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i nvention The present invention relates to conpositions consisting of an
association of. lipophilic extracts of Zingiber officinale and Echi nacea
angustifolia, which are useful for the prevention and treatnent of
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I n the stomach and oesophagus. Foll ow ng exam nation of eating habits and
defici encigsfp$§Isone trace el enents in popul ations fromdifferent
continents (Plunmer-Vinson and Paterson-Kelly syndrones), attenpts have
been nmade to prevent the onset of carcinoma of the stomach and oesophagus
due to said contributory causes by nodifying eating habits and |ifestyles,
and using nedi Sudm#erFy of ehe pivehgivoa. Al t hough many of said contributory
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reflux, often associated with diet and/or

association of lipophilic extracts of Zingiber officinale and Echinacea

angustifolia, which are useful for the prevention and treatment of oesophageal
5 reflux and chemotherapy-induced emesis.

Prior art

Cancer of the gastrointestinal tract is the second most common form of
cancer, and the second-highest cause of death when this area is affected.
Oesophagus and stomach cancer are not very common in the industrialised

10  countries, but are extremely lethal.

A number of contributory causes have been identified for these two
tumours, such as abuse of spirits, often combined with smoking, a nitrate-rich
diet, and/or products or habits that break the mucus barrier in the stomach and
oesophagus. Following examination of eating habits and deficiencies of some

15 trace elements in populations from different continents (Plummer-Vinson and
Paterson-Kelly syndromes), attempts have been made to prevent the onset of
carcinoma of the stomach and oesophagus due to said contributory causes by
modifying eating habits and lifestyles, and using medicinal or diet products.
Although many of said contributory causes have been eliminated, the global .

20 incidence has increased because of an increase in the number of people
suffering from gastro-oesophageal reflux, often associated with diet and/or

hiatus hernia, which is one of the main causes of oesophageal tumours.
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hi atus hernia, which is one of the main causes of oesophageal
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t he di st avopardosede7t he oesophagus, nearly always in thepprapenosowbs chronic
reflux and gastric netaplasia of the epithelium (Barrett's oesophagus),

whi ch are common in obese individuals, d becones malignant in over 50% of
cases. It is therefore very inportant to reduce the incidence of this
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reflux, especially by nodifying gastric enptying. In particular,
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However, many drugs which have been used recently to modify gastric
voiding present serious side effects affecting the CNS or have a carcinogenic
action, and have therefore either been, or are about to be, withdrawn from the
market. Gastro-oesophageal reflux is currently treated with a cocktail of drugs

15 such as proton pump inhibitors (ranitidine, -prazoles or simple antacids),
enzymes, various digestive drugs, and prokinetics such as domperidone.
However, long-term use of proton pump inhibitors often leads to major
digestive problems.

Research is consequently now oriented towards new therapeutic

20  approaches.

Description of the invention

It has now been found that a combination comprising lipophilic extracts
of Zingiber officinale and Echinacea angustifolia, both prepared by extraction
with carbon dioxide under supercritical conditions, has a surprising prokinetic

25 and anti-emetic activity, leaving the digestive function unchanged and
eliminating the feeling of heaviness of the stomach and nausea which are
contributory causes of oesophageal reflux; it is therefore useful in the

prevention and treatment of oesophageal reflux and chemotherapy-induced



contributory causes of oesophageal reflux; it is therefore useful in the
prevention and treatnent of oesophageal reflux and
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under the same conditions, starting with the pulverised roots.

The roots and rhizomes of ginger (Zingiber officinale), treated in
various ways, are used, especially in Asia and the Middle East, as spices and
in traditional medicine to treat indigestion, flatulence, diarrhoea, coughing,

15 and, to a lesser extent, to protect the mucous membranes, against
inflammation, to treat urinary incontinence, etc.

The active components present in the lipophilic extract of Zingiber
officinale mainly consist of gingerols (generally present in concentrations
ranging between 10 and 15%), which possess an anti-dyspeptic, anti-nausea

20 and anti-vomiting activity, and are useful for the treatment of motion sickness,
belching, indigestion, colic, vomiting, dyspepsia and stomach and colon pain.
However, recent clinical trials have demonstrated that the lipophilic extract of
Zingiber officinale prepared by traditional methods presents low activity in
view of the well-known chemical instability of gingerols; the US

25 pharmacopoeia therefore recommends a complete review of the properties
attributed to the plant due to the lack of convincing evidence. The gingerols
contained in the lipophilic extract of Zingiber officinale prepared by

traditional methods break down rapidly, giving rise to a series of compounds,



attributed to the plant due to the | ack of convincing evidence. The
gingerols contained in the lipophilic extract of Zingiber officinale
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digestive function unchanged and eliminating the feeling of heaviness in the

stomach and nausea which are contributory causes of oesophageal reflux. This

combination can therefore be usefully employed in the prevention and

15 treatment of oesophageal reflux and chemotherapy-induced emesis.

The compositions according to the invention increase gastric emptying,

a highly potent and entirely unexpected effect, as said activity is not
demonstrable for the individual components in any of the patients treated.
Indeed, as stated above, it has been observed that the administration of

20 alkylamides of Echinacea angustifolia slows gastric and intestinal voiding
rather than promoting it.

According to a preferred aspect, the compositions according to the
invention will contain the two components within the following weight
intervals:

25 a) lipophilic extract of Zingiber officinale: 1 to 25 mg; and

b) lipophilic extract of Echinacea angustifolia: 1 to 10 mg.

According to a particularly preferred aspect, the compositions will

contain the two components in the following quantities by weight:



a) lipophilic extract of Zingiber officinale: 1 to 25 ng; and b) lipophilic
extract of Echinacea angustifolia: 1 to 10 ng. According to a particularly
pref err edwO28as8967t he. conpositions will contain the tROTEPAQOMEIDE i n t he
fol lowing quantities by weight:a) lipoph§lic extract of Zingiber

officinale: 12.5 ng; and b) lipophilic extract of Echinacea angustifolia: 5
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| i pophilic extract. pf Echi nacea angustifolia per dose; nore particularly,
1205 mg ofSPTYSRide

¢ extract of Zingiber officinale and 5 ng of |ipophilic
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evening primrose oil.

- According to a further aspect, the compositions according to the
invention may be administered together with other substances having a useful
or complementary activity.

15 The doses which have proved active in man are 1 to 25 mg of lipophilic
extract of Zingiber officinale and 1 to 10 mg of lipophilic extract of Echinacea
angustifolia per dose; more particularly, 12.5 mg of lipophilic extract of
Zingiber officinale and 5 mg of lipophilic extract of Echinacea angustifolia
per dose, to be taken with every main meal or otherwise adapted to the

20  disorder to be treated.

The compositions according to the invention will be formulated
according to conventional methods, such as those described in “Remington’s
Pharmaceutical Handbook”, Mack Publishing Co., N.Y., USA. In particular,
the compositions according to the invention will be formulated according to

25 conventional formulation techniques for lipophilic ingredients intended for
oral administration, mainly as sublingual tablets or soft gelatin or cellulose
capsules for oils designed to disperse rapidly in the stomach. The lipophilic

form uses oils rich in ®-3 fatty acids, which promote rapid absorption of the



t he conpositions according to the invention will be formul ated according to
conventional formulation techniques for |ipophilic ingredients intended for
oral admWD20rwBB®A, nmainly as sublingual tablets or soPCTHFEPREHI0M0204

cel lul ose capsules for oils designed to gisperse rapidly in the stonach.
The lipophilic formuses oils rich in w3 fatty acids, which pronote rapid
absorption of theactjve ingredient, o disperse the actiye conponepts.
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capsul es, and cell ul ose sul.es., The follow n nples further illustrate
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Li pophilic extgegct of Zingiber officinale 12.5 ng Lipophilic extract of

Echi nacea “4Rg¥<$ifolia 5 ng Soya lecithin 10 ny Evening prinrose oil 150 ng
Example 2 - Hard gel.atin capsul es Unj.t c sjtihon : Li.pophilic extract of
Zi ngi ber of fi ciﬂéﬂ g’@‘?"."%‘l 1m8g66ﬁrt@réﬁfqg§3te @Hﬁphgﬁ‘ea angustifolia 5
nmg Soya lecithin 10 M grocryst.alli ne.lcel | ul ose 200 ng Mai ze starch 50 ng
Magnesi5um st ear 1 tgelaty S ngCLAI M5 1. Conposi tions

containing: a).lipophilic . .extract of Zingiber officinale, and b) lipophilic
extract of Echi folia,

Lipophilic extract of Zingiber officinale 12.5 mg
Lipophilic extract of Echinacea angustifolia 5 mg
Soya lecithin 10 mg
10 Evening primrose oil 150 mg

Example 2 - Hard gelatin capsules

Unit composition:

Lipophilic extract of Zingiber officinale 12.5 mg

Lipophilic extract of Echinacea angustifolia 5 mg

15 Soya lecithin 10 mg
 Microcrystalline cellulose 200 mg

Maize starch 50 mg
Magnesium stearate 2 mg

Silicon dioxide 2 mg



obt ai ned by extraction with carbon di oxi de under supercritical conditions.
2. Conpositions as clainmed in claiml1, containing the two conponents w thin
t he fol | OXDRA10M8BYWHAt ranges: a) |ipophilic extract of ZPAFIEFRE1060G20€i nal e:
1to 25 ng; and b) lipophilic extract o-Echinacea angustifolia: 1 to 10 nyg.
3. Conpositions as clained in clains 1 and 2, containing the two conponents

in the fol |EV\A ;Bgsam)unt s by weight: a) lipophilic extract of Zingiber

of fici nal e =5=mmg; and b) lipophilic extract of Echinacea angustifolia: 5
ng. 4. Conpositions according to the above clainms, containing a |ipophilic
extract of Echinacea angustifolia with a 25 to 50% content of

i sobutyl a 0S| tirﬁns .according to the above clains, for oral

admi ni st r?t?gﬁﬁc?fmp% i 19"6AS B8 claimed in claim5 in the formof soft
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conditions.
2. Compositions as claimed in claim 1, containing the two components
within the following weight ranges:
10 a) lipophilic extract of Zingiber officinale: 1 to 25 mg; and
b) lipophilic extract of Echinacea angustifolia: 1 to 10 mg.
3. Compositions as claimed in claims 1 and 2, containing the two
components in the following amounts by weight:
a) lipophilic extract of Zingiber officinale: 12.5 mg; and
15 b) lipophilic extract of Echinacea angustifolia: 5 mg.
4. Compositions according to the above claims, containing a lipophilic
extract of Echinacea angustifolia with a 25 to 50% content of isobutylamides.
5. Compositions according to the above claims, for oral administration.
6. Compositions as claimed in claim 5 in the form of soft gelatin capsules
20  or hard gelatine capsules.
7. The use of:
a) lipophilic extract of Zingiber officinale, and
b) lipophilic extract of Echinacea angustifolia,
obtained by extraction with carbon dioxide under supercritical
25 conditions, for the preparation of a composition useful to increase gastric

emptying, for the prevention and treatment of oesophageal reflux and

chemotherapy-induced emesis.



