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such as hypoiension and sedation. Therefore, the a2-adrenoceptor agonist at least is
preferably administered by the paralingual, sublingual or buccal route.
Brief Description of the Drawings

Figures 1 and 2 are each bar charts of saliva secretion following drug
adminisiration, showing the results of experiments reported below,
Dascription of Preierred Embodimenis

Preferred o2-adrenoceptor agonisis for use in the invention are clonidine,
apracloniding, brimenidine, rilmedinide, dexmedetomidine, tizanidine, monoxidine and
lofexidine. Preferred anti-muscarinic agenits for use in the invention are iolierodine,
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Pr &fc@iahs Mseddn the preparation of these compositions are the excipients known in the
art.

Appropriate dosage levels may be determined by any suitable method known 1o
one skilled in the art. it will be understocd, however, that the specific dose level for any
particular patient will depend upon a variety of factors including the activity of the
specific compound employed, the age, body weight, general health, sex, diet, time of
administration, route of administration, rate of excretion, drug combination and the
severity of the condition to be treated. Preferably, the active agentis administered ata
frequency of 1 to 4 times per day. A typical daily dosage is 1 to 1600 pg, e.g. 1010
500 ug.

Compositions for oral administration include known pharmaceutical forms for
such administration, for example iozenges, pastilles, dispersible tablets, powders or
granules or as a liquid for spraying into the mouth. Compositions intended for oral use
may be prepared according to any method known o the arnt for the manufacture of
pharmaceutical compositions, and such compositions may contain one or more agents
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SegyrifRBheEnafiges 16 the biochemistry, haematology or urinalysis resulis observed
during the study. There were no clinicaily significant changes to the vital signs
(including blood pressure), physical examination or 12 lead ECGs observed during the
siudy.

The key observation in this study is based on the Saxon test. See Kohier &
Winter, Arthritis Rheum. (1985) 28:1128-32, and Stevens ef al, Am. J. Diseases
Chiidren (1980) 144:570-571. These resulis are represented in Figs. 1 and 2.

The resulis show a trend towards a reduction in saliva production over time,
following administration of oxybutynin and clonidine alone. This effect was most
pronounced following administration of clonidine and was significant with increasing
dose levels. Likewise, there was a reduction in AUCTSs fellowing administration of 50
mcg and 100 meg clonidine when compared 1o placebo. There were no significant
effects of dose on saliva production following administration of oxybutynin, but the
AUCT was reduced following administration of 10mg when compared o placebo. The
ability of oxybutynin o reduce saliva production was more pronounced following
administraiion in combination with clonidine. A reduction in saliva production was
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reduce saliva production was nore pronounced foll ow ng
35adm ni stration in conbination with clonidine. A
reduction in saliva production was 8 observed when
the AUCT follow ng adm ni stration of placebo was
conpared to the AUCT foll owi ng adm nistration of a
conmbi nation of (i) 2 ng oxybutynin and 50 ntg
clonidine or (ii) 2 ng oxybutynin and 100 ntg
cl oni di ne. Likew se, a conbination of oxybutynin and
clonidine resulted in a significant reduction in the
AUCT when 2 ng 5 oxybutynin was conpared to a
conbi nation of (i) 2 ng oxybutynin and 50 ntg
clonidine and (ii) a conbination of 2 ng oxybutynin
and 100 ntg clonidine. 9 CLAIMS 1. A product
conprising the a2-adrenoreceptor agonist clonidine and
the anti-nuscarini e agent oxybutynin when used
sequentially or simultaneously in the treatnent of
sialorrhoea. 2. A product according to claiml.
wherein the agonist is to be adm nistered by the
paral i ngual , 5sublingual or buccal route.
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3. A product according to claiml1 or claim?2, wherein
the agonist is fornulated as a gum spray, pastille,
| ozenge or dispersible tabl®t. 4. A product according
to any one of the preceding clains, which additionally
conprises a nucolytic agent. 05.A product according to
@iAdMS8 4, wherein the nucol ytic agent is nenthol or
eucal yptus oil. 6.Use of the a2-adrenoreceptor agoni st
I CA Bt BendrRing G LRIRME REp M Sadhfst QofIBif: &@%tifrﬁfsc&mﬁ agent
treatment of Sialorrhoea, wherein the nmedicament 1s to
oxybutyin wher yspdseaveatialyor simultanepusly inghedreatmeatxifisiatprrhpeaor
buccal route and wherein the patient to be treated is
2. undedgohdcgrdingaatiammnt, wieieh thdeyonit is toBéa@MMmistered IR Waralingual,
<ublin %ybgt fﬂi n. 57.Use of the anti-nuscarinic agent
) goxﬂ)u?c;éi iM% or the manufacture of a medicament for the
treatment of sial orrhoea, wherein the patient to be
3. th ewdet ageardingde elgiot her daiwds whenein Wictaporisiés fammulated as a gum, spray,
‘ > ni st cl oni dine adm nistered by the
pa“'“%%?@?%‘gﬁ%?’%%ﬁ‘??hgua| or buccal route. ' 8. Use
according to claim6 gr claim7, wherein the o
4 phBiodustagrerding 1o.any ape ofthe Apeediigtaims. ahich gdditiggallpgomprises a
mucoly@thg@a{,si bl e tablet. 209. Use.according to any one:of
clains 6 to 8, wherein the patient to be treated is
a jhistered. a colytic agent. 10.Us ccordi ng ,
. Ph PR RBaHath e MHERIRTE Py R gl e R ot
eucal yptus oil. 1i.Use according to claim9 or claim
6. 1lgse Oxf\%sﬂ&aﬁrewecen@mg@aimmdﬂﬂfm the mgnufsrsurepiceonsdicament for the

treatmeRB&Malorrhoea, wherein the medicament is to be administered by the paralingnal, sublingual

or buccal route and wherein the patient (o be treated is undergoing treatment with the anti-muscarinic

agent oxybutynin.

7. Use of the anti-muscarinic agent oxybutynin for the manufacture of a medicament for the
treatment of sialorrhoea, wherein the patient to be treated is undergoing treatment with the a2-

adrenoreceptor agonist clonidine administered by the paralingual, sublingual or buccal route. '

8. Use according to claim 6 or claim 7, wherein the medicament is a gum, spray, pastille, lozenge

or dispersible tablet.

9. Use according to any one of claims 6 to 8, wherein the patient to be treated is also

administered a mucolytic agent.
10. Use according to claim 9, wherein the mucolytic agent is menthol or eucalyptus oil.

1. Use according to claim 9 or claim 10, wherein the medicament comprises the mucolytic agent.



