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35 cell tryptophan catabolism and establishes a regulatory environment for
balance of inflammation and tolerance. Blood. 2006 Jun 1; [Epub ahead of

print]).
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30 There is a bimodal incidence and an increased incidence in women and in
Caucasians. The clinical manifestations vary and can include diarrhea,
fever and pain, as well as non-bowel manifestations due to arthritis,
uveitis, erythema nodosum and ankylosing spondylitis.
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much progress in the development of medicaments for the treatment of
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These include: the application of 5-aminosalicylic acid and leukotriene
antagonist in the colon, systemic treatments with prednisolone derivatives
releasing nitric oxide, antagonists of chemokines and anti-adherence
molecules. Anti-TNF approaches that are promising, from a clinical
standpoint, in subgroups of patients with Crohn’s disease also show
beneficial effects in chronic TNBS colitis. The number of products being
developed and studied in the pathogenesis of IBD emphasises the need to
increase clinical research efforts on 1BD. Recent studies have shown that
thymosin alpha 1, a thymic hormone already widely used in the clinical art
for various pathologies, can cause Treg in vitro for a selective action on
dendritic cells.
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The specific object of the present invention is thus the use of
thymosin alpha 1 for the preparation of a medicament for the prevention
and treatment of autoimmune diseases, preferably multiple sclerosis and
inflammatory viscera diseases such as inflammatory bowel diseases, for

30 example ulcerative colitis and Crohn’s disease.

The present invention will now be described for illustration
purposes, but is not limited to these examples, according to its preferred
embodiments and with particular reference to the figures in the attached
drawings, wherein:

35 Figure 1 shows the average clinical score of mice (n= 5) against
time (days) with regard to immunisation with the MOG peptide.
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Evaluation of EAE

35 The mice were clinically evaluated daily according to the
following parameters: 0, normal; 1, flacid tail or weakness of hind legs; 2,
flacid tail associated with weakness of hind legs; 3, partial paralysis of hind
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Methodology
Models of colitis
The application of hapten TNBS in the colon causes acute and
30 chronic colitis in the rodents (Fiorucci S, Antonelli E, Distrutti E, Del
Soldato P, Flower RJ, Clark MJ, Morelli A, Perretti M, Ignarro LJ. NCX-
1015, a nitric-oxide derivative of prednisolone, enhances regulatory T cells
in the lamina propria and protects against 2,4,6-trinitrobenzene sulfonic
acid-induced colitis in mice. Proc Natl Acad Sci U S A. 2002, 99:15770-5).
35 The mucosal inflammation in colits from TNBS has a
neutrophilic infiltrate, but also includes the affluence of macrophages and
monocytes as well as T lymphocyte activation (Th1). The histopathological
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thynosin al pha 1. The black arrow indicates the
integrity of the nmyelin sheath. The$e results.
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Treatment with thymosin alpha 1. Ta1 (purchased from
Sigma, St.Louis, MO, USA; product no. T3410; molecular formula
30 C120H215N33055) and the scrambled peptide were provided in the form of
sterile dried powders. The powders were reconstituted in sterile water
(endotoxin levels were <0,03 pg/ml, by standard Limulus lysate assay).
Thymosin alpha 1 was administered at a dosage of 200microgrammi/kg by
intraperitoneal injection for 6 consecutive days starting from the day of
35 TNBS colitis induction.
Cytokine determination. This was carried out via specific
ELISA tests (ELISA kit, R&D Systems Inc, Minneapolis, MN) on the
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starting fromthe day of 35 TNBS colitis induction.
Cytokine determ nation. This was carried out via
specific ELISA tests (ELISA kit, R&D Systens Inc,

M nneapolis, M\N) on the WO 2008/ 050363
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cul tures of CD4+CD25+ phenotype



isolated fromthe lamna propria and stinmulated in
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10in the animals with colitis. The
i nfl ammat ory/anti-inflammatory cytoki ne production
pattern was significantly disrupted by thynosin
treatnment, there being a clear prevalence of IL-10
production. 20 These results show that thynosin al pha
1 has a protective effect against the severity of |IBD
in experinental nodels of colitis. W 2008/ 050363
PCT/ 1 T2007/ 000677 11 CLAIMS 1. Use of thynosin al pha
1 for the preparation of a nedicanent for the
prevention and treatnent of autoi nmune di seases. 2.
Use according to claim1l, wherein the autoi mmune
di seases 5 are nultiple sclerosis or inflammtory
vi scera di seases. 3. Use according to claim?2, wherein
the inflammatory viscera diseases are specifically
i nfl ammat ory bowel di seases. 4. Use according to claim
3, wherein the inflamatory bowel diseases are
ul cerative colitis or Crohn's disease. 10



