1 5 NOVEL PHARMACEUTI CAL COMPOSI TION AND I TS USE I N A METHOD FOR TREATMENT
OF PATI ENTS W TH UPPER RESPI RATORY MJCOSAL CONGESTION Introduction 1o The
present invention relates to a pharmaceutical conposition including
loratidine, its use in the treatnent of upper respiratory nucosal
congestion and a nethod of adm nistration of the conposition. Particularly,
t hough not exclusively, the inventidn relates to a pharnmaceuti cal
conposition including loratidine in an anount suitable for adm nistration a
maxi numof 4 tinmes a day, and a second active that is a
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can lead to a nunber of nasal and ocul ar synptons. These include rhinitis
and Siﬁ“ (ﬁfg, nasal and sinus congestion or excessive secretions,

headac ezing and itching and excessive |acrimtion. Infections such
as the common cold can be very common over the winter nonths; while the
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carboxylic acid netabolite of terfenadine. The |atter has been w thdrawn
due to serious cardiotoxic reactions and drug interactions. In depth

i nf or mBREkEOUPE gar ding the risk of these reactions is not available for

f excfenadi ne. But according to the AHFS Drug Information 2004 as a result

of corrE]ar ative studi es between fexofenadine and terfenadine, it is thought
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20  influenza, or allergic rhinitis, can lead to a number of nasal and ocular symptoms. These

include rhinitis and sinusitis, nasal and sinus congestion or excessive secretions, headaches,
sneezing and itching and excessive lacrimation. Infections such as the common cold can be
very common over the winter months, while the symptoms of rhinitis are also common in some
parts of the world.

25
Such symptoms can be treated with antihistamine containing products and with decongestant
containing products. The products are generally sold as part of non-prescribed medicines
which are available to patients through outlets such as pharmacies.

30 There are a number of antihistamine actives available including non-sedating antihistamines
such as loratadine, cetirizine or fexofenadine. These products provide less sedation in
comparison to normal antihistamines, and therefore more readily allow a user to perform tasks
such as driving or operating machinery.

35 Fexofenadine is an active carboxylic acid metabolite of terfenadine. The latter has been
withdrawn due to serious cardiotoxic reactions and drug interactions. In depth information
regarding the risk of these reactions is not available for fexcfenadine. But according to the
AHFS Drug Information 2004 as a result of comparative studies between fexofenadine and
terfenadine, it is thought that the clinical efficacy of terfenadine is attributable to fexofenadine.



2 5 The risk of simlar reactions to terfenadi ne béing created Dy the use ——

of fexofenadine has not been ruled out. Cetirizine is another non-sedating
anti hi stam ne. However, in conparison to |loratadine, cetirizine has been
reported to have a higher incidence of adverse drug reactions (ADRs), 1lo
especially central nervous system ADRs'. Sone studi es have al so indicated
that cetirizine has a higher incidenge of somol ence than | oratadine,
Loratadine is disclosed in U S. Pat. . 4,282,233 as a non-sedating
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treat rrerbt of iastonal allergic rhinitis synptons such as 15 sneezi ng and
I t chi ng. EBM‘? 8fne has a maxi num over the counter (Orc) dose of 10 ng per
day. It is generally adm nistered once a day at the maxi num dose for a
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Pseudoephedrine tends to act with a higher efficacy and has a slightly
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those act with a higher efficacy and has a slightly longer half-life than previous generation products

such as phenylephrine, providing an increase in the efficiency for relieving symptoms.

25
Combination antihistamine and decongestant products are available as a result of a demand for
combination products that meet the problems associated with multiple product ingestion.
Combinations of loratadine and new generation decongestants such as pseudoephedrine have

" been disclosed with a view to administering the combinhation once or twice a day. Disclosure of
30 such combinations has been made in WO 98/18470 to Schering Corporation for example.

Combinations of the older style decongestant drugs, such as phenylephrine, and sedating

antihistamines are available in liquid preparations. The use of such products has however

been superseded by use of combinations using the newer style decongestant drugs, such as
35  pseudoephedrine, for the reasons mentioned above.

There are several solid dose products currently available which combine the newer style drugs,
such as pseudoephedrine, together with non-sedating antihistamine. Examples of those
available in Australasia are given in Table 1 below.

40



available in Australasia are given in Table | below. 40 3 5 Table I -
Current Conbi nati on Non-Sedating Anti hi stam ne and Nasal Decongestant Solid
Dose Form Products Available in Austral asia Product Decongest ant
Non-sedating Daily Dose Antihistamne darinase 12 Hour Pseudoephedri ne
Loratadine 5 ng 1 tablet twice daily 240 ng O arinase 24 Hour
Pseudoephedrine Loratadine 10 ng | tablet daily Relief 240 ng Dermazin Non-
Pseudoephedrine Loratadi ne 5 | tablet twi ce daily Drowsy 240 Tel f ast
Pseudoeiablert rieurentFembimatien dpn-edating Andihistanine ans Nasal Deeenggstamint 240 ny
Zyrtec lRaamiRsiFrin ProaueRsndbienR Ausiralssi ne 5 g | tablet twce daily
240 ng However, products containing pseudoephedrine are now subject to abuse
probl ens associated 1o with illicit drug use in the conmunity. The
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t he coj P{%’YSV) pr oduct LA0Mgy exanpl ¢, can contain no nore than 3 g qf
pseudogedt i ne (1 n t|eFsaBdoephedivee babepfepadiieaget | N Pankttwiod adilyor 2 ﬁosage
20 uni t{s\.per k or ckage size liquid preparfations. It would he
benef i E“Q ?é?%gypj azzlpjﬂgu\auvp dication capahle of being availgble
Wi t hout! Zyrtec Decongestant | Pseudoephedrine | Cetirizine 5 mg 1 tablet twice daily

240 mg

However, products containing pseudoephedrine are now subject to abuse problems associated
10 with illicit drug use in the community. The pseudoephedrine component of these medications
can be converted to potent stimulants such as methamphetamine and methcathinone both of
which are CNS stimulants with great potential for habituation and physical and/or psychic
dependence. This has resulted in pﬁarmacy hold-ups, stolen stock from warehouses and
significant related crime. The resulting crime, and its effects on the outlets which supply these
15 medications to the market, meané that some outlets are choosing not to stock these products,
or at least restrict their availability. This makes them less accessible to those with a genuine
need for the medications. In the United States, for example, legislation restricts the threshold
content of pssudoephedrine OTC (“over the counter”) products, for example, can contain no
more than 3 g of pseudoephedrine (in terms of the base) packaged in packs of 1 or 2 dosage
20 units per pack or as package size liquid preparations.
It would be beneficial to have an alternative medication capable of being avallable without a
prescription which is effective in treating the symptoms of upper respiratory mucosal congestion
and which mitigates at least some of the problems identified above.
25

Other objects of the invention may become apparent from the following description, which is

given by way of example only.



prescription which is effective in treating the synptoms of upper em——

respiratory nucosal congestion and which mtigates at |east sone of the
probl ens identified above. 25 Ot her objects of the invention may becone
apparent fromthe foll ow ng description, which is given by way of exanple
only. 4 5 Summary of the Invention In a first aspect the invention provides
a method of treating, upper respiratqgry nucosal congestion by adm nistering
to a patient in need thereof a pharmaceutical conposition including about
2.5 Ay Summanioithelnvantion t abl e salt thereof four tines a day. 10 Preferably
t he conposition is admnistered qid. Preferably the pharnmaceuti cal
conposition further includes a hydroxy-a-[(nethylam no)

met hyl | Ibafitsbaspest thainyentionowovigesed eethiod pf Bealipg ugrsr-rasgitatasy hycosdl no) net hyl |
15 benz i iR | i | L ; wanPr €f erably

t he pha?gﬁggﬁtlca+mﬁ@%§%%#?f%ﬁégﬁ%rﬁﬁ%gagﬁgﬁ%%%aﬁgﬁ%%ﬂﬁ%gﬁﬁﬁgﬁgﬁylephrine
free basdiding abould-b egderatading A fowwiable palt therepbicry newa day.t abl e salt t hereof .

20 Rpeferably the phenyl ephrine salt is the hydrochloride salt. Preferably

t he pharnmaceuti cal conposition js in a solid dosage form In one enbodi nent

the predasferapiniameqrenpspionds adainisterRd didd of treating upper respiratory 25

nmucosal congestion using a pharmaceutical conposition which includes about 8

to-10 ng,r%fghenyl eghri ne free base . or_ a cqrresponding anpunt in the formof a
I

sui t ab TepiyithRaphasmaceitigal coptpgsition Yrihey inchides ANVAEOXK-EmeBY e@E9dndi ng
anount  infetfiylieheh@sriBnitiihaiial, indtat preferdidly 3Jh?dr6!q.f-a-[mgﬁnﬁlno)tm&hflﬁt ent is
adm ni s:l?ere th COfI‘BOSI;eI n four tines gla . .30 Preferably the conposition
i s ddmi hrefsopEgt Ny (Phsry Bgﬁ’?ﬁ)y‘“taf%"tgﬁ%ﬁ% ﬁ%‘r"f‘ne salt is the hydrochl oride
salt. More preferably the conposition includes 10 to 12.2 ng of the

hydr ochl_or,i d lt,. 35 Preferably.the thod jocl udes the adm nistration of
2ol T resgp R brargeatiee S bedion Pala R 46 HERd st BheiGPhdR TR and
about 2baseryr 4 coraspohdirgy aroourt or the o iarsgitzbieosatt thedenf. t he form of suitabl e
salts thereof, 4 tinmes a day.

20  Preferably the phenylephrine salt is the hydrochloride salt.
Preferably the pharmaceutical compaosition is in a solid dosage form.

In one embediment the present invention provides a method of treating upper respiratory

‘25 mucosal congestion using a pharmaceutical composition which includes about 8 to 10 mg
phenylephrine free base or a corresponding amount in the form of a suitable salt thereof, and
about 2.5 mg loratadine or a corresponding amount in the form of suitable sait thereof, whergin
the patient is administered the composition four times a day.

30  Preferably the composition is adminisierad qid.

Preferably the phenylephrine salt is the hydrochioride salt. More preferably the composition
includes 10 to 12.2 mg of the hydrachloride salt.

35  Preferably the method includes the administration of a pill, capsule or tablet containing about 8
to 10 mg phenylephrine and about 2.5 mg loratadine, or corresponding amounts in the form of
suitable salts thereof, 4 timés a day.

In another aspect the present invention provides the use of about 8 to 10 mg phenylephrine
40  and about 2.5 mg loratadine, or corresponding amounts in the form of suitable salts thereof, in



In another aspect the present invention provides the use of about

phenyl ephrine 40 and about 2.5 ng | oratadine, or correspondi ng anounts in
the formof suitable salts thereof, in 5 5 the manufacture of a nedi canent
for adm nistration to a patient 4 tinmes a day for the treatnent of upper
respiratory nmucosal congestion. Preferably the nedi canent is manufactured
for admnistration gid. 10 Preferablsy the phenylephrine is in a salt form
nore preferably as the hydrochloride salt. In another aspect this invention
pro¥i déwe raarpﬁ%ntwa@éamada:arr@oﬁbosdmintsﬁaiﬂmtotamatlemté!ettmm day for thegematment

r espi r@;&)@ér FQ&P?&% ﬁ%@é%h&é&tlﬁﬁm ai ni ng phenyl ephrine, or a suitable salt

t hereof, "and or at'adi ne, a suitable salt thereof, wherein the
phenylephrlne is present in an anount of 15 about 8 to 10 ng and the
| or at agidigraby thy ﬁﬁé@&émérﬂ n@ﬁaﬁurfgbm#ed%ra%‘ﬁ%l&tra%oﬁ . Preferably the

phenyl ephriné salt is the hydrochloride salt. Preferably t he pharmaceuti cal
conposi tion includes pharmaceutically acceptable non-active 20 exci pi ents
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capsul e or tabl et n one enbodi ment the pharmaceutical conposition is 10.00

ng phenyl ephrine hydrochloride, 25 2.50 ng |oratadine, 180.40 ng | actose,
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thé5ph@ tégﬂFP q@lh%'péé’cg Feisrprﬁ??%éﬁ‘[ﬁﬁ'r% %F‘pa‘!b%{%?ﬁ & and the |oratadine
is present in an anount of about 2 5 ng wherein the pack includes
instrutlon ter hec ositlon maxi rumof 4 tinmes a day. 35
Pref er Bfr‘fvaﬁ‘ﬁih%ﬁbeﬁv%@’ '? t.@e ngrllqé ?aikrm nore preferably as the
hydrochl ori de salt. Preferabl y the 4 tinmes a day adm nistration is qi d.
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i nvention provid ai ne arning a syrup’i
20  excipients and/or carriers.

" Preferably the pharmaceuiical composition is a pill, capsule or tablet.

In one embodiment the pharmaceutical composition is 10.00 mg phenylephrine hydrochloride,

25  2.50 mg loratadine, 180.40 mg lactose, 140.00 mg maize starch, 10.365 mg pregelatinised
starch, 0.20 mg lake of quinoline vellow, 0.40 mg sodium metabisulphite, 0.14 mg disodium
EDTA, 3.00 mg tale, and 3.00 mg magnesium stearate

In another aspect the invention provides a pack including pills, tablets or capsules containing a

30  pharmaceutical compasition including phenylephrine and loratadine, wherein the phenylephrine
is present in an amount of about 10 mg and the loratadine is present in an amount of about 2.5
mg wherein the pack inciudes instructions to administer the composition a maximum of 4 times
a day.

35  Preferably the phenylephrine is in a salt form, more preferably as the hydrochloride sait.
| Preferably the 4 times a day administration is gid.

Preferably the pack is a blister pack.
40



phenyl ephrine, or suitable salts thereof, at concentrations suitable for

adm ni stration of about 2.5 ng |oratadine and about 8 to 10 ng

phenyl ephrine per unit dose, the bottle including instructions to
adm ni ster an anmount of syrup that will deliver about 2.5 nyg | oratadi ne and
about 8 to 10 ng phenyl ephrine per unit dose 4 tines a day. 10 Preferably
t he phenylephrine is in a salt forms nore preferably as the hydrochl oride
salt. In alternative aspects the invention provides the use of about 2.5 ny
| or &t adN Aethey appret thedRvardien gravidgs agonfalnet egridining syiupdnaluding leratading ansbper
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adm nistration a maxi numof four tinmes a day. Preferably the use further
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i n genarcairesponding pnpuntivdhexfons oha guitable saltainitihgymapesturecd the medicgmenicosal
congestion using a pharnmaceutical conposition which includes |oratadine in

anounts suitable for admnistration 4 tines a day. The conposition
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Reference to “treatment of upper respiratory mucosal congestion” is intended to include

25  tfreatment of symptoms of upper mucosal respiratory congestion such as rhinitis, sinusitis, nasal
and sinus congestion, excessive secretions, headaches, sneezing, itching and/or excessive
lacrimation. Treatment is intended to be read in terms of alleviate or mitigate, rather than cure.

Where the phrase "corresponding amount” is used in respect of the amount of a suitable sal,

30 the amount of the salt required to provide the equivalent dose of the free base is intended, e.g.
12.2 mg of phenylephrine hydrochloride is the amount corresponding to 10 mg of
phenylephrine as the free base.

Detailed Description of a Preferred Embodiment

35
The invention in general terms provides a method of treating upper respiratory mucosal
congestion using a pharmaceutical composition which includes loratadine in amounts suitable
for administration 4 times a day. The composition additionally includes a decongestant.

40 Furthermore the inventor has recognised that the selection of a decongestant that is a hydroxyl-




di sadvant ages that accrue from the sel ection of a decongestant that 15 a

a-[ 1- (et hyl am no) ethyl]-benzenenethanol. The | ower efficacy and shorter
half life of the sel ected decongestant can be offset, at least to a 10
limted extent, by its use in conbination with |oratadi ne. The advant ages of
this particular conbination have not before been recognised for the

conposi tions disclosed in the specifscations acconpanying international
application no. PC T/1B03101197 (Publication no. WO 031089007) or

i nt es nacilorethylapiob) wathylhhenzenemeNaus2eGat reeF5dqePuist resal indthe no.

2004/ 02
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phar nac@tm]'@amzﬂﬂémﬁﬂ@hﬂhon is safe to be supplied on a non-prescription

basis and can therefore be purchased over the counter ('OIC'). 20 Table 2.-
Dose Rates of Phenyl ephrine and Pseudoephedri ne Agent Dose Reference -

Pheny| ephe javer glicay andsheriprhalidferjnataiedtendacengesiant san be effsetid lepgt @ 4 hours
Dr ugg TX nmﬂédﬁeﬂéhtt I!C?Dﬁ‘s &&%&H demBiRasHH il l&@taaime?» T%etaumages%ymé\/ﬁéﬁ:bmaal e 28th
edition bd Dru 4th edition As stated in the

Mar t i nd&P'@b'Pﬁtf@ﬂ'éW@é‘obbﬁWﬁﬁ@P”@coswg?da‘w @epﬂqmi”fé%c?ﬁi@s@ﬂl“% thecan be used.

(25 Tng | ebmwtb@mraoa@ng_m@wﬁmnaﬁ@ﬁm Bepiidafidnvey. ¢ TABOZIY1SUPLBIRIaBorS A, tyyHor M
eg rtra

e form ed Suitable salts wll
be el | ORBBHETS 6T et bR Ingps B FC RIS SIETRASOR FRBHeAton NG o - of
phenyl epbp4/oxE39gg).i ntended to include reference to delivery as a suitable
salt. 30 Loratadine has a maxi nrum OTC daily adm nistration of 10 ng per day.
As flor phenyl ephrine, suitable salts could also be used to deliver the
| or at adi’rhecmpmtdnﬂbohtaldsﬂmatadtr@ (2 hen-sk&ddilhg antipstasive), adfpesfencly herein to
| or at adi ed to deamm tion.as.a tabl e
Sor pr 1 s PHEPRRHES FLEEpedkiar BeprARcB dial bR e et Bt el a1y
(eg qi dhompes8iptiohdasipant icen thevadiort g eeirobasad a\.teethemmahtelo‘a’f'@”)adm ni stered
once a day. It is hypothesised that S 5 this may be due to the ideal
concentration-time profile for continuous effect being a constant

20 Table 2 - Dose Rates of Phenylephrine and Pseudoephedrine

Agent Dose Reference
Phenylephrine 10 mg 3-4 times a day Martindale 28th edition
_ 10 mg g 4 hours Drug Tx, 4th edition
Pseudoephedrine 60 mg 3-4 times a day Martindale 28th edition
60 mg qid or 120 mg bd Drug Tx, 4th edition

As stated in the Martindale reference a number of suitable phenylephrine salts can be used.

25  The phenylephrine component can be delivered as any suitable salt form (eg HC|, tarirate).
The base form could also be used. Suitable salts will be well known to the skilled person.
Reference herein to the use of phenylephrine is intended to include reference to deliveryas a
suitable salt.

30  Loratadine has a maximum OTC daily administration of 10 mg per day. As for phenyiephrine,
suitable salts could also be used to deliver the loratadine as would be known o the skilled
person. Reference herein to loratadine is intended to include administration as a suitable salt.

Surprisingly the use of about 2.5 mg loratadine administered 4 times daily (eg qid) has
35 therapeutic advantages over the usual 10 mg administered once a day. It is hypothesised that



concentration over time (as woul d occur with a continuous infusion). As ithe o
2.5 ng loratadine wuse flattens out the differences between peak and trough
concentrations in the plasma, this admnistration reginme nost closely
resenbles the effect of a continuous infusion. The flatter
concentration-tine profile provides advantages of fewer peak concentration
adverse effects, 10 and | ess end-of-dose dimnution of effect.
Admi ni stration of the conposition, in terns of |oratadine effect, provides
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conbi nati on nedi cations. The devel opnent of a |oratadine plus phenyl ephrine
product which allows the therapeutic and use advantages of the present
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adm ni stration of the phenyl ephrl ne 4 tines a day all ows peak effects of
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efficient would, in combmation with an effective non—sedatmg antihistamine, still provide a

helpful medication to alleviate the symptoms of upper mucosal respiratory congestion.

Administration of the combination including phenylephrine (preferably in a suitable salt form eg
30 hydrochioride, tarirate) 4 times a day (eg qid preferably) provides therapeutic and use
advantages that mitigate the therapeutic effect of using the older style drug while offering
additional advantages. This enables an alternative medication to be accessible to symptom
sufferers, without restl;aints being placed on the availability of this medication due to social
issues resulting from the use of the newer style drugs. In using such an older generation
35 medicament in combination with a non-sedating antihistarrine the inventor has also recognised
the importance of minimising the potential for adverse drug reactions.

The administration of the phenylephrine 4 times a day allows peak effects of this drug to be
delivered quarterly over the day thus mitigating the fast half-life effect of phenylephrine on
40  decongestant efficacy. It is the combination of the preferably quarterly administration of the



40 decongestant efficacy. It is the combination of the preferably quarteriy

admnistration of the 9 5 |oratadine and the phenyl ephrine and the

i nteraction of effect between them that allows this pharnaceutical,
conposition to provide the user with such a useful alternative to

conmbi nations that use new style decongestant drugs. Optionally, the

phenyl ephrine could be included suchgythat it is released slowy fromthe
conposition but it is not considered that this is necessary. It nay be that
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2.5 g fonrsihedesie oflandtinee soradditigndl eagpedtdf thedntente. severe upper respiratory
mucosal congestion synptons individually or together with phenyl ephrine is
still significant. 30 The pharmaceutical conbination according to the
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terms of compliance. However compliance is also related to the severity of symptoms, and -

25  patients are ordinarily reminded to be compliant if their symptoms persist. In this case, non
compliance when symptoms have diminished is not likely to be a disadvantage. While once or
twice daily administrétion may have compliance advantages, the beneficial effect of the 2.5 mg
loratadine 4 times a day (eg qid) to treat severe upper respiratory mucosal congestion
symptorns individually or together with pﬁenylephrine is still significant.

30
The pharmaceutica! combination according to the invention allows for the delivery of a total of
around 10 mg loratadine and 40 mg phenylephrine per day, administered in 4 doses. The
pharmaceutical composition will include loratadine in an amount of about 2.5 mg and
phenylephrine (preferably as the hydrochloride salt) in an amount of about 10 mg. The amount

35  of actives used in the composition will of course be within the margins of error allowed for
pharmaceutical use.

The compositioné also include non-active components such as binders and other exciplents as
would be known by a person skilled in the art. The ingredients can be formulated info a tablet,
40  pill or capsule using known pharmaceutical carriers and excipients (such as diluents, binders,



phenyl ephrine (preferably as the hydrochloride salt) in an anpbunt of about
10 ng. The anpbunt 35 of actives used in the conposition wll of course be
within the margins of error allowed for pharmaceutical use. The
conpositions al so include non-active conponents such as binders and ot her
exci pients as would be known by a person skilled in the art. The

i ngredi ents can be fornmulated into apablet, 40 pill or capsul e using known
pharmaceutical carriers and excipients (such as diluents, binders, 10 5
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actives, In conjunction

25  In afurther alternate embodiment the pharmaceutical composition can be a syrub for
administration to children, and patients with difficulty swallowing pills. Standard methods for
the production of such syrups are well known in the art. The syrup would be contained in a
bottle, vial or like container and prepared in a manner capable of delivering about 2.5 mg

_ loratadine, and preferably about 10 mg phenylephrine per dose, 4 times daily. This would be

30  achievable by producing a syrup having a specified concentration of the actives, in conjunction
with instructions about how much of the syrup should be taken per quarterly dose. With regard
to doses for younger children it will be recognised that lower doses of such a syrup are
appropriate. In respect of loratadine the dose for children under 12 years should be less than 5
mg/ day. '

35
The invention can therefore be seen to be a method of treating upper respiratory mucosal
congestion in a patient in need thereof using a pharmaceutical composition including about 2.5
mg loratadine and preferably about 10 mg phenylephrine, that is administered to a patient 4
times a day. The pharmaceutical composition itself is also the subject of the invention as is the

40  use of about 2.5 loratadine and preferably about 10 mg phenylephrine in the manufacture of a



with instructions about how nmuch of the syrup should be taken per quarterly
dose. Wth regard to doses for younger children it wll be recognised that

| ower doses of such a syrup are appropriate. In respect of |oratadine the
dose for children under 12 years should be less than 5 ng/ day. 35 The

I nvention can therefore be seen to be a nethod of treating upper respiratory
mucosal congestion in a patient in nged thereof using a pharnmaceuti cal
conposition including about 2.5 ng |oratadine and preferably about 10 ngy
phenyi epedinamentfiatsuck tragimemt.stered to a patient 4 tinmes a day. The
pharmaceutical conposition itself is also the subject of the invention as is
the 40 use of about 2.5 |oratadine and preferably about 10 ng phenyl ephrine
i n the naprfercadeompesitian isishownriedakieddatlon or such treatnent. A preferred
conposition is shown in Table 3 below Exanple 10 The conponents shown in
Table 3 are conbined into a single tablet and taken by either adults or
chlldren_ﬁﬂﬂﬂslz years or older. The tablet nmay be taken up to 4 tines a day
giving a nmaxinum dose of 10 ng of |oratadine and 40 ng of phenyl ephrine per

day. 15 Table 3 - Conbi nation Conposition Fornul ati on Name of ingredient
Qy. per THaEARRONEOSENPYR IREZRe 8 gekcarpinegijalpis singid 1ables and jrken mée'itheg addsent :

Phenyl epgyr dli]@reﬁ@g@@ﬁ@eﬁﬁ'fo'r Mlaei nﬂfe&%l@tﬂﬁaﬁfé taket up tohy fthes Blaay 8?@@48'&:” at adi ne
2.50 ng Act,ive ingredient re i ent Lact gse 138 ng Di |l uent

Ph. Eur. mawuﬂbd%sﬁﬁéﬂnﬂ‘éf'@étaﬁiﬁ‘elﬁnpﬁgm ofghRREePBRe PELEY. Pregel ati ni sed
starch 10.365 ng Binder Ph. Eur. Lake of quinoline yellow 0.20 ng Col ourant

| HS 15 Table 3 — Combination Composition Formulation

Name of ingredient Qty. per tablet Function Reference to

specifications
s Active ingredient:
Phenylephrine 10.00 mg |Active ingredient Ph. Eur.
Hydrochloride
Loratadine 2.50 mg Active ingredient IHS
¢ Other ingredients: ‘ _
Laciose 180.40 mg | Diluent Ph. Eur.
Maize starch 140.00 mg | Diluent, Binder Ph. Eur.
Pregelatinised starch 10.365 mg |Binder Ph. Eur.
Lake of quinoline yellow 0.20 mg Colourant IHS
Sodium metabisulphite 0.40 mg Antioxidant Ph. Eur.
Disodium EDTA 0.14 mg Chelating Agent Ph. Eur.
Tale 3.00 mg Glidant Ph. Eur,
Magnesium stearate 3.00 mg Lubricant Ph. Eur.

The formulation administered 4 times daily provides effective 24 hour treatment of the
20 symptoms of upper respiratory mucosal congestion with reduced adverse effects and without
using pseudoephedrine as the decongestant.

Where In the foregoing description there has been made reference to specific components or
integers of the invention having known equivalenis then such equivalents are herein
25  incorporated as is individually set forth.

Although this invention has been described by way of example only and with reference to



Sodi um net abi sul phite 0.40 nmg Antioxidant Ph. Eur. D sodi um EDTA 0T NG
Chel ating Agent Ph. Eur. Talc 3.00 ng Gidant Ph. Eur. Magnesium stearate
3.00 ng Lubricant Ph. Eur. The fornulation adnmnistered 4 tinmes daily

provi des effective 24 hour treatnent of the 20 synptons of upper respiratory
mucosal congestion with reduced adverse effects and w thout using
pseudoephedri ne as the decongestant. yhere in the foregoing description

t here has been made reference to speC|f|c conponents or integers of the
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i nprovenents may be made without departing fromthe scope or spirit of the
invention as defined in the attached clains. io References: (1) The
Anerican Society of Health System Pharnmacists Drug Information 2004. G K
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i ncl udi .5 ng loratadine, or a corresponding anount in the form of
a suitable salt thereof together with a hydroxy-

a-[ (et hereof, for use
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adni ni st er Gri§ Makvay (Bdifor)eBethésdar UBAnmes a day. 2. A conposition according to
claim1 which is for adm nistering on a gqid basis. 3. A conposition
according to claiml1l or 2, where the hydroxy-a-[(nethylam no) nethyl]
benzene nethanol is 3-hydroxy-o-[(nmethyl am no) nethyl]-benzenenet hanol
(phenyl ephrine). 4. A conposition according to claim11, 2 or 3, including
about 8 to 10 ng of



phenyl ephrine free base or a corresponding anount in the formof a sui tabl e
salt thereof. 5. A conposition according to claim3 or 4, where the

phenyl ephrine is present as a hydrochioride salt. 6. A conposition
according to claim5, including 10 to 12.2ng of the hydrochloride salt. 7.
A conposition according to any one of clains 1 to 6, whichis in a solid
dosage f@rams3. The use of about 2.5 ng |oratadine, together with a

hydr oxy-a- [ (net hyl am no) et hyI ] - benzenenet hanol , or a suitable salt

thereof, {n the WRMILARIH %o o8t qhaa&‘fﬁ bRk 3 ?@r‘é@me ofr Ypper
respi rat Qon/eQH&% ambaAIA é m eéLﬁ’t'aBIe ft tﬂ?ré DX
g ST (o claim

adm ni st ragj tya(ﬁ‘nﬁo)ﬂ?ét )ﬁgﬁe ZBHEM t'hgﬁﬁ ta
Srount” f'rﬁL‘E@f ‘Lg%ﬁ aﬁg ab?)%stt’sa'l%gf""ﬁ o GEIT ey el o onat o
0 e us

medi canent ccordl ng to claim 9 where the nmedi canent is
manuf actured for adm n| stration qgid. 11. The use according to claim9 or
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5. A composition according 1o claim 3 or 4, where the phenylephrine is present as a
hydrochloride salt.

6. A compaosition according to claim 5, including 10 to 12.2mg of the hydrochloride
salt.

7. A composition according to any one of claims 1 to 6, which is in a solid dosage
form.

8. The use of about 2.5 mg loratadine, together with a hydroxy-o-
[(methylamino)methyl]-benzenemethanol, or a suitable salt thereof, in the
manufacture of a medicament for the treatment of upper respiratory/mucosal
congestion, wherein the medicament is for administration to a patient four times a
day.

9. The use according to claim 8, comprising the use cf 8 to 10 mg of phenylephrine,
or a corresponding amount in the form of suitable salt thereof, in the manufacture of
the medicament.

10. The use according to claim 9, where the medicament is manufactured for
administration qid.

11. The use according to claim 9 or 10, where the phenylephrine is in a salt form.

12. The use according to claim 11, where the phenylephrine salt is the hydrochloride
salt.

13. A pharmaceutical composition according to any one of the preceding claims
where the pharmaceutical composition includes pharmaceutically acceptable non-
active excipients and/or carriers.

14. A pharmaceutical composition according to any one of the preceding claims
where the pharmaceutical composition is a pill, capsule or tablet.



qui noline yell ow, 0.40ng sodi um net abi sul phite, 0.14ng di sodi um EDTA, 3. 00
ng talc, and 3.00 ng magnesium stearate 16. A pack including pills, tablets
or capsules in the formof a pharnac?%tical conposition according to any
one of the preceding clains wherein e pack includes instructions to
adm ni ster the conposition a maximumof 4 tinmes a day. 17. A container
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i ngredient, for adm nistering to pati ent four ti mag a daP/ for treating
upper re LP ”Fﬁ.fcB%ré{f"nﬁ’gneq‘e%ﬁ“l‘%ﬁ”dwmg loratadine and phenylephrine, or
table salts thereof, at concentrations suitable for administration of about 2.5 mg

loratadine and about 8 to 10 mg phenylephrine per unit dose, the container including
instructions to administer an amount of syrup that will deliver about 2.5 mg loratadine
and about 8 to 10 mg phenylephrine per unit dose 4 times a day.

18. A container according to claim 24 where the phenylephrine is in a saif form.

19. A container according to claim 18, where the phenylephrine is in the form of a
hydrochloride salt.

20. A pharmaceutical composition including about 2.5 mg loratadine, or a
corresponding amount in the form of a suitable sait thereof, as the only
therapeutically active ingredient, for administering to a patient four times a day for
treating upper respiratory/mucosal congestion.



