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arboxyl ic acid, also known as Vigatd gl dqs J€rr]l (Arch. | fmunol.. 15 et Ther.
Exp. 1973, 21, 891) On the other han peat extracts obtained by various
nmet Hods usi ng various extraction nedi a are known to contain bioactive

i ngr edi ent She prbsebtinveattAasiatedl RIvidaktive @6hSostiGR fatd tof gharmaBouli&:P PRbdratiodd dbntaining .
phar macesatnbclalis pruvp Qb certdifCisemiandd devatiiés) Phrliculeyl aiidies - of 88 Sdifinoisothtazdiass -Now
been f ouradbotiatacitthBave canth+ intiemneatono bctivifye canipakeble t Withaihe |aetivithe lof viord -+ st@sidaniahti- '
cert ai n ipiaatmaert dags, Ssubip @at indosisthekdy. | Thesh pontdurets Sore a6 Linbven itd pes3esdNdntividal; al
and amt i antiaqtetial and: elimycalic agtiviies, IA typict epeeshtatitecef digsel Isotiagid danvdtiods. is the p-
chlorophenylamide of 3-~methyl-5-benzoyl— aminoisothiazole -4~ carboxylic acid, aiso known as
Vratizolin (R) {Arch. Immunol. et Ther. Exp. 1973, 21, 891).
On the other hand, peat extracts obtained by various methods using various extraction media are known
to contain bicactive ingredients, which render such extracts useful for cosmetic and pharmaceutical
10 purposes. (Chemical Abstracts 101(10), 78854e¢). )
It has now been found that the combination of the above thiazole derivatives with certain peat extracts
(peat—derived products) results in an antiviral and anti-inflammatory drug with increased therapeutic
potential. Thus, the present invention relates to a bioactive composition which is characterized in that it
comprises
15 a) an isothiazole compound of the general formula |

c0m1
R3

R | '
NHCOR, |

N

wherein R, is halophenyl, R, is pheny! and Rs is lower alkyl, and
b) a peat—derived product containing not more than 70%, preferably not more than 60%, by weight, of
inorganic salts, especially of sodium chloride, based on dry solids.
30 Preferred compositions according to the present invention are characterized in that the isothiazole
compound a) is a compound of formula |, wherein R, is chlorophenyt, preferably p ~ chiorophenyi.

With respect to the substituent R; of the isothiazole compounds a), those compounds are preferred,
wherein Rs is methyl. The most preferred isothiazole compound a) is a compound of formuia I, wherein R
is p—chiorophenyl, Rz is phenyl and R, is. methyl, i.e. the compound 3-methyl-5-benzoylamino-

35 isothiazole ~ 4 - carboxy - p ~ chioro ~ phenylamide, also designated as vratizolin. This compound has the
formula 1l

0 CH3\| “ co m-@-c;
N NH co -@ (11.)
N /

Vratizolin (R) is a registered trade mark in Poland. Further preferred compositions according to the present
invention are characterized in that the peat~derived product is obtainable by a process wherein a highly
50 concentrated solution of inorganic salts, especially of sodium chloride, containing peat - derived bioactive
ingredients, is diluted with demineralized water and subjected to reverse osmosis in order to desalinate the
solution, inorganic salts being removed, and wherein the resultmg solution is concentrated and clarified,
and, preferably, sterilized and/or spray - dried.
Peat —derived products of this type as well as their production are described in PCT Application No.
56 PCT/EP92/00491 of 4th March, 1992,
A particularly preferred peat—derived product is the product TTP as specified in the above PCT
Application and available from Torf Corporation, Wroclaw, ul. Mydlana 2, Poland. It is a spray ~ dried powder
which is easily processable in forming pharmaceutical preparations. TTP stands for "TOLPA® Torf
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Thus, the present invention relat eépbwggég ctive conposition which is

characterized in that it conprises 3 a? an i sothi azol e conpound of-

the general formula'l [err] wherein [err] is hal ophenyl, [err] is phenyl

and [err] pleparhtoWerTaLPK® | being il rdgistord RBSE RN InVEShnB! PHEUGight Pdib 2k RbAdhuRPh) @D €

than 70% c&npound b) iR1tRf & tibnd8cordig ® thé) pRsHP Mvenbioh ¥abEINS0:1, Plefdrdb BN imGre
preferably 30:3.

The compositions according to the present invention are useful for producing pharmaceutical prepara -

s tions according to conventional methods by mixing these compositions with pharmaceutically acceptable
carriers. Accordingly, the present invention also relates to pharmaceutical preparations comprising a
combination of an isothiazole compound as described above and a peat—derived product as described
above, together with a pharmacautically acceptable carrier material.

Such preparations may contain the active ingredient (i.e. the combination of peat - derived product and

10 isothiazole compound) in a quantity of 3.1%, preferably 3.2%, more preferably 3.3% by weight. A preferred
pharmaceutical preparation is one which contains Vratizolin (R) and TTP.

Vratizolin and related isothiazoles are not inducers of cytokines, such as interferons (IFN) and tumor
necrosis factor (TNF). However, in the presence of IFN and TNF inducers they may stimulate the synthesis
of such cytokines and prolong thsir action.

15 1t was found that the above isothiazole derivatives, such as vratizolin, administered together with the
above peat —derived products, such as TTP, in human peripheral blood leukocyte cultures potentiate the
activity of the peat—derived product in the production of IFN and TNF. The combination of the two
components a) and b) in the composition according to the present invention was found to be clearly
synergistic. : :

S 20 Pharmaceutical preparations according to the present invention, i.e. Preparations comprising the

' components a) and b) are useful for the treatment of herpes virus infections of the skin or mucous
membranes (e.g. H. simplex labialis, facialis, H. genitalis, H. zoster varicella, eczema herpstica, other viral
infections of mucous membranes, and various inflammatory skin diseases.

Pharmacseutical preparations according to the present invention i. e. Preparations comprising the

25 components a) and b) are particularly useful for the treatment of genital virus infections transmitted during
sexual intercourse and also for the prophylaxis of HIV infections together with condoms.

Examples of pharmaceutical preparations are:

1. | Vratizolin (R) 0.10
TP 0.01
Vehiculum ad 10.00

The hydrophilic vehiculum for the treatment of mucous membrane infections is qualitatively composed
35 e.g. of the following ingredients: polyethylene glycol 300, glycerin, polyethylene glycol 4000, and Tween
80) or Orat base® Plain Colgate ~ Hoyt Labs.
Div. of Colgate — Paimolive Comp.
L One Coigate Way, Canton, WA 02021 USA (ingredients: pectin, sodium carboxynethylcellulose, and
— plasticized hydrocarbon gel).
40 The vehiculum for the treatment of skin infections is hydrophilic, with following ingredients:
polyethylene glycol 300, glycerin, polyethylene glycol 4000, and Tween 80.

2. | Vratizolin 1.50
pu TTP 0.05
- Vehiculum | ad 50.00
The vehiculum for the treatment and prevention of genital and oral virus infections is as quoted above.
50 Claims
1. Bioactive composition, characterized in that it comprises
a) an isothiazole compound of the general formula |
55
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sal'ts, especially of sodi um chl or based on dry solids. Preferred
conpositions according to the preEgr?tMPr%QIﬁ‘l on 10 are characterized in
that the isothiazole conpound a) ‘is a conpound of forrmula I, wherein [err]

i s chl or opbaashs, TOLPRET SlgYa Regheltkdr PR SR m Vhibda, R 9,83 b b1% tjtyent
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wher ei n piaferadiyr@eishyl . The nost preferred isothiazole conpound a) ' is a

conpound ofThé eompdsisiorts, acoundirigetb the] Rgsbdt inventitn &8luesTS A PRMLicing PRadracdh@Nirbpard

[err] 4 stionstdaegdrding toecontehiipnal ongteds dy it thyde-dompositions with pharmaceutically acceptable
carriers. Accordingly, the present invention also relates to pharmaceutical preparations comprising a
combination of an isothiazole compound as described above and a peat-derived product as described
above, together with a pharmaceutically acceptable carrier material.

Such preparations may contain the active ingredient (i.e. the combination of peat - derived product and

10 isothiazole compound) in a quantity of 3.1%, preferably 3.2%, more preferably 3.3% by weight. A preferred
pharmacsutical preparation is one which contains Vratizolin {R) and TTP.

Vratizofin and related isothiazoles are not inducers of cytokmes, such as interferons (IFN) and tumor
necrosis factor (TNF). However, in the presence of IFN and TNF inducers they may stimulate the synthesis
of such cytokines and prolong their action.

15 It was found that the above isothiazole derivatives, such as vratizolin, administered together with the
above peat-derived products, such as TTP, in human peripheral blood leukocyte cultures potentiate the
activity of the peat—derived product in the production of IFN and TNF. The combination of the two
components a) and b) in the composition according to the present invention was found to be clearly
synergistic.

20 Pharmaceutical preparations accordlng to the present invention, i.e. Preparations comprising the
components a) and b) are useful for the treatment of herpes virus infections of the skin or mucous
membranes (e.g. H. simplex labialis, facialis, H. genitalis, H. zoster varicella, eczema herpstica, other viral
infections of mucous membranes, and various inflammatory skin diseases. '

Pharmaceutical preparations according to the present invention i. e. Preparations comprising the
25 components a) and b) are particularly useful for the treatment of genital virus infections transmitted during
sexual intercourse and also for the prophylaxis of HIV infections together with condoms.

Examples of pharmaceutical preparatlons are:

1. | Vratizolin (R) 0.10
TTP 0.01
Vehiculum ad 10.00

The hydrophilic vehiculum for the treatment of mucous membrane infections is qualitatively composed
35 e.g. of the following mgredlents polyethylene glycol 300, glycerin, polyethylene glycol 4000, and Tween
80) or Oral base® Plain Colgate — Hoyt Labs.
Div. of Colgate -~ Palmolive Comp.
One Colgate Way, Canton, WA 02021 USA (ingredients: pectin, sodium carboxynethylcellulose. and
plasticized hydrocarbon gel).
40 The vehiculum for the treatment of skin infections is hydrophilic, with following ingredients:
polyethylene giycol 300, glycerin, polyethylene glycol 4000, and Tween 80.

2. | Vratizolin 1.50
5 TTP 0.05
Vehiculum ad 50.00
The vehiculum for the treatment and prevention of genital and oral virus infections is as quoted above.
so0 Claims
1. Bioactive composition, characterized in that it comprises
a) an isothiazole compound of the general formula |
55
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benzoyl am no-i sot hi azol e- 4- car boFy-opﬁgI@I,,?rq- phenyl am de, 20 also designated -
as [err]. Thiss conpound has the formula f\[err] [err] is a registered

trade mark in Poland. Further preferred conpositions according to the
present invention are characterized in that the peat-derived product is 35,
obt ai nabl e by a process wher + CONHERy ghly concentrated solution of inorganic

salts, especi alng\oj__sndi chloride, containing peat-derived bioactive
ingredients, is difjutedpth demineralized water- and subjected to reverse v
osnosPs in ]M (1.)

N\

wherein Ry is halophenyl, Rz is phenyl and Rs is lower alky! and
b) peat—derived product containing not more than 70%, preferably not more than 60%, by weight,
of inorganic salts, especially of sodium chioride, based on dry solids.

NHCOR
10 2

15 o
2. A composition as claimed in Claim 1, characterized in that the isothiazole compound a) is a compound
of formula |, wherein R, is chiorophenyl, preferably p —chlorophenyl.

3. A composition as claimed in Claim 1 or 2 characterized in that the isothiazole compound a) is a
N~ 20 compound of formula |, wherein Rs is methyl.

4. A composition as claimed in any one of Claims 1 to 3, characterized in that the isothiazole compound
a) is a compound of formula |, wherein R: is p ~chlorophenyl, Rz is phenyl and Rs is methyl, i.e. the
compound 3 —methyl - 5 - benzoylaminoisothiazole ~ 4 — carboxy ~ p - chloro — phenylamide, designated

25 as vratizolin.

5. A composition as claimed in anyone of Claims 1 to 4, characterized in that the peat ~ derived product b)
is a product obtainable by a process, wherein a highly concentrated aqueous solution of inorganic salits,
especially of sodium chioride, containing peat—derived bioactive ingredients, is diluted with de-—

30 mineralized water and subjected to reverse osmosis in order to desalinate the solution, inorganic salts
‘ being removed, and wherein the resulting solution is concentrated and clarified, and, preferably,
sterilized and/or spray - dried.

6. A composition as claimed in any one of Claims 1 to 5, characterized in that the peat - derived product
3s b) is a product as specified in PCT application PCT/EP92/00491.

7. A corhposiﬁon as claimed in any one of Claims 1 to 6, characterized in that the peat—derived product
b) is TTP, as specified in PCT application. PCT/EP92/00491.

40 8. A composition as claimed in anyone of Claims 1 to 7, characterized in that the weight ratio of product
a) and compound b} is 30:1, preferably 30:2, more preferably 30:3.

9. A pharmaceutical preparation, characterized in that it contains, as active ingredient, a compositign as
claimed in anyone of Claims 1 to 8, together with a2 pharmaceutically acceptable carrier material.

10. A pharmaceutical preparation, as claimed in Claim 9, characterized in that the active ingredient is a
combination of Vratizolin (R) and TTP.

11. A pharmaceutical preparation as claimed in Claim 9 or 10, characterized in that it contains the active
50 ingredient in a quantitiy of 3.1%, preferably 3.2%, more preferably 3.3% by weight.

55
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The present invention relates to biocactive compositions and
5 to pharmaceutical preparations containing same. It' is known
that certain isothiazole derivatives, particularly amides of.
5- aminoisothiazole-4-carboxylic acid, have anti-
inflammatory activity comparable with the activity of non-
steroidal anti-inflammatory drugs, such as indomethacin.

10 The§e compounds are also known to possess antiviral,
antibacterial and antlmycotlc actzvities. A typical
representative of these isothiazole derivatives is the p-~
chlorophenylamide of 3fmethyl-5-benzoy14 aminoisothiazole-4-

. carboxylic acid, also known as Vratizolin (R) (Arxrch.

15 Immunol. et Ther. EXp. 1973, 21, 891).

On the other hand, peat extracts obtained by various methods
using various extraction media are known to contain
biocactive ingredients, which render'such_extracts useful for

~ 20 cosmetic and pharmaceutical purposes. (Chemical Abstracts
101(10), 78854e). '

It has now been found that the combination of the above .
thiazole derivatives with certain peat extracts (peat-

25 derived products) results in an antiviral and anti-

‘ inflammatory drug with increased therapeutic potential.
Thué, the present invéntion relates to a bioactive
composition which is characterized in that it comprises

30 a) an isothiazole compound of the general formula I

o -

g e H (x.)

\ /NHCORZ
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PCT/ EP92/ 00491 of 4th March, 1992. 10 A particularly preferred peat-derived
product is the product TTP [err] as specified in the above PCT Application
and avail able from Torf Corporation, Woclaw, ul. Mydlana 2, Poland. It is
a spray-dried powder which is-easily processable in form ng pharnmaceuti cal
preparations. [err] stands for "TCOLPA [err] Torf 15 Preparation”, TOLPA
[err] being a registered trade mark i n Pol and. The weight ratio of conmpound
a) to conpound b) in the conpositions accorddmg to the present invention is
about 30:1, preferably 30:2, nore preferably 30:3. 20 The conpositions
according to the present |nvent|on are

wherein Rj is halophenyl, R, is phenyl and Ry is lower

alkyl, and

b) a peat-derived product containing not more than 70%,
5 preferably not more than 60%, by weight, of inorganic

salts, especially of sodium chloride, based on dry
solids. -

_ Preferred compositions according to the present invention

10 are characterized in that the isothiazole compound a) is a
compound of formula I, wherein Ry is chlorophenyl,
preferably p~chlorophenyl.

With respect to the substituent R3 of the isothiazole
15 compounds a), those compounds are preferred, wherein R3 is
-methyl. The most preferred isothiazole compound a) is a
compound of formula I, wherein Ry is p-chlorophenyl, R; is
phenyl and R3 is methyl, i.e. the compound 3-methyl-5-
benzoylamino-isothiazole-4~carboxy-p-chloro-phenylamide,
20 also designated as vratizolin. This compound has the formula
II

25 CH3\“ ” ‘ cc-)- ' mx—@-cx
n\\\\\ /// NH co~——<:::::::::> (11.)

Vratizolin (R) is a registered trade mark in Poland. Further
preferred combosiﬁions according to the present invention
are characterized in that the peat-derived product is

35 obtainable by a process wherein a highly concentrated
solution of inorganic salts, especially of sodium chloride,
containing peat-derived bioactive ingredients, is diluted
with .demineralized water and subjected to reverse osmosis in

30
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“useful for produci ng pharmaceutical preparations according to conventi onal
met hods by m xi ng these conpositions with pharmaceutically acceptable
carriers. Accordingly, the present invention also relates to pharnmaceuti cal
25 preparations conprising a conbination of an isothiazole compound as
descri bed above and a peat-derived product as described above, together

wi th a pharmaceutically acceptable carrier material. 30 Such preparations
may contain the active ingredient (i.e. 4lge conbination of peat-derived
product and isothiazole conmpound) in a quantity of 3.1% preferably 3.2%

or e order to desalinate the solution, inorganic salts being
removed, and wherein the resulting solution is concentrated
and clarified, and, preferably, sterilized and/or spray-
dried. '

Peat-derived products of this type as well as their
production are described in PCT Application No.
PCT/EP92/00491 of 4th March, 1992.

10 A particularly preferred peat-derived product is the product
TTP as specified in the above PCT Application and available
from Torf Corporation, Wroclaw, ul. Mydlana 2, Poland. It is
a spray-dried powder which is easily processable in forming
pharmaceutical preparations. TTP stands for,"TOLPA(R) Torf

15 . Preparation", TOLPA(R) being a'registered trade mark in
Poland. The weight ratio of compound a) to compound b) in
the compositions according to the present invention is about
30:1, preferably 30:2, more preferably 30:3.

20 The compositions according to the present invention are
useful for producing pharmaceutical preparations according
to conventional methods by mixing these compositions with
pharmaceutically acceptable carriers. Accordingly, the
present invention also relates to pharmaceutical

25 preparations comprising a combination of an isothiazole
compound as described above and a peat-derived product as
described above, togeﬁher with a pharmaceutically acceptable
carrier material.

30 Such preparations may contain the active ingredient (i.e.
the combination of peat-derived product and isothiazole
compound) in a quantity of 3.1%, preferably 3.2%, more
preferably 3.3% by weight. A preferred pharmaceutical
preparation is one which contains Vratizolin (R) and TTP.

35
Vratizolin and related isothiazoles are not inducers of
cytokines, such as interferons (IFN) and tumor necrosis
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~preferably 3.3% by weight. A preferred pharnmaceutical preparation is one
whi ch contains Vratizolin and TTP 35 Vratizolin [err] and rel ated
i sot hi azol es are not inducers of cytokines, such as interferons (IFN) and

tunor necrosis -4- factor (TNF). However, in the presence of IFN and TNF
I nducers they may stinulate the synthesis of such cytokines
_ -4 -

factor (TNF). Howevé:, in the presence of IFN and TNF
inducers they may stimulate the synthesis of such cytokines
and prolong their action.

S It was found that the above isothiazole derivatives, such as
vratizolin, administered together with the above peat-
derived products, such as TTP, in human peripperal bloocd
leukocyte cultures potentiate the activity of the peat-
derived product in the production. of IFN and TNF. The

10 combination of the two compohents a) and b) in the
composition according to the present invention was found to
be clearly synergiétic.

Pharmaceutical preparations according to the present

15 invention, i.e. Preparations comprising the components a)
and b) are useful for the treatment of herpes virus
infections of the skin or mucous membranes (e.g. H. simplex
labialis, facialis, H. genitalis, H. zoster varicella,
eczema herpetica, other viral infections of mucous - '

20 membranes, and various inflammatory skin diseases.

Pharmaceutical preparations according to the present
invention i. e. Preparations comprising the components a)
and b) are particularly useful for the treatment of genital

25 virus infections transmitted during sexual intercourse and
also for the prophylaxis of HIV infections together with
condoms. '

Examples of pharmaceutical preparations are:

30
1. Vratizolin (R) 0.10
TP 0.01

Vehiculum - ad 10.00

35 The hydrophilic vehiculum for the treatment of mucous
membrane infections is qualitatively composed e.g. of the
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- and prolong their action. 5 It was found that the above isothiazole
derivatives, such as Vratizolin [err], adm nistered together with the above
peat - derived products, such as [err], in human peripheral bl ood | eukocyte
cultures potentiate the activity of the peat- de-ived product in the
productlon of IFN and TNF. The 10 conbination of the two conponents a) and
b) in the conposition according to the present invention was found to be
clearly synergistic. Pharnaceuti cal prepaﬁhr1ons according to the present
15 invention, i.e. preparations conprising the conponents a)

following ingredients: polyethylene glycol 300, glycerin,
polyethylene glycol 4000, and Tween 80)
or Oral baseR Plain Colgate-Hoyt Labs.
Div. of Colgate-Palmolive cOmp;

S One Colgate Way, Canton, WA 02021 USA
(ingredients: pectin, sodium carboxynethylcellulose, and
plasticized hydrocarbon gel).

The vehiculum for the treatment of skin infections is

10 hydrophilic, with following ingredients:
polyethylene glycol 300, glycerxn, polyethylene glycol 4000,
and Tween 80.

2. Vratizolin 1.50
15 TTP 0.05
Vehiculum ad 50.00

The vehiculum for the treatment and prevention of genital
and oral virus infections is as quoted above. "
20 '
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and b) are useful for the treatnent of herpes virus infections of the skin
or mucous nenbranes (e.g. H sinplex labialis, facialis, H genitalis, H
zoster varicella, eczema herpetica, other viral i nfections of mucous 20
menbr anes, and various inflammatory skin di seases. Pharnaceuti cal
preparations according to the present invention i

conprising the conponents a) and b) are pgrticularl SHIlllmm nlmmnmn
treatment of genital 25 virus infections transmitted*dufing stxual *

i ntercourse and also for the prophyl aX|§ 85 E;I—II V infections together with
condons.

1. Bioactive composition, characterized in that it

comprises
a)an isothiazole compound of - the general formula I
5
CONHR
- 1

10 H || | | - (1)
| \/ \mcmz2

15 wherein Ry is halophenyl, R, is phenyl and R3 is lower
alkyl and '

b) ' peat-derived product containing not more than 70%,
preferably not more than 60%, by weight, of inorganic
salts, es@ecially of sodium chloride, based on dry

20 solids.

2. A composition as claimed in Claim 1, characterized in
that the isothiazole compound a) is a compound of formula
I, wherein Rq is chlorophenyl, preferably p-chlorophenyl.

3. A composition as claimed in Claim 1 or 2 characterized
25 in that the isothiazole compound a) is a compound of
formula I, wherein R3 is methyl.

4. A composition as claimed in any one of Claims 1 to 3,
characterized in that the isothiazole compound a) is a
compound of formula I, wherein Ry is p-chlorophenyl, R,

30 is phenyl and R3 is methyl, i.e. the compound 3-methyl-5-
benzoylaminoisoth;azole-4—carboxy-p-chloro—phenylamzde,
designated as vratizolin. '

5. A composition as claimed in ahyone of Claims 1 to 4,
characterized in that the peat-derived product b) is a

N _ This is the replacement shest
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* Exanpl es of pharnmaceutical preparations are: 30 [err] 35 The hydrophilic
vehi cul um for the treatnent of nucous- nenbrane |nfect|ons s quailtatlvely

conposed e.g. of the foll owi ng ingredients:: poIZ ' 300,
gtycerin, polyethylene glycol 4000, and [err] or ﬂ’ ") '
Col gat e- Hoyt Labs., Div. of Col gate-Pal nolive Conp. O?le mgatse

Canton, WA 02021 USA .

.product obtainable by a process, wherein a highly
concentrated aqueous solution of inorganic salts,
especially of sodium chloride, containing peat—derlved
biocactive ingredients, is diluted with demlnerallzed :

5 water and subjected to reverse osmosis in order to
desalinate the solution, inorganic salts being removed,
and wherein the resulting solution is concentrated and
clarified, and, preferably, sterilized and/dr spray-
dried.

10 6. A composition as claimed in any one of Claims 1 to 5,
characterized in that the peat—derived'product'b) is a
product as specified in PCT application PCT/EP92/00491.

7. A composition_as claimed in any one of Claims 1 to 6,
_ characterized in that the peat-derived product b) is TTP,
15 as specified in PCT application PCT/EP92/00491.

8. A composition as claimed in anyone of Claims 1 to 7,
characterized in that the weight ratio of product a) and
compound b) is 30:1, preferably 30: 2. more preferably .
30:3.

20 9. A pharmaceutical preparation, characterized in that it
contains, as active ingredient, a composition as claimed
in anyone of Claims 1 to 8, together with a |
pharmaceutically acceptable carrier material.

10. A pharmaceutical preparation, as claimed in Claim 9,
25 characterized in that the active ingredient is a
combination of Vratizolin (R) and TTP.

11. A pharmaceutical preparation'as claimed in Claim 9 or
10, characterized in that it contains the active
ingredient in a quantitiy of 3.1%, preferably 3.2%, more
30 preferably 3.3% by weight.
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5 (ingredients: pectin, sodium carboxynethyl cellul ose, and plasticized
hydrocarbon gel). The vehiculumfor the treatnment of skin infections is 10
hydrophilic, with foll ow ng ingredients: polyethylene glycol 300, glycerin,
pol yet hyl ene gl ycol 4000, and Tween 80. [err] The vehiculumfor the
treatnment and prevention of genital and oral virus infections is as quoted
above. 20 ‘ '

- 8 -
BIOACTIVE COMPOSITIONS AND PHARMACEUTICAL PREPARATIONS

- Abstract

5 A bioactive composition comprises an isothiazole compound of
the general formula I

CONHR4

10 R3_ e

|
AWAN

- wherein R; is halophenyl, R, is phenyl and R is lower

alkyl - and a peat-derived product containing not more than

70%, preferably not more than 60%, by weight, of inorganic
20 salts, especially of sodium chloride, based on dry solids.

15 NHCOR,
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CLAI M5 Bi oactive conposition, characterized i n [hat REPL&CEMEMTTMEET& a)s@n
| sot hi azol e conpound of the general formula | r So: i)@@dl/lt@ paged 2.
hol ophenyl, [err] is phenyl and R3 is |ower al k b) ?a&&@....‘t@ g\égdz
bi oacti ve product cont ai ni-ng not nore than 70% p['_,erf\ﬁrzv

60% by weight, of 1
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BIOACTIVE COMPOSITIONS AND PHARMACEUTICAL PREPARATIONS

The present invention relates to bioactive compositions and

5 to pharmaceutical preparations containing same. It is known
that certain isothizzole derivatives, particularly amides of
5-zminoisothiazole-4-carboxylic acid, have anti-

inflammatory activity comparable with the activity of non-
steroidal anti-inflammatory drugs, such as indomethacin.

10 These compounds are also known to possess antiviral,
antibacterial and antimycotic activities. A typical
representative of these isothiazole derivatives is the p-
chlorophenylamide of 3-methyl-5-benzoyl- aminoisothiazole-4-
carboxylic acid, also known as Vratizolin'® (Arch. Immunol.

15 et Ther. Exp. 1973, 21, 891).

On the other hand, peat extracts obtained by various methods
using various extraction media are known to contain
biocactive ingredients, which render such extracts useful for

20 cosmetic and pharmaceutical purposes. (Chemical Abstracts
101(10), 78854e).

It has now been found that the combination of the above
thiazole derivatives with certain peét extracts (peat-
25 derived products) results in an antiviral and anti-
inflammatory drug with increased therapeutic potential.
Thus, the present invention relates to a bioactive
composition which is characterized in that it comprises

30 a) an isothiazole compound of the general formula I
CONHR1
R3
35 “ (I.)
N NHCOR

This is the replacement shest
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I norganic salts, especially of sodiumchloride, based on dry solids. 2. A
conposition as clained in claiml1l, wherein RL of 15 conpound a) is

chl orophenyl, preferably p-chlorophenyl. 3. A conposition as clained in
claiml or 2, wherein R3 of conpound a) is nethyl. 4. A conposition as
clainmed in any one of clainms 1 to 3, wherein R1L of conmpound a) is

p- chl or ophenyl, R2 is phenyl 20 and-R8 7s nethyl, the conpound thus

bei ng 3-net hyl -5- benzoyl am noi sot hi azol e- 4- car boxy- p- chl or o- phenyl am de
(Vratizolin).

wherein Ry is halophenyl, Ry is phenyl and R3 is lower
alkyl, and

b) a peat-derived product containing not more than 70%,

W

preferably not more than 60%, by weight, of inorganic
salts, especially of sodium chloride, based 6n dry
solids.

Preferred compositions according to the present invention

10 are characterized in that the isothizzole compound a) is a
compound of formula I, wherein Rq is chlorophenyl,
preferably p-chlorophenyl.

With respect to the substituent R3 of the isothiazole

15 compounds a), those compounds are preferred, wherein Ry is
methyl. The most preferred isothiazole compound a) is a
compound of formula I, wherein R4 is p-chlorophenyl, Rj is
phenyl and R3 is methyl, i.e. the compound 3-methyl-5-
benzoylamino—isothiazole—4-cérboxy—p-chloro—phenylamide,

20 also designated as Vratizolin?". This compound has the
formula II

CH3\
25 |———-—-”——co -——-———NH—®_—C1
N —NH co 7N (II.)

N4 —

S

30

Vratizolin™®™ is a registered trade mark in Poland. Further

preferred compositions according to the present invention
are characterized in that the peat-derived product is

35 obtainable by a process wherein a highly concentrated
solution of inorganic salts, especially of sodium chloride,
containing peat-c:rived biocactive ingredients, is diluted

with demineralized water and subjected to reverse osmosis in
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5. A conposition as clainmed in any one of clains 1 to 4, characterized in
that the peat-derived product b) is a 25 product obtai nable by a
process, wherein a highly concentrated aqueous solution of inorganic salts,
especially of sodium chloride, containing peat-derived bioactive

Ingredients, is diluted with denineraIngd_ -7- water and subjected to
reverse osnosis in order to

order to desalinate the solution, inorganic salts being
removed, and wherein the resulting solution is concentrated

and clarified, and, preferably, sterilized and/or spray-

dried.

Peat-derived products of this type as well as their
production are described in PCT Application No.
PCT/EP92/00491 of 4th March, 1992.

10 A particularly préferred peat-derived product is the product
™ as specified in the above PCT Application and available
from Torf Corporation, Wroclaw, ul. Mydlana 2, Poland. It is
a spray-dried powder which is easily processable in forming
pharmaceutical preparations. Trp™ stands for “TOLPA™ Tort

15 Preparation", TOLPA™ being a registered trade mark in
Poland. The weight ratio of compound 2) to compound b) in
the compositions according to the present invention is about
30:1, preferably 30:2, more preferably 30:3.

20 The compositions according to the present invention are
useful for producing pharmaceutical preparations according
to conventional methods by mixing these compositions with
pharmaceutically acceptable carriers. Accordingly, the
present invention alsé relates to pharmaceutical

25 preparations comprising a combination of an isothiazole
compound as described above and a peat-derived product as

described above, together with a pharmaceutically acceptable
carrier material.

30 Such preparations may contain the active ingredient (i.e.
the combination of peat-derived product and isothiazole
compound) in a quantity of 3.1%, preferably 3.2%, more
preferably 3.3% by weight. A preferred pharmaceutical

. . . . . . _ (R R)
preparation is one which contains Vratlzolln‘) (

and TTP .
35

)

vratizolin® and related isothiazoles are not inducers of

cytokines, such as interferons (IFN) and tumor necrosis
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desal inate the solution, inorganic salts being renoved, and wherein the
resulting solution is concentrated and clarified, and, preferably,
sterilized and/or spray-dried. 5 6. A conposition as clained in any one
of cllaimse 1 to 5, characterized in that the peat-derived product b) is a
bi gactive peat extract, preferably in the4 ormof a spray- dried powder. 7.
A conposition as clainmed in any one of clains 1 to 6, 10 characterized in
that the weight ratio of conmpound a) and product b) is 30:1, prefarably
30:2, nore pfefepablYNBD: FHoBzver A oonpesigkiesenaecofdIAY &odanyrone of
claims 1to {nducers they may stimulate the synthesis of such cytokines

ana prolong their action.
5 It was found that the above isothiazole derivatives, such as

, administered together with the above peat-
(R} i
¥

'O
M
Q
Q 7]

a ucts, such as TT , in human peripheral blood

leuvkocyte cultures potentiate the activity of the peat-
derived product in the production of IFN and TNF. The

10 combination of the two components a) and b) in the
composition according to the present invention was found to

be clearly synergistic.

Pharmaceutical preparations according to the present
15 invention, i.e. preparations comprising the components a)
and b) are useful for the treatment of herpes virus
infections of the skin or mucous membranes (e.g. H. simplex
lzbialis, facialis, H. genitalis, H. zoster varicella,
eczema herpetica, other viral infections of mucous

20 membranes, and various inflammatory skin diseases.

Pharmaceutical preparations according to the present

invention i.e. preparations comprising the components a)

and b) are particulariy useful for the treatment of genital
25 wvirus infections transmitted during sexual intercourse and

also for the prophylaxis of HIV infections together with
condoms.

Examples of pharmaceutical preparations are:

30
1. Vratizolin® 0.10
orp® 0.01
Vehiculum ad 10.00

35 The hydrophilic vehiculum for the treatment of mucous

membrane infections is qualitatively composed e.g. of the
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characterized in that It further cont ai ns a pharmaceutically
acceptable carrier material. 15 9. A conposition as clainmed in any one
of claims 1 to 8, characterized in that it cont ai ns 3- net hyl - 5-
benzoyl am noi sot hi azol e- 4- car boxy- p- chl or o- phenyl am de (Vrati zolin) and a
bi eactive peat extract as defined in cla m6. 20 10. A conposition as
claimed in claim 8 or 9, characterized in that it contains conpound a)
and product b) in a total quantity of 3.1% preferably 3.2% nore

preferablyf§l§gQPXgm?Aé¥%dients: polyethylene glycol 300, glycerin,
polyethylene glycol 4000, and Tweenv80 or ORABASEﬁa Plain
der Firma Colgate-Hoyt Labs., Div. of Colgate-Palmolive
Comp., One Colgate Way, Canton, WA 02021 USA - ~
(ingredients: pectin, sodium carboxymethylcellulose,
and plasticized hydrocarbon gel). .

The vehiculum for the treatment of skin infections is

10 hydrophilic, with following ingredients:

polyethylene glycol 300, glycerin, polyethylene glycol 4000,
and Tween 80. '

2. Vratizolin® 1.50
15 oTp '™ 0.05
Vehiculum ad 50.00

The vehiculum for the treatment and prevention of genital

and oral virus infections is as quoted above.
20

This is the replacement shest

11 APR 1998

Date:



11. A conposition according to any one of clains 1 to 10, 25 for use as a
medi canent .

- AR ORY AR Y
* c L M s LA

CLAIMS

i Bioactive composition, characterized in that it
s

5 comprises
&) an iscthiazole compound of the gsnerazl formula I
R3 ONHR
" “ 1@ D)
N

NN

wherein Ry is halophenyl, Ry is phenyl and Ry is lower
alkyl and

NHCOR 2

10 b) & peat-derived biocactive producti containing not more

than 70%, preferably not more than 60%, by weight, of
inorganic salts, especially of sodium chloride, based on
dry solids.

2. A composition as claimed in claim 1, wherein Rq of
compound &) is chlorophenyl, preferably p-chlorophenyl.

o

-l
W

3. A composition as claimed in claim 1 or 2, wherein R3 of
compound a) is methyl.

4. A composition as claimed in any one of claims 1 to 3,

wherein Rq of compound a) is p-chlorophenyl, R is phenyl

20 and R3 is methyl, the compound thus being 3-methyl-5-
benzoylaminoisothiazole-4-carboxy-p-chloro-phenylamide
(Vratizolin).

5. A composition as claimed in any one of claims 1 to 4,
characterized in that the peat-derived product b) is a
25 product obtainable by a process, wherein a highly
concentrated aqueous solution of inorganic salts,
especially of sodium chloride, containing peat-derived

bicactive ingredients, is diluted with demineralized
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10

15

20

25

R

water and subjected to reverse osmosis in order to
desalinate the solution, inorganic salts being removed,
and wherein the resulting solution is concéntrated and
clarified, and, preferably, sterilized and/or spray-dried.

6. A composition as claimed in any one of claims 1 to 5,
characterized in that the peat-derived product b} is a

bioactive peat extract, preferably in the form of a spray-
dried powder.

7. A composition as claimed in any one of claims 1 to 6,
characterized in that the weight ratio of compound a) and
product b) is 30:1, prefarably 30:2, more preferably 30:3.

8. A composition according to any one of claims 1 to 7,
characterized in that it further contains a

pharmaceutically acceptable carrier material.

9. A composition as claimed in any one of claims 1 to 8,
characterized in that it contains 3-methyl-5-
benzoylaminoisothiazole-4-carboxy-p-chloro-phenylamide
(Vratizolin) and a biocactive peat extract as defined in
claim 6.

10. A composition as claimed in c¢laim 8 or 9,
characterized in that it contains compound a) and product
b) in a total quantity of 3.1%, preferably 3.2%, more
preferably 3.3% by weight.

11. A composition according to any one of claims 1 to 10,
for use as a medicament.
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