conp05|t|on according to any of clains 1 to 5 in the

manuf acture of a mnedi carrent for the treat ment of respiratory di seases. 7. A

process far th RIE ar f Geutic s, defined in
any of cl gl s %‘ |ccl?1r QChnﬁP ees m xrr{ngallt e & |rs 1H/ée1 lngr edi ent

wth the iﬁﬁ@m@ltlon as defined in any of claims 1 to 5, whlch
comprises mixing the first active ingredient with the second

active ingredient.

8. A pharmaceutical product comprising in combination, a
preparation of a first active ingredient which is selected
from the group consisting of 3-Cyclopropylmethoxy-4-
difluorometh-oxy-N-(3,5-dichloropyrid-4-yl)-benzamide [INN:
C: ROFLUMILAST], (-)~-cis-9-ethoxy-8-methoxy-2-methyl-
1,2,3,4,4a,10b-hexahydro-6-(4-
diisopropylaminocarbonyl-phenyl)-benzo-[c][1, 6])naph-thy-ridine
[INN: PUMAFENTRINE] and their pharmaceutically acceptable
derivatives, and a preparation of a second active ingredient,
which is selected from the group consisting of (plus/minus)-
[2-[4-(p-chloro-alpha-phenylbenzyl)-l-piperazinyl]ethoxy]-
acetic acid [INN: CETIRIZINE] and its pharmaceutically
acceptable derivatives for simultaneous, sequential or

separate use in therapy.



active ingredient. 8. A pharmaceutical product conprising in conbination, a
preparation of a first active ingredient which is selected fromthe group
consi sting of 3-Cycl opropyl net hoxy-4

di fl uoronet h-oxy-N- (3, 5-di chl oropyrid-4-yl)-benzam de [INN. C ROFLUM LAST],
(-)-cis-9-ethoxy-8-nethoxy-2-nethyl- 1,2 3,4, 4a, 10b- hexahydr o- 6- ( 4-

di i sopropyl am nocar bonyl - phenyl ) - benzo-7°c] [ 1, 6] naph-thy-ridine [INN:
PUMAFENTRI NE] and their pharnmaceutically acceptable derivatives, and a
preparation of a second active ingredient, which is selected fromthe group
consi sti ng of (mlpﬂdﬁmuﬁéutlcal product according to claim 8, wherein

[2-[4-(p- ch or Q- aI a- phenyl benzy| perazi nyl ] et hoxy]- acetic aC|d [ 1 NN:
CETI Rl ZI NEf §nc§lFF 6ﬁéﬂpﬁﬁcé&ﬁ°€$ Iaftlgfécéﬁﬂéﬁﬁée&& iFatliv e frorm of a

si mul t aneoys, r7GALERE 8 197 aceeprhahe %%@t'nsbh%%%%y NQxi%e ,Aor solvate
phar maceut i cal product according to claim$8, wherein thée first and/or
second act ifeai nglédicenN-iogide .t he form of a pharmaceutically acceptable
salt, solvate, N-oxide, or solvate of a salt or Noxide. 10. A
pharmaceutical product according to claim@8, wherein the first active

i ngredi ent 103 sl gHAGMAJARINE FrBHUCCHRIHING &o claim 8, wherein

3- Cycl opropyl net hoxy- 4-di f | uor omet h- oxy- N- (3, 5-

di chl or opyting- 41ys}- BERLERI a@gmemmenm@uwemst]ed & reMpdemegdeud cal |y
accept abl e I | vate t _40r t f_ t, -0l _
N- oxi de th§§§o§3t§§g %& ﬁar l%@g%@gﬂﬁ%&ﬁ%&gt4agé§?g%§ e% c% %g 3Whereln
the first al(ith\lerbpglredl—@myll Sbsalzemnelé f[lmm t B@Fgmumsqqnaasu ng of
3- Cycl oprop Inethox -4-di fluoromet h- oxy-

: h|or0pyp¥arma§py éﬁiéwla@cppmﬁblRCﬁEQWvLAsiyaéﬁ 8T Pharddce fhiecgrity

eptableo§agF1V§@ vg%eagrsglgbeeNLQQ 18ef +heQbog0l vate of an salt or

N- oxi de t hereo the secon active ingreglent is selected fromthe

group consisting of (plus/mnus)-[2-[4-(p-chloro-al pha-phenyl benzyl)-1-

BcCaptabl & Mor i Bl oF3: ke G AR R e HoCBI HF o oy
of clainst8et @11kt Bckhoemangiactivne ok @eﬁ%@t%@n%&bniqmet@%oup
consisting of 3-Cyclopropylmethoxy-4-difluorometh-oxy-N-(3,5-
dichloropyrid-4-yl)-benzamide [INN: ROFLUMILAST] or a
pharmaceutically acceptable salt, solvate or N-oxide thereof,
or solvate of an salt or N-oxide thereof, and the second
active ingredient is selected from the group consisting of
(plus/minus)-[2-[4~ (p-chloro-alpha-phenylbenzyl) -1~
piperazinyl]ethoxy]-acetic acid [INN: CETIRIZINE] and its

pharmaceutically acceptable derivatives.

12. Use of a pharmaceutical product according to any of
claims 8 to 11 in the manufacture of a medicament for the

treatment of respiratory diseases.

13. A kit comprising a preparation of a first active
ingredient, which is selected from the group consisting of
3-Cyclopropylmethoxy-4-difluorometh-oxy-N-(3,5-dichloropyrid-
4-yl)-benzamide [INN: ROFLUMILAST], (-)-cis-9-ethoxy-8-
methoxy-2-methyl-1,2,3,4,4a,10b-hexahydro-6-(4-



treatnment of respiratory diseases. 13. A kit conprising a preparation of a
first active ingredient, which is selected fromthe group consisting of

3- Cycl opropyl et hoxy- 4-di f | uor omet h- oxy- N- ( 3, 5-di chl or opyri d-
4-yl)-benzam de [I NN: ROFLUM LAST], (-)-cis-9-ethoxy-8- nethoxy-2-nethyl -
2,3,4, 4a, 10b-hexahydro-6-(4 61 61

di i sopropyl am nocar bonyl - phenyl ) -benzo-[c] [ 1, 6] naph-thy-ridine [INN:
PUVAFENTRI NE] and their pharmaceutically acceptable derivatives, a
preparation of a second active ingredient which is sel ected fromthe group
Consistingﬁﬂbo@pb@@ﬂ@hﬁm@ba&bqhyl phenyl)-benzo- [1,6]lnaph-thy-ridine

(p-chloro-al ph hen nz er.azi nyl thox etic ac [ 1 NN:

CETI Rl I NeJt Tals g EME Eﬁ?&‘@ (T e q\Qz‘éi %?gﬁl

instructi (H&lfv%rtltv*é% ,S 1My HeRN8 QU S.uorﬁ%‘lu%nts'e@onomac%%ﬁ;%r alrfgx%dfﬂéﬂtswrﬁitdrpn of
the preparations to a pati ent need thereof. 14. A kit Taccording to claim

13, whereil tSNaéefqtresit faedy ghe s;efcmm cap@tal\ﬁémnmgpém (@dtus /niimug)hel Fordm of a
phar rraceutl call eptabl e I e,. N oxi.de soI vate qf. a salt or
R ot e, (e Enp R SRR A en A s A S e

i ngredi entadisl gahact ex.d;Tqumm\tm MU A teOoRiadiak@udfically acceptable

3- Cycl opr met hoxy- 4-di f | uor onet h- oxy- N- (3, 5-di chl oropyri d-

4-yl)- benﬁ%ﬁld'@t[lmm RMGMQPASTF]’Cloélspﬁé?rrnﬁ@@utsll@wm;ﬂn%ﬁept%@%td@tl

ol vate ory her eqf |t g qf I r e 16.
,SA k:/t accorﬂt;ts%a?%téel %Qr%an \/:\C/r?zcgé):ﬁn t%hCE s,rte%%é{aﬁt\(/lé)d!;%%dl%nt %ch id

sel ect ed feea tthe rgodup conS| sting of
3- Cycl opropyl et hoxy- 4-di f | uor onmet h- oxy- N- ( 3, 5-di chl or opyri d-
4=yl )-benzam de [INN: ROFLUM LAST] or a pharnaceutically acceptable salt,

Sel vate on \- o) dg; fsea&pédlr% @&'é’?éﬁn of3 aMih S in Andt et ge dhgfeof, and
the second active ingredi ent sel ected fromthe group consisting of

(pl us/ m nescon?- [adtipe 1ngred1ent is 1n the form of a pharmaceutically

hl | pha- phenyl b th t id_ [N\
GETVR 71 BT AR THE g iacaUnierar - Rechhtats S Ao ey s oF N-

oxide.

15. A kit according to claim 13, wherein the first active
ingredient is selected from the group consisting of
3-Cyclopropylmethoxy-4-difluorometh-oxy-N- (3, 5-dichloropyrid-
4-yl)-benzamide [INN: ROFLUMILAST], a pharmaceutically
acceptable salt, solvate or N-~oxide thereof, or solvate of an

salt or N-oxide thereof.

O

16. A kit according to claim 13, wherein the first active
ingredient is selected from the group consisting of
3-Cyclopropylmethoxy-4-difluorometh-oxy-N-(3,5-dichloropyrid-
4-yl)~-benzamide {INN: ROFLUMILAST] or a pharmaceutically
acceptable salt, solvate or N-oxide thereof, or solvate of an
salt or N-oxide thereof, and the second active ingredient is
selected from the group consisting of (plus/minus)-[2-[4-(p-
chloro-alpha-phenylbenzyl)-l-piperazinyl]ethoxy]-acetic acid
[INN: CETIRIZINE] and its pharmaceutically acceptable

derivatives.



17. Use according to any of clains 6 and 12, wherein the respiratory

di sease is selected frombronchitis, obstructive bronchitis, spastic
bronchitis, allergic bronchitis, allergic asthm, bronchial asthma, COPD,
and allergic, seasonal or perennial rhinitis. 18. A pharnmaceuti cal
conposition conprising, in adm xture, &2 first active ingredient which is

sel ected fromthe group consisting of

3- Cycl opropyl et hoxy- 4-di f | uor omet hoxy-N- (3, 5- dichl oropyrid-4-yl)-benzam de
[NN: ROFLUM LAST] and its pharmaceutically acceptable derivatives, and a
second active ingredient, which is selected fromthe group consisting of

[ 2- [4-] (RL7p- clssr e ghd-rpheny | drenof )cllaimper azidyl ] etwtoxydin adet i ¢ aci d
[NN: LEVOCETI RI ZI N nd its pharmaceutical l accept.ahl e derivatives. 19.
A bhar rmceGErBAT ACHIoCtSa Sat o RLAG tEG S P EeTChtarel Pt T S

and/ or secopdnatitVve,i RgLediieNbichdni tike afaePQl & Rhammaeut igaldng;c
acceptabl e salt, solvate, N-oxide, or solvate of a salt or N-oxide. 20. A
phar maceut ias&hneenpasincihdr laesdhdiang COF ;| aingh 88 lengtier eiseademali o3t acti ve
i ngr edi ent isf sel.eﬁt erg)if ri%rpst he group consisting of

3- Cycl opr oﬁ?l r%itnﬁgxy- A dor omet hoxy-N- (3, 5- dichloropyrid-4-yl)-benzam de
[NN: ROFLUM LAST] or a pharmaceutically acceptable salt, solvate or

N-oxi de thereof, or solvate of an salt or N-oxide thereof, and the second
active ingrédi et R AL T GHAMARS Igriip i istingy ofn [gdmixture, a
[4-[ (R) - p-chlqro- - I yl ) -1 pi:per.azinyl l.acetjc acid

[ 1 NN: LEVCEE‘F%&I fl%:ﬁ%%a%%%:}%ég q%%r n“%lcltjacalt il(I%aISI%f'/L er%g]ggtpf{}ab efh efg?{#él Ives. 63
2L. A phar retcelititéalh odnpesivicilop rapydmaithg xtye 4aay fafuoaloaienh oxy8N-a 326~ whi ch
M a fixed qQral. conmbination. 22. Use  of har maceuti_cal conposition

accor di ng fjécgllr?rBPYr& Ty 11gbeg zenide ﬁﬁ N@WM#@S&ﬁ &hediSament for
the treat pent @k eh23RENa0LYE teRAes 4?3 vak iReRCeshd A & RI eRariald on of
a pharmaceltical conposition as defined in any of claims 18 to 21, which
conpri ses dingiregiehe¢,f whitchadtsi we liemgeedifen whieh gtrioeips @corsd s tdetd & [2-
Ingredlent'[4—[(R)—p—chloro—alpha—phenylbenzyl)—l—piperazinyl]ethoxy]—
acetic acid [INN: LEVOCETIRIZINE] and its pharmaceutically

acceptable derivatives.

19. A pharmaceutical composition according to claim 18,
wherein the first and/or second active ingredient is in the
form of a pharmaceutically acceptable salt, solvate, N-oxide,

or solvate of a salt or N-oxide.

20. A pharmaceutical composition according to claim 18,
wherein the first active ingredient is selected from the group
consisting of 3-Cyclopropylmethoxy-4-difluoromethoxy-N-(3,5-
dichloropyrid-4-yl)-benzamide [INN: ROFLUMILAST] or a
pharmaceutically acceptable salt, solvate or N-oxide thereof,
or solvate of an salt or N-oxide thereof, and the second
active ingredient is selected from the group consisting of [2-
[4-[ (R)-p-chloro-alpha-phenylbenzyl)-l-piperazinyl]ethoxy]-
acetic acid [INN: LEVOCETIRIZINE] and its pharmaceutically

acceptable derivatives.



24. A pharmaceutical product conprising in conbination, a preparation of a
first active ingredient which is selected fromthe group of

3- Cycl opropyl et hoxy- 4-di f | uor omet hoxy-N- (3, 5-di chl oropyrid-4-yl)-benzam de
[NN: ROFLUM LAST] and its pharmaceutically acceptable derivatives, and a
preparation of a second active ingrediBent, which is selected fromthe group
consisting of [2-[4-[(R)-p-chloro-al pha-phenyl benzyl)-1-

pi perazi nyl ] ethoxy]-acetic acid [INN. LEVOCETIRI ZINE] and its C
pharmaceutically acceptabl e derivatives for simultaneous, sequential or
separate use in therapy. 25. A pharmaceutical product according to claim 24,
wherein £hRe fi Pstohaidiasie Welconld GRMRAAL iy edicaitding i %o tany fof e bdims

phar maceutiycal | y~ac t abl. alt., | vat.e, i_de, or solvate of a salt or
N- oxi de. ilg R %Rér grr’glgé:ﬁ‘t il%alsd rﬁlé( Eigto\%clcgro [ (r%aggo&'ai m 25, 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 64 .

di chl or opyri-d- 4188 )2 fheh 241 e §8NIN: CaROM UM AsASH O b ra2 GO ki Frefee AT e 2§ y
accept abl , 190k yat r i r.eqf,, I I f t, or

N- oxi de t%el%g%n%, 1§nct{%t ﬁg ggc?%}%xh%?tu}f\%gtﬁggrg i éan?n%id\é%tsaﬁeglctt (aafg)I?raégr% t he
group congirebitmgnaf off2respiratory diseases.

[4-] (R) - p-chl oro-al pha- phenyl benzyl ) - 1- pi perazi nyl ] et hoxy]- acetic acid

[INN: LEVOCETIRI ZI NE] and its pharmaceutically acceptable derivatives. 27.
Use of a phar mecqitd&ls prdudie aeeybag &P ANYs PhaGhdd®r 2410 26 in the
manuf acture of a nedi canent for the treatnent of respiratory di seases. 28.
A kit commompiosd ta opr esacgtfiioedofing afiyr otf adeilve li8ndgredilentwhiwhi ch is

sel ected fromrt.he group con iest 'iri%tof S ve inaredient with. the second

Cycl opr opf;loﬁlgt ﬁ&?ﬁ- 14 Buor St hoxy-alﬁ- (lé’ 5G9 ar C?pyrl 3. yel )-ebéjr?zam' de

[ NN: ROFLUMikASThgadilehhs .phar maceutically acceptable derivatives, a
preparation of a second active ingredient, which is selected fromthe group
consi sting of [2-

[4- [ (R) - poghl or0-a) ahasaheryl benzvl dude nidigrazi g 161 hoxal ro acesi ¢ aci d
[ 1 NN LEV&ETI Fﬁ a I'ts p%%/nauceut |O(?]§{ﬁaly . cclept abl e derivati ves, and
instructi prepheattibe sifmal tfanessusct isequentricali cort sejamhaties adhlieutdd ati on of
the preparations to a _
from the group of 3-Cyclopropylmethoxy-4-difluoromethoxy-N-
(3,5-dichloropyrid-4-yl)-benzamide [INN: ROFLUMILAST] and its
pharmaceutically acceptable derivatives, and a preparation of
a second active ingredient, which is selected from the group
consisting of [2-[4-[(R)-p-chloro-alpha-phenylbenzyl)-1-
piperazinyl]ethoxy]-acetic acid [INN: LEVOCETIRIZINE] and its
CZ pharmaceutically acceptable derivatives for simultaneous,

sequential or separate use in therapy.

25. A pharmaceutical product according to claim 24, wherein
the first and/or second active ingredient is in the form of a
pharmaceutically acceptable salt, solvate, N-oxide, or solvate

of a salt or N-oxide.

26. A pharmaceutical product according to claim 25, wherein
the first active ingredient is selected from the group

consisting of 3-Cyclopropylmethoxy-4-difluoromethoxy-N-(3,5-



patient in need thereof. 29. A kit according to claim 28, wherein the first
and/ or second active ingredient is in the formof a pharmaceutically
acceptabl e salt, solvate, N-oxide, or solvate of a salt or N oxide. 30. A
kit according to claim28, wherein the first active ingredient is selected
fromthe group consisting of 3- 64

Cycl opr opyl net hoxy- 4-di f | uor onet hoxy- N- (3, 5-di chl oropyri d-4 65
yl)-benzam de [I NN: ROFLUM LAST] or a pharmaceutically acceptable salt,

sol vate or d&#cﬁibgepw%eqtywpb%alz\éaqti‘aeogmﬁ: Rl Ul @i dg thereof, and
t he second active Ingredient is selected fromthe group consisting of

[ 2-[ 4-[ (R) ppachkorotickphy- pherypitbbirykpllt, pspérvazienylr] dt-loiyle- dbetrieofaci d

[NN:  LEVOCETIRI ZI NE] .and its pharnaceutically acceptabl derivatives. 31.

Use accordPﬁgsPivéﬁﬁE%F_éfaﬁﬁétZQra dof?gem%bFéFﬁ%fh@n éﬁﬁiﬁﬁfﬁ y' di sease

i s sel ectedchkrom bhgreliths, ispastieetclr eRehl the, gabl@r Giohshis@nel Wifs.[2-

allergic asthma, bronchial asthma, COPD, and allergic, seasonal or

perenni al fdBrni(R) sp-chloro-alpha-phenylbenzyl)-1-piperazinyl]ethoxy]-
acetic acid [INN: LEVOCETIRIZINE] and its pharmaceutically

acceptable derivatives.

27. Use of a pharmaceutical product according to any of
claims 24 to 26 in the manufacture of a medicament for the

Mg

treatment of respiratory diseases.

28. A kit comprising a preparation of a first active
ingredient, which is selected from the group consisting of 3-
Cyclopropylmethoxy-4-difluoromethoxy-N-(3,5-dichloropyrid-4-
yl)-benzamide [INN: ROFLUMILAST] and its pharmaceutically
acceptable derivatives, a preparation of a second active
ingredient, which is selected from the group consisting of [2-
[4-[ (R)-p-chloro-alpha-phenylbenzyl)-1l-piperazinyl]ethoxy]-
acetic acid [INN: LEVOCETIRIZINE] and its pharmaceutically

acceptable derivatives, and instructions for the simultaneous,

O

sequential or separate administration of the preparations to a

patient in need thereof.

29. A kit according to claim 28, wherein the first and/or
second active ingredient is in the form of a pharmaceutically
acceptable salt, solvate, N-oxide, or solvate of a salt or N-

oxide.

30. A kit according to claim 28, wherein the first active
ingredient is selected from the group consisting of 3-

Cyclopropylmethoxy-4-difluoromethoxy-N-(3,5~dichloropyrid-4-



65

yl)-benzamide [INN: ROFLUMILAST] or a pharmaceutically
acceptable salt, solvate or N-oxide thereof, or solvate of an
salt or N-oxide thereof, and the second active ingredient is
selected from the group consisting of [2-[4-[(R)-p-chloro-
alpha-phenylbenzyl)-l-piperazinyl]ethoxy]-acetic acid [INN:
LEVOCETIRIZINE] and its pharmaceutically acceptable

derivatives.

31. Use according to any of claims 22 and 27, wherein the
respiratory disease is selected from bronchitis, spastic
bronchitis, allergic bronchitis, allergic asthma, bronchial

asthma, COPD, and allergic, seasonal or perennial rhinitis.





