10

15

20

25

FORMULATI ONS FOR THE TREATMENT OF ARTHRI TI'S CONDI TI ONS
FI ELD OF THE | NVENTI ON The present invention rel ates
woaodsmorall at i ons conpri si ng conbi nati ons of PCT/EP2004/005875
anal gesi c/anti -i nfl ammat oryl i mmunonodul ati ng and
cartil agereconstructing agents for the treatnent of
rheumatoid arthritis and, nore generally, of arthritis
2%, i nhiHbn GIREAGMENENt SOFact ARTHRITIS
t hrough di fferent nmechani sns of actions, reduces pain
ts the progression of articulation injuries.
TECHNOLOG CAL BACKGROUND Rheumatoid arthritis is a
chroni c degenerative di sease which affects a | arge
ortion of the elderly, causing serious problens to
FILED Of THEINVENIMNesi s of rheumatoid arthritis and
arthritis conditions is due at first to the imune
systETPressat dupderelejes o fommulatiens aprepmsing eorsbinations
whi ch er,oge the_intra-articular surfaces causi ng )
of JepBrIgCHS/ 2rkRlammateny ar e I cIRedWlatingnd pafnf usartilage-
DI SCLOSURE OF THE | NVENTI ON The present i nvention
TeCORTIRINg &géahspgjgr tthen sreabinpny sqfﬁgleanew néithighs oand, more

active princjples capable of inducing particularly
gen@ﬁl&t‘?%ﬂyﬁggﬁﬁ%m Sef fects, Wi thout inportant side

ff.act en after. prolonged treatnents. Th .

ohariaCemoTRation Gf #hess ASREISepCTiRg MAGWEH ideffew%pmpg nisms

of actions, reduces pain and prevents the progression of articulation injuries.

TECHNOLOGICAL BACKGROUND

Rheumatoid arthritis is a chronic degenerative disease which affects a
large portion of the elderly, causing serious problems to patients. The
pathogenesis of rheumatoid arthritis and arthritis conditions is due at first to
the immune system, and subsequently to inflammatory conditions whicﬁ erode
the intra-articular surfaces causing deforming damages which are irreversible
and painful.

DISCLOSURE OF THE INVENTION

The present invention relates to compositions comprising a combination
of active principles capable of inducing particularly effective therapeutic
effects, without important side effects even after prolonged treatments.

The pharmaceutical formulations of the invention comprise:

- pure saligenin or derivatives thereof or extracts containing them
selected from saligenin-enriched Salix rubra extract;

- substantially pure boswellic acid or a semi-synthetic derivative thereof
or a boswellic acid-enriched Boswellia serrata extract,

- procyanindins from Vitis vinifera or from Camellia sinensis or rhein or

lipophilic derivatives thereof;
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- pure saligenin or derivatives thereof or extracts
containing them sel ected from saligenin-enriched Salix

woubisaomairact; substantially pure boswel lic aeCu/E®e00a/005875
sem -synthetic derivative thergof or a boswellic
acid-enriched Boswellia serrata extract; procyanindins
fromVitis vinifera or fromCanellia sinensis or rhein

- or Nigwepyi-phwodemivagt i ves thereof ;
N- acetyl - gl ucosam ne; gl ucuronic acid or

- gl uglucorsaliacicoder ghxaphelctdnesal i geni n derivatives
conprise the acetic or butyric esters, whereas
ex aRph@plaf obssligdiincdaiiadivdsriomprise she eaplic o butyric esters,
pharmaceutically acceptable salts or esters. The

wheesasubrimphs of hdsavélhiventidodenvatieesalsomprisemphesmaceutically
Sali x rubra extract containing 25% by wei ght of

accepltatgersaits dBesvexkl i a serrata extract containing 20% by

- wei ght of boswellic acid; procyanindins fromVitis
vi nThe farmu]dticom ctinel ini en Som enefesatdytdonptipe:
conpl exed with phospholipids or rhein or lipophilic

- der Syt rubsa thignebéonthirng2fi% dlyue oightiaiesaligentur oni ¢
acid or glucuronol actone. The Salix rubra extract, the

- BosBebwiHisesratmertrhchomtaimog ZAN by weight of boswellic acid;
N-acetyl - gl ucosam ne, gl ucuronic acid or

- gl uproaynolmdine feomr Eilpy eirdfexdl or foss &mmellia figensis optionally
formulations in 2:1:1:1:1 weight ratios, respectively
Thecémphencat withsphésphodipadsapnrhsipicedingphibio desiwdiyesghereot;
of 25% Sal i x

- N-acetyl-glucosamine;

glucuronic acid or glucuronolactone.

The Salix rubra extract, the Boswellia serrata extract, procyanindins,
N-acetyl-glucosamine, glucuronic acid or glucuronolactone are preferably
present in the formulations in 2:1:1:1:1 weight ratios, respectively.

The formulations will contain typically 100 to 500 mg of 25% Salix
extract, 50 to 150 mg of procyanindins optionally in the form of complexes
with phospholipids, 20 to 200 mg of Boswellia serrata extract, 10 to
500 mg each of glucosamine and glucuronic acid or glucuronolactone.

The proanthocyanidins from Vitis vinifera can be obtained according to
what disclosed in GB-A-1541469 or FR-A-2092743 or in EP 348781, while
the corresponding phospholipid complexes are known from US 4.963.527;
Camellia sinensis extracts are disclosed, for example, in EP 814823.

Boswellia and boswellic acid extracts can be prepared according to
known methods, and are commercially available as well the saligenin-enriched
Salix rubra extracts.

The formulations will be in the form of soft- or hard- gelatin capsules,

tablets or other forms suitable for the oral administration. Preferred are the
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extract, 50 to 150 ng of procyanindins optionally in
the form of conpl exes with phospholipids, 20 to 200 ng
wohRoBoeyal| i a serrata extract, 10 to 500 ng eaeOTmP2004/005875
gl ucosam ne and gl ucuronic aci% or gl ucuronol act one.
The proant hocyanidins fromVitis vinifera can be
obt ai ned according to what disclosed in GB-A- 1541469
capsulERcAnROBREABn othera HEBnB4 81845 thehtareierhe
correspondi ng phosphol i pid conpl exes are known from US
4. 98Respvcy@nimeling fremn&itsi sirgfarnaet Samdlidi sivknsisdexert anti-
for exanple, in EP 814823. Boswel |lia and boswellic
radichdc eacttraac asd cianhibis prodpeglydanse bydeilfsingo maialmproteases; they
met hods, and are commercially available as well the
almalsygergistiedly chiedagatiith thbreycdxexganase Thg COX-2) inhibiting
formulations will be in the formof soft- or hard-
cogglameints preseut asthe Swliensd dosmdibe exdragts.suit abl e f or
the oral adm nistration. Preferred are thecapsules .
contAs @i ridteEnaiiveta moenthiosyeniding editainantheaquinpees, mainly
procyani ndins fromVitis vinifera or Cane|lia sinensis
rheineet linaphiledilervatves thespohimech aniddgerhein, may be used, which
proteo?lycans-hydrolysjng nmet al - prot eases;_ they al so
redyereeel proletaration sndrsivnulate prateegbipensoniliesiase 2
(COX-2) inhibiting conmponents present .in the Salix and
BosWeiA qedyleglucaseminasglaguegnierasid oy glpguronolactone, which can
pr oant hocyani di ns, certain anthraqui nones, mainly
ber gensidered ithe phiildingd & pekst of ether KenBeFtICR Essag, complete the
di acerhein, may be used, which reduce cel
theyepprtie miefids odrihestarmplatieny obttbegnyentony as fhgy romote the
N- Acet.yl - gl ucosaym ne, .gl ucuraqnic Qig or . .
regynibesib il Rratepslycans di Bign BBtse JRiCHelSedn IRP BLAnt dieqtpration

bl ocks of the connective [issue,. cogp%ete t he .
process that, together with the aforementioned factors, can contribute to a

symptomatic improvement.

The compositions of the invention can be administered for prolonged
times, in one or repeated daily administrations, until recovery or relief from
the symptoms.

The following examples further illustrate the invention.

Example I - Preparation of cellulose capsules

Each capsule contains:

Salix rubra extract (25% in saligenin) 200 mg
Boswellia serrata extract (20% in boswellic acid) 100 mg
Green Tea extract (70% in procyanidins) 100 mg
N-Acetyl-glucosamine 100 mg
Glucuronolactone 100 mg

Enothera biennis oil g.s. to 700 mg
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therapeutic profile of the fornulations of the
i nvention, as they pronote the resynthesis of
wonraeis@ozdiycans in the joints, which is an i npoPCamP2004/005875

restoration process that, together with the

af orenmentioned factors, can cohtribute to a

synptomati c i nprovenent. The conpositions of the
ExdfipRi1 DPr@pﬁr!i)ﬁoﬂdffldulﬁhws_ed for_ pr ol onge_d times, in
"_‘G_L—ne or repeated daily adm nistrations, until recovery
Eac®l caliieeéodtatis: t he synptons. The fol | owi ng exanpl es

further illustrate the invention. Exanple | -

Salbr &RAEAIDROM of sgepdninyse capsul es Each capsule 200 mg
contains: Salix rubra extract (25%in saligenin) 200
BosiiklBaswedindesaeiot {20%ekt boswelli20idh boswel | i ¢ acil@p mg
100ng Green Tea extract (70% i n procyanidins) 100rr%
Dialefiegh Yl - gl ucosam ne 100ng G ucuronol act one 100ng 100 mg

Enot hera biennis oil g.s. to 700 ngExanple I -
N-degflaGhidosandhecapsul es Each capsul e contains: Sallifd mg
extract (25%in saligenin) 200 ng Boswellia serrata
Gleksaslact@ i n boswel | ic acid) 100ng Di acer hei n 16§ mg
ng N-acetyl-d ucosam ne 100ny
Enothera biennis oil g.s. to 700 mg

The formulation of the Example I, when administered to patients
suffering from rheumatoid arthritis or arthritis conditions, showed consistent
clinical results in terms of pain reduction, better mobility of the affected

limbs, biopsic examinations of the joints and sense of well-being.
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QG ucur onol act one 100ng Enothera biennis oil g.s. to
700 nmg The fornulation of the Exanple |, when
wadnisrostier ed to patients suffering from r heunRCoiE#2004/005875
arthritis or arthritis conditisons, showed consi stent
clinical results in terms of pain reduction, better
mobility of the affected |inbs, biopsic exam nations

CLAIMSe joints and sense of well-being. CLAINMS 1.

Formul ati ons conprising: pure Saligenin or derivatives
thereof or extracts containing themselected from

saligenin-enriched, Salix rubra extract; substantially
1. puFermydaieons eompr§ing: a seni-synthetic derivative
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- g 2??5??&2W??fr’9% g}éﬁﬁw ey ?ffrﬁ)ggﬁéﬁégllfcf%%%ﬂﬁsi %r rhein or
11popthii/icsder1v%5£§/%s ‘there%‘f;et yl - gl ucosam ne;

- N-acetyl-glucosamine;

- glucuronic acid or glucuronolactone.

2. Formulations as claimed in claim 1 comprising:

- Salix rubra extract containing 25% by weight of saligenin;

- Boswellia serrata extract containing 20% of boswellic acid;

- procyanindins from Vitis vinjfera or from Camellia sinensis optionally
complexed with phospholipids or rhein or lipophilic derivatives thereof;

- N-acetyl-glucosamine;

- glucuronic acid or glucuronolactone.

3. Formulations as claimed in claim 1 wherein the Salix rubra extract, the

Boswellia serrata extract, procyanindins, N-acetyl-glucosamine, glucuronic

acid or glucuronolactone are present in 2:1:1:1:1 weight ratios, respectively.

4. Formulations as claimed in claim 2 containing 100 to 500 mg of 25%

Salix rubra extract, 50 to 150 mg of procyanindins optionally in the form of

complexes with phospholipids, 20 to 200 mg of Boswellia serrata extract and

10 to 500 mg each of glucosamine, glucuronic acid or glucuronolactone.

5. Formulations as claimed in any one of claims 1-3 in the form of

capsules containing Enothera biennis oil as the carrier.

6. The use of a combination of:



gl ucuronic acid or glucuronol actone. 3. Fornmnul ations

as clained in claiml1 wherein the Salix rubra extract,
woheosBozael | i a serrata extract, procyani ndi ns, PCT/EP2004/005875
N-acetyl - gl ucosam ne, glucurom c acid or

gl ucuronol actone are present in 2:1:1:1:1 weight

rati os, ,respectivel 4.. For IaH%ons as *alne

cl BPRF 2S2EeNni%g dfipatigend ChEPlo o1 63 Tt Mf&%%ﬂg them
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o PR OE I ) 2 cer rata extract: ¢
Dr %g%gﬁlofﬁi §hcf&°§‘u¥h c%rf‘ol%% | fipkera or from Canel | i a

ein |é derivatives thereof;

for I}Tl@g)erteé ?Ha?ﬁac%ﬁ'&éir Ql'ih'tf%lc@ﬁhgalof)r dietetic compositions

e pfeparation of
I | sitions .
?H@%ﬁ&ﬁ#fs@g e R
arthritis conditions.



