WQ 2010/083968PCT/EP2010/000205 1 COMPOSITIONS COMPRISING A LIPOPHILIC EXTRACT
OF ZINGIBER OFFICINALE AND AN EXTRACT OF CYNARA SCOLYMUS, WHICH ARE USEFUL
FOR THE PREVENTION AND TREATMENT OF OESOPHAGEAL REFLUX AND IRRITABLE
BOWEL SYNPRANEIS fhmary of the invention  The present invention PSIEtBR26a060pAfs0SItions
consisting of a combination of a lipophilic extract ofl Zingiber officinale and an extract of Cynara
scolymus, which are useful for the prevention and treatment of 5 oesophageal reflux and irritable
bowel syndrop® MEOS FEHQMED oTOMBRISTMGIness. PARGPHILEahcF KIERA(@Stro@iestinal
tract is the second most common form of cancer, and the second h|hest cause of death When this
area is affectédM@/BegRnh A< & feAnch - A e J He irfe :

countries, bu ly n % ified f&rﬁhese two
tumours, suc ' products or
habits that bregigthereysartar In(ﬁﬁmﬁmﬁ@ qeﬁmh@ws &wanmmmn of
eating habits/and deficiencies of some trace elements in populations from different continents
(Plummer-ViBOVaEd PeYaY$DR BRIE syndromes), attempts have been made to prevent the onset of
carcinoma of the stomach and oesophagus due to said contributory causes by

Summary of the invention

The present invention relates to compositions consisting of a
combination of a lipophilic extract of Zingiber officinale and an extract of
Cynara scolymus, which are useful for the prevention and treatment of

5 oesophageal reflux and irritable bowel syndrome, and to reduce postprandial
drowsiness.

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.

10  Qesophagus and stomach cancer are not very common in the industrialised
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

15  oesophagus. Following examination of eating habits and deficiencies of some
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.

20  Although many of said contributory causes have been eliminated, the global
incidence has increased because of an increase in the number of people

suffering from gastro-oesophageal reflux, often associated with diet and/or



modifying eating habits and lifestyles, and using medicinal or diet products. 20 Although many of said
contributory causes have been eliminated, the global incidence has increased because of an increase
in the number of people suffering from gastro-oesophageal reflux, often associated with diet and/or
WO 2010/083%68P0/PE®010/000205 2 hiatus hernia, which is one of the MaiArRaUEe® 5
oesophageal tumours. Adenocarcinoma is manifested by dysplastic columnar epithelium in the distal
part of the oesophagus, nearly always in the presence of chronic reflux and gastric metaplasia of the
epithelium (Baails aesephagushbivhichhase GPmHéOMﬂRbE%éE@MP'L@é%o%HQ omgsoRalignant in
over 50% of cases. It is therefore very important to reduce the incidence of this disorder. Research
is consequentfydsfientaditowaads dnagsfaktedd yedyrs aeflux; dspecial lytishelodifyingtastiicaloiding.
In particular, researchers are atfempting to ﬁievelop well-tolerated natural ﬁrokinetics, as the potential

h
drug 10 will HRRR & J8%aRESP alRF nalyA)sata dhea pressiii @ babronic diséBrrinadusly,

depending ongigestive, re rements. e HOWYRYSE, M2 which have been used yecently to
modify gastricg%oiding present serious sllltfe e#yects g#gc%gﬁgéc\%lsog?%}\%ggs arc\li%gcénigraection,
and havestherefaigmeittiar dieee, pidavedaiaosit 4a dBevdindsamal ndh e 1Sveraskel, of cases.
Gastro-oesophageal reflux is currently treated with a cocktail of drugs such as proton pump inhibitors

(ranitidine, -prazoled o Jihsprierstasitls ) repeytanisio/eibies dhye dtivel dneg s fathd spdokimdtics such as
domperidone. Howeyer, long-term use ofgjr tonﬁ%rgtlg inhibitors often leads to major digestive
problems, 20Research & CoNSEUREMRARSH ori8 GRS THE AP RIS ECaESE BT Y, |rritable
bowel syndroge affgats y olg%aq)f}mfgp ﬁ'&?h&%ﬂ&ﬂfgﬁt“?ﬂse&m&“ﬂ@%ﬁ% hoggmatic
disorder, and is treated with antidepressants, anti-inflamnratories, probiotics and other drugs,
depending onattempting to develop well-tolerated natural prokinetics, as the potential drug
10 will have to be taken chronically for many years on a preventive basis, or
discontinuously, depending on digestive requirements.
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

15  market. Gastro-oesophageal reflux is currently treated with a cocktail of drugs

such as proton pump inhibitors (ranitidine, -prazoles or simpl

[¢']

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

20 | Research is consequently now oriented towards new therapeutic
approaches.

Irritable bowel syndrome affects up to 9% of the population in
industrialised countries. It is a psychosomatic disorder, and is treated with
antidepressants, anti-inflammatories, probiotics and other drugs, depending on

25  its severity and duration. Irritable bowel syndrome is mainly exacerbated by
stress, inadequate diet, and inflammatory states of various origins. It is also
influenced by the state of the stomach. The presence of oesophageal reflux

often worsens the conditions associated with irritable bowel syndrome.



25 its severity and duration. Irritable bowel syndrome is mainly exacerbated by stress, inadequate diet,
and inflammatory states of various origins. It is also influenced by the state of the stomach. The
presence of oesophageal reflux often worsens the conditions associated with irritable bowel syndrome.
WO 2010/083988110/488f482010/000205 3 Description of the invention  ItAGIsERDMOOes9Found that a
combination comprising a lipophilic extract of Zin giber officinale, prepared by extraction with carbon
dioxide under supercritical conditions, and an extract of Cynara scolymus, perfoons a 5 surprising

prokinetic and anti-dyspanp¢isativitxhchRlemipa gastric emptying, eliminating flatulence and
improving the digestive function. The combination according to the invention is therefore useful for the

prevention and treatindvsohossopteyefiuedushandarieinleibetiehsyndipmsinghe pipsgiiilnvention
therefore relates to compgsitions congaining: 10a) lipophilic extract of Zin giber officinale, and b)

Cynara scolyfRUEEkidctZ "8t i Ee BFRERT B pRFTGRIBP BBy aflitPiridment of
oesonhagesl (1 4SS NG AR HIALE POEL Ve Hisoue e pblylo rease

gastric voiding significantly reduces post-prandia rowsiness, thus alimi {?ﬁ‘ﬁ’t € problems
associated withrjirisinilorprepésiitallyanécosdingiia fepiventinn e linepbiisaxactafsdingiber
officinale will be prepared by extraction from the roots and rhizomes of the plant with carbon dioxide
under superc?iiPal Ebhditiorsnpne e bl exteasetfrooving robe idigesivadtorciqresBuees of

between 230 and, 260,20 bars efer%5)|¥ 235 bars, and a temperatureé)f t();etween 40 and 60C,
%‘%t e edu,

preferably 500 O AHR8 Flé;r?é)l ir e R S T R P A PHREREPRct is

collected in the eendensen b debyriaied iinartgrsidiaselves dahSaie AL heptane, and

concentrated under vacuum at a temperature not exceeding 40C. Said extract contains approx. 30%
gingerols, 25 and cBheberesad direetlyi im ttiefeforalatianssaccomdingiitibasmentintinghe Cynara
scolymus extract will be prepared by conventional methods, for example by extraction from the aerial
parts of'fhe plant with an' HeBRaN 6K ERT AESHiBe dnetlisiraadptiand! fractionation on resin.

b) Cynara scolymus extract,

| for the increase of gastric emptying, for the prevention and treatment of
oesophageal reflux, gastric voiding and irritable bowel syndrome. Moreover,
the ability to increase gastric voiding significantly reduces post-prandial

15  drowsiness, thus eliminating the problems associated with it.
More specifically, according to the invention, the lipophilic extract of
Zingiber officinale will be prepared by extraction from the roots and rhizomes
of the plant with carbon diof(ide under supercritical conditions, powder being
extracted from the root in an extractor at pressures of between 230 and 260
20  bars, preferably 235 bars, and a temperature of between 40 and 60°C,
preferably 50°C, for a time ranging between 1 and 10 hours, preferably seven
hours; the extract is collected in the condenser and dehydrated in inert gas
dissolved in n-hexane or heptane, and concentrated under vacuum at a
temperature not exceeding 40°C. Said extract contains approx. 30% gingerols,
25 and can be used directly in the formulations according to the invention. The
Cynara scolymus extract will be prepared by conventional methods, for
example by extraction from the aerial parts of the plant with an alcohol or

water-alcohol solvent and optional fractionation on resin.



WO 2010/083968PCT/EP2U10/000205 4 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 and, to a lesser extent, to protect the
mucous memBHEE 08 4thst Sinflammation, to treat urinary incontinence, 8ET/EP20THg0axtve
components present in the lipophilic extract of Zingibar officinale mainly consist of gingerols (generally
present in concentrations ranging between 10 and 15%), which possess an anti-dyspeptic,

anti-nausea and antrkemitiogs aatiditythanchase usefglifeieihg Imatbent offinniine jsickeess 1@ belching,
indigestion, colic, vomiting, dyspepsia and stomach and colon pain. However, recent clinical trials have
demonstrated #RURSMPEpHIle BRbGceITigIveirofisinaia pidsaMdiibicirBamonsl spistoasdresents

low activity in view of the well-known che ica% instability. of gipgerols; the US pharmacopoeia therefore
recommends 2 gégﬁr(?bﬁle?g%v%ﬁlgf?ﬁe ropet ielélé%eaﬁé%htﬁ% FRPraft R NS HER .

convincing eyigance, The gingerols cemaings inaedinonfilc suiranlof Ziagienelicinals arepared
by traditional methods break down rapidly, giving rise to a series of compounds, such as shogaol and
other prdducis Sfoxickation, whickeareidevgithobatiinanye Teese conflicting data are partly due to the

instability of the active 20 components in the extracts normally used. However, the extract used in the
present invention is B fpdSHINE SAFEBLTSAKIIISEESERA prepsbredipaphitif i dRstidef uAdesihail-defined

supercritical flons. in giber officinale extract accelerates gastric emptying, eliminating
S DA, S R S e o

postprandial nausea ing the adver rmer Weutic

75effect.  AstighnkenEiwnia SOOMAUSS Sxirasts dheeiuds fon theli-chalsslin, cholagagicand

anti-dyspeptic action, but often cannot be used by patients suffering from irritable bowel syndrome

because they b st teadkiang atbivi i rd 2or08S9BS Q1 /P 2601000205 Hoficansiilates, and

diarrho?@ as‘l%ge ult of the choleretic effect; they also slow gastric voiding and the digestive function.
ra fgjiﬂl%

The Cy @foh%?é%cﬁ 1% DO ERTE S JERR 1 H L URARD A5thERRMISR have a
content in U lassess oL HPSIRNERE il A, hRIE dRIRIINEALAR, (TR IMMIRIR ACIdR, Tpygnoids

derived from luteolin, and eynaropicrin. Caffeoylquinic acids exert a choler iver-protecting

effect, flavonging ttere affdtondipitaesiec ngye tiertitisstiatradhuil gielastieydlosynibesigyand
cynaropicrin possesses an anti-inflammatory action due to interaction with nuclear factor NFIcB and

TNT-a. view of the well-known chemical instability of gingerols; the US

pharmacopoeia therefore recommends a complete review of the properties

15 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,

such as shogaol and other products of oxidation, which are devoid of efficacy.

These conflicting data are partly due to the instability of the active

20 components in the extracts normally used. However, the extract used in the

present invention is a lipophilic extract, stabilised and prepared with carbon

dioxide under well-defined supercritical conditions. The Zingiber officinale

extract accelerates gastric emptying, eliminating postprandial nausea by

balancing the adverse effect of the former and completing the therapeutic

25  effect.
Artichoke (Cynara scolymus) extracts are known for their choleretic,

cholagogic and anti-dyspeptic action, but often cannot be used by patients

suffering from irritable bowel syndrome because they worsen the alternation



10The artichoke extract preferably contains not less than 20% caffeoylquinic acids, not less than 5%
flavonoids, and not less than 5% cynaropicrin. In the clinical field, it has surprisingly been found
that the combination of these two extracts unpredictably reduces both gastro-oesophageal reflux 15
and the intesti&120a988368rs which are indirect contributory causes by acceteratingigasitis voiding,
eliminating flatulence and improving the digestive funcion. In patients suffering from irritable bowel
syndrome with pain and dyspepsia resistant to the combination of probiotics and antidepressants, the
20 symptomsppishk isarneares AlanadRYsiTAtion of hecompasiien carding tq tedryention,
with a definite improvement in the quality of the life. This activity is not attributable to either of the two
components tgkstmisepaiditetyainl fiet, Agaslrpadfustetad; . the. choleretic, eholagogic and anti-dyspeptic
25 action of artichoke extracts often cannot be used in patients with irritable bowel syndrome, because
the choleretic effect Wdfsén¥ifilalféAHAHBH of sPideidesdTieBnsapation aduansrgnsawslandsesduces
the rate of gastric veiding and the digestive function. WO 2010/033968PCT/EP2010/0002056  The
present comb?r?rg%(r%gé}%cr’istlnalilnl‘rﬁ?%\)/%sgaggtr?c%orﬁg(\flyl}itrléna]ﬁ%ecﬁgégtgﬁ%sfﬁ) ctid ?tﬁgggés@eg
anti-dyspeptiactiie anthisausaiiy: fen feopigvention el trealrsia desvePesorhagealseflux and
irritable bowel syndrome, Thus theoretically the present combination prevents the onset of
5oesophagead idntomaropighocofcidfe oy lypieferrsddrsprett the looloyrositiang sccorgingdotihe
invention will cgntain tr?f two components within the following weight intervals: a)lipophilic extract of
Zingiber officiﬁg%‘?tfro P38y gﬁaﬁoﬁ)eﬁ'ﬁeg&ﬁ@%%ﬁ UsiBE meEerbmaseasizmy myith

cholesterol synthesis, and cynaropicrin possesses an anti-inflammatory action

due to interaction with nuclear factor NFkB and TNF-c.

10 The artichoke extract preferably contains not less than 20%
caffeoylquinic acids, not less than 5% flavonoids, and not less than 5%
cynaropicrin.

In the clinical field, it has surprisingly been found that the combination
of these two extracts unpredictably reduces both gastro-oesophageal reflux

15 and the intestinal parameters which are indirect contributory causes by
accelerating gastric voiding, eliminating flatulence and improving the
digestive function.

In patients suffering from irritable bowel syndrome with pain and
dyspepsia resistant to the combination of probiotics and antidepressants, the

20 symptoms rapidly disappeared after administratioﬁ of the composition
according to the invention, with a definite improvement in the quality of the
life. This activity is not attributable to either of the two components taken
separately.

In fact, as already stated, the.choleretic, cholagogic and anti-dyspeptic

25 action of artichoke extracts often cannot be used in patients with irritable
bowel syndrome, because the choleretic effect worsens the alternation of
episodes of constipation and diarrhoea, and reduces the rate of gastric voiding

and the digestive function.



According to a particularly preferred aspect, the corn positions will contain the two components in the
following quantities by weight: a) lipophilic extract of Zingiber officinale: 12.5 mg; and b) extract of
Cynara scolymus: 100 mg. 15According to a preferred aspect, the lipophilic extract of Zingiber
officinale and Y2 BYH4EP2%colymus extract will be formulated in vegetable GISTYERRIMOOIBIEE
polyunsaturated fatty acids, such as evening primrosesoil. According to a further aspect, the
compositions according to the invention may be administered together with other substances having a

useful 20or complenTantapyesetivityombhigidasesyhish Ffiavernreed Agtierin neah et teneb mg of
lipophilic extract of Zin giber officinale and 50 to 200 mg of Cynara scolymus extract; more particularly,
100 mg of CyAAESSEbEly S ERtrade@sfESSES RiRfloflyangipiee offtinille andads pusefodefoo Bbdaken

with every mair;enggr?tliolr] 250th rwig,e adtapt d toéhe disorder tc:gﬁe %r@ated. The % mpositions
according to tRE Inventon Wil B FoPTTiRRY &85 ?8785%%1%8’1%? tiEHA &R d U TUaR e b ot e
described in " Rayaegon's Riamaceuical fanegRccr gk RADIEBRCER Y 1y Ao lp Raticular,
WO 2010/083968PCT/P2010/000205 7 the compositions according to the invention wil E)e formulated
according to corvepitigeal fommebasion techniques for lipophilic ingredients intended for oral

administration, mainly as su_blin%ual tablets or soft gelatin or cellulose capsules for oils designed to
disperse rapidly in tHeC§@itadh 1oha IBSERME ds 38RschsdBcoiromPOF ERBsiase atdisgwisichgromote

rapid absorpti II‘bP) active ingredient, to disperse the active compongnts..Examples of oral
formulations éqr!g/fgatt e?ls, ‘gﬁ\g%e%%l,%})?t :?r%% r?ﬁg g%?éﬂﬁoéla?ﬁlstale‘g,@lr?a c%?ulggEg o ggle%’.e"ﬁ?ét
examples setiatéhalaw further illustrate the invention.

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

10 b) extract of Cynara scolymus: from 50 to 200 mg.

According to a particularly preferred aspect, the compositions will
contain the two components in the following quéntities by weight:

a) lipophilic extract of Zingiber officinale: 12.5 mg; and

b) extract of Cynara scolymus: 100 mg.

15 According to a preferred aspect, the lipophilic extract of Zingiber
officinale and the Cynara scolymus extract will be formulated in vegetable oils
rich in ®3/w6 polyunsaturated fatty acids, such as evening primrose oil.

According to a further aspect, the compositions according to the
invention may be administered together with other substances having a useful

20 or complementary activity.

The doses which have proved active in man are 1 to 25 mg of lipophilic
extract of Zingiber officinale and 50 to 200 mg of Cynara scolymus extract;
more particularly, 100 mg of Cynara scolymus extract and 12.5 mg of
Zingfber officinale extract per dose, to be taken with every main meal or

25  otherwise adapted to the 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,



10Example 1- Extraction of Cvnara scolymus Load 1000 g of dried, minced artichoke leaves into a
percolator fitted with a heating jacket, and extract 5 times with 4 L of 70% EtOH at 70C. = Combine
the filtered percolates and concentrate under vacuum to a dry residue of approx. 15%. Leave to cool at
ambient temp¥ RIS centrifuge. 15 Load the supernatant solution in®RCA/EBMHH002Eked with 1.5
L of AMBERLITETm XADTM 7HP resin (Rohm and Haas) previously suspended in water.  Wash
the column with 1.5 L of water, then elute with 3,75 L of 90% EtOH. Concentrate the water-alcohol

eluate until saficagshiberi donatherdPngneetaduwentas24nauss $8rnalataurticdraitighake leaf
extract is obtained.  HPLC titres: total caffeoylquinic acids 31.76%, total flavonoids 14.31%,

cynaropicrin TRBIoRtREhjlrmutiogetacheigapsufes 12pomin bompesiiinnBxiriendedyfena

hil f iber of lel2. ceryl monostearate30 mg WO
Zgilggggéggéné/ﬁ%é%ﬁl}g exégg;r%alzrw)g Iagrs%gﬁll?gu% 5b1e%s o¥ so¥t ge atlsn or ceﬁulosge

capsules for oils designed to disperse rapidly in the stomach. The lipophilic
5 form uses oils rich in ®-3 fatty acids, which promote rapid absorption of the
active ingredient, to disperse the active components. Examples of oral
formulations are tablets, dragées, soft and hard gelatin capsules, and cellulose
capsules.
The examples set out below further illustrate the invention.

10 Example 1- Extraction of Cynara scolymus

Load 1000 g of dried, minced artichoke leaves into a percolator fitted
with a heating jacket, and extract 5 times with 4 L of 70% EtOH at 70°C.
Combine the filtered percolates and concentrate under vacuum to a dry
residue of approx. 15%. Leave to cool at ambient temperature, then centrifuge.
15 Load the supernatant solution into a column packed with 1.5 L of
AMBERLITE™ XAD™ 7HP resin (Rohm and Haas) previously suspended in
water.
Wash the column with 1.5 L of water, then elute with 3.75 L of 90%
EtOH. Concentrate the water-alcohol eluate until soft, and then dry at 50°C
20 under vacuum for 24 hours: 82.4 g of purified artichoke leaf extract is
obtained.
HPLC titres: total caffeoylquinic acids 31.76%, total flavonoids
14.31%, cynaropicrin 17.51%.

Example 2 - Soft gelatine capsules

25 Unit composition:
Extract of Cynara scolymus 150 mg
Lipophilic extract of Zingiber officinale 12.5 mg

Glyceryl monostearate 30 mg



Soya lecithin10 mg Evening primrose oil g.s. for700 mg Example 3 - Hard gelatin capsUIes Unit
composition: S5SExtract of Cynara scolymus100 mg Lipophilic extract of Zingiber officinale12.5 mg
Microcrystalline cellulose300 mg Lactose170 mg Silicon dioxide5 mg 10Magnesium stearate5 mg

IVICSUP 9 CWINIB0M0E8Hpositions containing: a) lipophilic extract oPZkigiterigiivierale
obtained by extraction with 8
Soya lecithin 10 mg
Evening primrose oil g.s. for 700 mg

Example 3 - Hard gelatin capsules

Unit composition:

5 Extract of Cynara scolymus 100 mg
Lipophilic extract of Zingiber officinale 12.5 mg
Microcrystalline cellulose 300 mg
Lactose 170 mg

- Silicon dioxide 5 mg

10 Magnesium stearate 5 mg



5carbon dioxide under supercritical conditions; and b) extract of Cynara scolymus.
2.Compositions as claimed in claim 1, containing the two components within the f\?&%\/g@g weight
ranges: a) lipophilic extract of Zingiber officinale: | to 25 mg; and 10b) extract 6f Cynara
scolymus: 50 to 200 mg. 3.Compositions as claimed in claims 1 and 2, containing the two components
in the following weight amounts: a) lipophilic extract of Zingiber officinale: 12.5 mg; and b) extract of
Cynara scolymus: 100 mg. 15 4.Compositions as claiged in claim 1, 2 or 3 wherein the extract of
Cynara scolymus is obtained by extraction from the aerial parts of the plant with an alcohol or
water-alcondCEghdviSind fractionation on a resin. 5. Compositions as claimed in claim 1, 2 or 3 in
which the extract of Cynara scolymus contains not less than 20% of caffeoylquinic acids, not less 20
than 5% of flavonoids and not less than 5% of cynaropicrin. 6. Compositions according to the above
claims, for oial adn@i%tlratian. 7. Composjtions as claimed in claim 6 in the form of soft gelatin

capsules or célIuloseocaggﬁll&ogﬁifa%?éaf@%ain oily substances.
a) lipophilic extract of Zingiber officinale obtained by extraction with

5 carbon dioxide under supercritical conditions; and
b) extract of Cynara scolymus.
2. Compositions as claimed in claim 1, containing the two components
within the following weight ranges:
a) lipophilic extract of Zingiber officinale: 1 to 25 mg; and

10 b) extract of Cynara scolymus: 50 to 200 mg.

3. Compositions as claimed in claims 1 and 2, containing the two
components in the following weight amounts:

a) lipophilic extract of Zingiber officinale: 12.5 mg; and

b) extract of Cynara scolymus: 100 mg.

15 4. Compositions as claimed in claim 1, 2 or 3 wherein the extract of
Cynara scolymus is obtainedk by extraction from the aerial parts of the plant
with an alcohol or water-alcohol solvent and fractionation on a resin.

5. Compositions as claimed in claim 1, 2 or 3 in which the extract of

Cynara scolymus contains not less than 20% of caffeoylquinic acids, not less
20 than 5% of flavonoids and not less than 5% of cynaropicrin.

6. Compositions according to the above claims, for oral administration.

7. Compositions as claimed in claim 6 in the form of soft gelatin capsules

or cellulose capsules suitable to contain oily substances.

25



MCS1.1..P 10 8.The use of: a) lipophilic extract of Zingiber officinale obtained by extraction with
carbon dioxide under supercritical conditions; and b) extract of Cynara scolymus 5for the preparation
of a composition for the reduction of postprandial drowsiness. 9.The use of: a) lipoPiifi¢- Etract of
Zingiber officinale obtained by extraction with 10carbon dioxide under supercritical conditions; and b)
extract of Cynara scolymus :for the preparation of a dbmposition having prokinetic and
anti-dyspeptic activities.
8. The use of:
a) lipophilic extract of Zingiber officinale obtained by extraction with
carbon dioxide under supercritical conditions; and
b) extract of Cynara scolymus

5 for the preparation of a composition for the reduction of postprandial

drowsiness.

9. The use of:
a) lipophilic extract of Zingiber officinale obtained by extraction with
10 carbon dioxide under supercritical conditions; and
b) extract of Cynara scolymus
for the preparation of a composition having prokinetic and anti-dyspeptic

activities.



