10

15

20

25

30

S100B Protein in Neurological Disorders, J Pak Med Assoc Vol. 61, No. 3, March 2011,
which is incorporated herein by reference.

Ultra-low doses of antibodies to S-100 protein have been shown to have
anxiolytic, anti-asthenic, anti-aggressive, stress-protective, anti-hypoxic, anti-ischemic,
neuroprotective and nootropic activity. See Castagne V. et al., Antibodies to S100
proteins have anxjolytic-like activity at ulira-low doses in the adult rat, J Pharm
Pharmacol. 2008, 60(3):309-16; Epstein O. ., Antibodies to calcium-binding S1008
protein block the conditioning of long-term sensitization in the ferrestrial snail,
Pharmacol Biochem Behav., 2008, 94(1):37-42; Voronina T.A. et al., Chapter 8.
Antibodies to S-100 protein in anxiety-depressive disorders in experimental and clinical
conditions. In “Animal models in biological psychiatry”, Ed. Kalueff A.V. N-Y, “Nova
Science Publishers, Inc.”, 20086, pp. 137-152, all of which are incorporated herein by
reference.

The present invention is directed to a combination pharmaceutical composition
and methods of its use in freatment of functional disorders of gastrointestinal tract,
including irritated bowel syndrome and disorders of the motor-evacuator function.

The solution to the existing problem is presented in form of a combination
pharmaceutical composition for treatment and prophylaxis of diseases or conditions of
functional etiology of the gastrointestinal tract which comprises activated-potentiated
form of antibodies, to histamine activated-potentiated form of antibodies to tumor
necrosis factor alpha (TNF-a) and activated-potentiated form of antibodies to brain-
specific protein S-100.

SUMMARY

In one aspect, the present disclosursinvention provides a combination pharmaceutical

composition comprising a) an activated-potentiated form of an antibody to S-100 protein,
b) an activated-potentiated form of an antibody to histamine, and ¢} an activated-
potentiated form of an antibody to TNF-alpha. In an embodiment, the combination
pharmaceutical composition further comprises a solid carrier, wherein said activated-
potentiated form an antibody to $-100 protein, said activated-potentiated form of an
antibody to
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histamine, and said activated-potentiated form of an antibody to TNF-alpha are
impregnated onto said solid carrier. In a variant, the combination pharmaceutical
composition is in the form of a tablet.

Preferably, the combination pharmaceutical composition includes said activated-
potentiated form of an antibody to S-100 protein is in the form of a mixture of C12, C30,
and C200 homeopathic dilutions. It is specifically contemplated that said mixture of
C12, C30, and C200 homeopathic dilutions is impregnated onto a solid carrier.

Preferably, the combination pharmaceutical composition includes said activated-
potentiated form of an antibody to histamine:is in the form of a mixture of C12, C30, and
C200 homeopathic dilutions. It is specifically contemplated that said mixture of C12,
C30, and C200 homeopathic dilutions is impregnated onto a solid carrier.

Preferably, the combination pharmaceutical composition inciudes said activated-
potentiated form of an antibody to TNF-aipha is in the form of a mixture of C12, C30,
and C200 homeopathic dilutions. It is specifically contemplated that said mixture of
C12, C30, and C200 homeopathic dilutions is impregnated onto a solid carrier.

The activated-potentiated form of an antibody to histamine may be a monoclonal,
polyclonal or natural antibody. It is specifically contemplated that the activated-
potentiated form of an antibody to histamine is a polyclonal antibody. The activated-
potentiated form of an antibody to S-100 protein may be a monoclonal, polyclonal or
natural antibody. It is specifically contemplated that the activated-potentiated form of an
antibody to S-100 protein is a polyclonal antibody. The activated-potentiated form of an
antibody to TNF-alpha may be a monoclonal, polyclonal or natural antibody. It is
specifically contemplated that the activated-potentiated form of an antibody to TNF-
alpha is a polyclonal antibody. The present disclosursinvention provides activated-

potentiated forms of antibodies to antigen(s) having sequences described in the
specification and claimed in the appended claims.

In a variant, the combination pharmaceutical composition includes activated-
potentiated form of an antibody to histamine prepared by successive centesimal
dilutions coupled with shaking of every dilution. In a variant, the combination

pharmaceutical composition includes activated-potentiated form of an antibody to S-100
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protein prepared by successive centesimal dilutions coupled with shaking of every
dilution. In a variant, the combination pharmaceutical composition includes activated-
potentiated form of an antibody to TNF-alpha prepared by successive centesimal

dilutions coupled with shaking of every dilution. Vertical shaking is specifically

i contemplated.

In another embodimentaspeet, the present disclosureinvention provides a

method of treating a disease or condition of functional eticlogy of the gastrointestinal
tract, said method comprising administering to a patient in need thereof a) an activated-
potentiated form of an antibody to histamine, b) an activated-potentiated form of an
antibody to S-100 protein and c¢) an activated-potentiated form of an antibody to TNF-
alpha. Preferably, the activated-potentiated form of an antibody to a histamine, the
activated-potentiated form of an antibody to S-100 protein and the activated-potentiated
form of an antibody to TNF-alpha are administered in the form of combined
pharmaceutical composition.

It is contemplated that said disease or condition of functional etiology of the
gastrointestinal tract is psychosomatic in nature. Preferably, said disease or condition
of functional etiology of the gastrointestinal tract is irritable bowel syndrome. It is
contemplated that said disease or condition of functional etiology of the gastrointestinal
tract is abdominal pain. It is contemplated that said disease or condition of functional
etiology of the gastrointestinal tract is diarrhea. It is contemplated that said disease or
condition of functional etiology of the gastrointestinal tract is constipation. It is
contemplated that said disease or condition of functional etiology of the gastrointestinal
tract is a distortion in the motor-evacuatory function of the gastrointestinal tract.

In an embodiment, the combination pharmaceutical composition is administered
in the form of a solid oral dosage form which comprises a pharmaceutically acceptable
carrier and said activated-potentiated form of an antibody to histamine impregnated
onto said carrier, said activated-potentiated form of an antibody to S-100 protein
impregnated onto said carrier, and said activated-potentiated form of an antibody to
TNF-alpha impregnated onto said carrier. In a variant, said solid oral dosage form is a

tablet. Variants and embodiments are provided.
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In accordance with the method embodimentaspest of the present disclosureinvention,
the combination pharmaceutical composition may be administered in one to two unit

dosage forms, each of the dosage form being administered from once daily to four times
daily. In a variant, the combination pharmaceutical composition is administered twice
daily, each administration consisting of two oral dosage form. In a variant, the
combination pharmaceutical composition is administered in one to two unit dosage
forms, each of the dosage forms being administered twice daily. All variants and
embodiments described with respect to the composition embodimentaspest of the
present disclosureirvenrtion may be used with the method embodimentaspest of the

present disclosureinvention. With respect to the method embodimentaspest of the

present disclosureirvention, it is specifically contemplated that the administration of the

combination of the present disclosureinvention may be accompanied by statistically

significant reduction HADS score in the representative population of patients.

Co-administration of the combination pharmaceutical composition with an
additional active ingredient is specifically contemplated. In a variant, the additional
active ingredient is approved for treatment of irritable bowel syndrome. Variants and
embodiments are contemplated.

DETAILED DESCRIPTION

The invention is defined with reference to the appended claims. With respect to
the claims, the glossary that follows provides the relevant definitions.

The term “antibody” as used herein shall mean an immunogiobulin that
specifically binds to, and is thereby defined as complementary with, a particular spatial
and polar organization of another molecule. Antibodies as recited in the claims may
include a complete immunoglobulin or fragment thereof, may be natural, polyclonal or
monoclonal, and may include various classes and isotypes, such as IgA, IgD, IgE, IgG1,
lgG2a, igG2b and IgG3, igM, etc. Fragments thereof may include Fab, Fv and F(ab'),,
Fab', and the like. The singular “antibody” includes plural “antibodies.”

The term “activated-potentiated form” or “potentiated form” respectively, with
respect to antibodies recited herein is used fo denote a product of homeopathic
potentization of any initial solution of antibodies. “Homeopathic potentization” denotes

the use of methods of homeopathy to impart homeopathic potency to an initial solution
5
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What is claimed is;: y

1. A combination phamaceutical composition comprising a) - activated-
potentiated form of an antibody to S-100 protein, b) an activated»potentid form of an
antibody to histamine, and c) an activated-potentiated form of an antibody/o TNF-alpha.

2.  The combination pharmaceutical composition of 1, which further
comprises a solid camier, wherein said activated-potentiated form an antibody to S~100
protein, said activated-potentiated form of an antibody to histane. and said activatéd-
potentiated form of an antibody to TNF-aipha are impregnated of o said solid carrier.

3. The combination pharmaceutical composition gf claim 2, which is in the form
of a tablet. / ‘
4, The combination pharmaceutical comition of claims 1, wherein said

activated-potentiated form of an antibody to S-100 prg ein is in the form of a mixture of C12,
€30, and C200 homeopathic dilutions.

5. The combination pharmaceutical composition of claim 4, wherein said
mixture of C12, C30, and C200 homeopathic, dilutions is impregnated onto a solid carrier.

6. The combination pharmacg itical composition of claim 1, wherein said
activated-potentiated form of an antibogy to histamine is in the form of a mixture of C12,
C30, and C200 homeopathic dilution

7. The combination ph Srmaceutical composition of claim 6, wherein said
mixture of C12, C30, and C200 meOpathic dilutions is impregnated onto a solid carrier.

8. The combinatiof pharmaceutical composition of claim 1, wherein said
activated-potentiated form gf an antibody to TNF-alpha is in the form of a mixture of C12,
C30, and C200 homeopathic dilutions.

9. The cophbination phammaceutical composition of claim 8, wherein said
mixture of C12, C30 and C200 homeopathic dilutions is impregnated onto a solid carrier.

10.  Th¢ combination pharmaceutical composition of claim 1, wherein the
activated-potep ated form of an antibody to histamine is a monoclonal, polyclonal or natural
antibody. ; |

114 ' The combination pharmaceutical composition of claim 10, wherein the
activatg¢d-potentiated form of an antibody to histamine is a polycional antibody.

36
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12. The combination phammaceutical composition of claim 1, )
activated-potentiated form of an antibody to $-100 protein is a monoclonal, golyclonal or
natural antibody. /

13. The combination pharmaceutical composition of claim /A2, wherein the
activated-potentiated form of an antibody to S-100 protein is a polyclon: antibody.

14. The combination pharmaceutical composition of p" 1, wherein the

activated-potentiated form of an antibody to TNF-alpha is a mbnocional, polyclonal or

natural antibody.

15. The combination pharmaceutical compositi of claim 14, wherein the
activated-potentiated form of an antibody to TNF-alpha is & oiyclona§ antibody.

16. The combination pharmaceutical comition of claim 1, wherein the
activated-potentiated form of an antibody to a TNF- '8' is to the entire molecule of TNF-
alpha having SEQ 1D NO. 1.

17.  The combination pharmaceuti composition of claim 1, wherein the
activated-potentiated form of an antibody to/a TNF-alpha is to a fragment of TNF-alpha
having sequences selected from group congisting of SEQ ID NO. 2, SEQ ID NO. 3, SEQ ID
NO. 4, SEQ ID NO. 5, SEQ ID NO. 6, SEQ ID NO. 7, SEQ ID NO. 8, SEQ ID NO. 9, SEQ
ID NO. 10, SEQ ID NO. 11, and SEQ JD NO. 12.

18. The combination prmaceutical composition of claim 1, wherein the
aclivated-potentiated form of ntibody to protein S-100 is an antibody to bovine S-100
protein.

19. The combinafion phammaceutical composition of claim 1, wherein the
activated-potentiated fory t of an antibody to protein S-100 is to the entire S-100 protein
having SEQ ID NO 13/

20. The A mbination pharmaceutical composition of claim 1, wherein the

activated-potentic ed form of an antibody fo protein S-100 is to the entire S-100 protein
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22. A method of treating a disease or condition of functional eticlogy/of the
gastrointestinal tract, said method comprising administering to a patient in need thereof,
substantially at the same time a) an activated-potentiated form of an antibody 6 histamine,
b) an activated-potentiated form of an antibody to S-100 protein and ¢) an activated-
potentiated form of an antibody to TNF-alpha.

23.  The method of claim 22, wherein said activated-potghtiated form of an
antibody fo histamine, said activated-potentiated form of an antiboc S-100 protein and
said activated-potentiated form of an antibody to TNF-alpha are inistered in the form of
a combined pharmaceutical composition. |

24. The method of claim 23, wherein said disg4

27.  The method of claim 23, w
etiology of the gastrointestinal tract is diarriea.
28.  The method of claim 23
etiology of the gastrointestinal tract is/Constipation.
29. The method of clajir
act is a distortion in the motor-evacuatory function of the

grein said disease or condition of functional
wherein said disease or condition of functional

23, wherein said disease or condition of functional
etiology of the gastrointestinal #
gastrointestinal tract. v

30. The method
composition is adminered'in the form of a solid oral dosage form comprising a

of claim 23, wherein said combination pharmmaceutical
pharmaceutically acg éptable camrier and said activated-potentiated form of an antibody to a
histamine impregted onto said carrier, said activated-potentiated form of an antibody to
$-100 protein it
antibody to TF-alpha impregnated onto said carrier.

" The method of claim 30, wherein said soiid oral dosage form is a tablet.

pregnated onto said camier, and said activated-potentiated form of an

The method of claim 30, wherein said carrier is lactose or isomalt.
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33. The method of claim 31, wherein said combination pha ceutical
composition is administered in one to two unit dosage forms, each of the sage form
being administered from once daily to fou? times daily. ‘

34. The method of claim 33, wherein said combination pharmaceuticai
composition is administered twice daily, each administration consisting/of two oral dosage

form.

35. The method of claim 33, wherein said co
composition is administered in one to two unit dosage forms,/each of the dosage forms
being administered twice daily.

36. The method of claims 23 or 30, wherein saig/activated-potentiated form of an
antibody to a S-100 protein is in the form of a mixture of/C12, C30, and C200 homeopathic
dilutions.

37. The method of claim 23 or 30, whergin said activated-potentiated form of an
antibody to histamine is in the form of a mixtdre of C12, C30, and C200 homeopathic
dilutions.

38. The method of claim 23 or 3@, wherein said activated-potentiated form of an
antibody to TNF-alpha is in the form of/a mixture of C12, C30, and C200 homeopathic
dilutions. '

38. The method of clain
forms of an antibody is selected | om the group consisting of a monoclonal, polycional and

/23 or 30, wherein each of said activated-potentiated

natural antibody.
40. The method
“antibody.

0 claim 38, wherein each of said activated-potentiated forms of

an antibody is a polyciona
41.  The met od of claim 23, wherein the activated-potentiated form of an

antibody to a TNF-algha is to the entire molecule of TNF-alpha having SEQ ID NO: 1.

42. of claim 23, wherein the activated-potentiated form of an
antibody fo a F-alpha is to a fragment of TNF-alpha having sequences selected from
group consing of SEQ ID NO. 2, SEQ ID NO. 3, SEQ ID NO. 4, SEQ ID NO. 5, SEQ ID
NO.6, S o ID NO. 7, SEQ ID NO. 8, SEQ ID NO. 2, SEQ ID NO. 10, SEQ ID NO. 11, and

39
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43. The method of claim 23, wherein the activated»potentiat form of an
antibody to protein S-100 of brain of a bull. /

44. The method of claim 23, wherein the activated-po&eated form of an
antibody to protein S-100 is to the entire S-100 protein having SEQ 0 13.

45. The method of claim 24, wherein the activatedtentiated form of an
antibody to protein S-100 is to the entire S-100 protein having S ' iD NO 16.

46. The method of claim 24, wherein each of said g tivated-potentiated forms of
an antibody is prepared by successive centesimal dilution with shaking of every
dilution,

47. The method of claims 23, 24, 25, 27, 28 or 29, wherein said
administration is accompanied by statistically sigpificant reduction HADS score in the
representative population of said patients. ’

48. The method of claim 23, fu
combination pharmaceutical composition wiff

Her comprising co-administration of said
an additional active ingredient suitable for
treatment of disorders or conditions of gas rointestinal tract.

49.  The method of claim 48, wherein said additional active ingredient is approved
for treatment of irritable bowel syndromie.

50. The method of claim A8, wherein said additional active ingredient is selected

from the group consisting of 5-HT3 antagonists, 5-HT4 antagonists, mixed 5-HT4 agonist/5-
HT3 antagonists, opioid agents, CRH receptor antagonists, chioride channel activators,

CCK antagonists, neyfokinin  antagonists, antidepressants, antispasmodics,

anticholinergics/antimuscarinic agents, direct smooth muscle relaxing agents,
antidiarrheals, benzodi

51. The
characterized predominantly by abdominal pain and flatulence.

epines, proton pump inhibitors, and antibiotics.
ethod of claim 25, wherein said iritable bowel syndrome is

52. The method of claim 25, wherein said iritable bowel syndrome is

characterized/predominantly by diarrhea.
53.
zed predominantiy by constipation.

The method of claim 26, wherein said imitable bowel syndrome is

40
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54. A pharmmaceutical composition for use in treating a patient syffering from a
disease or condition of functional etiology of the gastrointestinal tract, gaid composition
having been obtained by providing a) an activated-potentiated form of an antibody to
histamine, b) an activated-potentiated form of an antibody to S~1 protein and c) an
activated-potentiated form of an antibody to TNF-alpha, each ppared by consecutive
repeated dilution and multiple shaking of each obtained soldtion in accordance with
homeopathic technology, and then either combining the poiéntiated solutions by mixing
them, or, altemnatively, impregnating a carrier mass with said combined solution or with the
solutions separately.

55. The pharmaceutical composition of cldim 54, wherein said disease or
condition of functional etiology of the gastrointestinal fract is irritable bowel syndrome.

56. The pharmaceutical composition of claim 55, wherein said irritable bowel
syndrome is characterized predominantly by abdominal pain and flatulence.

57. The pharmmaceutical composition of claim 55, wherein said imtable bowel
syndrome is characterized predominantly by diarrhea.

58. The pharmaceutical composition of claim 55, wherein said irritable bowel
syndrome is characterized predominapitly by constipation.

59.  The pharmaceutical composition of claim 54, wherein each of said activated-

potentiated forms of antibody is a/mixture of C12, C30, and C200 homeopathic dilutions.

a1
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What is claimed is:

1. A combination pharmaceutical composition comprising a) an activated-
potentiated form of an antibody to S-100 protein, b) an activated-potentiated form of an
antibody to histamine, and c) an activated-potentiated form of an antibody to TNF-alpha.

2. The combination pharmaceutical composition of claim 1, which further
comprises a solid carrier, wherein said activated-potentiated form an antibody to $-100
protein, said activated-potentiated form of an antibody to histamine, and said activated-

potentiated form of an antibody to TNF-alpha are impregnated onto said solid carrier.

3. The combination pharmaceutical composition of claim 2, which is in the form
of a tablet.
4, The combination pharmaceutical composition of claims 1, wherein said

activated-potentiated form of an antibody to S-100 protein is in the form of a mixture of C12,
C30, and C200 homeopathic dilutions.

5. The combination pharmaceutical composition of claim 1, wherein said
activated-potentiated form of an antibody to histamine is in the form of a mixture of C12,
C30, and C200 homeopathic dilutions.

6. The combination pharmaceutical composition of claim 1, wherein said
activated-potentiated form of an antibody to TNF-alpha is in the form of a mixture of C12,
C30, and C200 homeopathic dilutions.

7. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to histamine is a monoclonal or polycional
antibody.

8. The combination pharmaceutical composition of claim 7, wherein the
activated-potentiated form of an antibody to histamine is a polyclonal antibody.

9. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to S-100 protein is a monoclonal or polyclonal
antibody.

10. The combination pharmaceutical composition of claim 9, wherein the
activated-potentiated form of an antibody to S-100 protein is a polycional antibody.
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11. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to TNF-alpha is a monoclonal or polyclonal
antibody.

12. The combination pharmaceuticial composition of claim 11, wherein the
activated-potentiated form of an antibody to TNF-alpha is a polyclonal antibody.

13. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to a TNF-alpha is o the entire molecule of TNF-
alpha haviﬁg SEQID NO. 1. ‘

14. The combination pharmaceutical composition of ciaim' 1, wherein the
activated-potentiated form of an antibody to a TNF-alpha is to a fragment of TNF-alpha
having a sequence selected from group consisting of SEQ ID NO. 2, SEQ ID NO. 3, SEQ
ID NO. 4, SEQ ID NO. 5, SEQ ID NO. 6, SEQ ID NO. 7, SEQ ID NO. 8, SEQ ID NO. 9,
SEQ ID NO. 10, SEQ ID NO. 11, and SEQ ID NO. 12.

15.  The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to protein S-100 is an antibody to bovine S-100
protein.

16. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to protein S-100 is to the entire S-100 protein
having SEQ ID NO 13.

17.  The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to protein S-100 is to the entire S-100 protein
having SEQ ID NO 16.

18. The combination pharmaceutical composition of claim 1, wherein said
activated-potentiated forms of an antibody are prepared by successive centesimal dilutions
couplied with shaking of every dilution.

19. The combination pharmaceutical composition of claim 1, wherein said
activated-potentiated form of an antibody to S-100, said activated-potentiated form of an
antibody to histamine, and said activated-potentiated form of an antibody to TNF-alpha are

impregnated onto a solid carrier.
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