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condi tions. The conbinati on of these agents, acting
t hrough di fferent mechani sns of actions, reduces pain

and [ of joint injuries.
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large portion of 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 which erode the intra-
articular surfaces causing deforming damages which are irreversible and painful.
Bark and branches extracts of different species of Salix have been used
for unmemorable time for the treatment of articular rheumatic forms and gout.
Salix extracts were, however, substantially abandoned at the end of the 19"
century, when acetylsalicylic acid was synthesized by acetylation of salicylic
acid, obtained by oxidation of the compounds present in Salix. However,
acetylsalicylic acid and Salix extracts have substantial differences in terms of
mechanisms of actions and activity on bone joints. The extracts act on the
enzyme COX 2, while acetylsalicylic acid mainly acts on COX 1, which
involves the well-known side effects on the gastrointestinal tract and blood
coagulation, which severely restrict its prolonged use which is conversely
necessary in the case of such chronic-degenerative pathologies as arthrosis

and rheumatoid arthritis. As an example a saligenin enriched Salix extract is
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20 mechani sns of actions and activity on bone joints.
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An extract for use in this invention can be prepared by immersing the
aerial part of Andrographis paniculata in one or more suitable solvents such
as ethanol, methanol and acetone; separating the liquid from the solid residues
and concentrating the liquid. The extract thus obtained may be further
processed. For example impurities can be removed the ratio of the component
may be varied by known methods.

DISCLOSURE OF THE INVENTION

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

The pharmaceutical formulations of the invention comprise:

- pure saligenin or derivatives thereof or Salix ssp extracts containing

from 10 to 50% of saligenin;
- substantially pure andrographolide or andrographolide enriched

Andrographis
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as ethanol, nethanol and acetone; separating the
liquid fromthe solid residues and concentrating the
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processed. For exanple inpurijies can be renoved the
ratio of the conponent may be varied by known

T P S Bl T SOV B RS

o A LBy SRRBR T 008

PO b SIS BB BB PN o

i B ARS8y S BEMERM R 15

SO o R0 ORI Al s

e L R
GBI LA T SO OR NS inSh A Gl uromc aci
oL EIRIGPLEAC,20L), comrioc, oo Sal X sep exract

paniﬁ% alg éi%i)(t Bk C%g%iaitﬂkn%r}cﬁ{é’ggé?é\ﬁ g*]unigidata extract are

Andr'ogr ap € an i onal I'y cosarm ne

pr%?é:ijany 9#&%&1{ Bhfe ASinthlaBond lﬂf%quﬁi ?a“ﬁ(%j ?espectively.

The formulations will contain typically 40 to 500 mg of Salix extract,
20 to 250 mg of Andrographis paniculata extract, and optionally 10 to 500 mg
each of glucosamine and glucuronic acid or glucuronolactone.

The formulations will be in the form of soft- or hard- gelatin capsules,
tablets or other forms suitable for the oral administration. Capsules containing
Enothera biennis oil as a carrier are preferred.

N-Acetyl-glucosamine, glucuronic acid or glucuronolactone, which can
be considered the building blocks of the connective tissue, complete the
therapeutic profile of the formulations of the invention, as they promote the
re-synthesis of proteoglycans in the joints, which is an important restoration
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 Andrographis paniculata extract

1000 grams of Andrographis paniculata aerial part (biomass) are
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The Salix extract and the Andrographis panicul ata

extract are 10 preferably present in the formul ations
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repar r'oj raphis paniculata extract 1000
| ata aerial part (biomass)
chr)g 6@3&8@39/8%%#%%7/ 006666 4 covered with 200 mg

Aé{{r%gra}oﬁfsspg zc??/fb%&%@lcoﬁ{alﬁﬁlé P59% opghl&r%grgpﬁ‘ohde 100 mg

c' percco
N-Acetyl-glucosamine 100 mg
Glucuronolactone 100 mg
Enothera biennis oil g.s. to 700 mg

The formulation of the Example I, when administered to patients
suffering from rheumatoid 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.

Example III - Preparation of capsules

Each capsule contains:
Salix extract (25% in saligenin) 200 mg

Andrographis paniculata extract (containing 15% of Andrographolide) 100 mg

Diacerhein 100 mg
N-Acetyl-glucosamine 100 mg
Glucuronolactone 100 mg
Enothera biennis oil q.s. to 700 mg

The formulation of the Example I, when administered to patients
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contains: Salix rubra extract (25%in saligenin) 200
nmg Andrographi s panicul ata extract containing 15% of
andr ographolide 100 ng N-Acetyl-glucosam ne 100 ny

A ucuronol actone 100 ng 15 Enothera biennis oil g.s.
to 700 ng The formnulation of the Exanple I, when

adm nistered to patients suffering fromrheumatoid
arthritis conditions, showed consistent clinica
results in ternms of pain reduction, better nobility of
the affected |inbs, biopsic exam nations of the
joints and sense of well-being. 20 Exanple II1l -
Preparation of capsules Each capsule contains: Salix
extract (25%in saligenin) 200 ng Andrographis

pani cul ata extract (containing 15% of Andrographolide)
100 ng D acerhein 100 ny
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- optionally N-acetyl-glucosamine and/or

- glucuronic acid or glucuronolactone.

2. Compositions according to claim 1 comprising:

- Salix ssp. extract containing 25% by weight of saligenin;

- Andrographis paniculate extract containing 15% by weight of
Andrographolide and optionally N-acetyl-glucosamine and/or
glucuronic acid or glucuronolactone.

3. Compositions according to claim 2 wherein the weight ratio of Salix
extract to the Andrographis paniculata extract is 2:1, respectively.

4. Compositions according to any one of claims 1 to 3 comprising from 40
to 500 mg of Salix extract, 20 to 250 mg of Andrographis paniculata extract,
and optionally 10 to 500 mg each of glucosamine and glucuronic acid or
glucuronolactone.

5. Compositions according to any one of claims 1 to 4 in form of soft- or
hard- gelatin capsules, tablets or other forms suitable for the oral
administration.

6. Compositions according to claim 5 in form of capsules containing
Enothera biennis oil as a carrier.

7. The use of a combination of saligenin or derivatives thereof or Salix

ssp extracts and substantially pure andrographolide or andrographolide
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gl ucuronol actone. 5. Conpositions according to any one
of clains 1 to 4 in formof soft- or hard- gelatin
capsul es, tablets or other fornms suitable for the ora
adm ni stration. 25 6. Conpositions according to claim
5 in formof capsules containing Enothera biennis oi
as a carrier. 7. The use of a conbination of saligenin
or derivatives thereof or Salix ssp extracts and
substantial ly pure andrographol i de or andrographolide
WO 2008/ 017390 PCT/ EP2007/ 006666 7 enriched
Andr ogr aphi s pani cul ata extract for the preparation of
a nmedi canent for the treatnent of rheumatoid
arthritis.



