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Description

1. FIELD OF THE INVENTION

[0001] The invention relates to treatments of asthma;
allergic conditions, and inflammation. In another aspect,
this invention relates to the use of antihistamines, viz. to
certain terfenadine metabolites, and leukotriene inhibi-
tors, and to compositions containing them.

2. BACKGROUND OF THE INVENTION

[0002] Tetfenadine is an antagonist of the H-1 hista-
mine receptor protein, which mediates the response an-
tagonized by conventional antihistamines. Terfenadine
is well absorbed but is extensively metabolized. See
Okerholm et al., Biopharmaceutics and Drug Distribu-
tlon, 2: 185-190 (1981). Two main metabolites have been
identified and one of the metabolites, fexofenadine,
chemically named 4-[1-hydroxy-4-[4-(hydroxydiphenyl-
methyl- 1-piperidinyl) butyl]- &, - dimethylbenzensacetic
acid, is reported to have anthistaminic activity. See
Gartiez et al., Arzneimittel Forschung/Drug-Research;
32: 1185-1190 (1982).

[0003] Recently, the FDA has approved the use of fex-
ofenadine as a presctiption antthistamine (ALLEGRA®)
for allergic rhinitis. Fexofenadine is said to have the ben-
eficial effects of terfenadine while having a reduced risk
of cardiotoxicity. See, e.g., U.S. Patent No. 5,375,683,
[0004] It has been suggested that the moderate effec-
tiveness of some Hy-antihistamines are due to their ad-
ditional activity against leukotrienes, particularly LTD,.

In one study of guinea pigs, the increase in airway resist- .

ance caused by LTDy (leukotriene D,) was suppressed
by lerfenadine. See Akagiet al,, Oyo Yakuri, 35: 361-371
{1988). Another study was conducted that investigated
the development of duat antagonists of Hy- and LTD,4-
receptors. Twenty (20) Hy-antihistamines with diverse
chemical struciures were tested for activity against
LTD,-induced contraction in isclated guinea-pig ileum
and displacement of [BHILTD, from guinea-pig lung
membrane proteins [M. Zhang et al., nflamm. res. 46:
Supp. | 893-894 (1997)). The results indicated the drugs
were weakly active in inhibiting LTD,-induced contrac-
tion of guinea pig ileum. The study further mentioned a
possible mechanism for loratadine and tetfenadine, but
concluded that the mechanism does not appear to war-
rant great attention for drug development.

[0005] Similarly, F. Barcody et al. report that terfena-
dine treatment partially inhibits the early nasal response
to allergen challenge and subsequent raactivity to a chal-
lenge with methacholine without affecting the influx of
eosinophils into nasal secretions. Treatment tended to
decrease levels of tryptase, prostaglandin D, and leuko-
triene Gy, but the differences did not achieve statistical
significance relative to the placebe [F. Baroody et al.,
Arch, Otolaryngol, Head Neck Surg., 122:309-316 (Mar.
1996)].
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[0006] Compounds within the class of nen-sedating
antihistamines have been known to cause severe ad-
verse aloctrophysiologic side-effects when administered
to a human. These adverse side-effects are associated
with a prolenged QT interval and include, but are not
limited to, ventricular fibrillation and cardiac arrhythmias,
such as ventricular tachyarrhythmias or torsades da
pointes. Quercia et al., Hosp. Formul. 28: 137, 142
(1993); Knowles, Canadian Journal Hosp. Pharm., 45:
33,37 (1992); Craft, British Medical Journal, 292: 660
(1988); Simons et al,, Lancet, 2: 624 (1988); and Un-
known, Side Effects of Drugs Annual, 12: 142 and 14:
135, More recently, clinical practitioners have noted an
increase in the occurrence of these cardiac arrhythmias
upeon co-administration of terfenadine with other drugs
such as ketoconazole and erythromycin or upen over-
dose of ierfenadine. Quercia et al., Hosp. Formul. 28:
137, 142 (1993).

[0007] Leukotrienes augment neutrophil and eosi-
nophit migration, neutrophil and monocyte aggregation,
teukocyte adhesion, increase capillary permeability, and
smooth muscle contraction, all of which contribute to in-

flammation, edema, mucus secretion, and bronchecon-

striction. For example, zileuton, commercially available
as ZYFLO®, Is a specific inhibitor of 5-lipoxygenase and

has the chemical name (x)-1-(1-Benso[b]thien-2-yle- -

thyl)-1-hydroxyurea. Zileuton is known to inhibit leukot-
riene (LTH,, LTCy, LTDy, and LTE,) formation in vifro.
Zileutenis an inhibiter ex vivo of LTB, formation in several
species and inhibits leukotriene-dependent smooth mus-
cfe centractions in vitro in guinea pig and human airways.
One study of 373 patients indicated that 600 mg of zileu-

ton four times daily were required to provide efficacy, -

while 400 mg failed to do so. In some patients, zileuton
was repotted to cause headache, pain, asthenia, dys-
pepsia, nausea, and myalgia. [Physician’s Desk Refer-
ence, b2 ed,, Medical Economics Co., Inc., 474-76
(1998)].

[a008] Zafirlukast, sold commercially as ACCO-
LATE®, is another type of leukotrienea inhibitor. This leu-
kotriene inhibitor is a leukotriene receptor antagonist
(LTHA) of leukotriene D, and E,, and has the chemical
name 4-(5-cyclopentyloxy-carbonylamine-i-methyl-in-
dot-8-yimethyl)-3-methoxy-N-o-telylsulfonylbenzamide.
Cysteinyl leukotriene production and recepior occupa-
tion have been correlated with the pathophysiology of
asthma. In vitro studies indicated that zafirlukast antag-
onized the contractile activity of three leukotrienes in con-
ducting airway smoaoth muscle from laboratory animals
and humans; prevented intradermal LTD, induced in-
creases in cutaneous vascular permeability; and inhibit-
edinhaled LTy, -induced influx of eosinophils into animal
lungs. In some patients, zafirlukast has been reported to
cause headache, infection, nausea, diarrhea, pain,
asthenia, abdominal pain, dizziness, myalgia, fever,
vomiting, SGPT elevation, and dyspepsia. [Physician's
Desk Reference, 52 ed., Medical Economics Co., Inc.,
3148-49 (1998)],
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5-3; SUMMAHY OF THE INVENTION

[0009] The present invention reprasents an improve-
ment over terfenadine and the terfenadine metabolites,
as well as the leukotriene inhibitor, technology presently
available.

[0010] This invention relates to novel pharmaceutical
compositions comprising' (a) ametabolite of terfenadine;
(b) aleukotriene inhibitor; and optionally {¢) a decongest-
ant; and a pharmaceutically acceptable carrier or excip-
ient, A "metabolite of terfenading” or a "terfenadine me-
tabolite," as defined herein, is chosen from 4-[1-hydroxy-
4-(4- hydroxydiphenylmethyl- 1- piperidinyl) butyl]- o, o-
dimethylbenzeneacetates, 4-[1-hydroxy-4-(4-hydroxy-
diphenylmethyl-1-piperidinyl) butyl- o, - dimethylbenze-
neacetic acid {fexofenadine), and 1-[p-{2-hydroxyme-
thyl-2-propyl) phenyl)-4-[4-(a-hydroxy-a-phenylbenzyl)-
1-piperidinyl]butanocl, or an optically pure stereocisomer
of any of the above compounds, or a pharmaceutically
acceptable salt of any of the above compounds or ster-
eoisomers (See, e.g., U.S. Patent No. 5,375,683).
[0011] The compositions of the invention employing a
terfenadine metabolite and a leukotriene inhibitor, and
optionally & decongastant, possess potent antihistaminic
activity and are useful in treating, preventing, or manag-
ing asthma, asthma symptoms, allergic rhinitis, inflam-
mation, and other allergic disorders, as well as dermatitis,
The compositions employing .a terfenadine metabolite
and a leukotriene Inhibitor are preferred, and these pro-

vide an improvement in averall therapy relative to ter-

fanadine or.a terfenadine metabolite alone. In addition,
the compositions of the invention reduce or avoid ad-
verse effects associated with administration of othernon-
sedating antihistamines or derivatives thereof, such as
terfenadine, including, but not limitad to, cardiac arrhyth-
mias, drowsiness; nausea, fatigue; weakness and head-
ache. The compositions of a terfenadine metabolite and
a leukotriene inhibitor are also useful in combination with
hen-steroidal anti-inflammatory agents or other non-nar-
cotic analgesics for the treatment or prevention of cough,
cold, cold-like, and/or ftu symptoms and the discomfort,
headache, pain, fevar, and general malaise asscciated
therewith, The aforementioned combinations (e.g., ater-
fenadine metabelite and a leukotriene inhibiter) may op-
tionally include one or more other active components in-
cluding a decengestant, cough suppressant/antitussive,
or expectorant.

[0012] Additionally, the novel pharmaceutical compo-
sitions of the invention are useful In treating, preventing,
ar managing motion sickness, vertigo, diabetic retinop-
athy, smali vessal complications due to dizbetes and
such other conditions as may be related to the activity of
these derivatives as antagonists of the H-1 histamine re-
ceptor. The compositions can be used to treat or prevent
these disorders while reducing or avolding adverse ef-
fects assoclated with administration of other non-sedat-
ing antihistamines including o-aryl-4-substituted piperid-

1 inoalkanol derivatives, such as terfenadine.
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[0013] In one embodiment, this invention provides for
preventing or treating asthma or asthma symptoms in a
human by administering to a human a therapeutically ef-
fective amount of a tetfenadine metabolite and a thera-
pautically effective amount of a leukotriene inhibitor.
[0014] The invention also provides for preventing or
freating asthma or asthma symptoms in a human, by ad-
ministering to a human a composition, said composition
comprising {i) a therapeutically effective amount of a ter-
fenadine metabolite or a pharmaceutically acceptable
salt thereof; (i) a leukotriene inhibitor selected from the
group consisting of 5-lipoxygenase inhibitors, 5-lipoxy-
genase activating protein antagonists, and leukotriene
receptor antagonists; (iii) optionally a therapeutically ef-
fective amount of a decongestant; and a pharmmaceui-
cally acceptable catrier or excipient.

[0016} This invention is further directed to preventing
of treating asthma or the symptoms of asthmain ahuman
by administering to a human therapeutically effective
amounts of a terfenadine metabolite, a leukotriene inhib-
Itor, and a decongestant.

[0016] Inasecondembodiment, the inventionalsopro-
vides for preventing ortreating allergic rhinitis in a human
by administering to-a human a therapeutically effective
amount of a tarfenadine metabolite, or a pharmaceuti-
cally acceptable salt thereof, a leukotriene inhibitor, and
optionally & decongestant, such that all three active in-
gredients are used.

{00171 In a third embediment, the invention provides
for preventing ot treating dermatitis in a human by ad-
ministering to a human atherapeutically effective amount
of aterfenadine metabolite or a pharmaceutically accapt-
able salt thereof, a teukotriene inhibitor, and optionally a
decongestant, such that all three active ingredients are
used.

[0018] |na fourth embodiment, the invention provides
for preventing or treating inflammation in a human by
administering to a human a therapeutically effeciive
amount of aterfenadine metabolite or a pharmaceutically
acceptable salt thereof, a leukotriene inhibitor, and op-
tionally a decongestant, such that ali three active ingre-
dients are used.

[0019] Inafifth embodiment, the invention provides for
preventing or treating a condition responsive to leuktot-
Hene inhibition in & human by administering to a human
a therapeutically effective amount of a terfenadine me-
tabolite or a pharmaceutically acceptable salt thereof, a
leukotriene inhibitor, and opticnally a decongestant, such
that all three active ingredients are used.

[0020] It should he recognized that the compeositions
and treatments include the use of optically pure steraoi-
somers of the terfenadine metabolites, as well as phar-
maceutically acceptable salts of the sterecisomers,
Thus,the invention includesthe {R)- and (S}- enantiomer,
and the racemic mixture, or a pharmaceutically accept-
able salt thersof, of each terfenadine metabolite. The
methods and compositions prefarably employ racemic
fexofenadine, or optically pure (R)-fexofenadine or
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(S)-fexofenadine, of pharmaceutically acceptable salts
thereof, move preferably (R)-fexofenadine substantially
free of (S5)-fexofenadine of (8)-fexofenadine substantially
free of (R)-fexofenadine, ot pharmaceutical'.y acceptable
salts thereof.

[0o21] The invention encoimpasses the treatment, pre-
vention, and/or management of asthma, the symptoms
of asthina, dermatits, allergic rhinitis, of inflammation us-
ing a metabolite of terfenadine, preferably fexofenadine,
and a leukotriene inhioitor, The invention also encom-
passes the treatment, prevention, andfor management
of these disorders with a terfenadine metabolite, a leu-
kotriene inhibitor, and optionally a decongestant. The in-
yention encompasses the treatment, prevention, and/or
management of these disorders using a single unit dos-
age form that contains a terfenadine metabolite, a leu-
kotriene inhibitor and optionally a decongestant, such
that a terfenadine metabolite and & jeukotriene inhibitor
or ail three active ingredients are used. However, it
should be recognized that combination therapy by sep-
arate administration of aach active ingradient is also con-
templated. The treatments and compositions of this in-
ventien are believed o reduce or avold adverse effects
associated with the adrministration of non-sedating anti-
nistarmings, such &g terfenadine. The treatmants and
‘compositions described herein are pelieved to provide
superior or improved thetapy over prior art methods and
compositions involving & terfenadine metabolite in the
absence of a leukotriene inhibitor, ora leukotriene inhib-
itor In the absence of & tertenadine metabalite. Without
being limited by theary, itis helieved that the combination
of a terfenadine metabolite, & leukotriene inhibitor, and
optionally a decongestant, provides supetior, improved,
and synergistic effects unachievable by any of these
compounds alone.

4. DETAILED DESCRIPTION OF THE INVENTION

[0022] The administration of & terfenadine metabolite,
a leukotriene inhipitor, and aptionally & decongestant, in
the treatments of the present invention may be either
conclirently or sequentially, i.e., @ terfenadine metabo-
lite, a leukotriene inhibitor, and the optional decongestant
may be administered as 8 combination {a single unit tos-
age) ot concutrently but separately, They may also he
provided by the seque ntial administration of aterfenadine
metabolite, leukatriene inhibitor, and the opticnal decon-
gestant, by sequential administration of & terfenadine
metabolite, decongestant, and leukotriene inhibitor, by
sequential administration of leukotriene inhibitor, a ter-
fenadine metabolite, and decongestant, or in any other
possible ordet, such as decongestant followed by con-
current administration of a terfenadine metabolite and
leukotriene innhibitor. The compositicns to be adminls-
tered in each of these methods may e conguitent, se-
guential, or in any combination of coneurrent and/or se-
quential.

[0023] Advetse effects to be reduced or avoided by
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the methods and compositions of the present invention
include, but are not [imited to: cardiotoxicity, such as car-
diac arrythmia or cardiac conduction disturbances; drow-
siness; nauses; fatigue; weakness; and headache.
[0024] Terfenadine metabolites and the isomers and
salts thereof, pariicularly texofenadine and the isomers
and salts thereof, and other non-sedating antihistamines
have antinistaminic activity and provide therapy and a
reduction of symptoms for a variety ot conditions and
disorders related to allergic rhinitis and other alletgic dis-
orders, diabetes metlitus, and other conditions; however,
such drugs, white offering the expectation of efficacy,
may cause adverse effects. Utilizing a metabolite of ter-
fenadine, preferably texofenadine, in combination with a
leukotriene inhibitor, and optionally with & decongestant,
results in clearer dose- related definitions of efficacy, di-
minished adverse effects, a supstior therapy due to syn-
ergistic activity, and accordingly, an improved therapeu-
tic index. It is, therefore, more desirable to use the com-
positions and treatments of the invention than to use tet-
fenadine, of a metabolite thereaf, or a leukotriene inhib-
iior separately. :
{o025] One of ordinary skill in the artis readily able to
synthesize fexofenadine or the othet metabolites of ter-

- fenadine, as well as their optically pure stereoisomers

and salts thereof, used in the compasitions and methods
of the invention, such as by following the teachings of
U.S. Patent Nos.: 4,254,129; 5,578,610, 5,681,011;
5,589,487; and 5,663,412, e
[0026] The tem nadverse effects” as used herein in-
cludes, but is not limited to, cardiac arthythmias, cardiac .
conduction disturbances, appetite stimutation, weight
gain, sedation, gastrointestinal distress, headache, dry
mouth, constipation, and diarrhea. The tarm "cardiac ar-
rhythmias” includes, butis not limited to, ventricular tach-
yarrnythmias, torsades de pointes, and ventricular floril-
lation. :
[0027] The phrase “therapeutically effective amount”
as used herein means the amount of a terfenadine me-
tabolite that provides & therapeutic benefit in the treat-
ment, prevention, or management of conditiens that are
responsive to histamine antagonists, such as urticatia,
allergic rhinitis, inflammation, symptematic dermogra-
phism, dermatitis, asthma, allergic asthma, retinopathy
or othet small vessel disorders associated with diabetes
mellitus, and the symptoms associated with asthma or
allergic rhinitis such as bronchoconstriction, cough, cold,
cold-like, wheezing, dyspnea, andfor flu symptoms in-
cluding, but not limited to, sneezing, rhinorrhea, lactima-
tion, and dermal irritation.
[oo28] The phrase “therapeutically effective amount”
as used herein meansthe amaunt of leukotriene inhibitor
that provides a therapeutic benefitin the treatment, pre-
yention, or management of conditions that are respon-
sive 1o leukotriena inhibitors, such as utticatla, allergic
rhinitis, symptematic dermographism, dermatitis, asth-
ma, inflammaticn, ratincpathy or other small vessel dis-
ordars asscciated with diabetes meliitus, and the symp-
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toms associated with asthima and allergic rhinitis such
as bronchoconstriction, cough, cold, cold-llke, wheezing,
dyspnea, and/or flt symptoms including, but not limited
to, sneezing, rhinorthea, lacrimation, and dermal itrita-
tion.

[0029] The phrase "therapeutically effective amount”
with respect to decongestant as used herein means that
amount of decongestant alone, or in combination with
other drugs, that provides a therapeutic benefit in the
treatment, prevention, or management of any condition
that is responsive to decongestants, such as congestion
of the respiratory tract and/orthe sinuses, and the symp-
toms associated with congestion, such as cough, cold,
cold-like, wheezing, dyspnea, and/or flu symptoms in-
cluding, but not limited to, sneezing, rhinorrhea, lactima-
tion, and dermal Ittitation.

[0030] The term "asthma"as used herein is defined as
a disorder characterized by increased responsiveness
ofthe trachea and bronchito various stimuli, which results
in symptomsthatinclude, butare notlimited to, wheezing,
cough, shortness of breath, bronchoconstriction, dysp-
nea, and the like. Asthma includes, for example, allergic
asthma.

[0031] The term "dermatitis” as used herein means
that disorder caused by inflammation to the skin including
endogenous and contact dermatitis such as, but not fim-
ited to: actinic dermatitis {or photodermatitis), atopic der-
matitis, chemical dermatitis, cosmetic dermatitis, derma-
titis aestivalis, and seborrheic dermatitis,

[0032] Theterm"inflammation"” as used hereinisafun-
damental pathologic process of a dynamic complex of
cytologic and chemical reactions that eceur in the affect-
ed blood vessels and adjacent tissues in response to an
injury or abnormal stimulation caused by a physical,
chemtcal, orbiologic agent, including: the local reactions
and resulting morphologic changes: the destruction or
rermovali of the injurious material; and the responses that
lead to repair and healing. The typical signs of inflamma-
tion are redness, heat or warmth, swelling, pain, and oc-
casionally inhibited or lost function. All of the signs may
be observed in certain instances, although any particular
sign Is not necessarily always present.

[0033] The term "leukotriena inhibitor" as used herein
includes any agent or compound that inhibits, restrains,
retards or otherwise interacts with the action or activity
of leukotrienes, such as, but not limited to, 5-lipoxygen-
ase {"6-1.0") inhibitors, 5-lipoxygenase activating protein
("FLAP") antagonists, and leukotriene receptor antaga-
nists ("LTRAs"), including leukotriene receptor antago-
nisis ("LTRAs"). An exemplary LTRA Is leukotriene D,
{"LTD,"} receptor antagonist.

[0034] Theterm "5-lipoxygenase inhibitor" or "5-LO in-
hibitor” as used herein Includes any agent er compound
that inhibits, restrains, retards or otherwise interacis with
the enzymatic action of 5-lipoxygenase, such as, but not
limited to, zileutor, docebenone, piriprost, and ICI-
D2318.

[0035] Theterm"5-lipoxygenase activating protein an--
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[43]
G

tagonist” or "FLAP antagonist” as used herein includes
any agent or compound that inhibits, restrains, retards
orotherwise interacts with the action or activity of 5-lipox-
ydenase activating protain, such as, but not limitad to,
MK-591 and MK-886.

[0036] The term "leukotriene receptor antagonist” or
"LTRA" as used herein includes any agent or compound
that inhibits, restrains, retards or otherwise antagonizes
the activity of receptors that are responsive to leukot-
tienes, including those responsive to leukotriene D,. Ex-
emplary | .TRAs include, but are not limited to, sodium
1-(((R)-(8-(2-(8,7-difluoro- 2- quinalinyl) athynyl) phenyl)-
3-(2-(2- hydroxy-2- propyl} phenyl)thio)methyl) cyclopro-
paneacetate; 1-(({1(R)-(8-(2-(2,3-dichlorcthieno[3,2-b]
pyridin- - yI)-(E)-ethenyl) phenyl}- 3-(2-(1- hydroxy- 1-
methylethyl) phenyl) propyl) thio) methyl) cyclopropa-
neacetic acid or sodium or other salts thereof, pranlukast,
zafirlukast (IC1-204219), and montelukast (MK-476), the
latter of which is sold commercially as SINGULAIR® .
[0037] The magnitude of a prophylactic or therapeutic
dose of a tarfenadine metabolite or leukotriena inhibitor
inthe acute or chronic management of a disorder or con-
dition will vary with the severity of the condition to be
treated and the route of administration. The dose, and
perhaps the dose frequency, will also vary according to
the age, body weight, and response of the individual pa-
tient, Suitable total datly dose ranges can be readily de-
termined by those skilled in the art, In general, the total
daily dose range for a terfenacdine metabolite, forthe con-
ditions described herein, is from 0.01 mg to 500 mg ad-
ministared in single or divided doses. For example, a
preferred oral daily dose range should be from 1 mg to
500 mg. A more preferred oral dose is 20 mg to 200 mg.
A preferred oral daily dose range of decongestant, such
as pseudoephedrine, should be from 50 mg to 300 mg,
more preferably, 150 mg to 250 mg. In addition, suitable
oral daily dosage ranges of leukotriene inhibitor can be
readily determined by those gkilled in the art. For exam-
ple, see the Physician's Desk Reference® 1998 for suit-
able dosages presentty used for known leukotriens in-
hibitors, For example, for 5-lipoxygenase inhibitors, the
oral daily dose range should be from 20 mg to 2,500 mg,
preferably from 20 mg to 800 mg. For lsukotriene receptor
antagonists, the oral daily dose range should be from 2
mg o 100 mg, preferably from & mg to 20 mg.

[0038] Itisfurther recormmended thatchildren, patients
aged over 65 years, and those with impaired renal or
hepatic function initially receive low doses, and that they
then be titrated based on individuat response(s) or blood
level(s). It may be necessary to use dosages outside
these ranges in some cases as will be apparent to those
skilled in the art. Further, it is noted that the ¢linician or
treating physician will know how and when to adjust, in-
terrupt, or tarminate therapy in conjunation with individua)
patient response.

[0039] The term "therapeutically effective amount of a
tedfenadine metabalite or a pharmaceutically acceptable
salt thereof" is encompassed by the above-descriped
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dosage arnounts. in addition, the tesms "said composition
gomprising (i) & therapeutically affective amount of & ter-
fenadine metabolite or 2 pharmaceutica'u'.y acceptable
aalt thereof; and (i) & therapsutically effective amount of
aleukotriene inhibitor” and "said composificn comptrising
(iya therapeuticalty effective amountofa terfenadine me-
tabolite or 2 pharmaceut‘lcally accepiable sait thereof; (ii)
a therapeutically effective amount of & leukotiiene inhil-
itor; and (i) a therapeutically effective amount of a de-
congestant' are also encompassed by the ahave-de-
scribed dosage amounts and dose frequency schedule,
[0040] Any suitable route of administration may be em-
ployed for providing the patient with an effective dosage
of a terfenadine metabolite and leuketriene inhibitor ac-
- cording to the treatments of the present invention. For
example, otal, intraoral, rectal, parenteral, epicutaneous,
transdermal, subcutanecus, intramuscular, intranasal,
sublingual, hucea', intradural, intraccular, intrarespirato-
ry, or nasal inhalation and like forms of administration
may be employed. Oral administration is generally pre-
terted. Fortreatments of dermatitis, however, topical ad-
ministration is preferred.
[0041] The pharmaceut‘lca'l compositions used in the
treatments of the present invention, which are sterile and
stable, include a terfenadine metabolite, the metabotic
derivative of terfenadine, or & pharmaceutically accept-
able salt thereof as defined on page 4, [ines 8-19, a leu-
kotriene inhibitor, and optionally a decongestant, as the
active ingredient. The compositions may also contain a
pharmaceutically acceptable carrier or exclpient, and op-
tionally, other therapeutic ingredients.
[0042] Theterm "pharmaceutically acceptable salt’ re-
fers to a salt prepared from pharmaceutical'.y acceptable
non-toxic acids or bases including inorganic acids orbas-
ag or organic acids or hases, Examples of such inorganic
acids are hydrochlor‘sc, hydrobromic, hydroiodic, sulfuric,
and phosphaoric. Appropriate aorganic acids may be se-
lected, for example, from aliphatic, aromatic, carboxylic
and sutfonic classes of organic acids, examples of which
are formic, acetic, propionic, succinic, glycolic, glucuron-
ic, maleic, furoic, glutamic, henzeic, anthianilic, salicylic,
phenylacefic, mandelic, embonic (pamoic), methanesul-
fonic, ethanesulfonic, pantothenic, henzenesulfonic,
stearic, sulfanilic, algenic, and ga|acturonic. Examples
of such inorganic bases include metallic salts made from
aluminum, caleium, lithium, magnesium, potassium, 80-
dium, and zinc. Approptiate organic hases may be se-
lected, for example, from N,N-d'lbenzylethy\enediamine,
chloroprocaine, choline, diethanolamine, athylenedi-
amine, meglumaine (N—methylg\ucamine), lysine and
procaine.
[oca3] The compositions for use in the treatments of
the present invention can include suitable excipients or
carriers such as starches, sugars, microcrystaliine cellu-
lose, diluents, granulating agents, Jubticants, binders,
disintegrating agents, and the fike.
{0044} Gosage forms include tablets, troches, disper-
sions, suspensions, solutions, capsules, patches, gel
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caps, syrups, elixirs, gels, powdets, magmas, lozenges,
ointments, creams, pastes, plasters, lotions, discs, sup-
positories, nasal or oral sprays, aerosols, and the like.
[0045] Because of their ease of administration, tablets
andcapsules represent the most advantageous oral dos-
age unitform, inwhich case solid pharmaceutical carriers
are employed. If desired, tablets may be coated by stand-
ard Aqueous OF NONAJUEOUS techniques.

[ooa6] In addition to the common dosage forms set out
above, the compound for use in the treatments of the
presentinventionmay also e administered by controlled
release means and/or delivery devices such as those
descrined in U.8. Patent MNos. 3,845,770; 3,016,899,
3,536,809, 3,698,123, and 4,008,719

[0047] Phamaceutical compositions for Use in the
treatments of the present invention may be prepated by
any of the methods of pharmacy, but all methods Include
the step of bringing into association the active ingredient
with the carrier which constitutes ohe of more necessary
ingredients. In general, the compositions are prepared
by unifermty andintimately admixingthe activeingredient
with liguid carriers or finely divided solid cartlers or both,

and then, if naecessary, shaping the product into the de-
sired presentation. : . )
[oo48] For example, atablet may be prepared by com- [
pression of molding, optionaily, with one or more acces- n
soty ingredients. Compressed tablets may be prepared te
by gompressing in & suitable machine the active ingre- g
dient in a free-flowing form such as powdet ot granules, re
optionally mixed with a binder, lubricant, inert diluent, sur- e\
face active or dispersing agent. Molded tablets may be m.
made by melding, ina suitable machine, a mixture of the tic
powdered compound molstened with an inert liquid dilu- tirr
ent. dre
10049] The invention is further defined by reference to o,
the following example describing in detail the preparation yla
of the composition and the compositions used in the
metheds of the present invention, as well a8 their utility. C. |
it will be apparent to those skilled in the att that many dipt
modifications, both to materials and methods, may be nea
practiced which are within the scope of this invention. T
[o0%
5, EXAMPLES a) w.
o-dir
5.1. Example 1 nate

A. Preparation of methyl R-4-(1 -hydroxy—4~(4-hydroxy-
diphenylmethyl-1 —piper‘tdiny\)butyl]-u,a—dimethylbenze-
neacetate

[0050] 4-(u~hydroxy‘a-phenylbenzyl)piperidine 4.3
g) was combined with methyl p-(4-chloro-1 -oxohutyl)-,
a-dimethylbanzeneacetate (4.5 @), potassium bicarbo-
nate {2.9 d), potassium iodide (ca. 50 mg), and methy!
jsobuty! ketone {50 mL) and heated to refiux for 48 hrs.
Additional 4u(u-hydroxy‘u-phenylbenzyl)piperid'me (1.1
q) was added, and heating was continued for an addi-
tional 48 hrs. Upon cooling the mixture to room tempet-
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ature, water was added and the pH of the solution was
adjusted toca. 12 by addition of aqueous sodium hydrox-
ide. The mixture was exiracted with ethyl acetate, The
ethyl acetate solution was washed with saturated aque-
ous sodium bicarbonate and brine and dried over sodium
sulfate. The ethyl acetate was removed on a rotary evap-
orator and the residue was treated with 25% ethyl acetate
in hexane. The resulting precipitate was filtared and air
dried to give methy! 4-[1-oxo-4-(4-hydroxydiphenylme-
thy!- 1- piperdinyl) butyl]- o, a- dimethylbenzeneacetate.
This intermediate precipitate (2.4 g) was combined with
tetrahydrofuran (10 ml) and {+}-B-chlorodiisopinccam-
phenytborane (4.5 g) and stirred for 48 hrs. Methanol (10
mL) and sodium bicarbonate (1.5 g) were added to the
reaction solution, and the mixture was stirred for 12 hrs.
The mixture was diluted with ethyl acetate (200 mL) and
washed with saturated agueous sodium bicarbonate to
give methyl R-4-{1-hydroxy-4-(4-hydroxydiphenylme-
thyl-1-pipetidinylbutyi]-o, o~dimethylbenzeneacetate.

B. R-(+)-4-[1-hydroxy-4-(4-hydroxydiphenylmethyl-
1-piperidinybutyl]-e,o-dimethylbenzenesacetic acid
{R-(+)-terfenadine carboxylate].

[0051] Methyl R-4-[1-hydroxy-4-(4-hydroxydiphenyl-
methyl- 1- pipendinyl} butyl]- o, o- dimethylbenzeneace-
tate (1.2 g) was combined with potassium hydroxide (0.4
g) and ethanel (5 mL), and the mixture was heated to
reflux for 7 hours. The ethanol was removed on a rotary
gvaporator and the resldue was dissolved in water (2
mL). The aqueous solution was acidified with glacial ace-
tic acid to provide a solid which was recrystailized two
times from 1:1 methanol/ethy| acetate to give R-4-{1-hy-
droxy-4-(4- hydroxydiphenylmethyl- 1- piperidiny}) buty|]-
o,a-dimethylbenzeneacetic acid (R-tetfenadine carbox-
ylate) (mp=213-215°C),

C. Preparation of methyl S-4-[1-hydroxy-4-(4-hydroxy-
diphenylmethyl-1-piperidinybutyl)-c.,a-dimethylbenze-
neacetate,

[0052] 4-(o-hydroxy-o-phenylbenzyl)piperidine (4.3
g) was combined with methyl p-(4-chloro-1-oxebutyl)-o,
a-dimethylbenzene-acetate (4.5 g), potassium bicarbo-
nate (2.9 g), potassium icdide (ca. 50 mg), and methy!
isobutyl ketone (50 mL) and heated to reftux for 48 hours.
Additional 4-(ci-hydroxy-o-phenylbenzylipiperidine (1.1
g) was added, and heating was continued for an adcii-
tional 48 hours. Upon cooling the mixture to room tem-
perature, water was added and the pH of the solution
was adjusted to ca. 12 by addition of agueous sodium
hydroxide. The mixture was extracted with ethyl acetate.

i The ethyl acetate solution was washed with saturated

‘: aqueous sodium bicarbonate and brine and dried over

sodium suifate. The ethyl acetate was removed on a ro-
tary evaporator and the residue was freated with 25%
ethyl acetate in hexane. The resulting precipitate was
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ydiphenyl-methyl- 1-piperidiny)butyl]- o, o-dimethylben-
zeneacetate. This intermediate precipitate (2.4 g) was
combined with tetrahydrofuran (10 mL) and (-)-B-chlore-
diisopinocamphenylborane (4.5 ¢) and stirred for 48
hours, Methanol {10 mL) and sodium bicarbonate (1.5 g)
were added to the reaction soluticn and the mixture was
stirred for 12 hours. The mixture was diluted with ethyl
acetate (200 mL) and washed with saturated aqueous
sodiumn bicarbonate to give methyl 8-4-[1-hydroxy-4-(4-
hydroxydiphenylmethyl- t -piperidinyl)butyl}-c, c-dimeth-
ylbenzeneacetate, If the aforementioned intermediate
precipitate was to be reacted with racemic B-chlorodi-
isopinocamphenylborane, then a racemic mixture of me-
thyl ~ 4-{1-hydroxy-4-(4-hydroxydiphenylmethyl-1-pipe-
ridinyl)butyl}-o. c-dimethylbenzeneacetate would be pro-
duced.

D. 8-(-)-4-[1-hydroxy-4-(4-hydroxydiphenylmethyl-
1-plperidinyl)butyl}-o,a-dimethylbenzeneacetic acid

[S-(-)-terfenadine carboxylate].

[0083] Methyl S-4-{1-hydroxy-4-{4-hydroxydipheny!-
methyl- 1- piperidingl) butyl]- o, - dimethylbenzeneace-
tate {1.2 g) was cOmbined with potassium hydroxide (0.4
@) and ethanol (5 mL) and the mixture was heated to
reflux for 7 hours. The ethanol was removed on a rotary
evaporator and the residue was dissolved in water (2
mL). The aqueous solution was acidified with glacial ace-
tic acid to provide a solid which was recrystallized two
times from 1:1 methanol/ethyl acetate to give S-(-)-4-[1-
hydroxy- 4-(4- hydroxydiphenylmethyl- 1- piperidinyl)
butyl]-o, o-dimethylbenzeneacetic acid [(S)-terfenadine
carboxylate] (Mp=215-218°C).

[0054] Various modifications of the invention in addi-
tion to those shown and described herein wiltbe apparent
to thase skilled in the art from the foregoing description.
Such medifications are also intended to fall within the
scope of the appended claims.

[0055] The above disclosure inciudes all the informa-
tion deemed essential to enable those skilled in the art
to practice the claimed inventian.

Claims

Claims for thefollowing Contracting State(s): AT, BE,
CH, DE, DK, ES, FR, GB, GR, IE, IT, LI, LU, NL, PT,
SE, Fi

1. Use of atherapeautically effective amount of 4-[1-hy-
droxy- 4-(4- hydroxydiphenylmethyl- 1- piperidinyl)
butyll-c, o-dimethylbenzeneacetates, 4-[1-hydroxy-
4-(4-hydroxydiphenylmethyl-1- piperidinyhbutyl- ¢,
a-dimethylbenzeneacetic acid (faxofenadine), or
1-[p-(2-hydroxymethyl-2-propyl) phenyl)- 4 -[4-(o-
hydroxy-oi-phenylbenzyl)-1-piperidinyl] butanol, or
an optically pure stereoisomer of any of the afore-
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menfioned compounds, of @ pharmaceutically ac-
ceptable salt of the aforementioned compounds or
stareoisomers and & therapeutically  effective
amount of leuketriene inhibitor fot the manufacture
of a medicament for use in & method of therapy,
wherein said amount of 4-[1 -hydroxy-4-(4-hydroxy-
diphenylmethyi-1 -piperidinyl) butyl]- o, ¢- dimethyt-
benzeneacetates, 4-{1 -hydroxy-4—(4uhydr0xyd'|phe-
nylinethyl-1 - piperidinyl) buty! - o, a-dimethylbenze-
neacetic acid (fexofenedine), of 1-p-(2-hydroxyme-
thyl-2-propyl) phenyl) - 4 - [4—(a-hydroxy-m-phenyl-
benzyl)-1-piperidiny) butanol, or an optically pure
stereoisomer of any of the aforementioned com-
pounds, or a pharmace ulically acceptable salt of the
aforementicned compounds of stereolsomers and
leukotriene inhibitor, of pharmaceutically acceptable
salts thereof are to be administered to a human

(a) for the treatment or pravention of asthma or
the symptoms thereof in a human;

(b} for the treatment or prevention of asthma or
the symptoms thereof in a human, wherein the
leukotriene inhibitor, or a pharmaceutically ac-
ceptable salt theraof, is selected from the group
conelisting of &-lipoxygenase inhibitors, 5-lipox-
ygenase activating protein antagonists, leukot-
rieng receptorantagonists and mixtures thereof,
and the medicament further comprises a phar-
maceutically acceptable carrier of excipient;

{c) for the treatment of prevention of dermatitis
in a human; .
(d) for the treatment or prevention of dermatitis
in a human, wherein the leukotriene inhibitor, or
a pharmaceutically acceptable salt thereof, is
selected from the group consisting of 5-lipoxy-

genase inhibitors, 5-lipoxygenase activating-

protein antagonists, leukotriene receptor antag-
onists and mixtures thereof, and the medica-
ment fuither comprises a pharmaceutically ac-
ceptable carrier oy excipient;

{e) for the treatment oF prevention of allergic
rhinitis in & human;

(fyforthe treatment or prevention of allergic rhin-
itis in a human, wherein the leukotriene inhibitor,
or & pharmaceutically acceptable salt thereof, is
selacted from the group consisting of 5-lipoxy-
genase inhibitors, 5-lipoxygenase activating
protein antagonists, leukotriena receptor antag-
onists and mixtures thereof, and the medica-
ment further comptises a pharmaceutically ac-
ceptable carrier of excipient;

(g) for the treatment or prevention of inflamma-
tlon in & human;

th) for the treatment or prevention of inflamma-
tion in a human, wherein the teukotriene inhibi-
tor, o a pharmaceutically acceptable salt there-
of, is selected from the group consisting of 5-
lipoxygenase inhibitors, b-lipoxygenase activat-
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ing protein antagonists, leukotriene receptoraty-
tagonists and mixtures thereof, and the medica-
ment further comprises a pharmaceutically ac-
ceptable carrier or excipient;

(i) for the treatment or prevention of urticaria,
symptomatic dermographism, retinopathy or
other small vessel disorders associated with di-
apetes mellitus, and the symptoms associated
with asthma and allergic rhinitis such as bron-
chaconstriction, cough, cold, cold-like, wheez-
ing, dyspnea andfor flu symptoms including, but
not limited to, sneezing, rhinotriea, lacrimation,
and dermal irfitation in & human, or

(j) for the treatment or prevention of urticaria,
symptomatic dermographism, retinopathy or
other small vesse! disorders associated with di-
abetes mellitus, and the symptoms associated
with asthma and allergic rhinitis such as bron-
choconstdction, cough, cold, cold-like, wheez-
ing, dyspnea andfor flu symptoms including, but
not limited to, sneezing, rhinorrhes, lactimation,
and dermal irritation in a human, wherein the
teukotriene inhibitor, or & pharmaceutically ac-
ceptable salt thereof, is selected from the group
consisting of B-lipoxygenass inhibitors, 5-lipoX-
ygenase activating protein antagonists, laukot-
viene receptor antago nists and mixtures thereof,
and the medicament further comprises a phar-
maceltically acceptable carrier or excipient.

wherein, when the tetfenadine metabolite is fex-
ofenadine, the leukotriene inhibitor is not selected
from the group consisting of:

{a) montelukast

(o) 1n(((H)~(3-(2ﬂ(6,7-d'|f|uoro—2«qu‘|nolinyl)ethe—
nyl) phenyl)- 3-(2-(2- hydroxy- 2- propyl) phenyl) 7.
thio)methylcyclopropaneacet’zo acid;

(©) 1-({({(1(R)-3(3-{2-2,3 dichlorothieno [3,2-b] ,:
pyiidin- 5- yi)-(E)-ethenyl) phenyl)- 3-(2 (1- hy- ¢
droxy-1-methylethyl)phe nylpropylithio)methyl) b
cyclopropanaacetic acid, d
(d) praniukast; I
(e) zafirlukast; and ne
4] [2-['[2—(4-tert—butyl-z-thiazolyl)-S-benzofura- af
nyl] oxyme‘[hyllphenyl]acetic acid. ac

The use of claim 1(a) or 1 (2}, wharein said human
has asthma.

The use of claim 1 or 2 wherein a therapeutically :
effective amount of decongestant, or a pharmaceu
tically acceptable salt thereof is further to be admin
istered.

The use of claim 1, wherein the amount of 4-{1-0Y,
droxy- 4-{4- hydroxyd'\phenylmethyl- 1- piperidiny
butyl]- o, @~ dimethylbenzeneacetates, 4-[1-h
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droxy- 4-(4- hydroxydiphenylmethyl- 1- piperidinyl)
butyl-o,¢-dimethylbenzeneacetic acid (fexofena-
dine), or 1-[p~(2-hydroxymethyl-2-propyly phenyl)- 4
{4-{a-hydroxy-a-phenylbenzyl)-1-piperidinyl] buta-
nol, or an optically pure stereolsomer of any of the
aforementioned compounds, or a phatmaceutically
acceptable salt of the aforementioned compounds
or stereoisomers administered is from 0.01 mg to
500 mg per day, preferably, from 20 mg to 200 mg
per day.

The use of claim 1, wherein the leukotriene inhibitor
is:~

(a) a 5-lipoxygenase inhibitor, preferably, select-
ed from the group consisting of zileuton, doce-
benone, piriprost, 1CI-D2318, and mixtures
thereof;

{b) a 5-lipoxygenase activating protein, prefer-
ably, selected from the group consisting of MK-
591, MK-886, and mixtures thereof; or

(c) a leukotriene receptor antagonist, preferably,
selected from the group consisting of zafirlukast,
montelukast, pranlukast, sodium
1-(((R)-(3-(2-(8,7- difiuoro- 2-quinolinyl) ethynyl}
phenyl)- 3-{2-(2- hydroxy- 2- propyl) phenyl) thio)
methyl) cyclopropaneacetate, 1-(({1
(R)-{3-(2-(2,3- dichlorothieno [3,2- b] pyridin- 5-
yI)-(E)-ethenyl) phenyl)- 3-(2-(1- hydroxy- 1-
methylethyhphenyl)propyl)thio} methyljcyclo-
propaneacetic acid, and salts and mixtures
thereof.

The use of claim 1, wherein the compositions are to
be administered as a nasal or oral spray.

The use of claim 1, wherein at least one of the 4-[1-
hydroxy-4-(4- hydroxydiphenylmethyl- 1-piperidinyl)
butyl- o, o~ dimethylbenzeneacetates, 4-{1-hy-
droxy-4-(4-hydroxydiphenylmethyl-1  -piperidinyl}
butyl -0, c-dimethylbenzeneacetic acid (fexofena-
dine), or 1-(p-(2-hydroxymethyl-2-propyl) phenyl}- 4
J4-{a-hydroxy-o-phenylbenzyl)-1-piperidiny]] buta-
nol, or an optically pure stereoisomer of any of the
aforementionad compounds, or a pharmaceutically
acceptable salt of the aforementioned compounds
or starecisomers and the leukotriene inhibitor:-

(a}is to be administered as a nasal or oral spray;
or

(o) is to be administered in an oral solid dosage
form.

A pharmaceutical composition which comprises a
therapeutically effective amount of a 4-f1-hydroxy-
4-(4-hydroxydiphenylmetnyl-1-piperidinyl) butyll-c,
- dimethylbenzeneacetates, 4-[1-hydroxy-4-(4-hy-
droxydiphenylmethyl-1 -piperidinyl) butyl -, o-

107146381 | >
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10.

dimethylbenzeneacetic acid (fexofenacine), or
1-[p-(2-hydroxymcthyl-2-propyl) phenyl}- 4 -[4-(o-
hydroxy-a-phenylbenzyl}-1-piperidiny] butanal, or
an aptically pure stereoisomer of any of the afore-
mentioned compounds, or a pharmaceutically ac-
ceptable salt of the aforementioned compounds or
stereoisomers, or a pharmaceutically acceptable

* galt thereof, and a therapeutically effective amount

of a leukotriene inhibitor, or a pharmaceutically ac-
ceptable salt thereof; and a pharmaceutically ac-
ceptable carrier or excipient,
wherein, when the terfapadine metabolite is fex-
ofenadine, the leukotriene inhibitor is not selected
from the group consisting of:

(a) montelukast

(b) 1-({(R)-(3-(2~(6,7-difluoro-2-quinolinyt)ethe-
nyl) phenyl)- 3-(2-(2- hydroxy- 2- propyl) phenyl)
thio)methylcyclopropaneacetic acid,

{c) 1-(((1(R)-3(3-{(2-(2,3 dichlorothieno [3,2-h]
pyridin- & yl)-(E)-ethenyl) phenyl)- 3-(2 (1- hy-
droxy-1-methylethyl)phenylipropylithio)methyl)
cyclopropaneacetic acid;

{d) pranlukast;

(e) zafitlukast; and

(fy [2-i[2-(4-tert-butyl-2-thiazolyl)-B-benzofura-
nyl] oxymethyliphenyl] acetic acid.

The pharmaceutical composition of claim 8 which
further comprises a therapeutically effective amount
of a decongastant, or a pharmaceutically acceptable
salt thereof.

A phamaceutical composition which comprises
from 0.01 to 500 mg of a 4-[1-hydroxy-4-{4-hydrox-
ydiphenylmethyl-1-piperidiny!) butyl]- o, a-dimethy!-
henzeneacetates, 4-[1-hydroxy-4-(4-hydroxydiphe-
nylmethyl- 1-pipeddinyl) butyl -c, - dimethylbenze-
neacetic acld {fexofenadine), or 1-[p-(2-hydroxyme-
thyl-2-propyl) phenyl)- 4 -[4-(c-hydroxy-o-phenyl-
benzyl)-1-piperidinyl} butanol, or an optically pure
stereoisomer of any of the aforementioned com-
pounds, or & pharmaceutically acceptable salt of the
aforementioned compounds or sterecisomers, or a
pharmaceutically acceptable salt thereof, and:-

(a) from 20 mg to 2,500 mg of &-lipoxygenase
Inhibitor, or a pharmaceutically acceptable salt
thereof;

(b) from 2 mg to 200 mg of leukotriene receptor
antagonist, or a pharmaceutically acceptable
salt thereof; or

(¢) from 20 mg to 2500 mg of 5-lipoxygenase
activating protein antagonist, or a pharmaceuti-
cally acceptable salt thereof

wherein, when the terfenadine metabolite is fex-
ofenadine, the leukotriene Inhibiter is not selected




17 EP 1 071 463 B1 18

from the group consisting of:

(a) montelukast

() 1—(((R)~(3—(2~(6,T—difluoro—quuinolinyl)ethef
nyl) phenyl)- 3-(2-(2- hydroxy- 2- propy!) phenyl)
thio)methylcyelopropaneacet'lc acid;

() 1-{((1(R)-3(8-(2-(2.3 dichlorothieno {3,2-b]
pyridin- 5- y)-(E)-ethanyl) phanyl)- 3-(2 {1- hy-
droxy-1 «methylethyl)phenyl)propyl)thio)methyl)
eyclopropaneacetic acid;

{d) praniukast;

(e) zafiriukast; and

W} [2-[[2-(4-tert-butyI-2nthiazolyl)-5-benzofura-
ny|]oxymethyl]phenyl]aoetic acld.

11. The composition as claimed in any of claims 810 10,
to be administered as & nasal or oral spray.

12. The composition as claimed in any of claims 810 10,
wherein at least one of the 4-[1-hydroxy-4-(4-hydrox-
ydiphenylinethyl-1-piperiginyl) butyl]- ¢, oi-dimethyi-
benzeneacetates, 41 —hydroxy-4-(4—hydroxydiphe-
nylmethyl-1-piperidinpl) butyl -a, o dimethytbenze-
neacetic acid (fexofenading), or 1-{p-(2-hydroxyme-
thyl-2-propyl) phenyl)- 4 -[4-(ex-hydroxy-o-phenyt-
benzyl)-1-piperidinyl] butanol, or an optically pure
sterecisomet of any of the aforementioned com-
pounds, or a pharmaceutically acceptable salt of the
aforementioned compounds or stereaisomers
and the leukotriene inhibitor are to be administered:-

(a) as a nasal or oral spray, of
{b} in an oral solid dosage fotm.

13. A composition comprising &-{1-hydroxy-4-(4-hy-
droxydiphenylmethyl—*.-piperid%nyl) butyl- o, «-
dimethyibenzeneacetates, 4-[1-hydroxy-4-(4-ny-
droxydiphenylmethyl-1 -piperidinyl) butyl -o, ©-
dimethylbenzeneacetic acid (fexofenadine), ot
1n[p-(2—hydroxymethy|-2-propyl) phenyl)- 4 -[4-(o-
hydroxy-a—phenylbenzy%)—1-piperidinyl] butanci, or
an optically pure stereolsomer of any of the afore-
mentioned compounds, of & pharmaceutically ac-
cepiable salt of the afarementioned compounds or
stereoisomers
and a leukotriene inhibitor for use in a therapy se-
lectad from the group consisting of:

{a) the treatment or prevention of asthma or the
symptoms thereof in a human;

(b) the treatment or prevention of dermatitis in
humar;

{c) the treatment or prevention of inflammation
in a human; or

(d) the treatment or prevention of a condition
responsive to leukotriene inhibition in @ human;
wherein the composition optionally further com-
prises a pharmaceutically acceptable carrier ot
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excipient

wherein, when the terfenadine metabolite Is fex-
ofenadine, the leukotriene inhibitor is not selected
from the group consisting of:

{a) mentelukast

(b) 1-(((H)—(B-(Z-(ﬁ,?-difluoro—2-qu‘|no|inyl}ethe-
nyl) phenyl)- 8-(2-(2- hydroxy-2- propyl) phenyl)
thio)methylcyclopropanaacetic acid;

(o) 1-({(1(R)-3{3-(2-(2,3 dichlorothieno [3,2-b]
pyridin- 5- y1)-(E)-ethenyl) phenyl)- 3-(2 {1- hy-
droxy-1-methylethyl)phe nylypropyithio)methyl)
cyclopropaneacetic acid;

() pranlukast;

{e) zafifukast, and

() [2-[[2-(4-tert~butyl-2-thiazo!yl)-S-benzofura-
nylloxymethyllphenyllacetic acid. .

Claims for the following Contracting State(s): MC, CY

1. Use of a therapeutically effective amount of 4-[1 -hy-
droxy- 4-{4- hydroxydiphenylinethyl- 1- piperidinyl)
butyl- ¢, - dimethylbenzeneacetates, 4-f1-hy-
droxy-4-(4-hydroxydiphenylmethyl-1 -plperidinyl)
butyl -c, a-dimetnylbenzeneacetic acid (fexofena-
dine}, or 1 -[p-(2-hydroxytnethyl-2-propyl) phenyl)- 4
-[4-(a-hydroxy-u-phenylbenzyl)-1«piperidinyl] buta-
nol, or an opfically pure stereoisomer of any of the
aforemantioned compounds, or a pharmaceutically
acceptable salt of the aforementioned compounds
or stereoisomers and a therapeutically effective
armount of leukotriene inhibitor for the manufacture
of a medicament for use In a method of therapy,
wherein said amount-of 4-[1-hydroxy-4-(4-hydroxy-
diphenylmethyl-1-piperidinyl) butyl}- ¢, o- dimethyl-
benzeneacetates, 4-[1-nydroxy-4-(4-hydroxydiphe-
nylinethyl-1 -piperidinyl) butyl -ot, o- dimethylbenze-
neacetic acid (fexofenading), or 1 -[p-{2-hydroxyme-
thyl-2-propyl) phenyl)- 4 -[4-(c-hydtoxy-a-phenyl-
benzyl)-1-piperidinyl] butanol, or an optically pure
stereoisomer of any of the aforementioned com-
pounds, or & pharmaceutically acceptable salt of the
aforementioned compounds or sterecisomers and
leukotriene inhibitor, or pharmaceuticaily acceptable
salts thereof are to be administered to a human

(a) for the treatment or prevention of asthma or
the symptoms thereof in a human;

(b) for the treatment or prevention of asthma or

the symptoms thereof in a human, wherein the
leukotriene inhibitor, or a phamaceutically ac-
ceptable saltthereof, is selected from the group
consisting of 5-ipoxygenase inhibitors, B-lipox-
ygenase activating protein antagonists, feukot-
riene receptor antagonists and mixtures thereof,
and the medicament further comprises a phar-
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‘maceutically acceptable cartier or excipient;
{c) for the treatment or prevention of dermatitis
in a human;

{d) for the treatment or prevention of dermatitis
in & human, wherein the leukotriene inhibitor, or
a pharmaceutically acceptable salt thereof, is
selected from the group consisting of 5-lipoxy-
genase inhibitors, 5-lipoxygenase activating
protein antagonists, laukotriene receptor antag-
onists and mixtures thereof, and the medica-
ment further comprises a pharmaceutically ac-
ceptable carrier or excipient;

{e) for the treatment or prevention of allergic
rhinitis in a human;

(f) for the treatment or prevention of allergic rhin-
itis in & human, wherein the leukotriene inhibitor,
or a pharmaceutically acceptable salt thereof, is
selected from the group consisting of 5-lipoxy-
genase inhibitors, 5-lipoxygenase activating
protein antagonists, leukotriene receptor antag-
onists and mixtures thereof, and the medica-
ment further comprises a pharmaceutically ac-
ceptable carrier or excipient;

(g) for the treatment or prevention of inflamma-
tion in a human;

{h) for the treatment or prevention of inflamma-
tion in a human, wherein the leukotiiene inhibi-
tor, or & pharmaceutically acceptable salt there-
of, is selected from the group consisting of 5-
lipoxygenase inhibitors, 5-lipoxygenase activat-
ing protein antagonists, leukotriene receptor an-
tagonists and mixtures thereof, and the medica-
ment further comprises a pharmaceutically ac-
captable carriar or excipient;

{i) for the treatment or prevention of urticaria,
symptomatic dermographism, retinopathy or
other small vessel disorders assoclated with di-
abetes mellitus, and the symptoms associated
with asthma and allergic rhinitis such as bron-
choconstriction, cough, cold, cold-like, wheez-
ing, dyspnea and/or flu symptoms including, but
not limited to, sneezing, rhinorrhea, lacrimation,
and dermal irritation in a human; or

() for the treatment or prevention of urticaria,
symptomatic dermographism, retinopathy or
other small vessel disorders associated with di-
abetes mellitus, and the symptoms asscciated
with asthma and allergic rhinitis such as bron-
choconstriction, cough, cold, cold-like, wheez-
ing, dyspnea and/or flu symptoms including, but
notlimited to, sneezing, rhinorrhea, lacrimation,
and dermal irritation in a human, wherain the
leukottiene inhibitor, or a pharmaceutically ac-
ceptable salt thereof, is selected from the group
consisting of 5-lipoxygenase inhibitors, 5-lipex-
ygenase activating protein antagonists, laukot-
riene receptorantagenists and mixtures thereof,
and the medicament further comprises a phar-
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maceutically acceptable carrier or excipient,

The use of claim 1{a) or 1 {b), wherein said human
has asthma.

The use of claim 1 or 2 wharein a therapeutically
effective amount of decongestant, or a pharmaceu-

"tically acceptable salt thereof is further to be admin-

istered.

The use of claim 1, wherein the amount of 4-[1-hy-
droxy- 4-(4- hydroxydiphenylmathyl- 1- pipetidinyl)
butyl]- ¢, o- dimethylbenzeneacetates, 4-[1-hy-
droxy-4-(4-hydroxydiphenylmethyl-1  -piperidinyl)
butyl -o, a-dimethylbenzenesacetic acid {fexofena-
dine), ot 1-[p-{2-hydroxymathyl-2-propyl) phenyl}- 4
-[4-{ee-hydroxy-o-phenylbenzyl)-1-piperidinyl] buta-
nol, or an optically pure sterecisomer of any of the
aforementioned compounds, or a pharmaceutically
acceptable salt of the aforementioned compounds
or sterecisomers administered is from 0.01 mg to
500 mg per day, preferably, from 20 mg to 200 mg
per day.

The use of claim 1, wherain the leukotriene inhibitor
is:-

(a) a5-lipoxygenase inhibitor, preferably, select-
ed from the group consisting of zileuton, doce-
benone, pitiprost, ICI-D2318, and mixtures
thereof;

(k) 8 5-lipexygenase activating protein, praefer-
ably, selected from the greup consisting of MK-
501, MK-886, and mixtures thereof; or

(¢) aleukotriene receptor antagonist, preferably,
selected fromthe group consisting of zafirlukast,
montelukast, prantukast, sodium 1-{{{(R})-
(3-(2-(6,7-difluoro-2-quinolinylyethynyl)phenyl)-
3-(2-(2- hydroxy- 2- propyl) phenyl) thio) methyl)
cyclopropangacetate; 1-(({1 (R)-(3-(2-(2,3-di-
chlorothieno [3,2- b] pyridin- 5- yI)-(E)-ethenyl)
phenyl)-3-(2-(1- hydroxy- 1-methylethyl) phenyl)
propylithio) methyl)cyclopropaneacetic acid,
and salts and mixtures thereof,

The use of claim 1, wherein the compesitions are to
be administered as a nasal or aoral spray.

The use of ¢laim 1, wherein at least one of the 4-[1-
hydroxy-4-(4- hydroxydiphenylmethyl- 1-piperidiny|)
butyll- «, a- dimethylbenzeneacstates, 4-[1-hy-
droxy-4-(4-hydroxydiphenylmethyl- 1 -piperidinyi)
butyl -¢, a-dimethylbenzeneacetic acid (fexofena-
dine), or 1-[p-(2-hydroxymethyl-2-propyl) phenyi)- 4
-[4-(c-hydroxy-c-phenylbenzyl)-1-piperidinyl} buta-
nol, or an optically pure stereoiscmer of any of the
aforementioned compounds, or a pharmaceutically
acceptable salt of the aforementioned compounds
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or sterecisomers and the teukotriene inhibitor:-

{a)istobe administered as a nasal or oral spray,
or

{b} is to be dministeted in an oral solid dosage
form.

A pharmaceutical compeosition which comprises a
therapautically effective amount of 4-[1-hydroxy-
4»(4—hydr0xydipheny%inethw—1«piperidinyl) butyl]- ¢,
a- dimethylbenzeneacetates, 4-{1-hydroxy-4-(4-hy-
droxydiphenylmethyl-1-piper‘ldinyl) butyl -o, «-
dimethylbenzeneacetic  acid {fexofenadine), or
1»[p-(z-hydroxymethyI-Z»propyI} phenyl)- 4 -[4-(a-
hydroxy~a—phenylbenzyl)-1-piperidinyl] butanel, or
an optically pure sterecisomer of any of the afore-
mentioned compounds, of & pharmaceutically ac-
ceptable salt of the aforementioned compounds or
stereoisomers, or a pharmaceutically acceptable
salt thereof, and a therapeuticatly effective amount
of a leukotriene inhibitor, or a pharmaceutically ac-
ceptable salt thereof; and a pharmaceutically ac-
ceptable cartier of excipient.

The pharmaceutical composition of claim 8 which
further comprises a therapeutically effective amount
of a decongestant, ora pharmaceutically acceptable
salt thereof.

A pharmaceutical composition  which comptises
from .01 to 500 mg of 4-[1-hydroxy-4-(4-hydroxy-
diphenyimethyl-1 -piperidinyl) butyl]- o, o- dimethyl-
benzeneacetates, 4-[1 —hydroxywdl-(4—hydroxydiphe~
nylmethyl- 1 -piperidinyl) butyl -a, o~ dimethylbenze-
neacstic acid (fexofenadine), or 1 -[p-(2-hydroxyme-
thyl-2-propyh) phenyl)- 4 ~[A-(or-hydroxy-o-phenyl-
penzyl)-1-piperidinyl] butanol, or an optically pure
stereoisomet of any of the aforementioned com-
pounds, or & pharmaceutically acceptable salt of the
aforementioned compounds oF stereoisomers, or a
pharmaceutically acceptable salt thereof, and:-

(a) from 20 mg to 2,500 mg of 6-lipoxygenase
inhibitor, or a pharmaceutically acceptable salt
thereof,

(b} from 2 mg to 200 mg of leukotriene receptor
antagonist, or a pharmaceutically acceptable
salt thereof, o

(c) from 20 mg to 25600 mg of B-lipoxygenase
activating protein antagonist, or a pharmaceuti-
cally acceptable salt thereof.

The composition as claimed in any of claims 810 10,
to be administered as a nasal of oral spray.

The composition as claimed in any of ciaims 810 10,
wherein at leastone of the 4-[1 -hydroxy-4-(4-hydrox-
ydiphenylmethyl-1 -piperidinyl} butyl]- <, a-climethyl-
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13.

benzeneacetates, 4-[1 -hydroxy-4-(4-hydroxydiphe-
nylmethyl- 1-piperidinyl) butyl -a, o- dimethylbenze-
neacetic acid {fexofenadine), or 1-{p-{2-hydroxyme-
thyl-2-propyl) phenyl)- 4 -[4-{o-hydioxy-c-phenyl-
benzyl)-1-piperidinyl] butanol, or an optically pure
sterecisomer of any of the aforementioned com-
polinds, or & pharmaceuticatly acceptaple salt of the
aforementioned compounds or sterecisomers and
the leukotriene inhibitor are to be administered:-

(a) as a nasal or oral spray; of
(Y In an oral solid gosage form.

A composition comprising 4-[1-nydroxy-4-(4-hy-
droxydiphenylmethyi-‘t-piperid'lnyl) butyl- o, o-
dimethyloenzeneacetates, 4-1-hydroxy-4-(4-hy-
droxydiphenylmethyl- 1 -piperidinyl) butyl -0, o
dimethylbenzeneacetic acid (fexofenadine), or
1-[p-(2-hydroxymethyle-propyl) phenyl)- 4 -[4-(o-
hydroxy-a-phenylbenzyl)-1-piperidinyl} butanol, or
an optically pure stereoisomer of any of the afore-
mentioned compounds, or a pharmaceutically ac-
ceptable salt of the aforementioned compounds or
stereoisomers and a leukotriene inhibitor for use in
a therapy selected from the group censisting of:

(g) the treatment or prevention of asthma orthe
symptoms thereof in & human;

() the treatment or prevention of dermatitis in
human,

(c) the treatment of prevention of inflammation
in a human; or

(d) the treatiment or prevention of a condition
responsive to leukotriene inhibition in & human;
wherein the composition optionaily further com-
prises a pharmaceuticalty accepiable carrier or
excipient.

Revencdications

Revendications pour I'{les) Etat({s) contractant(s)
suivant(s): AT, BE, CH, DE, DK, ES, FR, GB, GR, IE,
IT, LI, LU, NL, PT, SE, FI

1.

Utilisation d'une quantité efficace sur le plan théra-
peutique d'acétates de 4-[1-hydroxy-4-(4-hydroxy-
diphénylmétayl- 1- pipéridinyl) butyl]- o ¢- diméthyl-
benzane, du 4-[1 -hydroxy-4—(4-hydroxydiphényImé-
thyl-1-pipér%dinyI)bulyl]-u,a—diméthylbenzéne de
Vacide acétique (fexofénadine) ou de 1-[p-(2-hy-
droxyrétnyl- 2- propyl) phényl]- 4-[4-(o hydroxy- or

phénylbenzyl}-1 -pipéridiny%]butanol, d'un stéréoiso-

mare optiauement pur de Fun quelconque des sus
dlits composés ou d'un sel pharmaceutiquement ac
ceptable des composés U stéréoisomeres susmen
tionnés et d’'une quantité efficace sur le plan théra
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peutique d'un antileucotriene dans lafabrication d’'un
médicament congu pour étre utilisé dans une mé-
thode de traitement, ladite quantité d'acétates de
4-1-hydroxy-4-(4-hydroxydiphénylméthyl-1-pipéri-
dinylbutyl]-o, c-diméthylbenzéne, du 4-[1-hydroxy-
4-{4-hydroxydiphénylméthyl- 1 - pipéridinyl) butyl]- ¢,
o-diméthylbenzéne de I'acide acétique (fexofénadi-
ney ou de t-[p-(2-hydroxyméthyl-2-propyliphényi]-
4-[4-{a-hydroxy- a- phénylbenzyl)-1- pipéridinyl] bu-
tanol, d'un stéréoisomére aptiquement pur de F'un
quelcongue des susdits composés ou d'un sel phar-
maceutiguement acceptable des composés ou sté-
réoisomares susmentionnés et de I'antileucatriene
ou de sels phamaceutiquement acceptables de ce-
lui-ct étant destinée & étre administrée chez un étre
humain

(a) dans le traitement ou la prévention de 'asth-
me ou de ses symptémes chez un étre humain ;
(b) dans le traitement ou la prévention ds 'asth-
me ou de ses symptdmes chez un &ire humalin,
ledit antileucotriéne ou ledit sel pharmaceuti-
guement acceptable de celut-ci dtant sélection-
né parmile groupe consistant en des inhibiteurs
de la 5-lipoxygénase, des antagonistes de la
protéine d'activation de la 5-lipoxygénase, des
antagonistes des récepteurs aux leucotriénes
et des mélanges de ceux-ci et ledit médicament
comprenant également un véhicule ou excipient
pharmaceutiquement acceptable ;

(c) dans le traitement ou la prévention d'une der-
matite chez un étre humain ;
(d)dansletraitement ou la prévention d'une der-
matite chez un étre humalin, ledit antileucotrigne
ou ledit sel pharmaceutiquement acceptable de
celui-ci étant sélectionné parmi le groupe con-
sistant en des inhibiteurs de la 5-lipoxygénase,
des antagonistes de la protéine d'activation de
la 5-lipoxygénase, des antagenistes des récep-
teurs aux leucotriénes et des mélanges de ceux-
c¢i et ledit médicament comprenant également
un véhicllle ou exciplent phammaceutiquement
acceptable ;

(e) dans le traitement ou la prévention d'une
rhinite allergique chez un étre humain ;

(fy dans e traitement cu la prévention d'une
rhinite aliergique chez un étre humain, tedit an-
tileucotriéne ou ledit sel pharmaceutiquement
acceptable de celui-ci étant sélecticnné parmi
le groupe consistant en des inhibiteurs de Ia 5-
lipoxygénase, des antagonistes de ia protéine
d'activation de |la 5-lipoxygénase, des antago-
nistes des récepieurs aux leucotriénes et des
mélanges de ceux-ci et ledit médicament com-
prenant également un véhicule ou excipient
pharmaceutiquement acceptable ;

{g) dans le traitement ou la prévention d’'une in-
flammation chez un étre humain ;
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(h) dans la traitement ou la prévention d'une in-
flammation chez un &tre humain, ledit antlleu-
cotriéne ou ledit sel pharmaceutiquement ac-
ceptable de celui-ci étant sélectionné parmi le
droupe consistant en des inhibiteurs de la 5-Ji-
poxygénase, des antagonistes de la protéine
d'activation de la 5-lipoxygénase, des antage-
nistes des récepteurs aux leucotriénes et des
mélanges de ceux-ci et ledit médicament com-
prenant également un véhicule ou excipient
phamnaceutiquement acceptable ;

(1) dans le traitement ou la prévention d'une ur-
ticaire, d'une dermographie symptomatique,
d'une rétinopathie ou de troubles d’autres vais-
seaux de petitcalibre associés au diabéte sucré,
et des symptémes associés a l'asthme ou dune
rhinite allergique tels qu’une bronchoconstric-
tion, une toux, un rhume, un syndrome sembla-
ble & un rhume, une respiration sifflante, une
dyspnée et/ou des symptdmes d'allure grippale
y comptis, entre autres, une sternutation, une
rhinorrhée, Lne sécrétion et un écoulement de
larmes et une irtitation dermique chez un étre
humain ; ou

(i} dans le traitement ou ta prévention d’une ur-
ticaire, d'une dermegraphie symptomatique,
d'une rétinopathie ou de troubles d'autres vals-
seaux de petitcalibre associés au diabéte sucré,
et des symptdmes associés & 'asthme ou Aune
rhinite allergique teis qu'une bronchoconstric-
tion, une toux, un rhume, un syndrome sembla-
ble & un rhume, une respiration sifflante, une
dyspnée et/ou des symptdmes d'allure grippale
y compris, entre autres, une sternutation, une
rhinorrhée, une sécrétion et un écoulement de
larmes et une iritation dermique chez un étre
humain, ledit antileucotriéne ou ledit sel phar-
maceutiguement acceptable de celui-ci étant
sélectionné parmi le groupe consistant en des
inhibiteurs de la 5-lipoxygénase, des antagonis-
tes de la protéine d'activation de la 5-lipoxygé-
nase, des antagonistes des récepteurs aux leu-
cotrigdnes et des mélanges de ceux-ci et ledit
médicament comprenant également un véhicu-
le ou excipient pharmaceutiqguement accepta-
ble,

ol, quand la métabelite de |a tarfénadine est la fexo-
fénadine, lantileucotriéne n'est pas sélectionné par-
mi le groupe consistant en :

(a) le montelukast ;

(b) le 1-({(R)-{3-(2-{8, 7-difluoro-2-quinolinyl)
éth&nyl)phényl)-3-(2-(2-hydroxy-2-propyl) phé-
nylythic)méthyleyclopropane de Iacide
acétique ;

(€) le 1-{{(1-(R)-3(3-(2-(2,3-dichlorothi&nof3,2-
b)pyridin-5-yh)-(E)- é&thényl) phényl)- 3-{2 (1- hy-
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droxy- 1- méthyléthyl) phényl) propy) thio) me-
thyl).cyclopropane de l'acide acétique

{d) le pranlukast ;

{e) le zafirlukast ; ot

(fy l'acide [2-[[2-(4-tert-butyl-2-thiazolyl)-6-ben-
zofuranyljoxyméthyilphényllacétique.

Utilisation selon la revendication 1{a) ou 1(b}, ol ledit
atre humain souffre d'asthme.

Utilisation selon la revendication 1 ou 2, ollune guan-
tité efficace sur le plan thérapeutique d’un décon-
gestionnantoud’unsel pharmaceutiquementaccep-
table d'un composé de ce type est également admi-
nistrée.

Utilisation selon la revendication 1, ol ladite quantite
d’acéiates de 4-[1—hydroxy-4~(4-hydroxyd‘|phényl—
méthyl- 1- pipéridinyly butyl]- o, o diméthylbenzéne,
du 41 -hydroxy—4-(4»hydroxydiphény'lméthylu1 -pi-
péridinyl)butyl}-o, c-diméthylbe nzéne de l'acide acé-
tique {fexofénadine) ou de 1 -[p-(2-hydroxyméthyl-2-
propylyphényi]-4-[4-(o- hydroxy-o-phénylbenzyi)-1-
pipéridinylbutanol, d’un stéréotsomare optiquement
pur de l'un quelconque des susdits composés ou
d'un sel pharmaceutiguement acceptable des com-
posés ou stéréoisomeres susmentionnés est com-
prise entre 0,01 mg et 500 mg par jour, et préféra-
blement entre 20 mg et 200 mg par jour.

Utilisation selon la revendication 1, ol ledit antileu-
cotriéne est:

(a) uninhipiteurde la 5-lipoxygénase quiesipré-
férablement sélectionné parmi le groupé con-
sistant ente zileuten, la docébénone, le piriprost,
ICI-D2318 et des mélanges de ceux-ci;

(b) un antagoniste de la protéine dractivation de
la B-lipoxygénase qui est préférablement sélec-
tiohné parmi le groupe consistant en MK-591,
MK-B86E et des mélanges de ceux-cl ; ou

(¢} un antagoniste des récopteurs aux leucotrié-
nes qui est préférablement sélectionné parmi'e
groupe consistant en le zafirlukast, le montelu-
kast, le pranlukast, I'acétate sodique de
1-(((R)—(B-(ZM(S,T—difluoro—quuinolinyI) éthynyl)
phényl)-3-(2-(2-hydroxy- 2-propyl) phényl) thic)
méthyl)cyclopropane, le 1-(((1-(R)~{3-(2-(2,3-
dichlorothigno§3,2- bl pyridin-5- yl)-(E)- éthenyl)
phényl)-3-(2-{1-hydroxy-1 -méthyléthyl)pheényl)
propylthio)méthyljcyclopropane de |'acide ace-
tique et des sels et mélanges de ceux-cl.

Utilisation selon la revendication 1, ol lesdites com-
positions sont destinées a &tre administrées en pul-

vérisation nasale ou buccale.

Utilisation selon la revendication 1, oll un au moins
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des acétates de 4-[1-hydroxy-4-(4-hydroxydiphenyl-
méthyt- 1- pipéridinyly butyl]- o, &- diméthylbenzéne,
du  4-[1 -hydroxy-4-(4-hydroxydiphénylméthyl-1-pi-
pérdinyiibutyl]-o,a-diméthylbenzéne delacide acé-
tique (fexofénadine) ou de 1-[p-(2-hydroxymeéthyl-2-
propylyphényl]-4-[4-{c- hydroxy-o-phénylbenzyl)-1-
pipéridinyllbutanol, d'un stéréoisomere optiquement
pur de I'un quelconque des susdits composés ou
d'un sel pharmaceutiquement acceptable des com-
posés ou stéréoisomeres susmentionnés et
rantileucotriégne !

(a} sont destinés & étre administrés en pulvéri-
sation nasale ou buccale ; ou

(b) sont destinés & étre administrés sous une
forme pharmaceutique orale solide.

Cotnposition pharmaceutique qui comprend une
quantité efficace sur la plan thérapeutique d'un acé-
tate de 4-[1 —hydroxy-4-(4-hydroxydiphény!méthyl-1 -
pipéridinyl)butyl]—a,a~diméthylbenzéne, du 4-[1-hy-
droxy- 4-(4- hydroxydiphénylméthyl- 1- pipéridinyl)
butyl]-o,a-diméthylbenzéne  de Pacide acétique
{texofénadine) ou de i-[p-(2-hydroxyméthyt-2-pro-
pylyphényl]-4-[4-(c- hydroxy-o-phénylbenzyl)- 1-pi-
péridinylfoutanol, d’'un stéréoisomeére optiquement
pur de fun quelconque des susdits composés ou
d'un sel pharmaceutiquement acceptabie des com-
posés oU stéréoisomeéres susmentionnés ou d'un sel
pharmaceutiquement acceptable d'un composé de
ce type et une quantité efficace sur le plan thérapeu-
tique d’un antileucotiiéne ou d'un sel pharmaceuti-
guement acceptable d’un composé de ce type ; et
un véhicule ou excipient pharmaceutiguement ac-
ceptable,

ol, quand e métabolite de la tetfénadine est la fexo-
f&nadine, Yantileucotrigne n'est pas sélectionné par-
mi le groupe consistant en !

(a) le montelukast ;

(b) le 1-(((R)'(S-(E—(ﬁ,T-d'ifluoro-z«quinolinyl)
éthényl) phényl)-S-(2«(2-hydroxy-z-propyl)phé-
nyfthio)méthyleyclopropane de Facide
acétique ;

{c)le 1-(((1~(R)-S(S-(E-(2,3—d%ch|orothiéno~[8,2—
b]—pyridin-S—yi}-(E)-éthényDphényl)—S—(EU -hy-
droxy-1 —méthyléthyl)phény]}propyl)thio}méthyI)
cyclopropane de I'acide acetique ;

{d) le praniukast ;

(e) le zafirlukast ; et

{f) racide [2-{[2-(4-tert-butyl-2-thiazolyl)-5-ben-
zoturanytjoxyméthyllphényilacétique.

Composition pharmaceutique selon la ravendication
8, quicomprend égalementune quantité efficace sur
le plan thérapeutique d'un décongestionnant ou d’un__%
sel pharmaceutiqguement acceptable d’'un compos .
de ce type.
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Composition pharmaceutique gui comprend cle 0,01
a 500 mg d'un acétate de 4-[1-hydroxy-4-(4-hy-
droxydiphénylméthyl-1-pipéridinylybutyl}-o, o-dime-
thylbenzéne, du 4-[1-hydroxy-4-(4-hydroxydiphé-
nylméthyl- 1- pipéridinyl) butyl]- o, ¢ diméthylbenzé-
ne de 'acide acétique (fexofénading) ou de 1-fp-(2-
hydroxyméthyl-2-propyl)phényl}-4-[4-{c-hydroxy-c-
phénylbenzyi)-1-pipéridinylloutancl, d’un stéréolso-
mére optiquement pur de ['un queiconque des sus-
dits composés ou d'un sel pharmageutiquement ac-
ceptable des composés ou stéréoisomeres susmen-
tionnés ou d'un sel pharmaceutiquement acceptable
d'un composé de ce type et ;

{a) de 20 mg & 2 500 mg d’un inhibiteur de la 5-
lipoxygénase ou d'un sel phammaceutiquement
acceptable d'un composé de ce type ;

{b) de 2 mg a 200 mg d'un antageniste des ré-
cepteurs aux leucotrienes ou d'un sel pharma-
ceutiquement acceptable d’'un composé de ce
type ; ou

(¢) de 20 mg & 2 500 mg d’un antagoniste de la
protéine d’'activation de la 5-lipoxygénase ou
d'un sel pharmaceutiquement acceptable d'un
composé de ce type.

oll, quand le métabolite de la terfénadine est la fexo-
fanadine, l'antileucotriéne n’est pas sélectionneé par-
mi le groupe censistant en :

{a) e montelukast ;

(b) le 1-(((R)-(8-(2-(6,7-diflucro-2-quinolinyl)
éthanyl)phényl)-3-(2-(2-hydroxy-2- propyl)phé-
nyl)thio}yméthylcyclopropane de I'acide
acétique ,

(c) le 1-({{1-(R)-3(3-(2-(2,3-dichiorothiéno-[3,2-
b]-pyridin-5-y1)-(E)- éthényl) phényl}-3-(2 (1-hy-
droxy-1-méthyléthyl)phényl)propylithio)méthyl)
cyclopropane de 'acide acétique.

(d) le pranlukast ;

(e) le zafirlukast ; et

{f) Facide [2-[[2-(4-tert-butyl-2-thiazolyt)-5-ben-
zofuranyljoxyméthyt]phényl]acétique.

Composition selon Pune quelconque des revendica-
tlons 8 & 10, qui est destinée & &tre administrée en
pulvérisation nasale ou buccate,

Composition selon F'une quelconque des revendica-
tions 8 4 10, oll un au moins des acétates de 4-[1-
hydroxy-4-(4- hydroxydiphénylméthyl- 1-pipéridinyl)
butyl]-ce,-diméthylbenzéne, du 4-[1-hydroxy-4-{4-
hydroxydiphénylméthyl- 1-pipéridinylybutyl]- o, - di-
méthylbenzéne de I'acide acétique (fexoféradine)
ot de 1-p-(2-hydroxyméthy!-2-propyl)phényl]-
4-[4-(o- hydroxy- o.- phénylbenzyl)-1-pipéridinyi] bu-
tanol, d'un stéréoisomére optiquement pur de 'un
quelconque des susdits composés ou d’un sel phar-
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maceutiqguement acceptable des composés ou sté-
réoisoméres susmentionnés
et Fantileucotrigne sont destinés a étre administrés :

{8) en pulvérisation nasale ou buccale ; ou
{b) sous une forme pharmaceutique oraie soli-
de.

Composition comprenant des acétates de 4-[1-hy-
droxy- 4-(4- hydroxydiphénylméthyl- 1- pipéridinyl)
butyl]-u, a-diméthylbenzéne, du 4-[1-hydroxy-4-(4-
hydroxydiphénylméthyl- 1- pipéridinyl) butyl]- e, or- di-
méthylbenzéne de Pacide acétique {fexofénadine)
ou du 1-[p-(2-hydroxyméthyl-2-propyl)phényl]-
4-[4-{et- hydroxy- a- phénylbenzyl)- 1- pipéridiny() bu-
tanol, d'un stéréoisomére optiquement pur de I'un
quelconque des susdits composés cu un sel phar-
maceutiqguement acceptable des compasés ou sté-
réoisoméres susmentionnés et un antileucotrigéne,
qui est congue pour avoir un usage thérapeutique
sélectionné parmi le groupe consistant en :

(a) le traitement ou la prévention de 'asthme ou
de ses symptdmes chez un &tre humain ;
{b)letraitement ou la prévention d’une dermatite -
chez un étre humain ;

{c) le traitement ou la prévention d'une inflam-
mation chez un é&tre humain ; ou

{(d) le traitement ou la prévention d'un état pa-
thologique qui répond & une inhibition des leu-
cotrienes chez un &tre humain, ladite composi-
tion comprenant également éventuellement un
véhicule ou excipient pharmaceutiguement ac-
ceptable,

ol, quand le métabolite de la terfénadine est la fexo-
ténadine, 'antileucotriéne n’est pas sélectionné par-
mi le groupe consistant en :

(a) e montelukast ;

(b) le 1-({{R)-(3-(2-(8,7-difluoro-2-quinolinyl)
athanyl) phényl)-3-(2-(2-hydroxy-2-propyl)phé-
nyhthioyméthyleycloprapane de l'acide
acétique ;

{c) le 1-({{1-(R)-3(3-(2-(2,3-dichlorothiéno-[3,2-
b]-pyridin-5-yl)-(E)- éthényl) phényi)-3-(2(1-hy-
droxy-1-méthyiéthyl)phényl)propyl)thio}méthyl}
cyclopropane de l'acide aceétique,

{d) le pranlskast ;

{e) le zafirlukast ; et

{f} l'acide [2-[[2-(4-tert-butyl-2-thiazolyl)-6-ben-
zofuranyljoxyméthyljphényliacétique.

Revendications pour I'(les) Etai(s) contractant(s)
suivani{s): MIC, CY

1.

Utilisation d'une quantité efficace sur le plan théra-
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peutique d'acétates de 4-[1-hydroxy-4-(4-hydroxy-
diphénylméthyi- 1- pipéridiny!) butyl]- o, o- diméthy!-
benzéne, du 4-[1-hydroxy-4-(4-hydroxydiphénylmé-
thyl-1-pipéridiny)butyl]-o, e-diméthylbenzene de
lacide acétique (fexofénadine) ou de 1-[p-{2-hy-
droxyméthyl- 2- prapyl) phényl]- 4-[4-{c- hydroxy- o-
phénylbenzyl)-1-pipétidinyljbutanol, d'un stéréoiso-
mére optiquement pur de l'un quelconque des sus-
dits composés ou d’'un sel pharmaceutiquement ac-
ceptable des composés ou stéréoisomeares susmen-
tionnés et d'une quantité efficace sur le plan théra-
peutigue d'un antileucotriéne dans lafabrication d'un
médicament congu pour étre utilisé dans une mé-
thode de traitement, ladite quantité d’acétates de
4-[1- hydroxy-4-(4-hydroxydiphénylméthyl-1-piperi-
diny)butyl]-o, -diméthylbenzéne, du 4-[1 -hydroxy-
4-(4-hydroxydiphénylméthyl- 1-piparidinylybutyl]- o,
o-diméthylbenzéne de l'acide acétique (fexofénadi-
ne) ou de 1 -[p-(2-hydroxyméthyl-2-propyliphényl]-
4-[4-{a- hydroxy- ¢- phénylbenzyl)-1- pipéridinyl]bu-
tanol, d’'un stéréoisomeére optiquement pur de F'un
quelconque des susdits composés ou d'un sel phar-
maceutiquernent acceptable das composés ou sté-
réoisomares susmentionnés et de lantileucotriene
ou de sels pharmaceutiquement acceptables de ce-
{i-ci étant destinée a étre administrée chez un étre
humain

(a) dans le traitement ou la prévention de I'asth-
me ou de ses symptdmas chez un &tre humain ;
(0) dans le traitement ou |a prévention de I'asth-
me ou de ses symptémes chez un &tre humain,
ladit antileucotrizne ou ledit sel pharmaceuti-
quement acceptable de celui-cl étant sélection-
né parmi fe groupe consistant en des inhibiteurs
de la 5-lipoxygénase, des antagonistes de la
protéine d'activation de la 6-lipoxygénase, des
antagonistes des récepteurs aux leucotriones
et des mélanges de ceux-ci et ledit médicament
comprenant également un véhicule ou excipient
pharmaceutiquement acceptable ;

(c) dans letraitement ou la prévention d’une der-
matite chez un étre humain ;

(d) dans letraiternent oula prévention d’une der-
matite chez un é&tre humain, ledit antileucotrizna
ou ledit sel pharmaceutiquement acceptable de
celui-ci étant sélectionné parmi fe groupe con-
sistant en das inhibiteurs de la 5-lipexygénase,
des antagonistes de la protéine d'activation de
la 5-lipoxygénase, des antagonistes des récep-
teurs aux leucotrienes et das mélanges de ceux-
¢ et ledit médicament comprenant également
un véhicule au excipient phamaceutiguement
acceptable ;

{e) dans le traitement ou la préventicn dune
rhinite allergique chez un étre humain ;

(fy dans le traitement ou la prévention d'une
rhinite allergique chez un &tre humain, ledit an-

107146381 1 >

=

15

20

25

30

40

45

50¢

55

16

30

tileucotriéne ou ledit sel pharmaceutiquement
acceptable de celui-ci étant séloctionné parmi
le groupe consistant en des inhibiteurs de la 5-
lipoxygénase, des antagonistes de la protéine
d'activation de la 5-lipoxyuénase, des antago-
nistes des récepteurs aux leucotriénas ot des
mélanges de ceux-ci et ledit médicament com-
prenant également un véhicule ou excipient
pharmaceutiquement acceptable ;

(g) dans le traitement ou la prévention d'une in-
flammation chaz un étre humain ;

(h) dans le traltement ou la prévention d'une in-
flammation chez un &tre humain, ledit antileu-
cotriehe ou ledit sel pharmaceutiquement ac-
ceptable de celui-ci étant sélectionné parmi le
groupe conslistant en des inhibiteurs de la 5-Ii-
poxygénase, des antagonistes de la protéine
d'activation de la 5-lipoxygénase, des antago-
nistes des récepteurs aux teucotriénes et des
mélanges de ceux-¢i et ledit médicament com-
prenant également un véhicule ou excipient
pharmmaceutiquement acceptable ;

(i) dans le traitement ou la prévention d’une ur-
ticalre, d'une dermographie symptomatigue,
d'une rétinopathie ou de troubles d'autres vais-
seaux de petitcalibre associés au diabate sucreé,
ot des symptomes agsociés 4 l'asthme ou aune
rhinite allergique tels qu’une broncheconstric-
tion, une toux, um thume, un syndrome sembla-
ble & un rhume, une respiration sifflante, une
dyspnée et/ou des symptdmes d’allure grippale
y compris, entre autres, une sternutation, une
rhinorrhée, une sécrétion et un écoulement de
larmes et une irtitation dermigue chez un étre
humain ; ou

() dans le traitement ou la prévention d'une ur-
ticaire, d'une dermographie symptomatique,
d’une rétinopathia ou de troubles d'autres vais-
seaux de petitcalibre associés au diabéte sucré,
et des symptémes associés & Yasthme ou a une
rhinite allergique tels qu'une bronchoconstric-
tion, une toux, un rhume, un syndrome sembla-
ble a un rhume, une respiration sifflante, une
dyspnée et/ou des symptdmes d'allure grippale
y compris, entre autres, une sternutation, une
rhinorrnée, une sécrétion et un écoulement de
larmes et une irftation darmigque chez un étre

6. Utilis

humain, ladit antileucotriéne ou ledit sef phar- positi
maceutiquement acceptable de celui-ci étant Vérig:
sélectionné parmi le groupe consistant en des

inhibiteurs de la 5-lipoxygénase, des antagonis- “Utilisg
tas de |a protéine d'activation de la 6-lipoxygé- tles ac
nase, des antagonistes des récepteurs aux leu- méthy

cotriznes et des mélanges de ceux-ci et ledit,
médicament comprenant également un véhicu-.
le ou excipient pharmaceutiguement accept
ble.
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Utilisation selen la revendication 1(a) ou 1), ol ledit
&tre humain souffre d'asthme.

Utilisation selonlarevendication 1 ou 2, ol une quan-
tité efficace sur le plan thérapeutigue d'un décon-
gestiennant ou d'un selpharmaceutiquement accep-
table d'un composé de ce type est également admi-
nistrée.

Utilisation selon la revendication 1, oll ladite quantité
d'acétates de 4-[1-hydroxy-4-(4-hydroxydiphényl-
méthyl- 1- pipéridinyl) butyl]- o, o- diméthylbenzéne,
du 4-1-hydroxy-4-{4-hydroxydiphénylméthyl-1-pi-
péridinyl)butyl]-c, c-diméthylbenzéne de l'acide acé-
tique (fexofénadine) ou de 1-[p-(2-hydroxyméthyl-2-
propyl)phényl}-4-{4-(¢-hydroxy-o-phénylbenzyl)-1-
pipéridinylibutanol, d'un stéréciscmeére optiqguement
pur de 'un quelconque des susdits composés ou
d’un sel pharmaceutiquement acceptable des com-
posés ou stéréoisoméres susmentionnés est com-
prise entre 0,01 mg et 500 mg par jour, et preféra-
blement entre 20 mg et 200 mg par jour.

Utilisation selon la revendication 1, ol ledit antileu-
cotriéne est :

(a) uninhibiteur de la 5-lipoxygénase qui est pré-
férablement sélectionné parmi le groupe con-
sistant en le zileuton, la docébénone, le piriprost,
IC1-D2318 et des mélanges de ceux-ci;

(b) un antagoniste de la protéine d'activation de
la 5-lipoxygénase qui est préférablement sélec-
tionné parmi le groupe consistant en MK-591,
MK-886 et des mélanges de ceux-ci; ou

{c) un antagoniste des récepteurs aux leucotrié-
nes qui est préférablement sélactionné parmile
groupe consistant en le zafirlukast, le montelu-
kast, le pranlukast, facétate sodigue de
1-({{R)-(3-(2-(8,7-diffuore-2-quinclinyl) éthynyl)
phényl)- 3-(2-(2- hydroxy- 2- propyl) phényl) thio)
méthylicyclopropane, le 1-(((1-(R)-(3-(2-(2,3-
dichlorothigéno [3,2- b} pyridin- 5- yI)-(E)- éthényl)
phényl)-3-(2-(1-hydroxy- 1-méthyléthyl}phényl)
propylithic)méthyl)cyclopropane de I'acide acé-
tique et des seis et mélanges de ceux-ci.

Utilisation selon la revendication 1, ol lesdites com-
positions sont destinées & &tre administrées en pul-
vérisation nasale ou buccale.

Utilisation selon la revendication 1, ol un au moins
des acétates de 4-[1-hydroxy-4-(4-hydroxydiphényl-
méthyl- 1- pipéridinyl) butyl]- o, o~ diméthylbenzéne,
du  4-[1-hydroxy-4-(4-hydroxydiphénylméthyl-1-pi-
péridinybutyl)-ct, c-diméthylbenzéne de I'acide acé-
tique (fexofénadine) ou de 1-[p-(2-hydroxyméthyl-2-
propyl}phényl]-4-[4-(c-hydroxy-a-phénylbenzyl)-1-
pipéridinyllbutanol, d'un stéréoisomére optiguement
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10.

pur de 'un quelcongue des susdits composés ou
d'un sel pharmaceutiquement acceptable des com-

posés ou stéréoisoméres susmentionnés et
lantileucotrigne :

(a) sont destinés & &tre administrés en pulvéri-
sation nasale ou buccale ; ou

(b) sont destinés a é&ire administrés sous une
forme pharmaceutique orale solide.

Composition pharmaceutique qui comprend une
quantité efficace sur le plan thérapeutigue d'acéta-
tes de 4-[1-hydroxy-4-(4-hydroxydiphénylméthyl-1-
pipéridinyl)butyl]-o,a-diméthylbenzéne, du 4-[1-hy-
droxy- 4-(4- hydroxydiphényiméthyl- 1- pipéridinyl)
butyl]-o,e-diméthylbenzéne de l'acide acétigue
(fexofénadine) ou de 1-[p-{2-hydroxyméthyl-2-pro-
pyl) phényl]-4-[4-(a-hydroxy- o- phénylbenzyl)- 1- pi-
péridinylbutanol, d'un stéréoisomére optiqguement
pur de Fun guelcongue des susdits composés ou
d’un sel pharmaceutiquement acceptable des com-
posés ou stéréoisomeares susmentionnés ou d'un sel
pharmaceutiquement acceptable d'un composé de
ce type et une quantité efficace surle plah thérapeu-
tique d’un antileucottiéne ou d'un sel pharmaceuti-
guement acceptable d’'un composé de ce type ; et
un véhicule ou excipient pharmaceutiqguement ac-
ceptable.

Composition pharmaceutique selen la revendication
8, guicomprend également une quantité efficace sur
le pian thérapeutique d'un décongestionnant ou d’un
sel pharmaceutiguement acceptable d’un composé
de ce type.

Composition pharmaceutique qui comprend de 0,01
& 500 my d'acétates de 4-{1-hydroxy-4-(4-hydroxy-
diphénylméthyl- 1- pipéridinyl) butyl]- o, o- diméthyl-
benzéne, du 4-[1-hydroxy-4-(4-hydroxydiphénylimé-
thyl-1-pipéridinybutyl)-a, ¢-diméthylbenzéne  de
I'acide acétique (fexofénadine)} ou de 1-[p-(2-hy-
droxyméthyl- 2- propyl) phényl]- 4-[4-{c- hydroxy- o-
phénylbenzyl)- 1 -pipéridiny(]butanol, d'un stéréoiso-
mére optiguement pur de 'un quelconque des sus-
dits composés ou d'un sel pharmaceutiquement ac-
ceptable des composés ol stéréoisoméres susmen-
tionnés ou d'un sel pharmaceutiquement acceptable
d’un composé de ce type et :

(a) de 20 g & 2 500 mg d'un inhibiteur de |a 5~
lipoxygénase ou d'un sel pharmaceutiqguement
acceptable d’un composé de ce type ;

(b) de 2 mg & 200 mg d’un antagoniste des ré-
cepteurs aux leucotrignes ou d'un sel pharma-
ceutiguement acceptable d'un composé de ce
type ; ou

(c) de 20 mg & 2 500 mg d'un antagoniste de la
protéine d'activation de la 5-lipoxygénase ou
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d'un sel pharmaceutiquement acceptable d'un
composé de ce type.

11. Gompeosition selon 'une quelconque des revendica-
tions B & 10, qui est destinée & étre administrée en
pulvérisation nasale ou buccale.

12. Composition selon 'une guelcongue des revendica-
tions 8 & 10, ol un au moins des acétates de 4-[1-
hydroxy-4-(4-hydroxydiphénylméthyl- 1-pipéridinyl)
butyl]-o,a-diméthylbenzéne, du 4-[1-hydroxy-4-(4-
hydroxydiphényliméthyl- 1-pipéridinyl)butyl]- o, o di-
méthylbenzéne de I'acide acétique (fexofénadine)
ou de 1-p-{2-hydroxyméthyl-2-propyliphényl]-
4-[4-{a- hydroxy- a- phénylbenzyl)- 1 - pipéridinyl] bu-
tanol, d'un stéréoisomére optiguement pur de ['un
guelconque des susdits composés ou d'un sel phar-
maceutiquement acceptable des composés ou ste-
réoisomeéres susmentionnés et antileucotriéne sont
destinés a étre adminisirés :

(a) en pulvérisation nasale ou buccale ; ou

{b) sous une forme pharmaceutique orale soli-

de.
13. Composition comprenant des acétates de 4-[1-hy-
droxy- 4-(4- hydroxydiphénylméthyl- 1- pipéridinyl)
butyl]-o, o-diméthylbenzéne, du 4-[1-hydroxy-4-(4-
hydroxydiphényiméthyl- t-pipéridinyl) butyl}- o, o- di-
méthylbenzéne de I'acide acétique (fexofénadine)
ou du 1-p-(2-hydroxyméthyl-2-propyl)phényl]-
4-[4- (o~ hydroxy- c- phényibenzyl)- 1- pipéridiny [ bu-
tanol, d'un stéréoisomére optiquement pur de Fun
quelcongue des susdits composés ou un sel phar-
maceutiquement acceptable des composés ou sté-
récisoméres susmentionnés et un antileucotriéne,
qui est congue pour avoir un usage thérapeutique
sélectionné parmi le groupe consistant en

(a) ie traitement ou la prévention de I'asthme ou
de ses symptémes chez un &tre humain ;

(b) letraiternent ou la prévention d'une dermatite
chez un étre humain ;

{c) le traitement ou la prévention d'une inflam-
mation chez un &tre humain ; ou

(d) le traitement ou la prévention d'un état pa-
thologique qui répond & une inhibition des leu-
cotriznes chez un &tre humain, ladite composi-
tion comprenant égalemeant éventuellement un
véhicule ou excipient pharmaceutiquement ac-
ceptable.

Patentanspriiche

Patentanspriiche fiir folgende(n) Vertragsstaat(en):
AT, BE, CH, DE, DK, ES, FR, GB, GR, [E, IT, LI, LU,
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NL, PT, SE, FI

1. Verwendung einertherapeutisch wirksamen Menge
von  4-[1-Hydroxy-4-(4-hydroxydiphenylmethyl-1-
piperidinyloutyl]-o, o-dimethylbenzolacetaten, 4-[1-
Hydroxy- 4-(4- hyrexydiphenylmethyl- 1- piparidinyl)
butyl]-o, e-dimethylbenzolessigsaure (Fexofenadin)
odar 1-[p-(2-Hydroxymethyl-2-propyl) phenyl)-
4-[4-{o- hydroxy- a- phenylbenzyl)- 1-piperidinyl] bu-
tanol oder eines optisch reinen Stereoisomers ir-
gendeiner der oben erwéihnten Verbindungen oder
eines pharmazeutisch akzeptablen Saizes der oben
erwahnten Verbindungen oder Sterecisomere und
einer therapeutisch wirksamen Menge von Leu-
kotrieninhibitor fiir die Herstellung eines Medika-
ments zur Verwendung bei einer Therapiemethode,
wobei die Menge von 4-[1-Hydroxy-4-(4-hydroxy-
diphenylmethyl- 1- piperidinyl) butyl]- o, ¢- dimethyl-
benzolacetaten, 4-[1-Hydroxy-4-(4-hyroxydiphenyl-
methyl- 1- piperidinyl) buiyl]- o, - dimethylbenzoles-
sigséiure (Fexofenadin) oder 1-[p-(2-Hydroxyme-
thyl-2-propyyphenyl]-4-[4-(a-hydroxy-c-phenylben-
zy)-1-piperidinyl]butanol oder sinem optisch reinen
Stereoisomer irgendeiner der oben erwdhnten Ver-
bindungen oder einem pharmazeutisch akzeptablen
Salz der oben erwdhnten Verbindungen oder Ste-
reoisomeren und Leukotrieninhibitor oder pharma-
zeutisch akzeptablen Salzen derselben einem Men-
schen verabreicht werden soli

(a) zur Behandlung oder Verhinderung von
Asthma oder den Symptemen desselben bei ei-
nem Menschen;

(b) zur Behandlung oder Verhinderung von
Asthma oder den Symptomen desselben bei ei-
nem Menschen, wobeai der Leukotrieninhibitor
oder ein pharmazeutisch akzeptables Salz des-
selben aus der Gruppe ausgewdhit wird besta-
hend aus 5-Lipoxygenaseinhibitoren, 5-Lipoxy-
genase aktivierenden Proteinantagonisten,
Leukottienrezeptorantagonisten und Mischun-
gen derselben und das Medikament des Weite-
ren einen pharmazeutisch akzeptablen Trager
oder ein pharmazeutisch akzeptables Vehikel
umfasst;

(c) fiir die Behandlung oder Verhinderung von
Dermatitis bet einem Menschen;

{(d) for die Behandlung oder Verhinderung von
Dermatitis bei einem Menschen, wobei der Leu-
kotrieninhibitor ader ein pharmazeutisch akzep-

tables Salz desselben aus der Gruppe ausge-
wahlt wird bestehend aus 5-Lipoxygenaseinhi-
bitoren, 5-Lipoxygenase aktivierenden Protein
antagonisten, Leukotrienrezeptorantagoniste
und Mischungen derselben und das Medika
ment des Weiteren einen pharmazeutisch ak
zeptablen Trager oder ein pharmazeutisch ak
zepiables Vehikel umfasst, '
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(e) fir die Behandlung oder Verhinderung alter-
gischer Rhinitis bei einem Menschen;

(f} fir die Behandlung oder Verhinderung aller-
gischer Rhinitls bel einem Menschen, wobei der
Leukotrieninhibitor oder ein pharmazeutisch ak-
zeptables Salz desselben aus der Gruppe aus-
gewéahlt wird bestehend aus 5-Lipoxygenasein-
hibitoren, 5-Lipoxygenase aktivierenden Pro-
teinantagonisten, Leukotrienrezeptorantagoni-
sten und Mischungen dersetben und das Medi-
kament des Weiteren einen pharmazeutisch ak-
zeptablen Trager oder ein pharmazeutisch ak-
zeptables Vehikel umfasst;

(@) flr die Behandlung oder Verhinderung von
Entzlindung bei einem Menschen;

(n) ftir die Behandlung oder Verhinderung von
Entzlindung bel einem Menschen, wobei der
Leukotrieninhibitor oder ein pharmazeutisch ak-
zeptables Salz desselben aus der Gruppe aus-
gewahlt wird bestehend aus 5-Lipoxygenasein-
hibitoren, 5-Lipoxygenase aktivierenden Pro-
teinantagonisten, Leukotrienrezeptorantagoni-
sten und Mischungen derselben und das Medi-
kament des Weiteren sinen pharmazeutisch ak-
zeptablen Trager oder ein pharmazeutisch ak-
zeptables Vehikel umfasst;

(ty filr die Behandiung oder Verhinderung von
Nesselausschlag, symptomatischer Derrnogra-
phie, Netzhauterkrankung oder anderen mit
Zuckerkrankheit assoziierten krankhaften Sto-
rungen kleiner Gefaf3e und den mit Asthma und
allergischer Rhinitis assoziierten Symptomen
wie Bronchuskonstiiktion, Husten, Erk&ltung,
erkéltungséhnlichen, Keuch-, Atemnot- und/
oder Grippesymptomen einschlieBlich, jedoch
nicht darauf beschranki, Niesen, Nasenaus-
fluss, Trénensekretion und Hautreizung bei si-
nem Menschen; oder

() flir die Behandlung oder Verhinderung ven
Nasselausschlag, symptomatischer Dermogra-
phie, Netzhauterkrankung oder anderen mit
Zuckerkrankheit assoziierten krankhaften Std-
rungen kleiner Gefa3e und den mit Asthma und
allergischer Rhinitis assoziierten Symptomen
wie Bronchuskonstriktion, Husten, Erkéltung,
erkaltungsdhnlichen, Keuch-, Atemnot- und/
oder Grippesymptomen einschlief3lich, jedoch
nicht darauf beschréinkt, Niesen, Nasenaus-
fluss, Tranensekretion und Hautreizung bei ei-
nem Menschen, wobei der Leukotrieninhibitor
oder ain phamazeutisch akzeptables Salz des-
selben aus der Gruppe ausgewahlt wird beste-
hend aus 5-Lipexygenaseinhibitoren, &-Lipoxy-
genase aktivierenden Proteinantagonisten,
Leukotrienrezeptorantagonisten und Mischun-
gen dersetben und das Medikament des Weite-
ren einen pharmazeutisch akzeptablen Trager
oder ein pharmazeutisch akzeptables Vehike]
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umfasst.

wobei, wenn der Terfenadinmetabolit Fexofenadin
ist, derLeukotrieninhibitor nicht aus der Gruppe aus-
gewdhlt wird bestehend aus:

{a) Montelukast

(b) 1-({{R)-(3-(2-(8,7-difluor-2-chinolinyethe-
nyl) phenyl)- 3-(2 (2- hydroxy- 2- propyl) pheny)
thio)mathyleyclopropanessi gséure;

(c) 1-{((1-(R)-3(3- (2- (2, 3-dichlorthieno[3,2-b]
pyridin-5-yl}-(E)-ethenyl)phenyl)-3-(2-(1-hydro-
xy-1-methylethyl) phenylypropyl) thio) methyl)cy
cloptopanessigséure;

{c) Prantukast;

(e) Zafirlukast; und

() [2-[[2-(4-tern.-Butyl-2-thiazolyl)-6-benzofura-
nyljexymethyllphenyllessigséure.

Verwendung nach Anspruch 1(a) oder 1{b), wobei
der Mensch an Asthima feidet.

Verwendung nach Anspruch 1 oder 2, wobei eine
therapeutisch wirksame Menge Dekongestionsmit-
tel oder eines pharmazeutisch akzeptablen Salzes
desselben des Weiteren verabreicht werden soll.

Verwendung nach Anspruch 1, wobel die verab-
reichte Menge von 4-[1-Hydroxy-4-{4-hydroxy-
diphenylmethyl- 1- piperidinyl) butyf]- o, ¢- dimethyl-
benzolacetaten, 4-[1-Hydroxy-4-(4-hyroxydiphenyl-
methyl- 1- piperidinyl) butyl]- o, o- dimethylbenzoles-
sigsfiure (Fexofenadin} oder 1-fp-(2-Hydroxyme-
thyl-2-propylphenyl]-4-[4-(a-hydroxy-c-phenylben-
zyl}-1-piperidinyl]butanol oder einem optisch reinen
Stereoisomer irgendeiner der oben erwdhnten Ver-
bindungen oder einem pharmazeutisch akzeptablen
Salz der oben erwdhnten Verbindungen oder Ste-
reoisomeren 0,01 mg bis 500 mg pro Tag, bevorzugt
20 mg bis 200 myg pro Tag betragt.

Verwendung nach Anspruch 1, wobei der Leu-
kotrieninhibitor

{a) ein 5-Lipoxygenaseinhibitor, bevoerzugt aus
der Gruppe ausgewiéhltbestehend aus Zileuton,
Docebenoen, Piriprost, 1IC1-D2318 und Mischun-
gen derselben,;

(b) ein 5-Lipoxygenase aktivierender Protain-
antagonist, bevorzugt aus der Gruppe ausge-
wihlt bestehend aus MK-591, MK-886 und Mi-
schungen derselben; oder

{c) ein Leukotrienrezeptorantagonist, bevorzugt
aus der Gruppe ausgewahlt bestehend aus Za-
firlukast, Montelukast, Pranlukast, Natrium-
1-{({R)-(3-(2-(6,7- difluor- 2- chinolinyl) ethenyl)
phenyl)-3-(2 (2- hydroxy- 2- prapyl} phenyl) thio)
methyl)cyclopropanace tat; T-{((1-(F)
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-{8-(2-(2,3- dichlorthieno [3,2- b] pyridin- 5-
yl)-(E)-ethenyl) phenyl)- 3-(2-(1- hydroxy- 1-me-
thylethyhphenylipropylithioymethyljcy  clopto-
panessigsiure und Salzen und Mischungen
derselben, ist.

Verwendung nach Anspruch 1, wobel die Zusam-
mensetzungen als Nasen- oder Mundspray verab-
reicht werden sollen.

Verwendung nach Anspruch 1, wobei mindestens
eines von 4-[i-Hydroxy-4-(4-nydroxydiphenylme-
thyl- 1- piperidinyl) butyl]- o, o dimethylbenzolaceta-
ten,  4-[1-Hydroxy-4-(4-hyroxydiphenylmethyl-1-
piperidinyl) butyl]- o, ¢- dimethylbenzolessigséure
{Fexofenadin) oder 1-[p-(2-Hydroxymethyl-2-pro-
pyl) phenyl]- 4-[4-{c- hydroxy- - phenylbenzyi)- 1-
piperidinyllbutano! oder einem optisch reinan Ste-
reoisomer irgendeiner der oben erwéhnten Verbin-
dungen oder einem pharmazeutisch akzeptablen
Salz der oben erwihnten Verbindungen oder Ste-
recisomeren und der Leukotrieninhibitcr:

{a) als Nasen- oder Mundspray verabrelicht wer-
dan sollen; oder

{b) als feste orale Dosierform verabreicht wer-
den sollen.

Pharmazeutische Zusammensetzung, die eine the-
rapeutisch witksame Menge von 4-1-FHydroxy-4-(4-
hydroxydiphenylmethyl- 1-piperidinyl) butyl]- o, o.- di-
methylbenzolacetaten, d4-[1-Hydroxy-4-(4-hyroxy-
diphenylmethyl- 1- pineridinyl) butyl]- o, ¢.- dimethyl-
benzolessigsiure (Fexofenadin} oder 1-fp-{2-Hy-
droxymethyl- 2- propyl) phenyl]- 4-[4-(c.- hydroxy- o
phenylbenzyl)-1-piperidinyilbutanol oder einem op-
tisch reinan Steracisomer irgendeiner der oben er-
wahnten Verbindungen oder einem pharmazeutisch
alzeptablen Salz der oben erwéhnien Verbindun-
gen oder Sterecisomeren oder einem pharmazeu-
tisch akzeptablen Salz derselben und eine therapeu-
tisch wirksame Menge von Leukotrieninhibitor oder
einem pharmazeutisch akzeptablen Salz derselben;
und einen pharmazeutisch akzeptablen Tréger oder
eln pharmazeutisch akzepiables Vehikel umfasst,
wobel, wenn der Terfenadinmetabolit Fexofenadin
lst, der Leuketrieninhibiter nicht aus der Gruppe aus-
gewahlt wird bestehend aus:

(a) Montelukast

by  1-(({R)-(3-(2-(B,7-difluor-2-chinolinyl)ethe-
nyl) pheny!)- 3-(2 (2- hydroxy- 2- propyl) phenyl)
thio)methyleyclopropanessi gséure;

© 1-({{1-(R)-3(3-(2-(2,3-dichlorthiena[3,2-0]
pyridin-&-yl)-(E)-ethenyl)phenyl}-3-(2-(1-hydro-
xy-1-methylethyl) phenyl) propyl) thio)methyf)cy
clopropanessigsaure;

{d} Pranlukast;
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12, Zusammensetzung nach einem der Anspriliche 8 pis

(e) Zafirlukast; und
(f) [2-[[2-(4-tert.-Butyl-2-thiazolyl)-6-benzofura-
nyljoxymethyl]phenyllessigsaure,

Pharmazeutische Zusammensetzung nach An-
spruch 8, die des Weiteren eine therapeutisch wirk-
same Menge eines Dekongestionsmittels oder eines
pharmazeutisch akzeptablen Salzes desselben um-
fasst.

Pharmazeutische Zusammensetzung, die 0,01 bis
500 my 4-[1-Hydroxy-4-(4-hydroxydiphenylmetayl-
1- piperidinyl) butyl}- o, @~ dimethylbenzolacetaten,
4-[1- Hydroxy- 4-(4- hyroxydiphenylmethyl- 1- piperi-
dinyl)butyl]-c,,a-dimethylbenzolessigséure (Fexofe-
nadin) oder 1-{p-(2-Hydroxymethyl-2-propyl)phe-
nyl]-4-[4-{o-hydroxy-o-phenylbenzyl}-1-piperidinyl]
butanol oder eines optisch reinen Stereoisomers ir-
gendeiner der oben erwahnten Verbindungen oder
eines pharmazeutisch akzeptablen Salzes det oben
erwahnten Verbindungen oder Stereoisomere oder
eines phamazeutisch akzeptablen Salze derseloen
und:

(a) 20 mg bis 2,500 mg 5-Lipoxygenaseinhibitor
oder eines pharmazeutisch akzeptables Salzes
desselben,

{b) 2 mg bis 200 mg Leukotrienrezeptorantago-
nist oder eines pharmazeutisch akzeptablen
Salzes desselben; oder

(c) 20 mg bis 2.500 mg §-Lipoxygenase aktivie-
render Protelnantagonist, oder eines pharma-
zeutisch akzeptablen Salzes desselben um-
fasst

wobel, wenn der Terfenadinmetabolit Fexofenadin
ist, der Leukotrieninhibitor nicht aus der Gruppe aus-
gewahit wird bestehend aus:

(a) Montelukast

() 1-(((R)-(3-(2-(8,7-difluor-2-chinolinyl)ethe-
nyl) pheayl)- 3-(2 {2- hydroxy- 2- propy!) phenyl)
thioymethyleyclopropanessi gséure;

(€ 1-(((1-(R)-8(3-(2-(2,3-dichlorthieno[3,2-b}
pyridin-5-yN)-(E)-ethenylphenyl)-3-(2-(1-hydro-
xy-1-methylethyl) phenyl)propyljthic) metnyl)cy
clopropanessigséure;

{d) Pranlukast;

{e) Zafirlukast; und

(f) [2-[[2—(4-te¥‘t.-|3utyl-2«thiazo|y|)-5-benzofura—
nylloxymethyl]phenyljessigséure.

Zusammensetzung nach einem der Ansptiiche 8 bis

10, die als Nasen- oder Mundspray verabreicht wer-
den soll.

10, wobei mindestens eines von 4-[1-Hydroxy-4-(4-
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hydroxydiphenylmethyl- 1 -piperidinyl) butyl]- o, .- di-
methylbenzolacetaten, 4-[1-Hydroxy-4-(4-hyroxy-
diphenyimethyl- 1- piperidinyl) butyl]- o, o.- dimethyl-
benzolessigséure (Fexofenadin) oder 1-[p-(2-Hy-
droxymethyl- 2- propyl) phenyl]- 4-[4-(c- hydroxy- o-
phenyibenzyl)-1-piperidiny|]butanol oder einem op-
tisch relnen Stereoisomer irgendeiner der cben er-
wahnten Verbindungen oder elnem pharmazeutisch
akzeptablen Saize der oben erwéhnten Verbindun-
gen oder Stereoisomeren und der Leukotrieninhibi-
tor

(a) als Nasen- oder Mundspray; oder
(b) als feste orale Dosierform verabreicht wer-
den scllen.

Zusammensetzung umfassend 4-[1-Hydroxy-4-(4-
hydroxydiphenylmethyl- 1-piperidinylbutyl]- o, o-di-
methylbenzolacetaten, 4-[1-Hydroxy-4-(4-hyroxy-
diphenylmethyl- 1- piperidinyt) butyl]- o, a- dimethyl-
benzolessigsdure (Fexofenadin) oder 1-[p-(2-Hy-
droxymethyl- 2- propyl) phenyl]- 4-[4-{ct- hydroxy- o-
phenylbenzyl)-1-piperidinyl]butancl oder ein aptisch
reines Stereoisomer irgendeiner der oben erwahn-
ten Verbindungen oder ein pharmazeutisch akzep-
tables Salz der oben erwéhnten Verbindungen oder
Stereoisomere

und einen Leukotrieninhibiter zur Verwendung bei
einer Therapie ausgewéhlt aus der Gruppe beste-
hend aus:

(a) der Behandlung oder Verhinderung von
Asthma oder den Symptomen desselben bei ei-
nem Menschen;

(b} der Behandlung oder Verhinderung von Der-
matitis bei einem Menschen;

(c) dar Behandlung oder Verhinderung von Ent-
zlindung bet einem Menschen; oder

(d) der Behandlung oder Verhinderung eines
Zustands, der auf die Leukotrieninhibition bei ei-
nem Menschen anspricht, wobei die Zusam-
mensetzung wahlweise des Weiteren einen
pharmazeutisch akzeptablen Trager oder ein
pharmazeutisch akzeptables Vehikel unfasst.

wobel, wenn der Terfenadinmetabolit Fexofenadin
ist, der Leukotrieninhibitor nicht aus der Gruppe aus-
gewdhlt wird bestehend aus:

(a) Montelukast

(b) 1-(({R)-(3-{2-(B,7-difluor-2-chinolinyl)ethe-
nyl) phenyl)- 3-(2 (2- hydroxy- 2- propyl) phenyl)
thio)methyleycioprepanessi gsiure;

() 1- ({(1-(R)-3(3~ {2~ (2,3-dichlorthieno[3,2-h)
pyridin-6-yl)-(E)-ethenyl)phenyl)-3-{2-{1-hydro-
xy- 1-methylethyi)phenyl) propyf)thio)methyl) cy
clopropanessigsaure;

{d) Pranlukast;
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(e} Zafirlukast; und
() [2-[[2-(4-tert.-Butyl-2-thiazolyl}-6-benzofura-
nylloxymethyllphenyllessigséure.

Patentanspriiche filr folgende(n) Vertragsstaat(en):
MC, CY

1.

Verwendung einer therapeutisch wirksamen Menge
von  4-[1-Hydroxy-4-{4-hydroxydiphenylmethyl-1-
piperidiny fhutyl]-o, a-dimathylbenzolacetaten, 4-[1-
Hydroxy- 4-(4- hyroxydiphenylmethyl- 1- piperidinyl)
butyl}-o,, ¢-dimethylbenzolessigséure (Fexofenadin)
oder 1-[p-{2-Hydroxymethyl-2-propyliphenyl]-
4-[4-(a- hydroxy-o- phenylbenzyl)- 1-piperidinyl] bu-
tanol oder eines optisch reinen Stereocisomers ir-
gendeiner der oben erw&hnten Verbindungen oder
gines pharmazeutisch akzeptablen Salzes der oben
erwihnten Verbindungen odet Sterecisomere und
einer therapeutisch wirksamen Menge von Leu-
kotrieninhibitor fir die Herstellung eines Medika-
ments zur Verwendung bei einer Therapiemethode,
wobei die Menge von 4-[1-Hydraxy-4-(d-hydroxy-
diphenylmethyl- 1- piperidinyl) butyl]- &, o- dimethyl-
benzolacetaten, 4-[1-Hydroxy-4-{4-hyroxydiphenyl-
methyl- 1- piperidinyl) butyl}- o, - dimethylbenzoles-
sigsdure {Fexofenadin) oder 1-[p-(2-Hydroxyme-
thyl-2-propyhphenyl]-4-[4-(c-hydroxy-o-phenylben-
zyh-1-piperidinyl]butanol oder einem optisch reinen
Sterecisomer irgendeiner der oben erwéhnten Ver-
bindungen oder einem pharmazeutisch akzeptablen
Salz der oben erwdhnten Verbindungen oder Ste-
reoisomeren und Leukotrieninhibitor oder pharma-
zeutisch akzeptablen Salzen derselben einem Men-
schen verabreicht werden soll

(a) zur Behandlung oder Verhinderung ven
Asthma oder den Symptomen dasselben bel ei-
nem Menschen,

(b) zur Behandiung oder Verhinderung von
Asthma oder den Symptomen desselben bei ei-
nem Menschen, wobel der Leuketrieninhibitor
oder ein pharmazeutisch akzeptables Salz des-
selben aus der Gruppe ausgewahlt wird beste-
hend aus 5-Lipoxygenaseinhibitoren, 5-Lipoxy-
genase aktivierenden Proteinantagonisten,
Leukotrienrezeptorantagonisten und Mischun-
gen derselben und das Medikament des Waite-
ren einen pharmazeutisch akzeptablen Trager
oder ein pharmazeutisch akzeptables Vehikel
umfagst;

{c) fUr die Behandlung oder Verhinderung ven
Dermatitis bei einem Menschen,

{d) fUr die Behandlung oder Verhinderung ven
Dermatitis bei einem Menschen, wobei der Leu-
kotrieninhibitor ader ein pharmazeutisch akzep-
tables Salz dasselben aus der Gruppe ausge-
wiéhlt wird bestehend aus 5-Lipexygenaseinhi-
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bitoren, 5-Lipoxygenase aklivierenden Protein-
antagonisten, Leukotrienrezeptorantagonisten
und Mischungen derselben und das Medika-
ment des Weiteren einen pharmazeutisch ak-
zeptablen Triger oder ein pharmazeutisch ak-
zeptables Vehikel umfasst,

(e) fiir die Behandiung oder Verhinderung aller-
gischer Rhinitis bei einem Menschen;

(f) filr die Behandlung oder Varhinderung aller-
gischar Rhinitis bei einem Menschen, wobei der
Leukotrieninhibitor oder ein pharmazeutisch ak-
zeptables Saiz desselben aus der Gruppe aus-
gewdhlt wird bestehend aus b-Lipoxygenasein-
hibitoren, 5-Lipoxygenase aktivierenden Pro-
teinantagonisten, Leukotrienrezeptorantagoni-
sten und Mischungen derselben und das Medi-
kament des Weiteren einen pharmazeutisch ak-
zaptablen Triger oder ein pharmazeutisch ak-
zeptables Vehikel umfasst;

{g) fiir die Behandlung oder Verhinderung von
Entziindung beil einem Menschen;

{h) fir die Behandlung oder Vethinderung von
Entziindung bei einem Menschen, wobei der
Leukotrieninhibitor oder ein pharmazeutisch ak-
zeptables Salz desselben aus der Gruppe aus-
gewahlt wird bestehend aus 5-Lipoxygenasein-
hibitoren, &-Lipoxygenase aktivierenden Pro-
teinantagonisten, Leukotrienrezeptorantagoni-
sten und Mischungen derselben und das Med-
karment des Weiteren einen pharmazeutisch ak-
zeptablen Tréger oder ein pharmazeutisch ak-
zeptables Vehikel umfasst;

{i) filr die Behandlung oder Verhinderung von
Nesselausschlag, symptomatischer Dermogra-
phie, Netzhauterkrankung oder anderen mit
Zuckerkrankheit assozilerten krankhaften St6-
rungen kleiner GefaBe und den mit Asthma und
allergischer Rhinitis assozilerten Symptomen
wie Bronchuskonstriktion, Husten, Erkaltung,
erkéltungsihnlichen, Keuch-, Atemnot- und/
oder Grippesymptomen einschlieBlich, jedoch
nicht darauf beschrankt, Niesen, Nasenaus-
fluss, Tranensekretion und Hautreizung bei ei-
nem Menschen; oder

(iy fur die Behandlung oder Verhinderung von
Nessetausschlag, sympiomatischer Darmogra-
phie, Netzhauterkrankung oder anderen mit
Zuckerkrankheit assozilerten krankhaften Sto-
rungen kleiner GefdRe und den mit Asthma und
allergischer Rhinitis assoziierten Symptomen
wie Bronchuskonstriktion, Husten, Erkdltung,
erkéitungsahnlichen, Keuch-, Atemnot- und/
oder Grippesymptomen einschiieBlich, jedoch
nicht darauf beschrénkt, Niesen, Nasenaus-
fluss, Tranensekretion und Hautreizung bei ei-
nem Menschen, wobei der Leukotrieninhibitor
oder ein pharmazeutisch akzeptables Salz des-
selben aus der Gruppe ausgewahit wird beste-
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hend aus 5-Lipoxygenaseinhibitoren, 5-Lipoxy-
genase aktivierenden Proteinantagonisien,
Leukotrienrezeptorantagonisten und Mischun-
gen derselben und das Medikament des Weite-
ren einen pharmazeulisch akzeptablen Tréger
oder ein pharmazeutisch akzeptables Vehikel
umfasst.

Verwendung nach Anspruch 1(a) oder 1(b), wobei
der Mensch an Asthma leidst.

Verwendung nach Anspruch 1 oder 2, wobel eine
therapeutisch wirksame Menge Dekongestionsmit-
tel oder eines pharmazeutisch akzeptablen Salzes
desselben des Weiteren verabreichi werden soll.

Verwendung nach Anspruch 1, wobel die verab-
reichte Menge wvon 4-[1-Hydroxy-4-(4-hydroxy-
diphenylmethyl- 1- piperidinyl) butyl]- o, a- dimethyl-
benzolacetaten, 4-[1-Hydroxy-4-(4-hyroxydiphenyi-
methyl- 1- pipetidinyl) butyl]- o, o- dimethylbenzoles-
sigséure (Fexofenadin) oder 1-[p-{(2-Hydroxyme-
thyl-2-propylphenyl]-4-[4-(a-hydroxy-a-phenylben-
zyly-1-piperidinyllbutanol oder einem optisch reinen
Stereoisomer irgendeiner der oben erwahnten Ver-
bindungen oder einem pharmazeutisch akzeptablen
Salz der aben erwéhnten Verbindungen oder Ste-
reoisomeren 0,01 mgbis 500 mg pro Tag, bevorzugt
20 mg bis 200 mg pro Tag betragt.

Verwendung nach Anspruch 1, wobet der Leu-
kotrientnhibitor

(a) ein 5-Lipoxygenaseinhibitor, bevorzugt aus
der Gruppe ausgewéhltbestehend aus Zileuton,
Docebenon, Piriprost, ICI-D2318 und Mischun-
gen derselben;

(b) ein 5-Lipoxygenase akiivierender Protein-
antagonist, bevorzugt aus der Gruppe ausge-
wahlt bestehend aus MK-591, MK-886.und Mi-
schungen derselben; oder

(c) eln Leukotrienrezeptorantagonist, bevorzugt
aus der Gruppe ausgewéhlt bestehend aus Za-
firlukast, Montelukast, Pranlukast, Natrium-
1-({{R)-(3-(2-(6,7- difiuor- 2- chinolinyl) ethenyl}
phenyl)- 3-{2 (2- hydroxy- 2- propyl) phenyli thio)
methyl)cyclopropanace tat; 1-(((1-(R)--(3-(2-
(2,3-dichlorthieno[3,2-b] pyridin-5-y)-(E)-ethe-
nyl) phenyl)- 3-(2-(t- hydroxy- 1- methylethyl)
phenyl)propylthio)methylicy clopropanessig-
sdure und Salzen und Mischungen derselben,
ist.

Verwendung nach Anspruch 1, wobel die Zusam
mensetzungen als Nasen- oder Mundspray verab
reicht werden sollen.

Verwendung nach Anspruch 1, wobel mindesten
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eines von 4-[1-Hydroxy-4-(4-hydroxydiphenyime-
thyt- 1- piperidinyl) butyl}- o, o- dimethylbenzolaceta-
ten,  4-[1-Hydroxy-4-(4-hyroxydiphe nylmethyl-1-
piperidinyl) butyl]- ¢, o- dimethylbenzolessigsaure
{Fexofenadin) oder 1—[p-(2~Hydroxymethyl—z-pro-
pyl) phenyl)- 4-[4-(e- hydroxy- a- phenylbenzyl)- 1-
piperidinyllbutancl oder einem optisch reinen Ste-
recisomer irgendeiner der oben erwéhnien Verbin-
dungen oder einem pharmazeutisch akzeptablen
Salz der oben erwdhnten Verbindungen oder Ste-
reoisomeren und der Leukotrieninhibitor:

{a} als Nagen- oder Mundspray verabreicht wer-
den sollen; oder

(b) als feste orale Dosierform verabreicht wer-
den sollen.

Pharmazeutische Zusammensetzung, die eine the-
rapeutisch wirksame Menge von 4-[1 -Hydroxy-4-(4-
hydroxydiphenylmethyl-1-piperidinyl) butyl]- o, .- cfi-
methylbenzolacetaten, 4-(1-Hydroxy-4-(4-hyroxy-
diphenylmeathyl- 1- piperidinyl) butyl]- o, o- dimethyl-
venzolessigséiura (Fexofenadin) oder 1-[p-(2-Hy-
droxymethyl- 2- propyl) phenyl}- 4-[4-(c:- hydroxy- o
phenyibanzyl)-1-piperidinyllbutanol oder einem op-
tisch reinen Stereoisomer irgendeiner der oben er-
wéhnten Verbindungen oder einem pharmazeutisch
akzeptablen Salz der oben erwahnten Verbindun-
gen oder Stereotsemeren oder einem pharmazeu-
tisch akzeptablen Salz derselben und eine therapeu-
tisch wirksame Menge von Leukotrieninhibitor oder
einem pharmazeutisch akzeptablen Salz dersalben;
und einen pharmazeutisch akzeptablen Trager oder
eln pharmazeutisch akzeptables Vehikel umfasst,

Pharmazeltische Zusammensetzung nach An-
spruch 8, die des Weiteren eine tharapeutisch wirk-
same Menge eines Dekongestionsmittels ader eines
pharmazeutisch akzeptablen Salzes desselben um-
fasst.

Pharmazeutische Zusammensetzung, die 0,07 bis
500 mg 4~[1-Hydroxy-4-(4-hydroxydiphenyimethyl~
1- piperidinyl) butyll- o, o- dimethylbenzolacetaten,
4-{1- Hydroxy- 4-(4- hyroxydiphenylmethyl- §- piperi-
dinylbutyl]-o, o-dimethylbenzolessigséure (Fexofe-
hadin) oder 1-[p-(2-Hydroxymethyl-2-propyi)phe-
hyl]-4-[4-(o-hydroxy-o-phenyloenzyl)- 1 -plperidingl]
butanol oder eines optisch reinen Stereoisomers jr-
gendeiner der oben erwidhnten Verbindungen oder
eines pharmazeutisch akzeptablen Salzes der oben
erwahnten Verbindungen oder Sterecisomere nder
gines pharmazautisch akzeptablen Salze derselben
und:

(&) 20 mg bis 2.500 mg 5-Lipexygenaseinhibitor

oder eines pharmazeutisch akzeptables Salzes
desselben;
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{(b) 2 mg bis 200 my Leukotrienrezeptorantago-
nist oder eines bharmazeutisch akzeptablen
Salzes desselben; oder

{c) 20 mg bis 2.500 mg 5-Lipoxygenase aktivie-
render Proteinantagonist, oder eines pharma-

zoutisch akzeptablen Salzes desselben um-
fasst,

Zusammensetzung nach ainam der Anspriiche 8 bis

10, die als Nasen- gdgr Mundspray verabreicht wer-
den soll,

Zusammensetzung nach einemn der Anspriiche 8 his
10, wobel mindestens eineg von 4-[1-Hydroxy-4-(4-
hydroxydiphenylimethyl- 1- pipetidinyl) butyl]- o, o- di-
methylbenzolacetaten, 4-[1-Hydroxy-4-(4-hyroxy-
diphenylmethyl- 1- Piperidinyl) butyi]- ¢, o- dimethyl-
benzolessigsiure (FexOfenadin) oder 1-[p-(2-Hy-
droxymethyl- 2- propyly phenyl]- 4-[4-(o- hydroxy- o-
phenylbenzyl)-1 “Piperidinyllbutano! oder einem op-
tisch reinen Stereoisomer irgendeiner der oben er-
wéhnten Verbindungen oder einem pharmazettisch
akzeptablen Salze der phen erwdhnten Verbindun-

gen oder Stereoisomeren und der Leukotrieninhibi-
tor

{8) als Nasen- oder Mundspray; oder

(b) als feste orale Dosierform verabreicht wer-
den sollen,

Zusammensetzung umfassend 4-[1-Hydroxy-4-(4-
hydroxydiphenylmethyi-1. piperidinyl) butyl]- o, ¢~ di-
methylbenzolacetatan, 4-[1-Hydroxy-4-(4-hyroxy-
diphenylmethyl- 1- Piperidinyl) butyll- o, o- dimathyl-
benzolessigsaure (Fexofenaclin) oder 1-[p-(2-Hy-
droxymethyl- 2- propyl) phenyll- 4-[4-(ci- hydroxy- ¢
phenylbenzyl)-1 “Piperidinyllbutanal oder ain optisch
reines Stereocisomer Irgendeiner der oben erwihn-
ten Verbindungen oder ein pharmagzeutisch akzep-
tables Salz der oben erwiihnten Verbindungen oder
Sterecisomere und einen Leukotrieninhibitor zur

Verwendung bei einerTherapie ausgewshit aus der
Gruppe bastehend ays:

(a) der Behandiung oder Verhinderung von
Asthma oder den Symptomen desselben bei el-
nem Mensgchen:

(b) der Behandlung oder Verhinderung von Der-
matitis bel einem Menschen:

{c) der Behandlung oder Verhinderung von Ent-
zlindung bei einem Menschen; oder

(d) der Behandlung oder Verhinderung eines
Zustands, der auf dia Leukotrieninhibition bei ei-
nem Menschen anspricht, wobel die Zusam-
mensetzung wahlweise des Waiteren einen
pharmazeutisch akzeptabjen Tréger oder ein
phamazeutisch akzeptables Vehike! umfasst,




