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PEAT-ERI¥ED Bl GACTI VE PRODUCTS  AND PHARVACEUTI CAL AND'OCBMETI 9P 2oty sef
COVPRROB2A¥316€ONTAI Nl NG THEM The present invention rel at pgrmpgmély to "
novel peat- deFFVéﬁ?ﬁFﬁﬁtTTV§~ﬁTﬁﬁucts and to a process for produ0|ng such
products. The jnv hQs”B ROuic& ates_to pharmaceutical and cdsmetic = -
conpositions c¢ products and to processes for preparing
pharnaceuticalbg 1 formul ati ons contai ning said peat-derived
bi oactive produ to extract peat by various nethods using
vari ous extraction madl a and to use such extracts, containing peat- derived
bi oactive i n@'ERﬂ*BERWED faxmcnsvaevnmmmsl WPHMEU‘DH!AL AND COSME’:IC

COMPOSITIONS: CUNTAINING THEM

The presént invention relates primarily to novel peat-derived
bioactive products and to a process for producing such products.
The invention also relates to pharmaceutical and cosmetic
compositions containing these products and to procésses for
preparing pharmaceutical and/or cosmetic formulations conzaining
said peat-derived bioactive products.

It is known to extract peat by various methods using various

extraction media and to use such extracts, containing peat-

deriveé biocactive ingredients, for cosmetic and pharmaceutical

_ purposes.

Oon df these known processes is described in Polish patenc
specification No. 124110 (Chemical Abstracts 101(10), 78854e).
According to this prior art process peat-derived bicactive
products are obtained by primary and secondary alkaline
hydrolysis of an air-dried raw peat material, followed by
acidification of the thus obtained hydrolysate and separation oI
insolubie solid parts with subsequent second alkaiization,
aciéification of the clear ligquid@ phase and eliminaction ci
ballast substances by means of alcohol and ether extractien. In
said process, the aqueous phase from the organic extraction is a

liquid peat-derived bioactive product. : i
The known liguié product, being a solution of peat-derived

active ingredients in a hiahlv concentrated, nearily saturated

agquecus solution of sodium chlcride ‘obtained accoréing to the

above cited Polish patent spec:f'catlon, is unstable when stored

0

for 2 long time andé, moreover, con :alns - regarding the bdio-

-

~

logical activity of the composition - a large excess of neutral

inorganic substances. As a bulk product, it is haré to handle,

Store ané process. BEPLACED SHEETS = SG
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pur e of these known processes is described in Polis at ent
spegqsﬁEQV} 6No. 124110 (Chemical Abstracts 101(10), 78%@&@?9gm@@8rdlng to
this prior art process peat-derived bioactive products are obtai ned by
prinmary and secondary al kaline hydrolysis of an air-dried raw peat

material, followed by acidification of the thus obtained hydrol ysate and
separation of insoluble solid parts with subsequent second al kali zati on,
acidification of the clear |liquid phase and elimnation of ball ast

subst ancex hy fhenmadh abgebtdl ofinthetgrsentt Lackhtbon!| Bosprovid@cess, . the

aqueous %Q uctragakne grggglgfffiéégéldylﬂ thidse disadvantages, i.e. a

| product which is stable and which can easily be formulated into
pharmaceutical and veterinary products as well as be introduced,
either in solid state or in any suitable solution, into cosmetic
preparations.

In particular, with respect to the use of a peat-derived bio-
active product for pharmaceutical purposes, i.e. for the
production of pharmaceutical compositions, there was a strong
need for providing a solid form which would be well suited for
this purpose. As previous attempts aiming at concentration of
the known agueocus solution of peat-derived biocactive substances
and desalination of the same failed to give a positive result
due to the occlusion of active ingredients in a crystallising
solid phase, causing decrease of biological activity of the
composition, it was very hard to find a suitable process for
converting the liquid composition into powder form.

Unexpectedly, it was found that a positive result is achievable

i £

-
-

ior to concentratlon, the liguid composition is first

e
’ Ffad

a1l ted several times, i.e. by water volumes several times the

volume of the composition. ' '

Accordingly} the present invention provides a process by which a
peat-derived biocactive product, featuring the above advantageous
charaéteristics, is obtainable from a highly concentrated
aqueous inorganic salt - especially sodium chloride - solution
containing peat-derived bicgactive ingredients, by diluting sai
solution with demineralised water, e.g. distilled water, follow-
ed by reverse osmosis, concentration and clarification. A solut-
ion so obtained can easily be converted into a sterile and solid
product, well suited to the intended purposes, by sterilization
and spray-drying. Dilution is preferably effected with'quantit-

ies of water several times, preferably 5 to 8 times, the quanti-

/

i

ty of the concentrated solution to be diluted.

SUBSTITUTE SHEET



Ilunu eat derlved bi oacti ve product The known |iquid product, being a
SolLﬂIYﬂi @t - derived active I ngredients in a highly RECWERSZ/6049d,
nearly saturated aqueous sol ution of sodiumchloride, obtained according to
t he "above cited Polish patent specificajion, is unstable when stored for a
long tine and, noreover, contains - regarding the bio- Iogical activity of
the conposition - a |arge excess of neutral inorganic substances As a bul k
product, it is hard to handle, store and process.

- The instant process, applied to the processing of a product .
obtained according to Polish patent specification No. 124110,
consists in expelling residual organic solvents from a post-
extraction aqueous phase, separating insoluble parts by
filtration under reduced pressure through a sintered ceramic
material, diluting the permeate with several times the volume of
disti;led water and subjecting it to desalination by reverse
osmosis to separate excessive mineral salts, mainly sodium
chloride, as a permeate. Then, the desalinated solution is
concentrated, clarified by centrifugation and sterilised by
filtration through a membrane filter, e.g. a Millipore(R)
filter. The resulting microbiologically clean solution may
optionally be spray-dried. The sterilised product (liguid or
solid) may be formulated into a cosmetic pharmaceutical or
veterinary composition. Optionally, the concentrated and
clarified solution may be uséd - without sterilisation and
‘spray-drying'— in any suitable dilution as a component in
humerqus cosmetic compositions.

Preferably, in a spray-drying step, the inlet temperature is set
to about 180°C, while the outflow temperature is set to about
90°¢C |

While the process of thn present invention is described above in
combination with the Drocess according to Polish patent specif-
icaton No. 124110, its use is not restricted to such combinat-
ion, but is applicablé generally in the context of a process Zor
obtaining a peat-derived bicactive product £from a highly concen-

r

rated aqueous solution of inorganic salts, especially of sodium
chloride, containing peat-derived biocactive ingredients.

The peat-derived biocactive products provided by the present
invention do not contain more than 70% by weight, p;eferably_not
more than 60% by weight of ihorganic salts, especially of sodium
chloride. Since a sodium chloride concentration as low as

possible would be desired for an optimal product, especially for

/ .

"l
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-22 4% i's’the main obj ect of the present invention to provide a product

whi cOP2{} 82141 f | icted with these disadvantages, i.e. a ROWER22/06d9ich is
stabl e and which can easily be fornul ated i nto pharnmaceutical and
veterinary products as well as be introduced, either in solid state or in
any suitable solution, into cosnetic preparations. In particular, with
respect to the use of a peat-derived bio- active product for pharnaceutical
pur posephagmacengicahc2ppbitREiens Fnd)PRchacesReEar *BRPHRAEIQRE WheRsr e was

a sirongigher concentrations are required, i.e. for face care, lower
sodium chloride cqncentrations, such as 53% and even lower, are
most preferred, especially when obtainéble by the steps of
dilution and reverse osmosis.

Where the process is terminated with the concentration and
clarification steps, the product is a concentrated (or thicken-
ed) solution. "Canentrated'peat extract'", referred to in this
specification, is a dark-brown liquid of a density of 1,02.—'
1.09 g/ml and has a content of dry solids of not lesé-than 5% by
weight. The chloride ion content in dry solids, calculated as
NaCl, is not higher than 70%, preferably not higher than 60%, *
and the pH value of a 1% aqueous solution is 5.0-6.3, generally
about 6.0. The lack of a further sterilization step may not be
detrimental in certain cases, e.g. for certain cosmetic uses of
said concentrated peat extract. '

On the other hand, the sterilization step will be mandatory,
particularly when the product is intended for the preparation of
pharmaceutical compositions. Particularly in such a case, the
further step of spray-drying is most prefefred, if not mandat-
ory. The product resulting after such a spray-drying step is i
powder Zorm and thus particularly suited to the preparation of
certain pharmaceutical compositions. A most preferred product of
this type is the product commercialised under the designation
"7oLPA(R) Torf preparation", TOLPA(R) being a registered trade
mark of Tori Corporaﬁion,_ul. Mydlana 2, Wroclaw, Poland. The
abbreviation TTP will be used in the course of this specific-

ation to designate said product.

The present invention also relates to pharmaceutical compos-
itions containing as active ingredient a peat-derived biocactive
product as hereinbefore described, particularly a product which
contains not more than 70% by weight, preferably not more than
60% by weight, of inorganic salts, especially sodium chloride, .

based on d4ry éolids{ together with a pharmaceutically acceptable

This Sheet Has Been Replaced
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neéd 5t or providing a solid formwhich would be well suited for this

pur po¥©.92A6236 evi ous attenpts aim ng at concentrati on ofpGIFEP$3760491 aqueous

sol ution of peat-derived bioactive substances and desal i nati on of the sane

failFed to give a positive result due to the occlusion of active ingredients
in a crystallising solid phase, causing decrease of biological activity of

the conposition, it was very hard to find a suitable process for converting
the |i qL&eckm:p.osﬂné pedtHderivedebidad tivdppgdncitedbyitaihedasn faiohd that a

posi tive, Lol el dlcl%‘{@% ?‘Lt&&nspfé Oﬁ;réé)e:%%lge%agsoaefm a | gty

conposi t1 on IS severa er “volumes 'sever al
ti mes tghe pharmaceutical preparation contains the peat ~derived bio-

active product and the pharmaceutically acceptable carrier
material, preferably in a weight ratio of between about 1:5 and
1:25, and most preferably bhetween 1:9 and j:19.

The present invention fufthermore relates to a process for
preparing a pharmaceutical formulation containing a peat-derived
biocactive product, in thé form of a gel. This process is cha-
racterised in that a sterile alcoholic herb extract is combined
with sterile glycerol, a sterile aqueous ~ preferably concen-
tratéd - solution of previously powdered peat-derived bioactive
product and a sterile menthol solution, and that the resulting‘
mixture is gradually combined with colloidal silica to convert
the liquid composition into gel form, the weight ratio of liquid
mixture to silica being from 90:10 to 94:6. Preferably fTP is
used as the powdered or concentrated peat-derived bicactive
product. '

The present invention also relates to a process for preparing a
pharmaceutical formulation containing a peat-derived bioactive
product, in the form of an ointment. This process is charact-
erised in that a sterile herb extract is gradually combined with
a sterile solution of powdered peat-derived bicactive product,
that the resulting mixture is gelled with the addition of col-
loidal silica and that the gel thus obtained is triturated with
a previously sterilized mixture of fatty components, such as
eucerine ;nd petrolatum, preferably with a wéight ratio of
liquid éomponents to silica of about 30:20 and of gel to fatty
composition of between 32:68 and 34:66. Also here, preferably
TTP is used as the powdered or concentrated peat-derived

bioactive product.

Cosmetic preparations, which may comprise herbal extracts as
well as other auxiliary and enriching components, fragrant
compositions and carrier materials allowed for cosmetic use,

_ [
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volqu !%yxeﬁ conposition. Accordingly, the present invention provides a
proce¥9 Pch a peat-derived bioactive product, feat PCHERRH04HOVe

advant ageous characteristics, is obtainable froma highly concentrated
aquebdbus inorganic salt - especi ally sodi em chloride - solution containing
peat-derived bioactive ingredients, by di | uti ng said solution with

dem neralis . .disti Ied ter, ow _‘ed by, rever osnosi s,

r, e.g.
concent r §PP ﬁlﬁn%gslgg?ETéﬁf+% 1 blaagtive’ Pﬁﬂdgﬁ oBbTE?H ly be
convert egrieseataisventionaim amw|ambyntoeficD,. 0Ohell 0% sy t‘edlght,t mdﬁmhded

2]‘3][ ggfgzowﬁﬁ 5t 66%' b?%é?&hé‘”daﬁ&”n@étd%@gra&&%' @56 5104 S Pralilghe .
Carrier materials may be aqueous solutions of alcohols, all
types of emulsions, gels, foaming compositions and fatty
carriers. Use of one specific carrier selected from the group of
the above mentioned substances allows formulation of various
types of cosmetic preparations according ‘to the invention, such
as tonics, creams, balsams, cleaning milks etc. for daily body
care as well as shampoos, hair balms, foaming bath compositions,
all with thé addition of peat-derived bioactive productcs.

.

Peat-derived biocactive products (peat extracts in abbreviate
form) stemming f£rom original raw peat material, such as (among
others) therapeutic mud, contain well balanced guantities of
mineral and organic compounds, such as mineral salts of th
following elements: B, Si, Ab, Eé, Mg, Mn, Cu, Sn, Ni, Ca, Ac
and Na; organic compounds, such as aminocacids in free form anc
as salts; polysaccharides, partially degraded/reacted - in the
course of hydrolysis - to desoxysaccharides and/or aminosacch-
rides. Peat, in particular therapeutic mué, is known ané Te-
cognised as a material of biological plant and microorganism
origin; due to its contents of nourishing and stimulating com-
ponents it has beneficial effects on humans and mammals; thers-
fore, peat-derived bicactive compositions contain the above-
mentioned substances in proportions characteristic for the liv-
ing organisms; this is considered to be an explanation cf the
advantageous effects of cosmetic and pharmaceutical preparations
containing peat-derived active products and compositions.
Particularly good effects of the new cosmetic compositicns are
observed when herb extracts are also present in the formulation.
Selection of a suitablée herb extract is based on a known typical
use of such extracts in cosmetics, modifying the activity of
preparations and thus enabling the content of cosmeti¢ prepar-
ations to be matched with demands and needs'of individuals tc be
treated. ' - '

This Sheet Has Been R
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i e5. 3& ﬁ@{ﬁ% everal times, preferably 5 to 8 tines, the quant- ty of the
concelP 1 olution to be dil uted. The i nstant proc E Hd to the
processi ng of a product obtained according to Polish patent specification
No. #124110, consists in expelling resi’lddal organic solvents froma post-
extraction aqueous phase, separating insoluble parts by filtration under
reduced pressure through a sintered ceramc material, diluting the perneate

with several tinmes the volune of
The present invention is better characterlsed and explained in

the following examples.

Example 1:

Starting with 1000 kg of air-dried raw peat material, following
e.g. the known procedure according to Polish patent No. 124110,
a solution of peat-derived biocactive ingrediénts in a saturated
aqueous solution of sodium chloride was obtained in a quantity
of about 10 liters. The solution was filtered through a sintered
ceramic filter under reduced pressure in order to clarify the
solution before desalination of the same. The clear solution
thus obtained contains about 95% of NaCl in a dry mass. The dry
mass constitutes about 32% by weight of the solution. The volume

of this clear solution is about 7 liters.

The clear solution is diluted with 5 to 8 times the quantity of
distilled water and in diluted form is subjected to a desalin-
ation step carried out by using a reverse osmosis technique
using a DDS apparatus. Desalination was carried out for 3.to 4
hours, whereby the excess of mineral salts - mainly NaCl - is
separated in the form of the permeate. The desalinated compos-
‘ition contained approx. 63-70% of sodium chloride in the solids.
The solution thus obtained, of 6-7 liters by wvolume, was ccn-
centrated 4-3 times in a Buechi rotating evaporator, so that a
concentrated solution containing approx. 20% of dry mass was
obtained. The resulting ccnqentrated sclution was clarified
using a Biofuga-Heraeus centrifugal apparatus (flow separator)
and then sterilised by £filtering through a Millipore(R) filter.

The resulting microbiologically pure solution was spray-dried in
an Anhydro dryer with the cutflow temperature set at 90°C and
supply inlet temperature set at 180°C. The yield of dried powder
was approx. 200 g.

= e 2-
Example 2: This Sheet Has Been Replaced
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di stiyigﬁg@; and subjecting it to desalination by reverse osnbsis to
separ ive mneral salts, mainly sodi um chl ori de PCAYER925@H8tat e.
Then, the desalinated solution is concentrated, clarified by centrifugation
and Sterilised by filtration through_ga, menbrane filter, e.g. a MIlipore(R)
filter. The resulting mcrobiologically clean solution may optionally be
spray-dried. The sterilised product (liquid or solid) may be formul ated
into a CTbhenprodupharbtadnedcah Bxanpleri neasy usedpSort prepatpng ogell langd t he

goglgen;pah%ﬂ.egﬁfiﬁﬁgg&afgbgélaghugb@go%ﬁ;% g%%ﬂtaligi%?()ﬂisétﬂéfé igation and
pray= trac S synerglstlcally improving the thggggguglc effect with

respect to certain diseases. For example, a gel and ointment
against varicose ulcer of the shank was prepared as follows:
20 g of hippocastanaceous extract, 10 g of calendula extrackt, 60
g of glycerol, 0.1 g of TTP in the form of a powder obtained as
described in Example 1 above, 0.1 g of salicylic acid, 1.0 g of
distilled water and 8.8 g of Aerosil(R) (colloidal silica) were
used in order to obtain a gel form of the preparation.

Liquid (non-volatile) ingredients were sterilised before use, by
means of heating under reflux for two hours. Herb extracts were
combined with glycerol and an agqueous solution of TTP ané also
with menthol, and silica was gradually added to the obtained
mixture, under continuous stirring. '

Similarly, in order to obtain an ointment composition, the
following ingredients were used: 20 g of hippocastanaceous ex-
t

()

ract, 10 g of calendula extract, 0.1 g of salicylic acid, 0.1
£ TTP in powdered form obtained as described in Example 1 ancé

o]

2.0 g of AerosillR) (colloidal silica).

As fatty components, a mixture of the following substances was
used: 22 g of eucerine and 45.8 g of petrolatum. Herb extracts
were sterilised by heating under reflux for approx. 2 hours.
Eucerine .and petrolatum were similarily ster111sec Liquid in-
gredients were carefully combined with silica to obtaln a gel
which in turn was triturated with sterilised and fatty com-
ponents cooled down to room temperature. A stable ointment was
obtained which did not separate when stored.

The gel and ointment obtained above were simultaneously applied
in the treatment of varicose ulcer of the shank. Ulcers were
treated with the gel preparation while the Surrounding, non-
affected skin was treated with ointment. Addition of colloidal

silica is believed to be responsible for prompt dessication
— e
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nunerQHfﬁﬁggggtlc conposi ti ons. Preferably, in a spray-drying step, the

I nl et ure is set to about [err], while the outf|PUGIAEPApEodaIure i s
set to about [err]. Wiile the process-of the present invention is described
above in conbination with the process $ccording to Polish patent specif-

i caton No. 124110, its use is not restficted to such conbinat- ion, but is
applicable generally in the context of a process for obtaining a ‘
peat - der wiglle btloa chéntea praili gleaft-deravéd gitigredirats- areabelli &gt @ds be

i yor FRERbAOLORD: £or Al ciGaRETLRELY: e Y YReGUkAELER. FAL N N

peat - derfve
components helped to keep elastic the crust and the skin. The

results obtained were compared with a control group of patients
treated in a classic way. Those who received the new treatment
were selected from a group of patients suffering from the
disease for many months (sometimes years) without noticeable
positive effects. Patients treated with compositions according
to the invention showed better results - already within the
first few weeks - than control patients.

Products obtained in Example 1 were used to prepare pharmaceut-
ical &o*mulatlons in the form of tablets, or granules to be

placed in capsules.

A sterile peat-derived biocactive composition in powdered form
was combined with a carrier in a weight ratio of 1:9. As a
carrier, MYVATEX(R)TL (tradename of Eastman-Kodak), a mixture of
lactose and lubricating substances, was used in a weight ratio
of 44:1. Lactose of 50 mesh particle size and MYVATEX(R)TL were
finely disintegrated so that approx. 70% of its mass passed
through a 100 mesh screen. A part of the résulting mixture of
active Composition and carrier was formulated into tablets con-
taining 5 mg of active ingredients. The total mass of each
tablet was 50 mg. The other part of the same mixture of active
compasition and a carrier was granulated using g.s. of echanoi
(40% by volume) Granules were sieved and ground if necessary
and then &-llea in capsules in such a gquantity that each capsule
contained 5 mg of active ingredients by using TTP in mixture

with a carrier at a ratio of 19:1.

The tablets obtained as above were tested in order to measure
the time of their disintegration in an artificial gastric juice
‘at 37°C -/- 2°C usihg Erweka equipment. The artificial gastric
juice was prepared as follows: 2.0 g of sodium chioride and 3.2Zg

of pepsin were dissolved in 7 ml of hydrochloric acid -and
_ -
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The ﬁéq&- ' bi oacti ve products provided. by the present invention do
not contain than 70% by weight, preferably not nore tperyep9drogyorvei ght
of inorganic salts, especially of sodiumchloride based on dry solids.
Since a sodium chloride concentration asJow as possible would be desired
for an optimal product, especially for -4- pharmaceutical applications
and such cosnetic applications where hi gher concentrations are required,
i.e. for Bdssidded whoerrwas added up to a total volume of 1000 ml. The

pH~value of the resulting solution was approx. 1.2.
Desintegration time of a tablet, having a diameter of 5.1 mm and
a total mass of 0.0498 g, was 6 minutes. '

Further examples relate to numerous cosmetic preparations
according to the present invention, having different forms
composition and being designed for different applications,
containing the beneficial addition of bioactive ingredients
derived from peat. Among others, preparations such as tonics,.
balms, creams, milks, shampoos, foaming bath composiﬁions etc.
are described.

Example 4:

A reaction vessel equipped witﬁ a stirrer was charged with 150 g
of camomile extract obtained by the extraction of camomile in-
florescence with a 1:1 ethanol:water solution, és well as 1 g o
TTP as described above. 50 g of glycerol were added to the
mixture obtained. The three substances were stirred to obtain a
uniform mixture. Subsequently, a second mixture as previously
formulated, was introduced into the same vessel. It comprised
340 g of a 95:5 ethanol:water solution, 1 g of salicylic acid
and 0.5 g of menthol. The two mixtures weres combined by stirring
to form a uniform solution. Next, 3 g of a fragrant composition
TILIANA H4308 were added. TILIANA H4308 is a product of Fabryka
Syntetykow Zapachowych Pollena-Aroma (Syhthetic Fragrance Works
Pollena-Aroma), of Warsaw, Poland. The solution was then brought
to a total volume of 1000 ml by adding 454.5 g of distilled
water; stirring was continued until a homogeneous mixture was
obtained.

In the above procedure, 86% glycerol, menthol and water accord-

ing to the requirements of Polish Pharmacopea FP IV and ethanol :
in a concentration of 95% according to the Polish industrial

standard BN-75/6193-01 were used.

This Sheet Has Been Replaced :
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sodlun“Ryb ks concentrations, such as 55% and even |ower, -are nost
preferred, espeC|aIIy when obtalnable by the steps of dllacrdﬂ%nﬂnuybverse
osnosi s. Were the process is termnated with the concentration and
clarification step s, the product is_ajgoncentrated (or thicken- ed)
solution. "Concentrated peat extract", referred to in this specification,
Is a dark-brown liquid of a density of 1.02 - 1.09 g/m and has a content
of dry s&hedsoBfenbratedspreabnexbragt wseghwasThedarkobrenni biguishtadne in
dry “sol i densgélcul aneoh ag9dagyml i Snd1Qf chbn@lat bhadry 0861 pasfes@blaessnot

g;gg?;lfgggn6gé) @H Qevgthvalye qg=%qué%% uso utgg%u&ggnslg_?.D-G S
Camomile extract was a red- brown liquid of a density of 0.9160-

0.9503 g/ml, and ethanol content of 52-356% by volume.

The tonic preparation obtained above is suitable for all kinds
of skin. It is a cléar liguid without any solids. Its colour is
yellow. The pH value is 4.28 and the ethanol content is 45.92%
by volume. Total acidity calculated as salicylic acid content
was not less than 0.1% by weight, namely 0.23% by weight. The
preparation being stored for 12 months did not lose any of the
above characteristic features.

Example S:

The procedure described in EZxample 4 above was répeated, the
only difference being that 1'txst:ead of camomile extract andé the
TILIANA H4308 fr agrant com0051tlon, a marigold f£lowers extract
and a composition FINUS H46253 (also a product of Fabryka Syn-
tetykow Zapachowych Pollena-Aroma) were used in the same way and
the same molar_and volume ratios. The resulting tonic prepar-
ation is suitable for dry and fragile skin. Similarily it was a
clear liquid without any soiid particles. The pH value was 4.30,
total ethanol content was 45.82% by volume and total acidity was
0.27% by weight. When stored, the preparation was unchanged
after 12 months like the preparation obtained according to
Example 4. '

Example 6:
The procedure of Example 4 was repeated, except that an extrac:c
- of sage leaves was chosen instead of camomile extract, and the
fragrance LELIA 90368 (Pollena-Aroma, Warsaw) was chosen insteacd
| of TILIANA H4308. The extract of sage leaves was obtained by ex-
tracting dried sage leaves with ethanol at 50°C and had a brown-
ish colour, a characteristic sage odour and a density of_0.9160
to 0.9503; it contained 32 to 56% of ethanol. The resulting face
care agent is particularly suitable for greasy skin. It is a
‘h\__
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about’ The | ack .of a further sterl lization step may not be. detri ment al
in cewpd?ﬂ 8HSes, e.g. for certain cosmetic uses of sai dpeprgRBjgeaded peat
extract. On the other-hand, the sterilization step will be nangatory,
particularly when the product is intended for the preparation of
pharmaceuti cal conpositions. Particutat2y-in such a case, the further step
of spray-drying is nost preferred, if not mandat- ory. The product

resul ti ng %}eumge &Fgg%ﬁéoqyrepﬁ&? ‘?ﬂ}é %rRO E,ﬁ.oLOEglgﬂg LW pn

particul ar S armaceu
conposi t Yahye, At%s?t%@%rmeﬁﬁoéﬁ‘étt&ﬁ %%détﬁ’yﬁérlescﬁ’ﬁéaﬁﬁ’éhﬁc‘flt”
COMMeEr Ci ghkS@E1U8gEHE tige dnfrte) @fen@Naccording to Example 4.

‘Example 7: _
The following composition proved to be a particularly effective
gel for avoiding or treating periodontbsis:
24.0 g camomile extract
3.0
0.3 g salicylic acid

g sage leaf extract
g

0.2 g menthol
g
g

TP

c.1
to 100.0 commercial gel base

The following carefully weighed components were introduced into

a reaction vessel of a volume of ZOOO.ml, equipped with a

mechanical stirrer: '

270 g of camomile extracti cbtained by extraction of camomil
inflorescence with 50% ethanol; the extract was a red-brown
liquid, having a density of 0.9160-0.9503 g/mi ané an
ethanol content of approx. 53% by volume

- 50 g of glycerol, 86%, according to the requirements of Polish
Pharmacopea FP IV

- 30 g of a saponaria officinalis extract obtained by extracting
saponaria officinalis roots with 70% ethanol; the exctract
was a red-brown liquid,’ the density was 0.9630-3.9830 g/mi,
and the ethanol content approx. 75% by volume '

- 1.0 g of the inventive concentrated peat extract, being a dark
brown liquid having a density of 1.02-1.09 g/ml; not more
tban 2% chloride ions calculated as sodium chloride; the drvy
solids content was not less than 5%; the pH valve of z 1%

water solution of the extract was 6.0.

_The ingredients listed above were mixed thoroughly. A previousiy
prepared solution of 1 g of saiicvlic acid in 260 g of 953%
ethanol was added theretc. To the combined solution, 383 g of

—_—
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"TO_PA((?'&)) ;}gi{ﬁ Preparation”, TOLPA(R) being a registered trade mark of Torf
Cor pora i% , . Mydlana 2, Wocl aw, Pol and. The abbrevi gCrorpobidaawq | | be
used_ in the course of this specific- ation to designate said product. The
present invention also relates to pharpmaceutical conpos- itions containing
as active ingredient a peat-derived bi bact i ve product as hereinbefore
descri bed, particularly a product which contains not nore than 70% by

wei ght, gi et 1 8&d Ywddr e st BaafGQB’a@ad@i:ﬁa?osatibﬂorgﬁﬂMA 4408

especi al Ig sodﬁl1 chl ori d% l&aseg.fn drx}/.fsol ids, Eoget her V\gé h, &g

pharnaceﬂ Fe %e X t%ﬁﬁ<§e until a uniform solution was obtained.
The preparation was analysed and stored in retail size bottles
of 200 ml volume. The resulting preparation was suitable as a
hair care preparation. It was a clear, slightly opalescent
liquid, containing approx. 45% by volume of ethanol; the pH
value was 4.5; the total acidity calculated as salicylic acid
was not less than 0.1% by weight. The p:eparation is suitable
for blonde hair. During 12 months storing the preparation re-

mained unchanged in its features.

Example 9: _

The procedure'deécribed in Example 8 was followed except that
instead of camomile extract and TILIANA H4308 composition there
- were used in the same sequence and ratio: horsetail herb extract
and the fragrant composition FINUS H4625. Horsetail herb extrac:
was a green-brown liquid of a density of 0.9160-0.9503 g/ml and
an ethanol content of 55% by volume.

The resulting preparation was suitable for all kinds of hair. It
was a clear and transparent liquid without any solid parts,

vellow-brown in colour. pH value, ethanol content, total acidity
as well as stability after a 12 months storing periocd weres the

same as those of a preparation described in Example 6.

 Example 10:
The procedure as described in Example 8 was repeated with com-~
parable results. The only difference was that, instead of camo-
mile extract and TILIANA H4308 composition, stinging nettle
leaves extract and fragrant composition LELIA 90368 (product of
the same Fabryka Syntétykow Zapachowych Pollena-Aroma) in the
same sequence and ratio were used. The herb extract used was
olive-green in colour, had a density of 0.9160-0.9503 g/ml and
an'ethanol content of approx. 33% by volume. The preparation was
suitable for all kinds of hairx.
_\\
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- 5- Tge peat - deri ved bioactive product contained in such
pharnacéﬁ??gg

conpositions is preferably TTP as. defined POIEPo2/00491
phar gpaceutical preparation contains the peat-derived bio- active product

and the pharnmaceutically acceptabl.e caqgler material, preferably in a
wei ght ratio of between about 1:5 and 1:25, and nost preferably between 1:9

and 1:19. The present invention furthermore relates to a process for
pr epari ngxamphear Adceuti cal fornul ati on contai ning a peat-derived

In general, cosmetic milks are dispersions of fatty substances
acting in both chemical and mechanical ways on the skin. In
fact, due to a convenient way of application and better
interaction of the fluid and the skin,'it is very appropriate
to use liguid, more specifically emulsion creams. They can
easily penetrate to deeper layers of the skin and thus prevent
changes of the skin due to age. Cosmetic milks are used mainly
to clean a dry and fragile skin. Accordingly, they must not
contain any aggressive volatile oils, while frequently they
contain suitable herb extracts like camomile extract or wheat
germ extract. Addition of peat~derived bicactive products to
such cosmetic milks further improves their positive effects. In
particular, the new recipe is as follows:

TP @d.05 g
aloe extract 20.00 g
glycerol ' ~3.00 g
eucerine 2.00 g
white paraffin oil 1.00 g
triethylamine . 1.00 g
AerosillR) (colloidal silica)4.00 g

Example 12:

Improved regenerative results were observed when TTP and
carefully selected fatty carriers were used in a classic
nourishing and regenerative cream formula. TT? is used in an
amount of 0.01 -1.00% by weight in combination with a herbd
extract (selection depends on the type of skin for which the
cream is intended) in an amount of at least 0.05 - 1.00% by
weight, antibacterial preparation in an amount of 0.05 - 1.00%
by weight, synthetic fragrant composition in an amount of 0.01 -
.0.05% by weight and a fatty carrier in the form of a water
emulsion, constituting $7.00 - 99.50% by weight of the whole
composition. The fatty composition needs to be a good carrier
for the active ingredients and to be well accepted by the skin.
Preferably, it is an emulsion of {all amounts in % by weight)
35-45 eucerine, 8-14 petrolatum, 2.5-4 olive oil, 6-10 glycerol
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a . 3 * - .
bi oactive product, in the formof a gel. This process is cha- racterised in
t hat aw&x9/i1é216al coholic herb extract is conbined with st ) } rol, a
steril e agueous - preferably concen- trated - solution ofﬁ%*£@?g&§%§
powder ed peat-derived bioactive product _and a sterile nenthol solution, and
that-the resulting mxture is graduall bscﬁnbi ned with colloidal silicato
convert the liquid conposition into gel form the weight ratio of liquid

”iaéuredhadsaqua betéﬁ.fPfﬂﬁéffédlﬁé&bgéxﬁraEtefi&éﬂﬂariﬁﬂidffﬂﬂwa& as the

powder ed or _caoncentrated p - [ Il gactly ct.,.fThe present

i nvent i offX5F&G%r ef"éﬂ’g 1?3 %’?%IF cgée’s\sﬁ&g? Sfcgb%?ign%%d&e 11K _
Preferred recipes are as follows: ) :

1. Eucerine 39.00 parts by weight
Petrolatum 11.50 parts by weight
Olive oil- 3.13 parts by weight
Glycerol 7.80 parts by weight
Water : 38.00 parts by weight

NIPAGINA A (anti-
bacterial preparation) 0.40 parts by weight

TTP 8.05 parts by weight
Marigold extract 0.10 parts by weight
Synthetic fragrance__ 0.02 pnarts bv weight
total .- 100.00 parts by weight
2. Eucerine 42.00 parts by weight
Petrolatum . 8.50 parts by weight
Olive o0il 3.08 parts by weight
Glycerol 7.90 parts by weight
Water - 38.00 parts by weight

NIPAGINA A {anti-
bacterial preparation} 0.40 parts by weight

TTP 0.05 parts by weight
Camomile extract 0.02 parts by weight
Synthetic fragrance 0.05 pvarts by weight

total 100.00 parts by weight

Example 13: _

‘An after-shave p:epératicn contains TTP as a peat extract in an

~amount of 0.01 - 1% by weight, herb extracts in an amount of 1-
30% by weight, glycerol in an amount of 1-8% 59 weight,
salicylic acid and menthol in agueous-alcohol solution.
Preferred herb extracts are: camomile, marigold, thyme, aloe
extract and similar beneficial herb extracts. Addition of
glycerol is also beneficial due to its influence on the
elasticity of the skin. It speeds up the spreading of the
préparation on the face as well as the penetration into the.
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phar "a XA E2E8R216 or mul ati on contai ning a peat-derived bi oa®dIVEPSR/0849¢t , in
the formof an ointnment. This process is charact- erised in that a sterile
herb extract i's gradually conbined with pgsterile solution of powdered
peat-derived bioactive product, that the resulting mixture is gelled by
the addition of col- |oidal silica and that the gel thus obtained is

triturat eflegnar daness afsithesskip) i bgs mohancding the benefissabnesfectah
as eucer i iy aikk RAIGApEEL %gg_agaeianv&ﬁdl HeMPiedtralctls.0 of |iquid

conponents to silica of about, 2.and of gel to fatty conposition -of '
bet ween 32 é?eaérﬁf%e% §§°1ﬂeséshéﬁe?°gf%‘f%‘r ably TTP is used as the powdered

or concentIz® ed peat-derived 0.10 parts by weight
: Camomile extract 15.00 parts by weight
Glycerol 5.00 paxts by weight

Menthol 0.10 parts by weight
Salicylic acid - 0.10 parts by weight

Ethanol (conc.95%) 10.00 parts by weight

Fragrant composition’ 0.30 parts by weight
- Distilled water - - ad 100.00 parts by weight

Example 14:

A shampoo composition was prepared according to the following

recipe: '
Fuller's herb extract 15.00 g 7.50% by weight
Stinging nettle leaves extract 20.00 g 10.00% by weight
GAMAL SBS-11 (detergent) .  30.00 g 15.00% by weight
GAMAL NO-3 (detergent) 20.00 g - 10.00% by weight
Aseptina . - 0.40 g 0.20% by weight
ethanol 1.60 g 0.80% by weignt
BRONOPOL (preservative) 0.04 g 0.02% bv weight
Sodium chloride - 6.00 g 3.00% by weight
Water ' o 106.96_g_53.48% bv weight
total 200.00 g 100.00% by weignht

To 92 parts by weight of the above shampoo composition é parts
by weight of TTP were added to obtain 100 parts by weight of a
shampoo according to the invention. Other herb extracts can be
used in place of stinging-nettle leaves extract.

Example 15: _
The following shampoo composition was prepared:

Horse chestnut extract. 13.00 g
Marigold extract 22.00 g
GAMAL SBS-11 30.00 g
GAMAL NO-3 20.00 g

e
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bi cacM2/B6PGuct . Cosmetic preparations, which may conpPCSEHS2rdoad:
extracts as well as other auxiliary and enriching conponents, fragrant
conpositions and carrier materials allpwed for cosmetic use, -6- contain
t he“peat -derived bioactive product according to the'present i nvention in an
anount of 0.01-10% by weight, preferably 0.05-1. 00% by wei ght, and nost

preferabbypﬁloaro 10% by melght 0.40 g
Ethanol 1.60 g
BRONOPOL 0.04 g
Sodium chloride 6.00 g
Water 106.96 g

total 200.00 g

To 95 parts by weight of the above composition, 5 parts by
weight of TTP were added to obtain 100 parts by weight of
. shampoo according to the present invention.

Example 16:
A tooth paste contains TTP as a concentrated peat extract, in an
amount of 0.01-0.10% by weight, etheral oils or their
compositions or else fruit essences in an amount'of 1-10% by
~ weight, glycerol in an amount of 5-10% by weight, herb extracts .
in an amount of 0.10-10% by weight and cleaning substances in an
'amount_of 20-35% by weight dispersed in wéter in an amount of
45-60% by weight, and dyes and whitening components in an amount
of 1-2% by weight.

itanium dioxide may be used as a whitening component; TTP
itself may be used as an anci-bacterial additive; sage leaves,
camomile or marigold flowers extracts may be used as beneficial
preferred herb extracts. '

The preferred recipe is as follows:

Precipitated calcium carbonate . 150.00 g
Magnesium carbonate : 60.00 g
Glyceroli o 70.00 g
Herb extract 53.00 g
TTP 0.30 g
Titanium dioxide , 10.00 g
Etheral oils (or mint, lemon, etc essence) 5.00 g
Water 400.009

Dye : trace
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Car "M@ 92816316 al s may be aqueous sol utions of al cohol s, PCT/EP9 e84 |

enul sions, gels, foam ng conpositions and fatty carriers. Use of one
specific carrier selected fromthe grg p;of t he above nentioned substances
allows fornulation of various types of cosnetic preparations according to
the invention, such as tonics, creans, balsans, cleaning mlks etc. for
daily Qgggm£@g§£@§ wel | as shanpoos hai r bal ns, foam ng bath conpositions,

a1t D AT A 0021 loLhLedoRloac e PIalichn, degal - der ved

bi oactlve pro gat “extracts revi a emm I’OITI
ori gi nabtaininmta maéhdﬁnvgéchlagctaﬁengr@@m Peqardiae hd c,t cont ai n
vel | byt Guaidrtid®s Qh particular when converting a liquid form
' into a powdered one, there is the desalination step in which
sodium chloride is separated as a by-product. In said by-
product, 95% constitutes sodium chloride, other mineral salts
separated are calcium salts, magnesium salts, mainly chlorides
and sulfates;'these salty products also contain some organic
peat-derived low molecular compounds occluded within the crystal
structure of these inorganic salts. These organic compounds are
componenis cof TTP and are -~ among others - polysaccharideﬁ,
aminoacids, fulvic acids and the like. The presence of these
components in the salty by-products is beneficial when salt is
used as a bath salt, because they may add additioﬁal beneficial
effects to the standard activity of bath salt. Ac;ordingly this
by-product was tested for its chemical and physical properties
in the Balneologic Institute in Poznan, Poland, to find out
' whether it can be used in cosmetic baths. Since the Institute
has found no undesired entity in the salt, it was approved £
cosmetic use. ,
The preferred recipe is as follows:
Salt (NaCl) containing occluded TTP 87.00 g
Pine etheral oil or etheral oils composition 3.00 g

Example 18:

A new hair balm contains TTP? in an amount of 0.01-1% by weight,
herb extracts in an amount of 0.01-10% by weight, anti-electro-
static components in an amount of 3-4% by weight, components
preventing exceséivé drying of hair and skin in an amount of ué
to 2% by weight, glycerol in an amount or 1-5% by weight, pre-
servative and stabilisers in an amount of 0.05~0.350% by weight
and water to 100% by weight.

As an anti-electrostatic component, the present balm contains an
alcoholic solution of trimethylamine and ammonium chloride salt(
obtained from fatty animal-derived amines; as thickening agent -
—_—
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m neF gwétsggqgam .c conpounds, such as mneral salts of the foll ow ng
el eme % , Fe, My, Mn, Cu, Sn, Ni, Ca, Ag and R&I/ERI3400481
conpounds, such as amno acids in free formand as salts; polysaccharides,
partially degraded/reacted - in the couwse of hydrolysis - to -
deoxysaccharides and/or anmi nosacch- arides. Peat, in particular therapeutic
mud, is known and re- cognised as a material of blologlcal pl ant and

mi cr oor g@&%tdMGo Ailgon asdg&abdlieing MY s FosAsEirsalaghahd a%iadandt i ng
com pongite&entt:.b@s ehnrekivealrghéestsf amiumnas skifl ABPDEKS; oiligre- fore,
peal- dor R RIS ARRN buous GG BRKE; RR!Spska hatenes
easying spreading and penetration of the balm, in particular of

its active ingredients TTP and herb- extracts. As an acidic en-
vironment stops multiplicaﬁion of bacteria, the balm according

to the invention contains citric acid or fumaric acid in an

amount of 0.1% as well as a preservative known as BRONOPOL and
fragrant compositions.

The préferred recipe is as follows:

Alcoholic solution of trimethylamine

and ammonium chloride salts 3-4% by weight
Cosmetic alcohols ' 3-4% by weight
TTP ' '0.01-10% by weight
Thickened herb extracts - 0.01-10% by weight
Glycerol ' 1.5% by weight
Plant oils ' up to 2% by weight
Citric or fumaric acid - 0.1%.by weight
BRONOPOL : - - 0.1% by weight
- Fragrant composition 0.3% by weight
Distilled Water to 100% by weight

Example 19: -

Cosmetic masks are well known cosmetic preparations serving many
different purposes. As therapeutic mud has a known beneficial
effect on the skin and body, it was believed that also post-
extraction peat obtained in the process of separation of bio-
active peat-derived compositions from peat may be used in cos-
metic applications. Post-extraction peat contains a solution of
active bodies freed in the alkaline hydrolysis process due to
extremely high sorptive properties of peat after neutralisation;
It was therefore found to be a valuable component of cosmetic
‘masks. To enrich the post extraction peat with more of the
valuable components, natural therapeutic mud and humic acid
fractions were added which are present in natural peat and
separated in a process for obtaining peat-derived bioactive
compositions from the alkaline hydrolysate. Such a composition
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i ng 6rﬂmml5thi s is considered to be an expl anation ofp¢jeposhegsgiageous
effects of cosnetic and pharnmaceuti-cal preparations containing peat-derived
actiye products and conpositions. Partijgularly good effects of the new
cosnetic conpositions are observed when herb extracts are also . present in

t he -fornul atii on. Sel ection of a suitable herb extract is based on a known
typi cal uwees dfeshesh igxtthec above-nentimneds Badngolpghg Lhetatuteiand ofas

pr epar at i QRS ANGidHES L1330 LRASMEEE: GRIY ent of cosnetic prepar- ations to be

mat ched with demands and needs of inpdividuals to be treated.
The preferred recipe is as follows:

Post-extraction peat 100.0 g
Natural therapeutic mud or peat 20.0 g
Humic acid fraction " 10.0 g
Magnesium carbonate 10.6 g
Zine oxide | 5.0 g
Citric acid or the like 0.1 g

Herb extract or powdered plant material 5.0 g
Distilled water ) q.s.

The following statements and explanations relate to the btio-
logical aspect of the products of the présent inventidn, i.e. to
the bioactive characteristics and to the compatibility of these
- products, particulafly with a view to their usefulness as phar-
maceuticals. The following abbreviations will be used beiow:

ore TOLPA{(R) Tors Preparation (trademark of Torf Corporation,
Wroclaw, ul. Mydlana 2, Poland) '

IFN Interferon exists as a ubiquitous cytokine (tissue hormone).
IFN genes are present in all cells. IFN is mainly induced by
préteins-or glyco-proteins. Substances stimulating the IFN
genes for the production of IFN are called inducers. The
process of the IFN induction is a highly regulated, soph-
isticated biochemical process; negative and positive zegui-

- atory genes controlling IFN production have been recognized.

'_ Small'amounts of IFN may be produced spontaneoculsy, without
any detectable inducer. Sdch IFNs are sometimes named
"physiological IFNs". IFN exists in nature in three main
molecular forms: |

IFN-a  (or leukocyte IFN),
IFN-B (fibroblast IFN), and
IFN-vY (immune IFN).

"IFN-a and IFN-f are type I-IFNs, IFN-y is the type II-IFN.

—‘*-————~———_______
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73 The present invention is better characterised and explained in the

f ol | omOr9z/m62a6pl es. Exanple 1: Starting wth 1000 kg of @Eﬁﬁ/ﬁ&:ﬁa‘” peat
material, follow ng e.g. the known procedure according to Polish patent No.
124110, a solution of peat-derived biogctive ingredients in a saturated
aqueous sol ution of sodiumchloride Wa$' obtained in a quantity of about 10
liters. The solution was filtered through a sintered

The major bioclogical activities of IFNs are antiviral, anti-
proliferative (anticancer), and immunomodulatory activities.

Various forms of IFN are produced commercially as the
natural and recombinant preparations and are used as drugs
for treatment of neoplastic, viral, and several other

diseases.
CTL = cytotoxic T lymphocyte.
NX cells = natural killer cell.
Ir.-1, IL-2 . well known interleukins stimulating the prolifer-

ation of T cells and other lymphoid cells including 3 cells;

RPMI 1640 tissue culture medium for the groﬁth of human and
other leukocytes (abbreviation of the Roswell Park Memorial
Institute, Buffalo);

rCS = fetal calf serum (for assays with leukocytes it has to
be pre-tested because it may contain mitogenic substances
mimicking the action of interleukins);

EMCV = encephalomyocarditis virus, mouse picorna virus non-
pathogenic for humans, it is often used as a challenge virus

in the IFN bioassays; R

A-549 human adenocarcinoma cell line - used in the IFN bio-
assays because of its high sensitivity for IFN-a,f, and vy.
The line is recommended for such use by the WHO experts on

IFN standardization;

MTT 3-[4,S-dimethylthiazol-Z-yl]—2,S-diphehfltetrazolium
bromide. Reagent used to measure the cell kill or cell
growth in several bioassays, using the ELISA scanners
(Hansen et al., J. Immunol. Meth. 1989, 119, 203-210);
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cefa‘n%éﬁlsﬂs under reduced pressure in order to cl arif Cg;fpﬁﬂgg
bef ore desalination of the sane. The clear sol ution thus obtai'ne contalns

about 95% of NaCl in a dry nass. The dry mass constitutes about 32% by
wei ght of the solution.. The vol une ef 28hs clear solution is about 7
liters. The clear solutlon Is diluted with 5 to 8 tinmes the quantity of

distillgdunter apfel fodhluled Hanl | Sophbher!Bebd G %%%%Béﬂgpﬁ&ﬁ@ step

carriedou % I'Ng_a reversé osnosis que using a par at us.
Desal i nat i on Tkfs 28dr PRBgn oof NBise3 TNE 4 hours wher eby the excess of
mneral salts - mainly Nad - is separated in the formof the perneate. The

desalinq&&p Conpoﬁﬁmor necrosis factor, cytokine, (relatively small pro-
tein, very susceptible to the proteolytic enzymes), produced
by monocytes and macrophages (TNF-a known also as cachectin
factor causing cachexia in humans and animals);

produced after stimulation with LPS (lipopolysaccharides}),
viruses, bacteria, and many other'agents, very toxic for
"many virus-infected and neoplastic cells; may also act as a
gfowth factor for fibroblasts. Connected with inflammatory
reactions. The related form TNF-f (lymphotoxin) is produced
mainly by T cells and some other cells.

PBL peripheral blood leukocytes, normal human leukocytes
£from healthy blood donors, isolated from "buffy coats”
(interphase between red cells and plasma). The responsive-
ness of PBL from individual donors to various cytokine in-
ducers appears to depend on a genetic set-~up of the dcnors.
The high responders and non-responders have been identified.
This refers also to the response of PBL to TTP.

The variation in the individual response to inducers ci IFN
or TNF is more visible when weak inducers ars used than when
very strong inducers, like viruses, are employed. This is
due to the fact that the reactian to weak inducers is cf the
“all or none' type whereas viruses almost always induce de-
tectable amounts of the cytokines.

Tolerance to inducer: Called also a hypofeactivity state. Occurs
after administration of a single dose of an inducer, e.g.
after 20 h of exposure of PBL to an inducer (e.g. vizrus);
the dells_stop further production of IFN. The hyporeactivity
state lasts usually about seven days. It may be complete or
partial. Such reactivity makes the therapeutic application
of strong inducers difficult and/or ineffective. Weak IFN
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i ti.on WOI2416%d6 approx. 65-70% of sodium chloride in the pot/iEPs2/0ddm
solution thus obtained, of 6-7 liters by volunme, was con- centrated 4-5
timgs in a Buechi rotating evaporator, $p that a concentrated sol ution
contai ni ng approx., 20% of dry nmass was obtained. The resulting
concentrated solution was clarified using a Biofuga-Heraeus centrifugal
appar at us (f| dwndugeamsaedthezndot heh indudd ithed hyporehcbivhbyt statrylom

M1 lipore(R) fenld @b1eHagceesd! hafy M crobiologically pure solution was
spray-dried in an Anhydro dryer with the outflow tenperature set at [err]

and supply inlet tenperature set at [err]. The yield of dried powder was
approx. XH¥refal natural drugs which are extracted from medicinal plants

possess immunomodulating properties. TTP appears to be one of
them. TTP alters many different immune functions in vitro and in
vivo. It initiates balanced immunostimulation, with the capabil¥
ity,of non-specifically activating all effector pathways (CD4
helper, weakly CD8 suppressor, CTL, NK cell, and activated
‘macrophage) without cytotoxicity for normal tissues.

TTP has a restorative effect on normal wound healing. Low doses
of TTP weakly stimulate IL-1 and IL-2 production. High doses may
inhibit the cytokine synthesis.

The respective tests with TTP were carried out by the following
methods:

PBL from healthy blood donors were a-:.::-d by ammonium chlo~ ide
treatment. The culture medium was RPMI 1640 plus 10% FCS. Ap-
proximately 8 x 108 cells/ml were cultured for 20 h at 37°C, 5%
CO,5. The antiviral activity of interferon was assayed by EMCY
cytopathic effect inhibition in human A549 cells. The MTT method
to measure cell kill was also used.

TNF activity was measured in Lgpg cells. In order to define IFN
type, the individual IFN samples were treated with different
anti-IFN sera for 1 h. Their antiviral activities were compared

with non-treated preparations.

The tests indicate TTP stimulates the production of endogenous
interferons (IFNs) and tumor necrosis factor (TNF). The response

is dose-related.

Seven assayed commercial batches of TTP had comparable biolog-
ical activity as immunostimulant and the cytokine inducers.

———————————————
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Exarrpl B’Q92/162}68 The product obtained in Exanple 1 was um,ﬁ%*z,@hgpari ng
gel and oi ntnent pharnmaceutical conpositions, containing also ex-
tracts synergistically inproving the th Bap peutic effect with respect to
certain di seases. For exanple, a gel- g ol nt ment agai nst varicose ul cer of
t he shank was prepared as follows: 20 g of hippocastanaceous extract, 10 g
of cal endibmsbiéraiste ¥iriation in the response to TTP of leukocytes of

the individual blood donors have been observed. PBL of several
donors were found to be unresponsive. This may reflect a genetic
background. ' '

Potent polyclonal antisera were used, such as anti—iFN—a
(Cantell), anti-IFN-a Ly (Namalwa) from K. Fantes, and anti-IFN-
v {(Cantell) to neutralize antiviral activity in the supernatants
of PBL treated for 20-h with TTP.

The results of the neutralization assays were found to resemble
the finger prints of individual blood donors. In other words,
proportions of IFN types produced by the individuals varied con-
siderably. The separation of PBL into adherent and non-adherent
£fractions may pétentiate the induced cytokine synthesis.

The hyporeactivity (tolerance) > the induction of IFN by NDV
observed 20 h after the initial stimulation of PBL with TTP was

either minimal or absent.

All of the seven batches of 7D tested -in human PBL as IFN and
TNF inducers were found to be active in inducing TFN and/or TNF.
The optimal concenEration of TTP? for IFN induction was 30-100
pg/ml and for TNF induction 100~200 ng/ml. The dose of 200pg/ml
may be subtoxic for PBL, but the synthesis of TNF occurs much
fastei than that of IFN and faster than the development ol
moderate cytotoxicity.

The conclusion of the foregoing is the experience that the
active principle in TTP pharmaceuticals is an immunocactive
fraction of an extract from peat containing organic, primarily
bound sugars, amlnoaczds, uronic acids, humic acid substances
. and mineral salts including microelements. The LDg, in animals
' is >2400 mg/kg per os.
H
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g of WOREIRA16 0.1 g of TTP in the formof a powder obtapCEEPS2ve8ks3CTi bed
in Exanple 1 above, 0.1 g of salicylic acid, 1.0 g-of distilled water and
8.8 g of Aerosil- (R (colloidal silica)yyere used in order to obtain a gel
formof the preparation. Liquid (non-volatile) ingredients were sterilised
bef ore use, by neans of heating under reflux for two hours. Herb extracts
wer e congp rr@dtw«ezhlgl yasnadioxied grbaynabexic soteRatagaNicT PR gRYCENG@D Wit h

nent hol , g&ife saétwlwsofgrﬁ@wsy fadﬂsd e td¥eoP i RAd HgehlEeprander

conti I’lUOUS sfirri i.n_an oi ntnment conposition,

t bt
the fol IBHF ?nﬁ?gcﬁ%‘ht? 76@%99%3& "Eﬁ"ﬁag’fo %d'dcv Yanaceous ex-

The therapeutic indications include chronic and recurring
respiratory tract inflammations and lower leg varicose ulcers,
supplementing Ehe'treatment of vaginal erosions, and periodontal
diseases.

.There are clinical observations suggesting that TTP may be use-
ful as an immunomodulator in the supporting therapy of several
neoplastic diseases. TTP is used 6rally (5 mg tablets) or
topically.

0f particular relevance and importance appears to be the fact,
that PBL treated with TTP for 20 h at 37°C do not develop the
'hyporeactivity state because they retain the capacity to produce
IFN after induction with NDV. (Newcastle Disease Virus), a very
potent IFN inducer. ' _

The attached Tables 1-24 relate to various biological, e.g.
toxicological, hematological and immunological tests. These
Tables appear to be self-explanatory and provide for the bio-
logist pertinent information relating to compatibility and bio-
logical activity of TTP.

It is worth noting that the concentration of active ingredients
in pharmaceuticals, as indicated in claim 13, ‘-may be higher than
in cosmetic compositions (as indicated in claim 14) due to the

following reasons:

Pharmaceuticals are prepared in unit dosages, wherein the con-
tent of active ingredients is under strict control; e.qg. in
tablets}.the concentration is adapted to the size of the tablet
containing the effective daily dose (or a part of it) of the

active ingredient.
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tradt ,wc“m‘zgmis cal endul a ext ract, 0.1 g of salicylic aci bcfEPofyogde1TTP in
powder ed form obtai ned as described in Exanple 1 and 2.0 g of Aerosil (R
(colloidal silica). As fatty conponentSZGa.nixture of the foll ow ng

subst ances was used: 22 g of eucerine ahd 45.8 g of petrolatum Herb
extracts were sterilised by heating under reflux for approx. 2 hours.
Eucer it neThed cpaceattxthionepd $hai hative sirgynddiead, ki.gui dfi 1TPgreai ent s
were car ophine b oS L t A ' k

Tl tur at SAOeLeSoPLE poch) cabplifs ' £ OIS, §Perohaniy iR bIp S0F
t enper at B¥e weAghtadne OZRRENER 2GR4CHD LA igdiesnt §rBlebt sizparnéetahen
stored. allow an appropriate operation of the capsulating machine.

another reason is that most pharmaceuticals are administered
orally, and the active ingredient is distributed within the
whole bod§:f3ven though it reaches the skin cells in a very low
concentration, the therapeutic effect is remarkable.

Furthermore, cosmetic compositions - contrary to pharmaceuticals
- are used in rather uncontrolled quantities, applied locally,
with a different penetration rate to different cells.

Some compositions, such as a shampoo thch is nearly immediately
washed out, have short contact times with the body or hair, and
may contain relatively more of the beneficial component; others
are applied several times a.day and therefore should have a
lower content of the active ingredieht.

Finally, as in the case of tooth paste, being in contact with
the mucous membrane in the mouth, active ingredient penetration
is much easier than through the skin, and the concentration of
the active ingredient may be lower.

M\“
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The gé’?’Oaﬁd@mt nment obt ai ned above were sinultaneously ppplEme/dodsi he
Ucers were treated with the gel

treatnent of varicose ul cer

preparation while the surrounding,

ointnment. Addition of coll oi dal

pronpt desiccation

conmponent's hel ped to meamehmI

of the shank.

non- affected skin was treated with

silicais believed to be responsible for-

whit e the hérbal~ and peat - derived ingredients are
bel i evedyfs0 Re respongiyderéLicrirde Sethdboreiokitly AbuhteseepaF@tion. Fatty

o*.nemmrmscbn BeoSKioF rRABSITS

Examined Parameters

l
) !
Sex Dose Day of '
TTP Test reatinine Total Protein v-Globulin !
g/ kg (mg$) (g/1) (g%) i
0.0 0 1.09 £0.03 65.0 =3.49 0.53 =0.00 |
7 1.03 =0.02 62.0.x0.33 0.56 =0.01
F 2.0 0 1.06 =0.01 58.0 =1.46 0.50 =0.02
7 1.14 =0.38 57.8 =1.54 0.54 =0.01
5.0 0 0.96 =0.12 70.3 =3.52 0.55 =0.00
7 0.94 =0.13 60.0 =2.34 0.57 =0.00
0.0. 0 0.80 =0.11 73.8 =3.23 0.72 =9.06
- 7 0.82 =0.13 75.3 =1.02 0.79 =0.93
w20 0 0.88 =0.05 64.5 =2.86 | 0.62 29.30
i 7 1.24 =0.34 64.6 =2.03 | 0.57 20.07
; 5.0 0 0.85 =0.03 | 58.5 =3.19 | 0.57 29.02
; 7 1.04 =0.12 | $57.5 =4.88 ; 0.38 =0.01
TAB. 2 ACUTE TOXICITY. IFFECT OF ORALLY ADMINISTERED TT2 ON THE
ACTIVITY OF THE TRANSAMINASES IN THE SERUM OF RABBITS.
§ i ) § Examined parameters
; Sex : Dose Day of = : ,
' TTD : Test i Alanine i Asparagine
: g5/kg v Aaminotransisrase | Aminotransiesrase
; i U ; U
: 0.0 0 5 3.67 =1.20 22.33 =22.60
i 7 i 9.87 =0.33 ' 28.57 =3.75
Poor 2.0 0 i 0.33 =21.76 | 18.33 =24.09
) 7 ; 12.33 =2.52 i 20.00 =5.03
; 5.0 0 i 11.33 z1.56 ; 22.33 =3.32
: 7 ; 11.00 =3.05 : 20.67 =4.58
: 0.0 | 0 10.33 =1.76 i 23.00 =3.05
1 7 12.00 =2.84 ; 25.57 =4.17
o 2.0 0 9.00 £1.00 = | 18.00 =1.52
; 7 9.00 =0.57 i 20.66 =3.32
. X 5.0 0 8.00 =1.00 . 18.00 =1.00
| 7 11.33 =21.66 . 23.00 =1.99
i .
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resdl’'t WHR/A6HEd wer e conpared with a control group of paPCE/EP21008%K €d in
a classic way. Those who received the new treatnent were selected froma
group of patients suffering fromthe disease for many nonths (sonetines
'years) w thout noticeable positive effects. Patients treated with
conpositions according to the invqn%%qp showed better. results - . already
within the first few weeks - than conhtrol patients. Exanple 3: Products

obt ai ned A Exanpl e 1 Awetre moxeck7iv0 §¥FEpAICE pDlraLBB IMiizsTERED f Or nul ations in
the-formof tablets, mpgammsemmmszwa@mggmws :

l Examined parameters !
Sex | Dose Day of '
[ TP Test Hemoglobin | Hematocxi Leukocyges lE*ytnroc*;tesn
l g/kg (mg%} (%) x 107 x 10
| 0.0 0 12.4 =0.44 |38.3 =1.85 | 7.32 =0.43] 5.21 =0.20 |
; 7 11.8 =0.63 |37.7 21.20 | 6.30 =0.66{ 35.11 =0.11 |
i 7 2.0 0 11.5 =0.31 {36.7 =0.88 | 5.69 =0.53| 5.86 =0.55 -
: 7 12.3 =0.48 {38.3 20.66 | 5.74 =0.76§ 5.59% =0.:i%
i >
| | s.0 0 12.3 =0.14 |40.7 =2.5 7.35 =0.991 5.42 =0.20 !
| 7 11.6 =0.23 }37.3 £0.33 | 8.55 £7.79] 5.08 =0.19
0.0 0 12.0 =0.35 137.3 =1.20 {11.10 =0.63: 4.33 =0.28
7 11.9 =0.81 |35.7 £1.85 110.80 =0.941 4.34 =0.1
im o 2.9 0 {12.8 20.26 |43.7 =4.80 | 9.94 =2.00! 4.46 =0.53
f 7 [11.8 =0.39 134.7 22.02 |11.06 =1.081 5.37 =0.35
f 5.0 § 2 £12.7 =0.83 {238.7 =2.40 | 9.52 =1.36i 4.39 =9.1§
. I [10.5 =1.04 !4.0 =2.08 | 8.87 =1.73! 5.72 =0.3§
mAB. 4 CHRONIC TOXICITY. ZFFECT OF ORALLY ADMINISTERED
Tmp ON THE MASS OF THE ORGANS OF RABBITS
; ! -~ Dose of TT? {mg/ka)
- 0.0 | 30 150 | 0.0 | 50 . 150
Sex ; F H b
iorgan Mass of Organ in % of Toctal Mass
i | i i ; :
‘nung  10.72 20.08|0.81 =0. IJIO 67 20.02]0.56 =0.05i0.54 =0.9910.71 =9.%4:
' | : | z
sHearz 10.23 =0.01}0.22 =0. az;o.:s =0.03]/0.24 =0.02}0.23 =0.0140.23 =0.32
! . ] . i
Spieen 16.057=0.01 0,951-0.00|o.ovs-o.ozlo.os =0.01/0.06 =0.01}0.04 =0.957
~iver 12.85 =0.15{3.02 =0.08{3.22 =0.37|2.82 =0.09/2.77 =9.2813.72 =0.96
B : { i
' Xidney |0.59 =0.03]0.52 =0.02!0.30 =0.01{0.48 =o.03§o.ss =3.0110.49 =0.03
| Adzenal ' . | i ‘
iGlangd |0.016=0.01/0.01520.01}0.020=0.01/0.01320.01]0.01320.02/0.01220.9
iOvaries | :
twith : P
|Uterus {0.58 =0.04]0.39 =0.02{0.50 =0.04 - - -
| Tescrc-| ' .
| les | - - - 0.30 =0.01{0.32 =0.0310.36 =9.02!
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sterihmopéﬂmaﬁerived bi oacti ve conposition in powdered R@gﬁ#€§§¥§%gpined
wth a carrier in a weight ratio of 1:9. As a carrier,

(tradenane of Eastnman-Kodak), a m xture of |actose and |ubricating
substances, was used in a weight ratio of 44:1. Lactose of 50 nesh particle
si ze and NWVATEX[err]TL were finely disintegrated so that approx. 70% of
its mass passed through a 100 mesir 88reen. A part of the resulting mixture
of active,gonposition kE4sh CONn- taining
5 ng of aé& Cge) I ngr edgﬂ@;&iﬁiﬁ%%ﬁ%@hﬁ& %\gghgggw 50 ng. The

ot her part of the sane m xture of active conposition and a carrier was

gr anul at ’,d gsHrg—otantomsat st oS —of—etthanot
_ Examined parameters
Sex Dose Week .

TP of - | Hemoglobin |Hematocrit Leukocyges Eryt:hrocycesl

g/kg Test (mg%) %) x 107 x 107 i

M 0.0 0 12.2 =0.05{38.2 =1.71] 9.33 20.79| 5.10 =0.36 |

7 - 12.3 =0.15/40.7 =0.33|-9.39 =1.18} 6.34 20.23 |

6 3.0 =0.35{41.7 =1.30| 9.58 =1.12| 7.32 20.70 ;

12 13.5 =0.19/40.7 20,87)11.23 =1.10] 6.30 =0.46 !

50 0 12.9 =0.55/35.7 =1.82| 7.52 =0.78] 5.14 =0.47 |

M 3, - - - - :

l 8 13.3 =0.35i41.0 =2.10] 8.08 21.317) 6.38 z8.11 |

L - 13.7  =0.11139.3 =0.94} 9.36 =1.01] 5.19 =0.3¢
i L1so i 0 14.20 20.21]36.7 =1.81] 8.19 =0.16] 5.34 =9.16
S S o3 11.05 =0.26]38.5 =1.53] 8.83 =0.78{ 5.83 =0.40
: ; b5 12.40 =0.83}37.3 =1.45] 8.18 =0.06] 5.34 =0.30
: i N ¥ 13.70 =0.32{39.0 =0.68| 8.24 z0.04i §.54 =0.34
; i 0.0 1 0 }12.5 =0.27140.2 =0.83] 7.07 =1.36] 5.53 =0.17
.OF ; 3 12.7 =0.23(39.8 =0.72] 8.16 =1.07} 5.74 =0.%2
: i I }12.4 =0.86142.3 =1.20} 9.78 =1.59| 5.86 =D.24
; g P12 112.5 =0.87137.7 =2.18110.30 =2.16i 4.80 =2.29

! i 30 0 13.2 =1.20135.9 =1.70} 7.44 =0.98! 5.7 =0.50 !

T ' 3 - i - - i - !
i : ;5 13.0 =0.55/39.3 =1.20} 7.25 20.96i 7.08 =0.34
; g 12 12.8 =0.21{37.7 =4.33| 9.31 =20.35i §.02 =20.32
i 130 ¢ O 15.2 =1.15038.3 =1.401 8.50 =0.54( §.09 =0.08
Eoor L3 13.1 =1.10)47.0 =2.80} 8.10 =0.76; 5.85 =0.37
; ; P8 12,5 =0.82{41.0 =1.15f 6.85 =0.31} 5.51 =3.30
: . § 13.1 =20.7014%.9 =1.00) 8.15 =1.831 5.92 =0.13
mﬂlsiiileltliliilﬁeln ieric
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(40% Granul es were sieved and ground i f necessary_and then

fill e%y?:ﬁh&gi%l es in such a quantity that each capsule P 00431 ng of
active ingredients by using TTP in mxture with a carrier at a ratio of

19: 1. The tablets obtained as above were tested in order to neasure the
time of their disintegration in an artificial gastric juice at [err] using
Erweka equi pnent. The artificial gastric juice was prepared as follows: 2.0
g of sodiumchloride and 3.2g of-pepsin were dissolved in 7 nl of

hyd‘l’ OChl'pArBI.CGaCI d and EFFECT OF TTP ON THE PHAGOCYTIC ACTIVITY OF
NEUTROPHILS IN THE PERIPHERAL BLOQD OF RABBITS

Phagocytic Activity
Neutrophilgs % Neutrophiles
Group n{° (1000/1 mm) NBT+ L.H ! L.%
o 3 6| 0 3 | 0o 3 &f{ 0 - 3 5
Control . .
1 ml ?88| 6} 1.9 2.3 2.4|14.3 15.1 37.6154.5 60.6 39.8] 7.53 7.3 7.81
i.v 0.9 21.1 20.4{=24.5 £4.5 =3.0/29.4 =4.83 =6.8]=0.77 =£0.86 =0.3
TTP
(Test 1) *0 *0 *Q bd b x
3 mg/kg (15 2.0 1.2 1.7[18.4 26.8 27.2/59.2 J 74.9] 8.75 10.2 9.88
i.v. 1=0.9 =0.7 =7.1}=27.1 =26.7 27.01=26.7 =7.0 =27.81=7.18 =1.25 =1.0}
{ i i | ?
i (Test 2)| 8l *g  *g x5 vo | "o | X
{5 mg/kg i | 2.8 1.5 1.6/15.3 22.% 25.5{83.0 69.5 76.3f{ 7.76 8.32 38.3d
Pl I 120.3 0.5 =1.0/=4.9 =7.0 =9.11=7.0 =7.1 =8.9/20.83 =1.04 =1.9

b} Number of Tes: Animals
?BS phospnace buffer solution
g- Before the administration of TT?
3 3 days after cthe administracion of TT?
8 5 days after the administracion of TTP
bl Statistically significant variation at »<0.95
in relacion to the valiue befgre administzation of TT?
o Stacistically significant variacion at p<0.05

in comparison t0 the contTol group

T
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- 10-" dvetgasiexlewat er was added up to a total vol ume of 10‘?‘25’?15??@%% me of

pH value of the resulting solution was approx. 1.2. Desin

a tablet, having a dianeter of 5.1 nmand a total nmass of 0.0498 g, was 6
m nutes. Further exanples relate to nunmerous cosnetic preparations
according to the present invention;y Having different forns of conposition

and bei ng designed for_djffe anpl | L ons, ..C | N t nefi ci al
addi 11on 8P bl oac 1 ve TRe AR e e o rabe. Bt ARt e o
preparations such as toniCS, aANpD OF THE B-LYMPHOCYTES (EAC-ROSETTES)

- IN THE PERIPHERAL BLOOD OF RABBITS.

LymphQecytes % E-Rosettes |% EAC-Rosettes
x 107%/mm
Group
n o | & | o 6 0 6
Contzrol ) 5
1 ml PBS 6 6.8 6.0 19.0 20.1 42.1 42.3 ¢
i.v. 2.0 | =1.9 =5.7] =5.3 =5.3 =2,05i
TTP (Tast 1) ' *Q ‘ !
5 mg/kg 15 6.6 5.4 9.2 | 27.1% 43.7 47.7 |
i.v. =1.5 =1.4 4.1 =3.2 =2 =4.9 ¢
TTP (Test 2) 8 1 _ *Q
5 mg/kg 6.0 ; 6.8 17.0 24.8 41.86 41.0
i.v. } 1.0} =0.5 ] =1.9 £2.9 =1.3 b =201
n Number of Test Animals
P8BS phosphate buffer solution
J Refore the administration of TTP
5 6 cdays after the adminisctration of TT?

A
w)

tacistically significant variation at ¢0.05

_ in relacion to the value before adminiscration of TT?
Q Stacistically significantc variation at p<0.05

in comparison Lo the control group

TA3. 8 NUMBER OF SPLENOCYTES AFTER LONG-TERM éHERAPY WITH T7T2
E i Contxol ; ore 10 mg/kg,&ay {  TTP 30 mg/kg.day
: ] I n =10 i a = 10 :

- 1
Time of |

| 'PFC/10° Splenocztes
TT? Doses:t -

:n Weeks | 4th Day Tth Day i 4th Day 7th Day | 4th Day 7tk Day

g 3 f 367 =137 156 =41 ;1120 =328~ 3136 :240*§ 772 =236= 131 =37
5 ! 572 =134 138 =47 11528 =346x 292 =£62* |1239 =280 232 =90
7 i 318 =45 133 =40 i 699 =136* 139 =44 g 722 =258* 141 =83 ;
9 | 466 =185 175 =75 | 395 =94 132 =36 | 412 2138 167 =52 ,

12 ! 287 =18 153 =30 g 287 =131 156 =39 | 376 =130 167 =39

* Statistically significant variation at p<0.05
in comparison to the control group
—_—
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bal rﬁs'WQﬂééMBlﬁ m | ks, shanpoos, foami ng bath conpositi oNnPCIVEPIROMII

descri bed. Exanpl e 4. A reaction vessel equipped with a stirrer was charged
with 150 g of ‘canomil e extract obtained by the extraction of canmomile in-
florescence with a 1:1 ethanol:water solution, as well as 1 g of TTP as
descri bed above. 50g of glycerol werd@ added to the m xture obtained. The

2223%“%?3%3?52935“’3{Z@é@f@%ﬁﬁggﬁﬂ%&&ﬁé i BB
ano (0] .

vessel . It conprised 340 g of ter ution, 1 g of

sal i cyl i g—aet
Control TTP 10 mg/kg.day TTP 50 mg/kg.day
- n= 10" n=10
Time
of Hemagglutinin, -logy of Titer
TTP
Doses
in )
Weeks 4th Day 7th Day 4th Day 7th Day 4th Day 7th Day
3 |3.7521.78 7.12%1.36{8.80:0.97* 9.20:1.46*i8.20:0.40* 6.9021.37.
s [5.82:1.40 6.50:1.00’7.70:0.84* 9,.10£2.02* 7.70:0.64* 9.3322.90~

in

7 |3.6020.48 5.200.74l4.40%1.11~ 4.10£0.83*|3.500.83~ 2.5521.21 |

.661.24/3.5021.28  4.00:0.81 [2.90£1.22 6.3321.52 |

9 |3.20:=1.40

-

12 |4.80 =0.74 4.4021.01|5.1121.09 5.5021.51 |5.11£1.19 6.10£1.74

* Statistically significant variation at p«0.05
in comparison to the control group

TAB. 10 CONCENTRATION OF THE ANTI-SRBC (7S) ANTIBODIES
AT LONG-TERM THERAPY WITH TTP

conczol | TP 10 mg/k | D 50 mgikg ;

n =10 { n =10 :

Time i . .

of Hemagglutinin, -logz of Titer i

T™T® :
Dosest

in =~ )

Weeks 4th Day 7th Day 4th Day 7th Day 4th Day 7th bay |

{a

|
|
|1.7520.60 6.3720.85}3.2020.87* 5.9021.70 |3.80%0.87= 4.90:0.74~

th

}2.5020.70 6.12:1.16{2.20£0.97 5.70£1.10 [2.3021.41 5.3320.74%

7 |1.00:0.89 3.80£1.09/0.60£0.80 2.50:1.11%|0.5520.83 2.35520.68~!

9 |0.4020.48 3.6621.24|0.30:0.64 3.2520.96 [0.00 $.3321.24 |

12 |0.80£0.97 3.80£0.76[1.1120.99 4.40%1.35 [1.5521.49 4.3021.26 |

x Statistically significant variacion at p<0.05
in comparison to the contxol group
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and 0.5 g of menthol. The two. mixtures -were comnbined by stirring'to forma
uni f oy sphetigon. Next, 3 g of a fragrant conposition TI Eé%m wer e
added. TILIANA H4308 is a product of Fabryka Syntetykow
Pol | ena- Aroma (Synthetic Fragrance Wrks Poll ena-Aroma), of Warsaw, Pol and.
The solution was then brought to a total volune of 1000 ml by adding 454.5
g of distilled water; stirring was sgontinued until a honogeneouys m xture
was obtained. In the above procedure, 86% gl ycerol, nenthol and water
accord- TaBg 10 t RUMUROYOPVIANTORY SERFEECP(IF %”Mﬁﬂﬁacopea FP IV and et hanol
a concentration of 9596accord|ng to the Polish industrial

in

Dose _ DFCHO6 $ E-Rosettes|Hemagglutinin>|{HemagglutininX
TP n’ Splenocytes Type 19S5 + 7S |Type 7S
mg/kg 4th Day 4th Day 4th Day 7th Day
Contzrol| 30 469 13.6 5.4 8.2
£111 =3.2 =1.1 1.8
. x X
0.5 10 997 ~15.6 6.8 8.4
=139 =1.4 . £1.0 1.1
X X X X
2.3 10 839 20.3 6.9 9.7
=177 =24.1 z1.0 =1.4
X : x x X
.0 10 746 23.2 7.2 9.8
=129 =4. Q0.8 =1.4
x X b4 , x
10.0 i 0 795 18.4 8.3 10.4
'5 ! =129 i 4.0 ; =1.8 ; =1.1
b - : Sk ! x
25.0 | 10 ! 580 i i6.3 ! 6.1% : 3.3
I | =145 ! 22.3 =1.1 : =t.3
0.9 ! 10 | 100 ! 14.7 5.3 6.7
i = 37 : =4.90 =1.0 : =1.3
i x } _ X i x
100.0 i 10 375 11.3 g 5.1 5.7
co = 57 ; £2.2 =0.8 : z1.%
i % i % i ! x
250.0 + 10 305 9.3 i 4.8 g 5.3
! = §7 i =2.90 | =1.1 ; =1.7
X Statistically sigrificant variation at total comparison 0.05
{Student t-Test)
hi ~logs of titer

_—-—‘—f_—f_~”~—*’ﬂ_—-;
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staﬁda&%}BN—?S/GIQS-Ol wer.e used. The concentrated peat extract used was
a dar KM TFH6386qui d of a density 1.020-1.090 g/m and a CPOT/RFO204%KY .
solids not less than 5% the pH value of a 1% aqueous solution was 5.0-6.5.
Canmomil e extract was a red-brown liquid of a density of 0.9160- 0.9503

g/ m, and ethanol content of 52-56% by volune. The tonic preparation
oht ai ned above is suitable for all -k3sds of skin. It is a clear ‘liquid

Wit hout any solids. Its colour is
. TAB. 12 TTP ADMINISTERED DAILY IN.3 DOSES

4th Day After 10th Day after |
Immunization Immunization
with SRBC with SRBC |
Dose TT?P . n 6 Hemagglutinin Hemagglutinin ;
‘ $ E- PFC/10 -logy of titer -logy of titer !
Rosettes| Spleno- - - :
cytes |19s - 78| "7S |195 - 75| 7S |
Contzol I | 15| 13.7 469 5.7 0.8 '9.8 i 8.4
_ | ]
1x0.3ml £3.0 | =125 | =1.3 =1.0 | =1.3 | =z1.§
Contzrol I | 1§ 15.3 579 | s.1 0.6 | 9.0 | 3.5
3 x 0.1 mi =4.0 =143 =1.1 t =0.92 1 =1.7 - -
2.3 mg/kg 15 1 19.47 | 364 | T.4v i.1 } 1004w 3.5%
1% 0.3 m =3.8 | =190 | =1.1 =1.1 ! o21.3 =1.2
2.5 mg/kg 15 19.0% 769> 7w 9.5 ¢+ 9.5 i 9.0
3% 0.1 mk :5.0 | =132 | =0.8 0.8 | =1.0 =2.9
10 ag/ikg 10 | 15 | 19.3x 1 7957 | 7.0% 0.3 | 10.4% | 9.4x
T x 2.3 ml g =4.1 =102 =0.7 =1.0 ‘ =1.8 =1.9
10 mg/kg i 1s 17.53 656 f 7.3% 1.3 | 8.9 3.3
3x 0.1 al ! I 23,7 § =128 | =1.3 Pozi.z i o=1.8 =1.3
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yeIIow The H value is 4.28 and the ethanol content is 45. 9296by vol une.
Tot al "ﬁ@%ﬂﬁaléal culated as salicylic acid content was ngCIVEP®R/6d38n 0. 1%
by wei ght, nanely 0.23% by wei ght. The preparation being stored for 12
mont hs did not |ose any of the above characteristic features. Exanple 5:
The. procedure described in Exanple 4 above was repeated, the only
difference being that instead of canggrle extract and the TILI ANA H4308
fragrant conposition, a marigold flowers extract and a conposition FINUS
HA4625 (al $8Ba I3 OJERFECD OF-ITP yARMISYSFERED! QRAGIVY ZEQRaCROVWEERS PB| THEna- Ar o)
were used in the SWM% RESPONSE OF MICE IMMUNIZED WITH SRBC

sth Day After ] 10th Day After i
pFC/10° Hemagglutinin i prc/10° Hemagglutinin

Weeks - > :
% E- Spleno-|-log; of titer!$ E- Spleno-|-logy of titer|
Rosettes|cytes - Rosettes{cytes - ]
198 » 78| 75 ) 195 - 75| 7§ |

15.2 565 5.0 | 1.6 | 14.7 256 | 8.7 | 7.9

3 =3.8 =56 0.9 {=1.3 =3.4 =67 =1.0 ;:1 0
23.7* | 1035~ 7.5% | 2.9%] 23.5* 406* | 10.4* | 3.7*

£7.8 £177 0.5 [=0.2 | =23.7 =88 =1.2 i=1.0

13.8 422 5.1 0 12.7 209 7.1 | 8.7
5 2.4 +83 0.9 0 =2.1 =41 =1.4 =1.6 !
[ 23.0% 933 T.6% | 2.7% 20.5« 430~ | 11.0% i11.0%!
P =5.1 2248 =1.3 l=1.3 2.7 | =86 I =zi.2 1z1.0
| 12.8 435 4.5 0.3 14.0 245 8.8 7.9
71 =2.9 =83 =t.7 1=0.9 ! =3.1 £48 =1.5 :i=1.5 '
bo2p0.5* 1120> 7.9% : 21> 26.9~" 437> ;  11.2x 110.3>

bo=s5.3 | =214 =0.5 {=1.5 1} =7.7 =117 i =21.0 :20.%
1 15.0 531 6.2 ¢ 0.5 1 14.1 294 | 8.7 . 8.4
9 | =2.1 =67 =0.3 =0.3 |- =2.8 =358 ;0 =z1.3 i=1.3
Tt 18.8% | 1049% ! 7.77 1 1.9 1 18.2% 315= ;  11.9% (10.3%

i =z2.8 =184 | =0.7 }=1.2; =3.4 =330 | =0.3 i=1.9
L 15.0 573 | 7.2 1.4 16.53 266 | 7.3 ¢ 7.1
12 . =2.6 2143 | =1.0 j=z1.2 ) =2.8 =58 | =1.1 :=0.8 :
i ro 1401 770% | 7.2 .71 19,0 294 | 11.8% i10.5%
% ! =2.7 =132 =1,4 12,7 P-4 =83 o202 =1.9 :
* " Statistically significant variaction at p=0.05 in comparison :o the

contxol group. In each group, there were 40 animals.
. \\M
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t he” $awe 9miei6and vol une ratios. The resulting tonic pre j S
suitable for dry and fragile skin. Simlarly it was a cl eg?fﬁpg%)i.ﬁ&v&thout
any _solid particles. The pH value was 4.30, total ethanol content was

45. 82% by volume and total acidity was 0.27% by wei ght. Wen stored, the
preparati on was unchanged after 12 ggnihs |ike the preeparation obtained
according to Exanple 4. Exanple 6: The procedure of Exanple 4 vas repeated,
except toaB. df exINEIUENCE QFaJHE | SLORAGE WANDITIOVSNON IM3iEc AdTDfITR a0 | e
extract, and the fTEANNEEEN PF| TRED ABEETYPEY |EORMING FAmROSFEFESawW) was chosen

I nst ead

% E~Rosettes . i
after two months storage §
Dose n Starting -
Activity Temperature At Room At Room
+ 4°C ' Temperature |Temperature!
: Light Admitted|in the Dark|
Concrol 8| 13.6 z2.4 12.8 =2.3 12.8 =2.3 | 12.8 =2.3
0.1 mg/kg 8 15.8 =1.7 16.1 =23.04 15.1 =2.9 16.0 =23.3 -
1 mg/kg 8 | 18.0 £0.8* | 19.8 =4.1* | 15.3 =2.8 19.8 =2.7
| 10 mg/kg 8 1 20.4 z4.2* | 18.0 =4.5% 16.8 22.4% 16.9 =3.3%
x Statistically significant variation at a = 0.3 in comparison to the

contxol group

TAB. 13 INFLUENCZ OF THE STCRAGE CONDITIONS ON THE ACTIVITY OF
TTP IN VIEW OF THE NUMBER OF CZLLS PRODUCING '
ANTIZODIES QOF THE TYPE 19S -
i ; i prc/10% Splenocytes
l- .
o after two months storage
Dose n | Stariing h - -
! Activity ! Temperaturs At Room . At Room
§ v -4°C Temperaturs ' Temperaturs:
; ; Light Admittediin the 3Sark:
| Contzol 8 i 571 =89 , 514 =128 514 =128 | 3514 =122
i 1 . .
0.1 mg/kg | 8 | 747 =144 t 1039 =326~ ‘718 =135 11002 =2210%
1 mg/kg | 8 | 1204 =155* ; 1026 =314~ 793 =186 11046 =331~ :
10 @g/kg 8 | 1075 £232* | 1070 2249= 869 =160~ | 848 3137*
* Statistically significant variation at a = 0.3 in compaxrisan 22 shs
contcrol group
. _\
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of TILIANA‘{M 08. The extract of sage |eaves was obtained by ex- tracting
dri edYOZFEI9%8ves with ethanol at [err] and had a br own-PGHEP¥4DWAM, a
chagacteristic sage odour and a density of 0.9160 to 0.9503; it contained
52 to 56% of ethanol. The resulting face care agent is particularly
suitable for greasy skin. It is a 12 clear and honogeneous |iquid having
a dark yellow col our; the pH-val ug,sythe ethanol content and the acidity
were conparable with

TAB. 16 INFLUENCE OF THE STORAGE CONDITIONS ON THE ACTIVITY

OF TTP IN VIEW OF INFLUENCING THE FORMATION
OF ANTIBODIES OF THE TYPE ANTI-SRBC 19S+7S

after two months storage

n Starting

Activity |Temperature At Room At Roam
Dose +4°C Temperatura |Temperature
Light Admitted|in the Dark
Day| 4th 10th | 4th 10th | 4th  10th | 4th  10th
Contzol 8 5.5 9.8 5.0 9.5 5.9 9.3 5.0 9.8
=0.9 0.6 |=1.1 £2.1 1.1 2.1 £7.1 =2.
0.1mg/kg | 8| 7.4 11.4] 7.8 10.3 5.4 10.8 6.5 12.%
=0.4* =1.3*|=1.0* =1.7%} =0.8 =0.7* {=0.7= :2.2?;
i . 1 :
! i mg/kg | 8! 6.8 12.2; 6.7 13.8 6.2 13.2 | 8.3 i3.1 i
! 28.3* =1.1%|20.4% =2.1> 0.3 =0.4™ |=1.3* =z1.3x
| 10 mg/kg g8l 6.4 11.01! 6.2 12.0 4.8 10.8 ! 5.0 3.5}
g 1.2  =1.4%i£0.8§ =22.3% =1.3 =2.4* !=20.5 =1.3=
* Statistically significant variation at « = 0.5 in comparison to the
control group
TA3. 17 INFLUENCE QOF THE STCRAGE CONDITICONS ON THE ACTIVITY
OF T7TP2 IN VIEW OF INFLUENCING THE FORMATION
OF ANTIBODIES OF THE TYPE ANTI-SRBC 7S
? Voo : after two months starage
: Dose | n ! Starzing "
; ! | Aczavity fTemoe*aturn i At Room . At Room
‘ ! i | -4°C | Temperature |Temperature :
i i ; ' lLight Admxttediin the Da~< ;
: iDayi 4th 10tk | 4th  10th | 4ta 10tk | 4th 10t
i Conzool 8 : 0.4 3.2 0.3 3,11 0.3 8.1 9.3 8.1 |
! 1=0.8 0.7 1=0.7 z1.4 0.7 1.3 =0.7 =1.4
. 0.7 mg/kg | 8 ] 0 10.8 ;| 0.7 9.8l 0.3 0.9 ; 5.7 11.3 .
! i :1.0*::0 9 =0.9>} =0.9 0.58* |=0.9 =1.4xi
i i ! . '
\ ! i . \
L1 mg/kg 8] 0.8 10.6] 4.3 11.5] 0.7 10.3 [ 0.7 11.0 |
: i:0.9 20.4%1=20.7 =t1.8* =0.39 =20.7* {=0.9 =1.Q0x*i
1 H 1 ! =
{ 10 mg/kg g |0 10.2 0.3 9.8 9.2 10.7 | 0.7 10.3:
i ; | =1.3*{=0.7 =1.0 | =0.7 =2.0% [=0.9 =0.9%
* Statiscically significant variation at « = 0.5 in comparison to the

contzol group
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the the care agent according to Exanple 4. Exanple 7. The
follomﬁﬁ%ﬁlgﬁgosition proved to be a particularly effectgey' 004

avoj ding or treating periodontosis: 24.0 g canonile extract 3.0 g sage | eaf
extract 0.3 g salicylic acid 0.2 g nenthol 0.1 g TTP to 100.0 g comerci al

gel base Exanple 8: .
. : - 38 -

TAB. 18 HEMATQLOGICAL PARAMETERS FOR HEALTHY VOLUNTEERS BEFORE AND
AFTER TWO-WEEK ADMINISTRATIONS OF TTP AT A DOSE OF 1 MG/DAY

. Placebo n=5" TTP n=3 ]
Parameter !
. ] 14 days 0 14 days |
rythrocytes . )
x 10°/ul 4.44 =0.46 4.32 =0.45 4.32 =0.32 4.18 =0.32]
Hemoglobin P
g/di , 12.4 z2.3 11.9 =2.8 i2.8 =0.8 11.8 =0.8 |
Hematocrit i
% L 38.1 =6.7 38 . =6.9 38.7 =2.1 38.1 =1'.5 i
LeukqQcytes : i
x 10%/ul 5.25 =0.59 5.27 =0.8 5.23 20.6 4.86 =0.5
Neutrophils ; ‘
% 1 32.6 =12 - 37.8 11 34.2 =2.5 55 =3.3
Lymphocytes |
5 {28  =7.53 30.4 =8.3 34 =43 32.4 =3.3
Throgbocytes | :
x 10°%/ul ! 220 =40.4 214 =35.8 2217 =38 2124 =39.3
3lood Sedimenct: E
mm/ih i 7.8 =9 5.6 =1.9 : 7.8 =z2.7 6.8 =3.°
//
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The~f W arefully wei ghed conponents were introduced into a reaction
veSseﬁhggﬂggggfune of 2000 m, equipped with a nmechani caPCI{EFRAP49H 70 g of
canpni | e extract obtained by extraction of camomile inflorescence with 50%
et hanol; the extract was a red-brown |liquid, having a density of

0. 9160- 0. 9503 g/ and an et hanol _cgntent of approx. 55% by volunme - 50 g
of glycerol, 86% according to the Tequirenments of Polish Pharmacopea FP |V
- 30 g afama saponarocHEMICAL i BARRAMETERS! FGRC HEBLIHY MEGUNTEERS tHEFORE MDSaponari a
of ficinalis root AFEER [FWPOWERK ABMTNISTRMNEIONRt @RIGTP AT A DOSE OF 1 MG/DAY :

Placebo n=35 TTP n=3 |

Parameter l
0] 14 days 0 14 days !

Total Protein g/l [72.8 =£1.76 68.42 =3.2 |73.8 =1.92 70 5.3

Albumine % 63.2 =2.5 63.8 =2.3 |63.6 =1.8 64.4 =2.1 |
Globulin al % 3.1 =0.4 3 =0.5 | 2.8 20.5 2.8 :0.45i
Globulin a2 § | 5.95 =1.9 6.8 =1.5 | 6.93 =0.9 06.9 =0.3
Globulin B % - |14.4 22.2 14.2 =1.5 |13.3 =1.9 13.2 =1.3 |
Globulin Y % [12.2 =1.5 12,1 =1.3 [13.7 =0.9 12.3 =

I9G g/i - o3 st 1002 s 117 =18 111 =tld
IgA g/1 | 1.8 =0.8 1.9 =0.5 | 1.8 =£0.5 1.9 =20.3
IgM g/l [ 1.4 =0.3 1.4 =0.2 | 1.1 =0.2 1.7 =0.%

i

! Complement C3 g/l |

Complement C3 g/l | 0.2 =0.5 9.3 :0.04f 0.2 =0.0 0.2 =0.33;
! Alanine U/} }34.2 =0.05 0.3 =0.04j30.2 =8.2 31.2 =3.2
| Asparagine u/L  32.8 =4.4 40.2  25.6 j30.4 =7.1 39.5 =5.3
-
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was awESapieeye | i quid,

et hanol. content appr ox.

the density was. 0.9630-0.9810 g/ and the

75% by volune - 1.0 g of the |nvéﬂ3¢§8§yﬂﬁﬁéntrated
peat. extract, being a dark brown liquid having a density of 1.02-1.09 g/m;
not nore than 2% chl oride ions cal culated as sodium chloride; the dry
solids content was not |ess than 5% the pH value of a 1% water solution of
the extract was 6.0. The ingredients |isted above were m xed thoroughly. A
previously prepared solution of 1 ¢ 8¢ Balicylic acid in 260 g of 95%

et hanol wag added dy@hRtson b8 e rRRHRENIRU0S Uddirk OfNret330ls Ur TuE
"RESPIRATORY TRACTS DURING THE LAST QUARTERS OF THE YEARS
_ 1989 AND 1990 IN RESPECT OF TWO GROUPS OF PATIENTS
TREATED WITH TTP AND PLACEBO RESP. DURING OCTOBER 1990

TP
applied during the 4th quarter 1990
n| 4th quarter|4th quarter|statistical
1989 1990 significance
{no TTP) {(with TTP) "o
average average
number of number of
infections |infections
per patient|per patient
cold '20{ 4.0 =1.3 1.0 =0.5 ¢ 0.01
Sore 20 3.3 =1.3 | 0.8 =0.5 ¢ 0.01
throat
Fever
blistexrsi20}f 2.1 =2.2 0.3 =0.4 < 0.01
Cough 20} 1.4 =1.1 0.3 =0.6 < 0.01
Bronchitis{ 20} 0.3 =0.5 0 -
Pneumonia |20f 0.2 =0.9 | O
§ Placebo
applied during the 4th quarter 1990
nj 4th guarter| 4th quarterjstatistical i
1982 1990 evaluation of
{no TTP) | (with TTP) |difference'p”
average average
number of number of
infections |infections
per patient|pexr patient
Cold 120] 3.9 =1.1 3.1 21.5 > 0.05
Sore 20{ 2.3 =2.¢0 2.6 =1.7 > 0.05
throat
Fever
blisters|{20| 2.3 =1.8 | 1.7 =2.1 > 0.95
Cough 20f 1.5 =1.5 1.9 22.0 > 0.05
Broachitis|20| 0.1 0.3 | 0.1 =0.3
Pneumonia {20{ 0.1 20.3 0.1 =0.3
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-137 is“'g{zﬁ water and 5 g of fragrant conposition .TILI ANA H4308 were
added¥QPF/ WP ed until a uniform sol ution was obt ai ned.POI{EPR8MM at i on
was.anal ysed and stored in retail size bottles of 200 m volune. The
resuting preparation was suitable as a hair care preparation. It was a
clear, slightly opal escent |iquid, gentaining approx. 45% by vol unme of

et hanol ; the pH value was 4.5; the total acidity calculated as salicylic

aci d wasramot 2t es €rFhen oF INrRADERMAGhINJECTEON roFp BACTERTALI ANBIGENGbOR
PHA (PHYTOHEMAGGLUTININ) IN PATIENTS TREATED WITH TTP

Tuber~- Strepto- }Stapnylo- PHA Nacl

Patient|! culin lycin cocei/ ' 0.9 %
Ser.| (Init- | RT323 0 anatoxin
No. ials)

! pre 3 pre l 3 pre 3 pre 3 pre 3
1| 3.T - - :i: -}zr- -|- -
SN - R O A R IR T B S B B
i3.i M.H. l-’r+|?¢i+—’-—ol:.!:l—]_‘—i-
sl owa |- |- -]+ 1-1-1-1-7T-71-1
Sl wm |- = |- - 1=1-]-1-]-1-]
sz [-sfeel- |- - [-=1-1-]-]-|
] 2o |- e l=-l--1- - |-1-1-1-]1
s s |- -i--1- |- 1= (- J-1-]-1-]
ore pretreatment
3 after 3 weeks

TAB. 22 EFFECT OF INTRADERMAL INJECTION OF BACTERIAL ANTIGENS
OR PHA IN UNTREATED (PLACEB0) PATIENTS

| i _ l Tuber- |Strepto- Staphylo-i PHA | WNacl ¢
, ; Patient| culin lycin ceeci/ l 0.9 % !
| Ser.. (Init- E RT22 Q anacoxin ! ;
iNo. ! ials) :
i ; ipre | 3 |ore i 3 |pre | 3 lpre | 3 jpre 1 3 i
o mm - o eie -1 -1
IR S N N N N
I P - 15 S [N Y e - - 1. - -
. , , . : , -
o e |- 1 i -0 - -1-]
r -~ i . i i i ] i ]
gbéﬁ.c-}—!-!*l—!zltl—l—!-s—!
s. ] Mg, f--lede - - - - 1] -
e - -0 -1 J-1-1-1
o] wr |- - - - - 1-1- 1-1-1-]
T prs pretreatment
3 after 3 weeks _.,f———~—’“"’_"~—’“~
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unchanged in its features.

was .f ol | owed except t hat
conposition there were used in the same sequence and rati o:
extract and the fragrant conposition FINUS H4625. Horset ai

During 12 nonths storing the preparatio
Exanpl e 9: The procedure desc
i nst ead of canom:‘ e extract and TILI ANA H4308
hor set ai |

herb extract

Pthﬁwgﬁhg§gnple 8

herb

was a green-brown |liquid of a density of . 0.9160-0.9503 g/m and an et hanol
content of 55% by volune. The resukting preparation was suitable for all

ki nds of hair.

parts,

It was a cl ear_and transparent
AB. 23  IMMUNOGLOBULINS IN THE SERUM OF PATIENT

ULCUS CRURIS TREATED WITH TTP

| i guﬂhgmvm t hout any solid

n I Test Group I

Immunoglabulin in mg %

before Treatment

atter Treatment

1| 196 | 1732.87 =207.52 | 7 | 196 | 1732.87 =207.52
8 A 2| 19a | 304.25 = 47.50.| 8| 1ga | 283.87 = 44.10
3] 1gm.|  202.87 = 7112 | 9 | oM | 189.75 = 7s.15 |
4| IgG | 1924.37 =246.25 | 10 | IgG | 1972.00 =239.33 |
8 3 | 5| 198 | 296.50 = 59.84 | 11| 1ga | 285.50 = 55.76 '
; [ 6 TgM | '242.12 = 56.95 | 2| zgm | 232.27 = §5.45
} 1 vs 7 9> 03.05 § 4 vs. 30 D » 9.33
Statistical : 2 vs 8 D 0.05 ! 35 ws 1% o » 0.493
Evaluation of ! 3 vs 9 p > 0.05 ! 5 wvs 12 p > G.905
i Difference : -
i 1 T vs 4 p > 0.0s i 7 wvs 10 P > 2.23%
: ! 2 vs 3 p > 0.05 ! 8 wvs 11 o > 0.83
i i 3 vs & 2> 0.05 § 9 ws 2 9> 0.35
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yeIIo 9@@ % col our. pH value, ethanol content, total acidity as well as
stabi |l I't 215 2 12 ront hs storing period were the same BGT4 ta

preparation described in Exanple 6. Exanpl e 10: The procedure—as—deseribed

in Exanple 8 was repeated with com pardBle results. The only difference
was.that, instead of camp- mile extract and TI LI ANA H4t WH"

stingjng nettle | eaves extract and %rgaﬁggt conpositio *
(product of the sane Fabryka Syntetyk c owch Pol |l ena-Aroma) in the

sare sequence and ratio were used. The herb extract used was olive-green in-
col our, hall- addesattdenivedl dbigactigsosrgdnet agharacterised in that it

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

2. A peat-derived biocactive product obtainable by a process
wherein a highly concentrated aqueous 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
resulting solution is concentrated and clarified, and,
optionally; in at least one further step, sterilized and/or
spray-~dried. '

3. A peat-derived biocactive product obtainable by a process
wherein a highly concentrated aqueous sodium chloride

solution containing peat-derived bioactive ingredients,

said solution being obtainable by primary and secondary
alkaline hydrolysis of air-dried raw peat material,
followed by acidifigation of the hydrolysate,
separation of insoluble parts and elimination of
ballast substances by extraction with organic solvents,
and removal of the residual organic solvents from the
post-extraction aqueous phase,

is filtered through a sintered ceramic filter under reduced
pressure, wherein the clear filtrate thus obtained is
diluted with demineralized water and subjected to reverse
osmosis in order to desalinate the solution, ihorganic salts
being removed, and wherein the resulting solution is

- concentrated and clarified, and, optionally, sterilised

and/or spray-dried. _

This Sheet 4.
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o Bheghe fﬁ O TS T obnerar  bBmBR oM 2o o o
di spersions of fat mﬂmj l“}mm ml ng in both chem cal and nechani cal ways
on the skin. In faot ue tm asconvenreﬁﬁ way of application and better
interaction of the fluid and the skin, it is very appropriate
4. A process for prodgcing peat-deriﬁed biocactive products from
a highly concentrated solution of inorganic salts; '
especially of sodium chloride, containing peat-derived -
bioactive ingredients, characterised in that said solution
is diluted with demineralized water, the dilution being
effected with water volumes several times, preferably 5 to 8
times, the volume of the solution to be diluted, that the
diluted solution is subjected to reverse osmosis in order to
desalinate the solution, inorgani¢ salts being removed,
whereafter the desalinated solution is concentrated and
clarified, and that, optionally, the concentrated and
clarified solution is sterilized and/or spray-dried.

5. A novel process for producing peat-derived bioactive
products from a highly concentrated agueous sodium chloride
solution containing peat-derived biocactive ingredients, as
claimed in claim 6, said solution being obtainable by
primary and secondary alkaline hydrolysis of air-dried raw
peat material, followed by acidification of the hydrolysate,
separation of insoluble parts and elimination of ballast
substances by extraction with organic solvents,
characterised in that residual organic solvents are expelled
from the post-ext*ac*ion aqueous phase, the remaining

. solution being filtered through a sintered ceramic filter -
under reduced pressure,-the clear filtrate thus obtained
being diluted with demineralized, e.g. distilled, water,
said dilution being effected with a water volume several
times, preferably 5-8 times, the volume of the solution to
be diluted, whereafter the diluted solution is subjected to
reverse osmosis in order to desalinate the solution,
inorganic salts being removed, and the desalinated solution
is concentrated and clarified and, optionally, sterilized
and/or spray-dried.

6. A process as claimed in claim 5, characterised in that the
solution is sterilized by means of a membrane filter, e.g. a

Millipore(R} filter.
ThlS Sheet Has Been Rep
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t o\ us'"%v';glggﬂ My enul si on creans. They c%? easi |¥p4 enetrate

t-® deeper Iayers ﬂm hus prevent changes of £E be to
age.; Cosnetic mlm f\ \m‘m\‘ y to clean a dry and fragile skin.
Accordi ngly, they not "cofitai n any4®gyressive volatile oils, wile
frequently they contain suitable herb extracts |like canom | e extract or

wheat gerym %{igz?%eﬁs“%@ 1199 n8h ?ﬁaélgfnﬁ Yk Y Og:?xtai'\é%tg{r:ggg ?n Qﬁﬁ!‘.’wh

cosnetic il NPT OVEes ositive ‘e
new reci pe iheascolabions lsTwraY—dried "With an inlet tempegagsry af oe
extract about 180°C and0aB0oftflow temperature of about 90°C.

8. A'peat-derived bioactive product, obtained by the process of
~ either of claims 5 and 6, said product being in the form of
" a concentrated solution.

9. A peat-derived biocactive product, obtained by the process of
any one of claims 5 to 8, said product being in powder form.

10. A process for preparing a pharmaceutical formulation
Acohtaining a peat-derived biocactive product, in the form of
a gel, characterised in that a sterile alcoholic herb |
ext;act is combined with a sterile aqueous solution of
previously powdered peat-derived biocactive product, a
sterile solution of a flavouring compound preferably
selected from the group comprising menthol; thymol, mint,
_lemon.and eucalyptus, and with a gel~forming composition
Such as sterile glycerol with colioidal silica to convert
the liquid composition into gel form, the weight ratio of
liquid mixture to silica preferably being from §0:10 to
94:6.

11. A process for preparing a pharmaceutical formulation
containing a peat-derived bioactive product, in the form of
an ointment, characterised in that a sterile herb extract is
gradually combined with a sterile solution of powdered peat-
derived bioactive product, that the resulting mixture is
gelled with the.addition of a gel-forming inéredientlsuch as
colloidal silica and that the gel thus obtained is
triturated with a previously sterilized mixture of fatty
components, such as eucerine and petrolatum, preferably in a
weight ratio of liquid components to silica of about 30:20,
and of gel to fatty composition of_between 32:68 and 34:66.

i
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14.

~186.

that the peat-derived bicactive product is as claimed in any
one of claims 1 to 3, 8 and 9, preferably the "TOLPA{(R)Torf
Preparation" as described herein.

A pharmaceutical composition containing as active ingredient
a peaE-derived bicactive product as claimed in any one of
claims 1 to 3, 8 and 9 and a pharmaceutically acceptable

’ carrzer materlal, preferably in a weight ratio of between

about 1:85 and 1:25, and most preferably between 1:9 and
1:19.

A cosmetic preparation containing as active ingredient a

peat-derived biocactive product as claimed in any one of

claims 1 to 3, 8 and 9 in a quantity of 0.01-10% by weight,
preferably 0.05-1% by weight, more oreferably 0.05-0.1% by
weight.

. A cosmetic preparation as claimed in claim 14, containing,

in addition, at least one herb extract and/or at least one
fragrance.

A cosmetic preparation as claimed in claim 4 or 5, contain-
ing as the peat-derived bioactive product a "concentrated
peat extract" as described herein. '
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(54) Title: PEAT-DERIVED BIOACTIVE PRODUCTS AND PHARMACEUTICAL AND. COSMETIC COMPOSITIONS :
CONTAINING THEM ,

(57) Abstract ' ;

The peat-derived bioactive product contains not more than 70 %, preferably not more than 60 % by weight of inorganic
salts, especxallv of sodium chloride, based on drv solids. It is obtainable bv a process wherein a highly concentrated aqueous solu-
tion of inorganic salts, especially of sodium chioride containing peat-denved bioactive ingredients is difuted with demineralized
water and subjected to reverse osmosis in order to desalinate the solution, inorganic salts being removed. and wherein the result-
ing solution is concentrated and clarified. and. optionally, in at least one further step, sterilized and/or spray-dried. A pharma- .
ceutical formulation containing a peat-derived bioactive product. in the form of a gel. is prepared by combining a sterile alcoholic
herb extract with sterile glycerol, a sterile aqueous solution of previously powdered peat-derived bioactive product and a sterile !
menthol solution: the resulting mixture is gradually combined with colloidal silica to convert the liquid composition into gel :
form.. the weight ratio of liquid mixture to silica preferably being from 90:10 to 94:6. A cosmetic preparation such as a gel. oint-
ment. balm. shampoo, bath salt lotion etc. contains as active ingredient the instant peat-derived biocactive product in a quantity of
0.01-10 *2 by weight, preferably 0.05-1 % by weight. more preferablv 0.05-0.1 % by weight. i
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PEAT-DERIVED BIOACTIVE PRODUCTS AND PHARMACEUTICAL AND COSMETIC
COMPOSITIONS CONTAINING THEM )

The present invention relates primarily to novel peat-derived
bioactive products and to a process faor éroducing such products.
The invention also relates to pharmaceutical and cosmetic
compositions containing these products analto processes fox
preparing pharmaceutical and/or cosmetic formulations containing
said peat-derived bioactive products.

It is known to extract peat by various methods using var:zous
extraction media and to use such extracts, containing peac-
‘derived biocactive ingredients, for cosmetic and pharmaceutical

purposes.

On of these known processes is described in Polish patent
specification No. 124110 (Chemical Abstracts 1071(10), 78854e) .
According to this prior art process peat-derived biocactive
products are obtained by primary and secondary alkaline
hydrolysis of an air-dried raw peat material, followed by
acidification of the thus obtained hydrolysate and separatfon of
insolubie solid parts with subsequent second alkaiizatiom,
aciéification of the clear liguid phase and elimination oI
ballast substances by means of alcochol and ether extract:on. In
said process, the agueous phase from the organic extraction is a
liquid peat-derived bicactive product. '

The known liquid product, being a solution of peat-derived
active ingredients in a highly concentrated, nearly saturated
agueous solution of sodium chloride, obtained according to the
above cited Polish patent specification; is unstable when stored
for a long time and, moreover, contains - regarding the bio-
logxcax activity of the composztlon - a large excess of neu::a_
inorganic substances. As_a bulk product, it is hard to handle,

store and process.
' Sheet Has Been Replaced
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It is the main object of the present inventién to provide a

product which is not afflicted with these disadvantages, i.e. a
product which is stable and which can easily be formulated into
pharmaceutical and veterinary products as well as be introduced,

either in solid state or in any suitable solution, into cosmetic
preparations.

In particular, with respect to the use of a peat-derived bio-
active product for pharmaceutical purposes, i.e. for the
production of pharmaceutical compositions,'there was a strong
need for providing a solid form which would be well suited for
this purpose. As previous attempts aiming at concentration of
the known aqueous solution of peat-derived biocactive substances
and desalination of the same failed to give a positive result
due to the occlusion of active ingredients in a crystallising
solid phase, causing decrease of biological activity of the
composition, it was very hard to find a suitable process for
conQerting the liguid composition into powder form.

Unexpectedly, it was found that a positive result is achievable

if, prior to concentration, the liquid composition is first
diluted several times, i.e. by water volumes several times the
volume of the composition. '

Accordingly, the present invention provides a process by which a
peat-derived bioactive product, featuring the above advantageous
characteristics, is obtainablg from a highly concentrated )
agueous inorganic salt - especially sodium chloride - solution
containing peat-derived bioactive ingredients, by diluting said
solution with demineralised water, e.g. distilled water, follow-
ed by reverse osmosis, concentration and clarification. A solut-
ion so obtained can easily be converted into a sterile and solid
product, well suited to the intended purposes, by sterilization
and spray-drying. Dilution is preferably effected with quantit-
ies of water several times, preferably 5 to 8 times, the quanti-
ty of the concentrated solution to be diluted.

0. 05
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The instant process,_applied to the processing of a product
obtained according to Polish patent specification No. 124110,
consists in expelling residual organic solvents from a post-
extraction aqueous phase, separating insoluble parts by
filtration under reduced pressure through a sintered ceramic
material, diluting the permeate with several times the volume of
distilled water and suﬁjecting it to desalination by reverse
osmosis to separate excessive mineral salts, mainly sodium
chloride, as a permeate. Then, the desalinated solution is
concentrated, clarified by centrifugation ahd.sterilised by
filtration through a membrane filter, e.g. a Millipore(R)
filter. The resulting microbiologically clean solution may
optionally be spray-dried. The sterilised product (liquid or
solid) may be formulated into a cosmetic pharmaceutical or
veterinary composition. Optionally, the concentrated and

-clarified solution may be used - without sterilisation and

spray-drying - in any suitable dilution as a component in
numerous cosmetic compositions.

Preferably, in a spray-drying step, the inlet temperature is set

to about 180°C, while the outflow temperature is set to about
90°cC.

While the process of the present invention is described above in
combination with the process according to Polish patent specif-
icaton No. 124110, its use is not restricted to such combinat-
ion, but is applicable generally in the context of a process for
obtaining a peat-derived bioactive product from a highly concen-
trated aqﬁeous solution of inorganic salts, especially of sodium

chloride, containing peat-derived biocactive ingredients.

The peat-derived bioactive products provided by the present
invention do not contain more than 70% by weight, preferably not
more than 60% by weight of inorganic salts, especially of sodium
chloride. Since a sodium chloride concentration as low as
possible would be desired fot an optimal product, especially for

Bda,yR ght total 100.00 p \
ontalns TTP as a p jiékﬁM@N?ﬂﬂf nmount
racts in an amount{of 1- 30% by we} ght,

in an am)unt 0]

. aqueous- al cohol sol ution. Preferred herb extracts ar
t hyme, al oe '
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pharmaceutical applications and such cosmetic applications where
higher concentrations are required, i.e. for face care, lower
sodium chloride concentrations, such as 55% and even lower, are
most preferred, especially when obtainable by the steps of
dilution and reverse osmosis.

Where the process is terminated with the concentration and
clarification steps, the product is a concentrated (or thicken-
ed) solution. "Concentrated peat extract', referred to in this
specification, is a dark-brown liquid of a density of 1,02 -

1.09 g/ml and has a content of dry solids of not less than

5% by

weight. The chloride ion content in dry solids, calculated as

NacCl,

is not higher than 70%, preferably not higher than 60%,

and. the pH value of a 1% aqueous solution is 5.0-6.3, generally
about 6.0. The lack of a further sterilization step may hot be

detrimental in certain cases, e.g. for certain cosmetic uses of
said concentrated peat extract.

On the other hand, the sterilization step will be mandatory,
particularly when the product is intended for the preparation of
pharmaceutical compositions. Particularly in such a case, the

3]

ory.

urther step of spray-drying is most preferred, if not mandat-

The product resulting atfter such a spray-drying step is in

powder form and thus particularly suited to the preparation of

certain pharmaceutical compositions.

A most preferred product of

this type is the. product commercialised under the designation
"moLpA(R) Torf Preparation", TOLPA(R) being a registered trade
mark of Torf Corporation, ul. Mydlana 2, Wroclaw, Poland. The
abbreviation TTP will be used in the course of this specific-
ation to designate said product.

The present invention also relates to pharmaceutical compos-
itions containing as active ingredient a peat-derived biocactive
product as hereinbefore described, particularly a product which
contains not more than 70% by weight, preferably not more than
60% by weight, of inorganic salts, éspecially sodium chloride,

based on dry solids, together with a pharmaceutically acceptable
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carrier. The peat-derived bioactive product contained in such
pharmaceutical compositions is preferably TTP as defined above[
The pharmaceutical preparation contains the peat-derived bio-
active product and the pharmaceutically acceptable carrier
material, preferably in a weight ratio of between about 1:5 and
1:25, and most preferably between 1:9 and 1:19.

The present invention furthermore relates to a process for
preparing a pharmaceutical formulation containing a peat-derived
bioactive product, in the form of a gel. This process is cha-
racterised in ‘that a sterile alcoholic herb extract is combined
with sterile glycerol, a sterile aqueous - preferably concen-

‘trated - solution of previously powdered peat-derived bioactive

product and a sterile menthol solution, and that the resulting
mixture is'gradually combined with colloidal silica to.convert
the liquid composition into gel form, the weight ratio of liquid
mixture to silica being from 90:10 to 94:6. Preferably TTP is
used as the powdered or concentrated peat-derived bicactive
product.

The present invention also relates to a process for preparing a

pharmaceutical formulation containing a peat-derived bioactive
product, in the form of an ointment. This process is charact-
erised in that a sterile herb éxtract is gradually combined with
a sterile solution of powdered peat-derived biocactive product,
that the resulting mixture is gelled with the addition.of col-
loidal silica and that the gel thus obtained is triturated with
a previously sterilized mixture of fatty components, such as
eucerine and petrolatum, preferably with a weight ratio of
liquid components to silica of about 30:20 and of gel to fatty
composition of between 32:68 and 34:66. Also here, preferably
TTP is used as the powdered or concentrated peat-derived
bioactive product.

Cosmetic preparations, which may comprise herbal extracts as
well as other auxiliary and enriching components, fragrant
compositions and carrier materials allowed for cosmetic use,
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contain the peat-derived bioactive product according to the
present invention in an amount of 0.01-10% by weight, preferably
0.05-1.00% by weight, and most preferably 0.05-0.10% by weight.

Carrier materials may be aqueous solutions of alcohols, all
types of emulsions, gels, foaming compositions and fatty
carriers. Use of one specific carrier selected from the group of
the above mentioned substances allows formulation of various
types of cosmetic preparations according to the-invention, such
as tonics, creams, balsams, cleaning milks etc. for daily body
care as well as shampoos, hair balms, foaming bath compositions,

all with the addition of peat-derived biocactive produccs.

Peat-derived biocactive products (peat extracts in abbreviace

£,

form) stemming from original raw peat material, such'és (among
others) therapeutic mud, contain well balanced quantities of
mineral and organic compounds, such as mineral salts of the
following elements: B, Si, Ab, Fe, Mg, Mn, Cu, Sn, Ni, Ca, aAg
and Na; organic compounds, such as aminoacids in f£ree form anc
as salts; polysaccharides, partially degraded/reacted - in the
course of hydrolysis - to desoxysaccharides and/or aminosacch-
arides. Peat, in particular therapeutic mud, is known anc re:
cognised as a material of biological plant and microorganism
origin; due to'its contents of nourishing and stimulating com-
ponents it has beneficial effects on humans and mammals; there-
fore, peat-derived bioactive compositions contain the above-
mentioned substances in'proportions characteristic for the liv-
ing organisms; this is considered to be an explanation of the
advantageous effects of cosmetic and pharmaceutical preparations
containing peat-derived active products and compositions,
Particularly good effects of the new cosmetic compositions are
observed when herb extracts are also present in the formuiation.
Selection of a suitable herb extract is based on a known typical
use of such extracts in cosmetics, modifying the activity of
preparations and thus enabling the content of cosmetic prepar-
ations to be matched with demands and needs of individuals tc be
treated.
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conposition was prepared: Horse chestnut extract ' 37007
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The present invention is better characterised and explained in
the following examples.

Example 1:

Starting with 1000 kg of air-dried raw peat material, following
e.g. the known procedure according to Polish patent No. 124110,
a solution of peat-derived biocactive ingredients in a saturated
aqueous solution of sodium chloride was obtained in a quantity
of about 10 liters. The solution was filtered through a sintered
ceramic f£ilter under reduced pressure in order to clarify the
solution before desalination of the same. The clear solution
thus obtained contains about 95% of NaCl in a dry mass. The dry
mass constitutes about 32% by weight of the solution. The volume
of this clear solution is about 7 liters.

The clear solution is diluted with 5 to 8 times the quantity of
distilled water and in diluted form is subjected to a desalin-
ation step carried out by using a reverse osmosis technique
using a DDS apparatus. Desalination was carried out for 3 to 4
hours, whereby the excess of mineral salts - mainly NaCl - is
separated in the form of the permeate. The desalinated compos-
ition contained approx. 65-70% of sodium chloride in the solids.
The solution thus obtained, of 6-7 liters by volume, was con-
centrated 4-5 times in a Buechi rotating evaporator, so that a
concentrated solution containing approx.. 20% of dry mass was
obtained. The resulting concentrated solution was clarified
using a Biofuga-Heraeus centrifugal apparatus (flow separator)
and then sterilised by filtering through a Millipore(R) £ilter.

The resulting microbiologicaily pure solution was spray-dried in
an Anhydro dryer with the outflow temperature set at 90°C and
supply inlet temperature set at 180°C. The yield of dried powder
was approx. 200 g.

Example 2:
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The product obtained in Example 1 was used for preparing gel and
ointment pharmaceutical compositions, containing also herb ex-
tracts synergistiéally improving the therapeutic effect with
respect to certain diseases. For example, a gel and ointment
against varicose ulcer of the shank was prepared as follows:

20 g of hippocastanaceous extract, 10 g of calendula extract, 60

g of glycercl, 0.1 g of TTP in the form of a powder obtained as

described in Example 1 above, 0.1 g of salicylic acid, 1.0 g of
distilled water and 8.8 g of Aerosil{R) (colloidal silica) were
used in order to obtain a gel form of the preparation.

Liquid (non-volatilei.ingredients were sterilised before use, by
means of heating under reflux for two hours. Herb extracis were
combined with glycerol and an aqueous solution of TTP and also
with menthol, and silica was gradually added to the obtained
mixture, under continuous stirring.

Similarly, in oxder to obtain an ointment composition, the
following ingredients were uséd: 20 g of hippocastanaceous ex-
tract, 10 g of calendula extract, 0.1 g of salicylic acid, 0.1
of TTP in powdered form obtained as described in Example 1 anc
2.0 g of Aerosil(R) (colloidal silica).

Q)

As fatty components, a mixture of the following substances was
used: 22 g of eucerine and 45.8 g of petrolatum. Herb ext tracts
were sterilised by heatlng under reflux for approx. 2 hours.
Eucerine .and petrolatum were similarily sterilised. Liguid in-
gredients were carefully combined with silica to obtain a gel,
which in turn was triturated with sterilised and fatty com-
ponents cooled down to room temperature. A stable ointment was
obtained which did not separate when stored.

The gel and ointment obtained above were simultaneously applied
in the treatment of varicose ulcer of the shank. Ulcers were
treated with the gel preparation while the surrounding, non-
affected skin was treated with ointment. Addition of colloidal
silica is believed to be responsible for prompt dessication

REPLACED
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while the herbal and peat-derived ingredients are believed to be
responsible for the curing effect of the preparation. Fatty
components helped to keep elastic the crust and the skin. The

results obtained were compared with a control group of patients
treated in a classic way. Those who received the new treatment
were selected from a group of patients suffering from the
disease for many months (sometimes years) without noticeable
positive effects. Patients treated with'compositions according

to the invention showed better results - already within the

first few weeks -~ than control patients.

Example 3:

Products obtained in Example 1 were used to prepare pharmaceut-
ical formulations in the form of tablets, or granules to be

placed in capsules.

z

A sterile peat-derived biocactive composition in powdered form

was combined with a carrier in a weight ratio of 1:9. As a

carrier, MYVATEX(R)TL (tradename of Eastman-Kodak), a mixture of

lactose and lubricating substances, was used in a weight ratio
of 44:1. Lactose of 50 mesh particle size and MYVATEX(R)TL were

finely disintegrated so that approx. 70% of its mass passed

through a 100 mesh screen. A part of the resulting mixture of
active composition and carrier was formulated into tablets con-

taining 5 mg of active ingredients. The total mass of each
tablet was 50 mg. The other part of the same mixture of active
composition and a carrier was granulatea using g.s. of echanol

(40% by volume). Granules were sieved and ground if necessary

and then filled in capsules in such a quantity that each capsule

contained 5 mg of active ingredients by using TTP in mixture

with a carrier at a ratio of 19:1.

The tablets obtained as above were tested in order to measure

the time of their disintegration in an artificial gastric juice

at 37°C «/~ 2°C using Erweka equipment. The artificial gastric
juice was prepared as follows: 2.0 g of sodium chloride and 3.2g
of pepsin were dissolved in 7 ml of hydrochloric acid and
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distilled water was added up to a total volume of 1000 ml. The
pH-value of the resulting solution was approx. 1.2,
Desintegration time of a tablet, having a diameter of 5.1 mm and
a total mass of 0.0498 g, was S minutes.

Further examples relate to numerous cosmetic preparations
according to the present invention, having different forms
composition and being designed for different applications,
containing the beneficial addition of biocactive ingredients
derived from peat. Among others, preparations such as tonics,

balms, creams, milks, shampoos, foaming bath compositions etc.
are described.

Example 4:

A reaction vessel equipped with a stirrer was charged with 150 g
of camomile extract obtained by the extraction of camomile in-
florescence with a 1:1 ethanol:water solution, as well as 1 g of
TTP as described above. 50-g of glycerol were added to the
mixture obtained. The three substances were stirred to obtain a
uniform mixture. Subsequently, a second mixture as previously
formulated, was introduced into the same vessel. It comprised
340 g of a 95:5 ethanol:water solution, 1 g of salicylic acid
and 0.5 g of menthol. The two mixtures were combined by stirring
to form a uniform solution. Next, 3 g of a fragrant composition
TILIANA H4308 were added. TILIANA H4308 is a product of Fabryka
Syntetykow Zapachowych Pollena-Aroma (Synthetic Fragrance Works
Pollena~Aroma), of Warsaw, Poland. The solution was then brought
to a total volume of 1000 ml by adding 454.5 g of distilled

water; stirring was continued until a homogeneous mixture was
obtained.

In the above procedure, 86% glycerol, menthol and water accord-
ing to the requirements'of Polish Pharmacopea FP IV and ethanol
in a concentration of 95% according to the Polish industrial
standard BN-75/6193~01 were used.

THIS SHEET HAS BEEN
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The concentrated peat extract used was a dark-brown ligquid of a
density 1.020-1.090 g/ml and a content of dry solids not less
than 5%; the pH value of a 1% aqueous solution was 5.0-6.5.
Camomile extract was a red-brown liquid of a density of 0.9160~
0.9503 g/ml, and ethanol content of 52-56% by volume.

The tonic preparation obtained above is suitable for all kinds
of skin. It is a clear liquid without any solids. Its colour is
yellow. The pH value is 4.28 and the ethanol content is 45.92%
by volume. Total acidity calculated as salicylic acid content
was not less than 0.1% by weight, namely 0.23% by weight. The
preparation being stored for 12 months did not lose any of the
above characteristic features.

Example S:

The procedure described in Example 4 above was repeated, the
only difference being that instead of camomile extract and the
TILIANA H4308 fragrant composition, a marigold flowers extract
and a compasition FINUS H4623 (also a product of Fabryka Syn-
tetykow Zapachowych Pollena-Aroma) were used in the same way and
the same molar and volume ratios. The resulting tonic prepar-
ation is suitable for dry and £ragile skin. Similarily it was a
clear liquid without any solid particles. The pH value was 4.30,
total ethanol content was 45.82% by volume and total acidity was
0.27% by weight. When stored, the preparation was unchanged

after 12 months like. the preparation obtained according to
Example 4. ' '

Example 6:

The procedure of Example 4 was repeated, except that an extrac:
of sage leaves was chosen instead of camomile extract, and the
fragrance LELIA 90368 (Pollena-Aroma, Warsaw) was chosen instead
of TILIANA H4308. The extract of sage leaves was obtained by ex-
tracting dried sage leaves with ethanol at 50°C and had a brown-
ish colour, a characteristic sage odour and a density of 0.9160
to 0.9503; it contained 52 to 56% of ethanol. The resulting face
care ageng is particularly suitable for greasy skin. It is a
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clear and homogeneous liquid having a dark yellow colour; the pH
value, the ethanol content and the acidity were comparable with
the values of the care agent according to Example 4.

Example 7:
The following composition pro?ed to be a particularly effective
gel for avoiding or treating periodontosis:

24.0 g camomile extract

3.0 g sage leaf extract
0.3 g salicylic acid
0.2 g menthol
¢.1 g TTP
to 100.0 g commercial gel base

Example 8:

The following carefully weighed components were introduced inzo

a reaction vessel of a volume of 2000 ml, equipped with a

mechanical stirrer:

270 g of camomile extract obtained by extraction of camomile
inflorescence with 50% ethanol; the extract was a red-brown
liquid, having a density of 0.9160-0.9503 g/ml and an
ethanol content of approx. 55% by volume

~ 30 g of glycerol, 86%, according to the reguirements of Polish
Pharmacopea FP IV

.- 30 g of a saponaria officinalis extract obtained by exizacting

saponaria officinalis roots with 70% ethanol; the extract
was a red~brown liquid, the density was. 0.9630-0.9870 g/ml,
and the ethanol content approx. 75% by volume

- 1.0 g of the inventive concentrated peat extract, being a dark
brown liquid having a density of 1.02-1.09 g/ml; not more
than 2% chloride ions calculated as sodium chloride; the dry
solids content was not less than 5%; the pH value of a 1%
water solution of the extract was 6.0.

The ingredients listed above were mixed thoroughly. A previously
prepared solution of 1 g of salicylic acid in 260 g of_95%
ethanol was added thereto. To the combined solution, 383 g of
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distilled water and 5 g of fragrant composition TILIANA H3408
were added and stirred until a uniform solution was obtained.
The preparation was analysed and stored in retail size bottles
of 200 ml volume. The resulting'preparation was suitable as a
hair care éreparation. It was a clear, slightly opalescent
liquid, containing approx. 45% by volume of ethanocl; the pH
value was 4.5; the total acidity calculated as salicylic acid
was not less than 0.1% by‘weight. The preparation is suitable
for blonde hair. During 12 months storing the preparation re-
mained unchanged in its features.

Example 9: o

The procedure described in Example 8 was followed except that
instead of camomile extract and TILIANA H4308 composition there
were used in the same sequence and ratio: horsetail herb extract
.and the fragrant composition FINUS H4625. Horsetail herb extrac:t
was a green-brown liquid of a density of 0.9160-0.9503 g/ml and
an ethanol content of 55% by volume.

The resulting preparation was suitable for all kinds of hair. It
was a clear and transparent ligquid without any solid parts,
vyellow-brown in colour. pH value, ethanol content, total acidity
as well as stability after a 12 months storing period were the
same as those of a preparation described in Example 6.

Example 10:

The procedure as described in Example 8 was repeated with com-
parable results. The only difference was that, instead of camo-
mile extract and TILIANA H4308 composition, stinging nettle
leaves extract and fragrant composition LELIA 90368 (product of
the same Fabryka Syntetykow Zapachowych Pollena-Aroma) in the

"same sequence and ratio were used. The herb extract used was

olive-green in colour, had a density of 0.9160-0.9503 g/ml and
an ethanol content of approx. 55% by volume. The preparation was
suitable for all kinds of hair.

‘THIS SHEET HAS BEEN
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Example 11: ,

In general, cosmetic milks are dispersions of fatty substances
acting in both chemical and mechanical ways on the skin. In
fact, due to a convenient way of application and better
interaction of the fluid and the skin, it is very appropriate
to use liquid, more specifically emulsion creams. They can
easily penetrate to deeper layers of the skin and thus prevent
changes of the skin due to age. Cosmetic milks are used mainly
to clean a dry and fragile skin. Aécordingly, they must not
contain any aggressive volatile oils, while frequently they
contain suitable herb extracts like camomile extract or wheat
germ extract. Addition of peat-derived bioactive products to
such cosmetic milks further improves their positive effects. In
particular, the new recipe is as follows:

TTP 0.05 g
aloe extract 20.00 g
glycerol 3.00 g
eucerine 2.00 g
white paraffin oil 1.00 g
triethylamine ' 1.00 g
Aerosil(R) (colloidal silica)4.00 g

Example 12:

Improved regenerative results were observed when TT?P and
carefully selected fatty carriers were used in a classic
nourishing and regenerative cream formula. TTP is used in an
amount of 0.01 -1.00% by weight in combination wiﬁh a herb
extract (selection depends on the type of skin for which the
cream is intended) in an amount of at least 0.05 -~ 1.00% by
weight, antibacterial preparation in an amount of 0.05 - 1.00%
by weight, synthetic fragrant composition in an amount of 0.01 -
0.05% by weight and a fatty carrier in the form of a water
emulsion, constituting 97.00 - 99.50% by weight of the whole
composition. The fatty composition needs to be a good carrier
for the active ingredients and to be well accepted by the skin.
Preferably, it is an emulsion of (all amounts in % by .weight)
35~45 eucerine, 8-14 petrolatum, 2.5-4 oclive oil, 6-10 glycerol
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and 35-40 water. Preferred herb extracts are marigold flower
extract, camomile extract, thyme extract and the like.
Preferred recipes are as follows:

1. Eucerine 39.00 parts by weight
Petrolatum 11.50 parts by weight
Olive oil 3.13 parts by weight
Glycerol 7.80 parts by weight
Water 38.00 parts by weight

NIPAGINA A (anti-

bacterial preparation) 0.40 parts by weight

TTP 0.05 parts by weight

Marigold extract 0.10 parts by weight
0

Synthetic fragrance .02 parts bv weight

total 100.00 parts bv weight

2. Eucerine _ 42.00 parts by weight
Petrolatum . 8.50 parts by weight
Qlive oil 3.08 parts by weight
Glycerol 7.90 parts by weight
Water 38.00 parts by weight

NIPAGINA A (anti-
bacterial preparation}) 0.40 parts by weight

TTP 0.05 parts by weight
Camomile extract 0.02 parts by weight
Synthetic fragrance 0.05 parts by weight

total 100.00 parts by weight

Examole 13:

An after-shave preparation contains TTP as a peat extract in an
amount of 0.01 - 1% by weight, herb extracts in an amount of 1-
30% by weight, glycercl in an amount of 1-8% by weight,
salicylic acid and menthol in agueous-~alcohol solution.
Preferred herb extracts are: camomile, marigeld, thyme, aloe
extract and similar beneficial herb extracts. Addition cf
glycerol is also beneficial due to its influence on the
elasticity of the skin. It speeds up the spreading of the
preparation on the £face as well as the penetration into the



Cosnetic al cohol s 3- 4% b
0.01-10% by wei ght Thi ckened herb extracts

wei ght d ycer ol _

oi | s¢ up to 2% by wei ght
acid 0. 1% by wei ght BRONOPOL

0. 1% by wei ght Fragrant conposition

Distilled Water to 100% b

'S sEpYed U1}

Q..394 h\]/

wei ght Exanpl e :

Cosmetic masks are well known cosnetic preparations Servrng Tamny

- 16 -

deeper layers of the skin, thus enhancing the beneficial effects
of the active peat composition and herb extracts.

A preferred recipe is as follows:

TTP : 0.10 parts by weight
Camomile extract 15.00 parts by weight
Glycerol 5.00 paxts by weignt
Menthol 0.10 parts by weight
Salicylic acid 0.10 parts b§ weight
Ethanol (conc.95%) . 10.00 parts by weight
Fragrant composition 0.30 parts by weignt
Distilled water ad 100.00 parts by weight

Example 14:

A shampoo composition was prepared according to the following

recipe:
Fuller's herb extract 15.00 g 7.50% by weight
Stinging nettle leaves extract 20.00 g 10.00% by weight
GAMAL SBS-11 (detergent) 30.00 g 15.00% by weight
GAMAL NO-3 (detergent) 20.00 g 10.00% by weight
Aseptina 0.40 g 0.20% by weight
ethanol 1.60 g 0.80% by weight
BRONOPOL (preservative) - 0.04 g 0.02% by weight
Sodium chloride 6.00 g 3.00% b§ weight
Water _ 106.96 g 53.48% bv weight
total © 200.00 g 100.00% by weight

To 92 parts by weight of the above shampco composition b parts
by weight of TTP were added to obtain 100 parts by weight of a
shampoo according to the invention. Other herb extracts can be
used in place of stinging-nettle leaves extract. '

Example 15:

The following shampoo composition was prepared:

Horse chestnut extract 13.00 g
Marigold extract 22.00 g
GAMAL SBS-11 ' 30.00 g

GAMAL NO-3 20.00 g
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Aseptina 0.40

g

Ethanol _ 1.60 g
BRONOPOL : 0.04 g
Sodium chloride 6.00 g
Water 106.96 g
total 200.00 g

To 95 parts by weight of the above composition, 5 parts by
weight of TTP were added to obtain 100 parts by weight of

shampoo according to the present invention.

Example 16:

A tooth paste contains TTP as a concentrated peat extract, in an

amount of 0.01-0.10% by weight, etheral oils or

their

compositions or else fruit essences in an amount of 1-10% by
weight, glycerol in an amount of 5-10% by weight,

herb extracts

in an amount of 0.10-10% by weight and cleaning substances in an

amount of 20-35% by weight dispersed in water in an amount of

45-60% by weight, and dyes and whitening components in an amount

of 1-2% by weight.

Titans

itself may be used as an anti-bacterial additive;

um dioxide may be used as a whitening component; TTP

sage leaves,

camomile or marigold flowers extracts may be used as beneficial

preferred herb extracts.

The préferred recipe is as follows:
Precipitated calcium carbonate

Magnesium carbonate

Glycerol

Herb extract

TP

Titanium dioxide

Etheral oils (or mint, lemon, etc essence)
Water

Dye

150.00
60.00
70.00

5.00
0.50
10.00
5.00

te]

M g g g Q

400.00g

trace
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Example 17:

Bath salt preparation: In the course of the process for
obtaining a peat-ﬁerived biocactive product according to the
present invention, in particular when converting a liquid form
into a powdered one, there is the desalination step in which
sodium chloride is separated as a by-product. In said by-
product, 95% constitutes sodium chloride, other mineral salts
separated are calcium salts, magnesium salts, mainly chlorides
and sulfates; these salty products also contain some organic
peat-derived. low molecular compounds occluded within the crystal
structure of these inorganic salts. These organic compounds are
components of TTP and are - among others - polysaccharides,
aminoacids, fulvic acids and the like. The presence of these
components in the salty by-products is beneficial when salt is
used as a bath salt, because they may add additional beneficial
effects to the standard activity of bath salt. Accordingly this
by~product was tested for its chemical and physical properties
in the Balneologic Instituﬁe in Poznan, Poland, to find out
whether it can be used in cosmetic baths. Since the Institute
has found no undesired entity in the salt,. it was approved for
cosmetic use.

The preferred recipe is as follows:

salt (NaCl) containing occluded TTP . 97.00 g

Pine etheral oil or etheral oils composition 3.00 g

Example 18:

A new hair balm contains TTP. in an amount of 0.01-1% by weight,
herb extracts in an amount of 0.01-10% by weight, anti-electro-
static components in an amount of 3-4% by weight, components
preventing excessive drying of hair and skin in an amount of up
to 2% by weight, glycerol in an amount or 1-5% by weight, pre-
servative and stabilisers in an amount of 0.05-0.50% by weight
and water to 100% by weight.

As an anti-electrostatic component, the present balm contains an
alcoholic solution of trimethylamine and ammonium chloride salt,
obtained from fatty animal~derived amines; as thickening agent -

THIS SHEET HAS BEEN
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acting also as stabilizing agent - cosmetic alcohol; as agent
preventing excessive dryness of hair and skin - plant oils,
acting simultaneously as co-emulsifying agents; and glycerol for
easying spreading and penetration of the balm, in particular of
its active ingredients TTP and herb extracts. As an acidic en-
vironment stops multiplication of bacteria, the balm according
to the invention contains citric acid or fumaric acid in an

amount of'0.1% as well as a preservative known as BRONOPOL and
fragrant compositions.

The preferred recipe is as follows:
Alcoholic solution of trimethylamine

and ammonium chloride salts 3-4% by weight
Cosmetic alcchols 3~4% by weight
TTP '0.01-10% by weight
Thickened herb extracts 0.01-10% by weight
Glycerol 1.5% by weight

Plant oils up to 2% by weight

Citric or fumaric acid 06.1% By weight
- BRONOPOL : _ 0.1% by weight
Fragrant composition 0.3% by weight
Distilled Water : to 100% by weight

Example 19:

Cosmetic masks are well known cosmetic preparations serving many
different purposes. As therapeutic mud has a known beneficial
effect on the skin and body, it was believed that also post-
extraction peat obtained in the process of separation of bio-
active peat-derived compositions from peat may be used in cos-
metic applications. Post-éxtraction peat contains a solution of
active bodies freed in the alkaline hydrdlysis process due to
"extremely high sorptive properties of peat after neutralisation;
It was therefore found to be a valuable component of cosmetic
masks. To enrich the post-extraction peat with more of the
valuable components, natural therapeutic mud and humic acid
fractions were added which are present in natural peat and
separated in a process for obtaining peat-derived biocactive
compositions from the alkaline hydrolysate. Such a composition
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was tested in the above-mentionéd Balneologic Institute and was
found suitable for cosmetic use.

The preferred recipe is as follows:
Post-extraction peat 100.0

g
Natural therapeutic mud or peat 20,0 g
Humic acid fraction 10.0 g
Magnesium carbonate ' 10.0 g
Zinc oxide §.0 g
Citric acid or the like 0.1 é

Herb extract or powdered plant material 5.0 g
Distilled water g.s.

The following statements and explanations relate to the bio-
logical aspect of the products of the présent invention, i.e. to
the bioactive characteristics and to the compatibility of these
products, particularly with a view to their usefulness as phar-

maceuticals. The following abbreviations will be used beiow:

7P TOLPA(R) Tors Preparation (trademark of Torf Corporation,
Wroclaw, ul. Mydlana 2, Poland)

IFN Interferon exists as a ubiguitous cytokine (tissue hormone).
IFN genes are present in all cells. IFN is mainly induced by
proteins or glyco-proteins. Substances stimulating the IFN
genes for the production of IFN are called inducers. The
process of the IFN indqction is a highly regulated, soph-
isticated biochemical process; negative and positive regul-
atory genes controlling IFN production have been recognized.
Small amounts of IFN may be produced spontaneoulsy, without
any detectable inducer. Such IFNs are sometimes named
“physiological IFNs". IFN exists in nature in three main
molecular forms:

IFN-a {or leukocyte IFN),
IFN-B (£ibroblast IFN), and
IFN~Y (immune IFN).

IFN~-a and IFN-f are type I-IFNs, IFN~y is the type II-IFN.
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The major biological activities of IFNs are antiviral, anti-
proliferative (anticancer), and immunomodulatory activities.

Various forms of IFN are produced commercially as the
natural and recombinant preparations and are used as drugs
for treatment of neoplastic, viral, and several other

diseases.
CTL = cytotoxic T lymphocyte.
NK cells = natural killer cell.
IL~-1, IL-2 well known interleukins stimulating the prolifer-.

.ation of T cells and other lymphoid cells including 3 cells;

RPMI 1640 tissue culture medium for the growth of human and
other leukocytes (abbreviation of the Roswell Park Memorial
Institute, Buffalo);

FCS = fetal calf serum (for assays with leukocytes it has to
be pre-tested because it may contain mitogenic substances
mimicking the action of interleukins);

EMCV = encephalomyocarditis virus, mouse picorna virus non-
pathogenic for humans, it is often used as a challenge virus
in the IFN bioassays;

A-349 human adenocarcinoma cell line - used in the IFN bio-
assays because of its high sensitivity for I¥N-«,B, and vy.
The line is recommended for such use by the WHO experts on
IFN standardization;

MTT 3~[4,5~-dimethylthiazol-2-y1l]-2,5-diphenyltetrazolium
bromide. Reagent used to measure the cell kill or cell
growth in several biocassays, using the ELISA scanners
(Hansen et al., J. Immunol. Meth. 1989, 119, 203-210);
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the mouse cell line, commonly used for assaying mouse
IFN and human or mouse TNF;

tumor necrosis factor, cytokine, (relatively small pro-’
tein, very susceptible to the proteolytic enzymes), produced
by monocytes and macrophages (TNF-a known also as cachectir
factor causing cachexia in humans and animals);

produced after stimulation with LPS {(lipopolysaccharides),
viruses, bacteria, and many other agents, very toxic for
many virus-infected and neoplastic cells; may also act as a
growth factor for fibroblasts. Connected with inflammactory
reactions. The related form TNF-f (lymphotoxin) is produced
mainly by T cells and some other cells.

) peripheral blood leukocytes, normal human leukocytes
from healthy blood donors, isolated from "buffy coats"
(interphase between red cells and plasma). The responsive-
ness of PBL f£rom individual donors to various cytokine in-
ducers appears to depend on a genetic set-up of the dcnors.
The high responders and non-responders have been identified.
This refers also to the response of PBL to TTP.

The variation in the individual response to inducers cf IFN
or TNF is more visible when weak inducers are used than when
very strong inducers, like viruses, are employed. This is
due to the fact that the reaction to weak inducers is of the
"all or none" type whereas viruses almost always induce de-
tectable amounts of the cytokines.

Tolerance to inducer: Called also a hyporeactivity state. Occurs

after administration of a single dose of an inducer, e.g.
after 20 h of éxposure of PBL to an inducer (e.g. virus);
the:cells stop further production of IFN. The hyporeaétivity
state lasts usually about seven days. It may be complete or
partial. Such reactivity makes the therapeutic application
of strong inducers difficult and/or ineffective. Weak IFN.
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inducers either do not induce the hyporeactivity state or
the tolerance is small.

Several natural drugs which are extracted from medicinal plants
possess immunomodulating properties. TTP appears to be one of
them. TTP alters many different immune functions in vitro and in
vivo. It initiates balanced immunostimulation, with the capabil-
ity of non-specifically activating all effector pathways (CD4
helper, weakly CD8 suppressor, CTL, NK cell, and activated
macrophage) without cytotoxicity for normal tissues.

TTP has a restorative effect on normal wound healing. Low doses
of TTP weakly stimulate IL-1 and IL-2 production. High doses may
inhibit the cytokine synthesis.

The respective tests with TTP were carried out by the following
methods:

PBL from healthy blood donors were éu:ified by ammonium chloride
treatment. The culture medium was RPMI 1640 plus 10% FCS. Ap-
proximately 8 x 10® cells/ml were cultured for 20 h at 37°C, 5%
CO,. The antiviral activity of interferon was assayed by EMCV
cytopathic effect inhibition in human AS549 cells. The MTT method
to measure cell kill was also used.

TNF activity was measured in Lgyg9 cells. In order to define IFN
type, the individual IFN samples were treated with different
anti-IFN sera for 1 h. Their antiviral activities were compared
with non-~treated preparations.

The tests indicate TTP stimulates the production of endogenous
interferons (IFNs) and tumor necrosis factor (TNF). The response
is dose-related.

Seven assayed commercial batches of TTP had comparable biolog-
ical activity as immunostimulant and the cytokine inducers.
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Considerable variation in the response to TTP of leukocytes of
the individual blood donors have been observed. PBL of several

donors were found to be unresponsive. This may reflect a genetic
background. ' '

Potent polyclonal antisera were used, such as anti-IFN-a
(Cantell), anti-IFN-a Ly (Namalwa) from K. Fantes, and anti-IFN-
v (Cantell) to neutralize antiviral activity in the supernatants
of PBL treated for 20 h with TTP.

The results of the neutralization assays were found to resemble
the finger prints of individual blood donors. In other words,
proportions of IFN types produced by the individuals varied con-
siderably. The separation of PBL into adherent and non-adherent
fractions may potentiate the induced cytokine synthesis.

The hyporeactivity (tolerance) > the induction of IFN by NDV
observed 20 h after the_initial stimulation of PBL with TTP was
either minimal or absent. ’

All of the seven batches of TTP tested in human PBL as IFN and
TNF inducers were found to be active in inducing IFN and/or TNF.
The optimal concentration of TTP for IFN induction was 30-100
ug/ml and for TNF induction 100-200 pg/ml. The dose of 200ug/ml
may be subtoxic for PBL, but the synthesis of TNF occurs much
faster than that of IFN and faster than the development of
moderate cytotoxicity. )

The conclusion of the foregoing is the experience that the
active principle in TTP pharmaceuticals is an immunocactive
fraction of an extract from peat containing organic, primarily
bound sugars, aminoacids, uronic acids, humic acid substances
and mineral salts including microelements. The LDgg in animals
is »2400 mg/kg per os.

THIS SHEET HAS BEEN
REPLACED
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No mutagenic, genotbxic, embryotoxic, teratogenic or carcino-
genic activity of TTP was found. TTP shows no allergenic pro-
perties and had no topically irritating activity.

The therapeutic indications include chronic and recurring
respiratory tract inflammations and lower leg varicose ulcers,

supplementing the treatment of vaginal erosions, and periodontal
diseases.

There are clinical observations suggesting that TTP may be use-
ful as an immunomodulator in the supporting therapy of several
neoplastic diseases. TTP is used orally (5 mg tablets) or
topically.

0f particular relevance and importance appears to be the fact
that PBL treated with TTP for 20.h at 37°C do not develop the
hyporeactivity state because they retain the capacity to produce
IFN after induction with NDV (Newcastle Disease Virus), a very
potent IFN inducer.

The attached Tables 1-24 relate to various biological, e.g.
toxicological, hematological and immunological tests. These
Tables appear to be self-explanatory and provide for the bio-
logist pertinent information relating to compatibjlity and bio-
Jogical activity of TTP.

It is worth noting that the concentration of active ingredients
in pharmaceuticals, as indicated in claim 13, ‘may be higher than
in cosmetic compositions (as indicated in claim 14) due to the
following reasons: '

Pharmaceuticals are prepared in unit dosages, wherein the con-
tent of active ingredients is under strict control; e.g. in
tablets, the concentration is adapted to the size of the tablet
containing the effective daily dose (or a part of it) of the
active ingredient.
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The concentration of the active ingredient, e.g. of TTP, in
granules with which capsules are filled, preferably is only 5 %
by weight in order to achieve a sufficient tablet size and to
allow an gppropriaté operation of the capsulating machine.

Another reason is that most pharmaceuticals are administered
orally, and the active ingredient is distributed within the
whole body ‘Even though it reaches the skin cells in a very low
concentratlon, the therapeutic effect is remarkable.

Furthermore, cosmetic compositions - contrary to pharmaceuticals

- are used in rather uncontrolled quantities, applied locally,
with a different penetration rate to different cells.

Some compositions, such as a shampoo which is nearly immediately
' washed out, have short contact times with the body or hair, and
may contain relatively more of the beneficial component; others
are applied several times a day and therefore should have a
lower content of the active ingredieht.

Finally, as in the case of tooth paste, being in contact with
the mucous membrane in the mouth, active ingredient penetration

is much easier than through the skin,

the active ingredient may be lower.

and the concentration of
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TAB. 1 ACUTE TOXICITY. EFFECT OF ORALLY ADMINISTERED TTP
ON THE BIOCHEMICAL PARAMETERS OF BLOOD OF RABBITS
Examined Paramecérs {
Sex | Dose | Day of _ _
TTP Test Creatinine Total Protein Y-Globulin |
g/kg (mg%) {g/1) (g$) :
0.0 0 1.09 =0.03 65.0 =3.49 0.53 =0.00
7 1.03 =0.02 62.0.:0.33 0.56 =0.01
13 2.9 0 1.06 =0.01 58.0 =1.46 0.50 =0.902
7 1.14 =0.38 57.8 =1.54 0.54 =0.01
5.0 0 0.96 =0.12 70.3 =3.52 0.355 =0.00
7 0.94 =0.13 60.0 =2.34 0.57 =0.00
0.0 Q- 0.80 =0.11 73.8 =3.22 0.72 =9.06
7 0.82 =0.13 75.3 =1.02 0.79 =£.93
M 2.0 0 0.88 =9.05 64.6 =2.86 9.62 =9.10
7 1.24 =0.34 64.6 =2.03 0.57 =0.87
5.0 0 0.85 =0.5 58.5 =3.19 0.57 =0.02
7 1.04 =0.12 57.5 =4.63 9.36 =9.01
TAB., 2 ACUTE TOXICITY. IFFECT OF ORALLY ADMINISTERED TTP? ON THE
ACTIVITY OF THE TRANSAMINASES IN THE SERUM OF RABBITS.
Examined parameters
Sex Dose Day of :
TP Test Alanine Asparagine
g/kg Aminotransierase Aminotransfsrase
iv iU
0.9 0 8.67 =1.20 22.33 =2.80
7 9.67 =0.33 '28.87 =3.75
F 2.0 0 10.33 21.76 18.33 =4.09
7 12.33 =3.52 20.00 =3.03
5.0 0 11.33 =1.66 22.33 =3.52
7 11.00 =3.05 20.87 =4.68
0.0 0 10.23 =1.76 23.00 =3.05
7 12.00 =2.564 25.67 =4.17
o 2.0 0 9.00 =1.00 18.00 =1.52
7 9.00 =0.57 20.66 =3.52
5.0 0 8.00 =1.00 18.00 £1.00
7 11.33 =1.66 23.00 =1.99
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TAB. 3 ACUTE TOXICITY. EFFECT OF ORALLY ADMINISTERED
TTP ON THE HEMATOLOGICAL PARAMETERS OF RABBITS
Examined parametexs
Sex Dose Day of
TP Test Hemoglobin |HematocTi Leukocyges Erythrocytes
gl/kg {mg%) (%) x 107 x 10°°
0.0 0 12.4 =0.44 |38.3 21.85 | 7.32 =0.43| s5.21 z0.20
7 11.8 =0.63 }37.7 =1.20 | 6.30 =0.686] 5.11 =0.11
H 2.0 0 11.5 =20.31 {36.7 =0.88 | 5.69 =0.58{ 5.86 =0.53
7 12.3 =0.48 138.3 =0.66 5.74 =0.76{ 5.59 =0.:1
5.0 0 12.3 =0.14 |40.7 =2.6 7.35 z0.99| 3.42 =0.20
7 11.6 =0.23 }37.3 =0.33 | 8.55 =1.79| 5.08 =0.19
0.0 0 12.0 =0.85 {37.3 =1.20 {11.10 =0.63| .33 =0.25
7 11.9 =0.81 [35.7 =1.85 [10.80 =0.94| $.54 =9.3S
R 2.0 0 12.3 =0.26 |43.7 =4.80 | 9.94 =2.00| 4.26 20.355
7 11.8 =0.39 |34.7 22.02 [|11.06 =21.08] 3.37 20.35
5.9 2 12.7 =0,63 |{38.7 =2.40 | 9.52 =21.36} 4.59 20.16
7 10.6 =1.04 [4.0 =2.08 8.87 =z1.7 3.72 =20.58
TAB. 3 CHRONIC TOXICITY. EFFECT OF ORALLY ADMINISTERED
TT? ON THE MASS OF THE ORGANS OF RABBITS
Dose of TT? (mg/kqg)
0.9 50 150 0.9 50 150
Sex F “
Organ Mass ¢f Organ in § of Total Mass
Lung |0.72 =0.08/0.61 =0.17}0.67 £0.0?]0.56 =0.05]0.54 =0.09}0.71 =0.%3%
Heart [0.23 =0.01/0.22 =0.02]0.25 =0.03]/0.24 =0.02§0.23 =0.01{0.23 =0.32
Spieen [0.05720.01|0,05120.00{0.079=0.02{0.05 =0.01{0.06 =9.91{0.94 =0.9"
Liver |2.85 z0.15/3.02 =0.08}3.22 z0.37{2.82 =0.09{2.77 =0.28}3.32 =0.96
Xidney |0.59 =0.03]0.52 =0.02}0.50 =0.01]0.48 =0.03]0.55 =9.01{0.49 =0.23
Adrenal
Gland |0.01620.01]0.01520.01{0.020=0.01{0.91320.01{0.01320.02/0.01220.0
Ovaries
with
Uterus |0.58 =0.04{0.39 =0.02/0.60 =0.04 - - -
Testic~
tes - - - 0.30 =0.01{0.32 =0.03{0.36 =9.02
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TAB. 3 CHRONIC TOXICITY. EFFECT OF ORALLY ADMINISTERED .
TTP ON THE HEMATOLOGICAL PARAMETERS OF RABBITS
. i Examined parameters
Sex Dose Week
TP of Hemoglobin |Hematocrit Leukocyses Exrythrocytes
g/kg Test (mg¥) (%) x 107 x 107°
M 0.0 0 12.2 =:0.05{38.2 =1.71{ 9.33 20.79( 5.10 =0.36
7 12.3 =0.15{40.7 =0.33("9.39 =1.18{ 6.34 =0.23
6 3.0 =0.35141.7 =1.30] 9.58 =1.12] 7.32 =0.70
12 13.5 =0.19}40.7 =0.6711.23 =1.10| 6.30 =0.46
50 0 12.9 =0.55{35.7 =1.82] 7.52 =0.78{ 5.14 =0.47
M 3 - - - -
8 13.3 =0.35]41.0 =2.104 8.08 =1.37] 5.38 =2.%:
12 13.7 =0.11]39.3 =0.94] 9.36 =1.01} 5.19 =0.12
1590 0 14.20 =0.21]36.7 =1.81} 8.19 =0.16| 5.34 =3.:6
M 3 11.05 =0.26}38.5 =1.33| 8.83 =0.78| 5.63.:0.40
5 12.40 =0.63}27.3 =1.45| 8.18 =0.06] 5.34 =0.:90
12 13.70 20.32{39.0 =0.68| 8.24 =0.04f 5.34 =0.34
0.0 9 12.5 =20.27(40.2 =0.83} 7.07 =1.16| 5.83 =0.:7
¥ 3 2.7 =20.23}139.8 =0.72} 8.16 =1.01) 5.74 =0.:2
6 12.4 20.86/42.3 =1.20} 9.78 =1.863| 5.86 =0.24
12 12.5 =0.87]37.7 =2.18{10.90 =2.16{ 4.60 =9.29
50 0 13.2 =1.20{35.0 =1.70f 7.44 =0.98] 3.37 =0.350
ka 3 - - - . -
5 13.0 =20.55{39.3 =1.20] 7.25 =20.96{ 7.08 =0.34 j
12 12.8 =0.21{37.7 =4.33] 9.31 =20.35{ 5.02 =0.32
150 0 15.2 =1.15138.3 =1.40} 8.50 =0.544-5.09 =0.28
3 3 13.1 =1.10{47.0 =2.80] 8.10 =20.76{ 5.85 =0.57
6 12.5 =0.92{41.0 =1.15} 6.85 =0.371] 5.51 =9.30
1. 12 F13.1  =20.70{41.0 =1.00} 8.15 =1.68]: 3.92 =0.13
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TAB. 6 EFFECT OF TTP ON THE PHAGOCYTIC ACTIVITY OF
NEUTROPHILS IN THE PERIPHERAL BLOOD OF RABBITS
Phagocytic Aczivity
Neutrophiles | % Neutrophiles
Group n{ (1000/1 mm?) NBT+ L.H L.®
0 3 6 0 3 6 0 k] 8 0 3 5
Control
1 mi-»asfy 6 1.9 2.3 2.4]14.3 15.1 17.8]{54.5 60.6 59.8] 7.53 7.33 ~T.35%
i.v. 0.9 =1.1 20.4[{=4.6 +4.5 =3.0{=9.4 =4.3 =6.8{=0.77 =0.86 =0.4
TP
(Test 1) *Q *0 *0 = bl x
5 mg/kg {1S5{ 2.9 1.2 1.7}/18.4 26.8 27.2}59.2 69.3 74.9| 8.75 10.2 3.38
i.v. =0.9 =0.7 =z7.1}|=7.1 =6.7 =7.0{=6.7 =27.9 =7.8(=1.38 =1.23 =zi.J
TP
(Test 2)} 8 * =0 =0 fals) *0
s mg/kg 2.8 .1.5 1,6115.3 22.7 25.5|83.0 69.35 76.3] 7.78 8.32 3.39
.. =20.8 =20.5 =1.0§=4.9 =27.9 29.11=7.0 =7.1 =8.9]=0.83 =21.94 =1.9
n Number of Test Animals
?8S phosphate buffer solution
0 Before the administration of TTP
3 3 days after the administTration of TTP
) 4 days arfter the adminisctracion o TTP?
x Statistically significant variation at p«<0.95
] in relacion to the value before administracion of TT?
Q Statistically significant variation at p«<0.05

in comparison to the control group

ktion
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TAB. 7 EFFECT OF TTP ON THE NUMBER OF LYMPHOCYTES AND ON
THE PERCENTAGZ OF THE T-LYMPHOCYTES (E-ROSETTES)
AND OF THE B-LYMPHOCYTES (EAC-ROSETTES)
- IN THE PERIPHERAL BLOOD OF RABBITS.
Lymphgcytes % E-Rosettes {% EAC-Rosettes
x 107
Group
n 0 8 0 6 )] 6
Contzol i
1 ml ®BS 6 6.6 6.0 19.0 20.1 2.1 42.3
i.v £2.0 =1.9 =5. =35.3 =5.3 =2.905
TTP (Test 1) xq
5 mg/kg 15 6.6 5.4 | 19.2 | 27.1 43.7 47.7
i.v. =1.5 =1.4 *4.1 =3.2 2.5 =4.9
TP (Test 2) 8 *0
5 mg/kg 6.0 5.8 17.0 24.8 41.5 1.0
i.v. =1.0 =0.5 =1.9 =2.8 =1.3 z2.1

Number of Test Animals

h
| e
ns

P8BS phosphace buffer solution
2 3efore the administracion of TTP
8 6 cdays after the administration of TTP
x Stacistically siénificant variation at »¢0.05
in relaction to the vaiue before administration of TT?
o Stacistically significant variation at p<0.05
in comparison to the control group
TAB._B NUMBER OF SPLENOCYTES AFTER LONG-TERM THERAPY WITH TT?
Contrzol TT® 10 mg/kg.day TP 50 mg/kg.day :
n= 10" a =10 !
Time of arc/108 Splenocytes
TP Doses
in Weeks 4th Day 7th Day 4th Day 7th Day 4th Day 7tk Day
3 367 =157 156 =41 [1120 =328* 336 =240*] 772 =236* 1371 =57
5 572 =134 138 =47 |1528 =346* 292 «62* {1239 =280% 232 =90
7 518 =45 133 =40 | 699 =136% 159 =44 | 722 2258* 141 =63
L
Q 466 =185 175 =275 395 =94 132 =36 412 £138 167 =52
12 287 =18 153 =30 | 287 =131 156 =29 376 =130 167 =59

* Statistically significant variation at p«<0.05

in comparison to the contrsol group



si derably. The separation of PBL into adherent and non-adherent fractions

may anplify the induced cytokine synthesis.

t he i nduction

PBL with TTP was either
in human PBL as

tested

of

m ni nmal

or

I nduci ng | EN and/ or TNF. The opti nal

was 30-100 [err]
may be subtoxic for

t hat of

concentration (f
and for TNF induction 100-200 [err]}.
_ PBL, but the synthesis of TNF o0
| FN and faster than the devel opnent of

- 32 -

The hyp
| FN by NDV observed 20 h after t he |REP
absent .
| FN and TNF i nducers were fo(

Al

REPLAGHMENILS

45@?

of tRhe

nd

L%

Seven batchesio

@#%ve
I FN i

curs nmuch faster

nce)
n of
TTP

han

TAB. 9 CONCENTRATION OF THE ANTI-SRBC (19S+7S) ANTIBODIES
AT LONG-TERM THERAPY WITH TTP
Control TTP 10 mg/kg.day TTP 50 mg/kg.day
n=10 i n =10
Time
ot Hemagglutinin, -logy of Titer
TTP
Doses
in
Weeks 4th Day 7th Day 4th Day 7th Day 4th Dav th Dav
3 3.75=1.78 7.1221.36(8.80£0.97* 9.2021.46%|8.2020.40* 6.90£1.37
5 5.82=1.40 6.5021.00}7.70£0.84* 9,1022.02*}7.7020.64* 9.3322.90~
7 3.60=0.48 3.2020.74}4.40%1.11>~ 4,.1020.83*%13.50£0.83* 2.551.21
9 3.2021.40 4.68%1.2413.5021.28 4.000.81 |2.90=1.22 6£.33=1.52
12 |4.80 =0.74 4.4021.01)|5.1121.09 5.50£1.51 }5.1121.19 6.1021.74
x Statistically significant variation at p<0.05
in comparison to the control group
TAB. 10 CONCENTRATION OF THE ANTI-SRBC (7S) ANTIBODIES
AT LONG-TERM THERAPY WITH TTP
Control TTP 10 mg/k TP 50 mg/kg
n =10 ‘n =10
Time
of . Hemagglutinin, -logp .of Titer
P
Doses
in
Weeks 4th Day 7th Day 4th Day 7th Day 4th Day 7th Day -
3 1.75=0.60 6.37%0.85{3.20£0.87* 5.9021.70 }3.80%0.87* 4.90£0.74~
3 2.50=0.70 6.1221.16(2.2020.97 5.70£1.10 |2.30=1.41 5.3320.74~*
7 1.00=0.89 3.8021.09/0.60+0.80 2.350=1.11%{0.5520.83 2.5520.68~
9 0.40=0.48 3.6621.24]10.30+0.64 3.2520.96 |0.00 4.3321.24
12 0.80+£0.97 3.80£0.76}1:11%0.99 4.40&1.35 1.55=1.49 4.30%1.26

~

Statistically significant variation at p<0.05S

in comparison to the control group



moder ate cytotoxicity. The concl usion of the foregoing is the experience
that the active principle in TTP pharmaceuticals is an inmmunoactive

fraction of an extract fron1peat contai ni ng organic, 3ﬁ?§ﬁﬂﬁ¥ﬁﬁf
sugars, am no acids, uronic acids, hum c acid substang K
I ncluding mcroelenents. The [err] in animals is >2400 hy/ kg per )
25 - 05 SEP 1996
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TAE. 11 IMMUNOMODULATORY EFFECT OF TTP (=5D)
Dose n .?FC/'IO6 ¥ E-Rosettes|Hemagglutinin~*||Hemagglutinin~®
TP n Splenocytes Type 195 + 75 {Type 7S
mg/kg 4th Day 4th Day 4th Day Tth Day
Control| 30 169 13.6 5.4 8.2
=111 =3.2 =1.1 =1.8
X X
0.5} 10 997 15.6 . 6.8 8.4
£139 *1.4 =1.0 =1.1
X X X x
2.5 | 10 839 20.3 6.9 9.7
=177 =4.1 =1.0 =1.4
X X X X
5.0 | 10 746 23.2 7.2 9.8
=129 =4.7 +0.98 =1.4
X X £ X
10.0 | 10 793 18.4 8.3 10.4
=129 =4.2 =1.3 =1.1
X X
335.0 10 580 16.1 6.3 9.3
=148 =2.3 =1.1 =21.3
50.2 | 10 400 14.7 5.3 5.7
= 57 =4.9 =1.0 =1.9
X X X
100.0 10 375 11.3 5.1 5.7
= 87 2.2 =0.8 =i.5
R ) X X
250.0 { 10 305 9.5 4.8 3.3
] : 67 2.9 =1.1 =1.7
x Statistically significanz variation at total

x

(Student t-Test)

-logaz of titer

comparison 0.03



No nutagénic genot oxi ¢, enbryotoxic, teratogenic or

car ci no-
adt|V|ty of TTP was found. TTP shows no allergenic pro-

At L. .ons

-Relide e}

geni c -
perties and had no

topically irritating activity. The t her apeutic i ndi

ronic

and recurring respiratory tract inflammtions and Iéﬁﬁtﬁkéﬁﬂﬂé¥ﬁ¢ﬁ%§
ul cers, supplenenting the treatnent of vagi nal er05|qﬁ§“”aﬁﬂ“ﬁérrbdorta
di seases. There are clinical observations suggesti ng th@ g use-
ful as an i munonodul ator in the supporting therapyl of eV ral ﬁEO lStiC
di seases. TTP is used orally (5 ng tablets) or topijcally.
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TAB. 12 TTP ADMINISTERED DAILY IN 3 DOSES
4th Day After 10th Day After
Immunization Immunization
with SRBC with SRBC
Dose TTP n 6‘ Hemagglutinin Hemagglucinan
% E- PFC/10 -logy of titer -logy of cicer
Rosettes|Spleno- =
cytes 198 ~ 78| " 718 i98 + 758 75
Contzol I | 15 13.7 463 5.7 0.3 9.8 8.4
1 x 0.3 ml +3.0 =125 =1.3 =1.0 =1.3 =1.5
Contrel 1 | 15 15.3 579 6.1 0.5 9.0 3.5
3 xC.1 ml 4.0 =143 =1.1 =0.9 =1.7 1.8
2.3 mg/kg 13 19.4> 864* | 7.4% 5.1 10.4> 3.5%
1 x%x 0.3 ml =3.8 =190 =1.1 =1.1 =1.% =1.2
2.5 mg/ikg 15 19.0x 769x 7.1% 9.5 2.5 9.0
3 x 0.7 ml £5.0 132 =0.3 =0.3 =1.0 =2.0
10 mg/kg 10 | 15 19.3x 795~ 7.0% 0.3 10.4x 9. 4%
1T x 0.3 ml =4.1 2102 =0.7 =21.0 =1.5 =1.9
10 mg/kg .15 17.5 656 7.3> 1.3 8.9 3.3
3 x 9.1 ml 23.7 =128 =1.4 =1.2 =1.8 =1.5
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TAB. 13 EFFECT OF TTP ADMINISTERED ORALLY FOR 12 WEEKS ON THE
IMMUNOLOGICAL RESPONSE OF MICE IMMUNIZED WITH SRBC
4th Day After 10th Day After
?FC/10® Hemagglutinin PFC/10% Hemagglutinin
Weeks
E- Spleno~| -laogy of titer|% E- -logy of titer
Rosettes|cytes Rosettes
: 198 + 7S} ) '198 - 751 78
15.2 365 5.9 1.6 14.7 8.7 7.9
3 =3.8 =58 £0.9 =1.3 £3.4 =1.0 =1.0
23.7~ 1035~ 7.5% 2.9~ 23.35* 10.4% 3.7*
=7.8 +177 £0.5 =0.2 "=23.7 =1.2 =1.0
13.8 422 5.1 0 12.7 7.1 5.7
5 2.4 *63 £0.9 0 =2.1 =1.3 =1.8
23.0%* 933~ 7.6% 2.7 20.35* 11.0= ]11.0>
=5.1 +248 =1.3 =1.3 2.7 =1.2 =i.9
12.8 495 4.5 0.3 14.0 8.8 7.2
3 =2.9 =85 =1.1. ]=0.9 =5.1 =1.% =1.%
20.5* 1120~* 7.9x 2.1 26.9> 1.3 110.3~
=5.3 +214 =0.% =1.58 =7.7 =1.0 ]=0.4
15.0 531 6.2 0.5 14.1 8.7 8.4’
9 =2.1 =67 0.8 =0.3 =2.8 =1.3 =1.5
' 18.86% 1049~* 7.7* 1.9 18.2* ®11.9% |310.5~"
=2.8 =184 =0.7 =1.2 =3.4 =0.3 =1.0
13.0 573 7.2 i.4 16.3 7.3 7.1
12 =2.8 =143 1.0 =1.2 £2.% =1.1 0.8
14.1 770% 7.2 1.7 19.9 i1.8> 0.5~
=2.7 =132 =1.4 {=z1.7 | "24.1 =0.4 |=1.0
fad Statistically significant variation at p=0.05 in comparison to the

contxol group. In each group,

there were 40 anamalis.



i n pharmaceuti cal s,
cosfreti ¢ conpositions (as indicated in claim14) due
reasons: Pharnaceuticals are prepared in unit dosage
tent of active ingredients is under strict control; ¢
concentration is adapted to the size of the tablet cd

daily dose (or a part of it) of the active ingredient).

as indicated in claim213, may be higher than

In tablets,

ntai G5RER M96ef { ed

contxrol group
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TAB. 14 INFLUENCE OF THE STORAGE CONDITIONS ON THE ACTIVITY OF
TTP IN VIEW OF THE ABILITY OF FORMING E-ROSETTES
4
% E-Rosettes
after two months storage
Dose n Starting =
Activity Temperature At Room At Room
« 4°C Temperature Temperature
Light Admitted{in the Dark
Control 81 13.6 =2.4 12.8 =2.3 12.8 =2.3 12.8 =2.3
0.1 mg/kg 8 15;8-:1.1 16.1 =3.04 15.1 22,9 16.0 =3.3
1 mg/kg 8 18.0 +£0.8* 19.8 =4.1% .15.3 =2.8 19.8 =2.7~
10 mg/kg 8 20.4 =4.2% 18.0 =4.5~* 16.8 =2.4> 16.9 =z3.3~
Statistically significant variation at @ = 0.5 in comparison i3 zhe

control group

TAB. 13 INFLUENCE OF THE STORAGEZ CONDITIONS ON THE ACTIVITY OF
TTP? IN VIEW OF THE NUMBER 2F CZELLS PRODUCING
ANTIBODIES OF THE TYPE 19S5
_PE'C/‘IO6 Splenocytes
: "after two months storage
Dose n Starzing
Activity Temperature At Room At Roon
~4°C Temperatures Temperacurs
Light Admittsdiin the Jark
Control 8 571 =59 514 =128 514 =128 514 =128
0.1 mg/kg 8 747 :144 1039 =326~ 718 =135 1002 =210~
1 mg/kg 8 1204 =2155% 1026 =314~ 793 =186~* 1046 =337~
10 mg/kg 8 1075 2232> 1070 =£249~* 869 =160~% 848 =137~
Statistically significant variation at a = 0.3 in comparison =5 the



- 26 - The concentration of the active |ngred|ent e.

wit i which capsules are filled, preferably is only 5 % by melght

g.

of TTP,

in granul es
I n order

to achieve a sufficient tablet size and to allow an a"iﬁﬂﬁﬂﬁ@@ﬂﬁ Jon
of t:he capsul ati ng machi ne. Another reason is that no : t are
adm ni stered orally, and the active ingredient is disfr{buted withinf
whol e body. Even though it reaches the skin cells in p Veryskgp1996 |-
concentration, the therapeutic effect is remarkable. Fufthernore, cosietic
conpositions - contrary to pharmaceuticals - are used}i hrattrer
uncontrol |l ed quantities, applied |ocally,
- 37 -
TAB. 16 INFLUENCE OF THE STORAGEZ CONDITIONS ON THE ACTIVITY
OF TTP IN VIEW OF INFLUENCING THE FORMATION
OF ANTIBODIES OF THE TYPE ANTI-SRBC 19S-7S
after two months storage
n Starting
Activity Temperature At Room At Room
Dose +4°C Temperature Temperature
Light Admitted{in the Dark
Day| 4th  10th | 4th  10th 4th  10th 4th  10th
Contzol 8} 5.5 9.8 | 3.0 9.5 5.9 9.3 3.9 9.5
=0.9 20.6 | =1.1 2.1 =1.1 =2.1 =i.1 22.1
0.img/kg | 8} 7.4 11.4}| 7.8 10.3 5.4 10.8 6.5 12.5
=0.4% =1.3%]=21.0% =1.7%| =0.8 =0.7* {=0.7x =2 2«
1 mgikg 8{ 6.8 12.21{ 6.7 13.8 6.2 13.2 6.3  i3.1
29.3% =t,1%}20.4% =2_1%] 20,3 =0.4* }=1.3* =z1.3~
10 mg/kg 8§ 6.4 11.0} 6.2 12.9 4.8 10.5 5.9 13.5
=1.2 =1.4*%} 20.5 =2.3*] =1.3 =2.4* }=0.5 =1.3*
x Statistically significant variation at @« = 0.3 in comparison :o0 the
contral group
TAB. * INFLUENCE OF THE STORAGE CONDITIONS ON THE ACTIVITY
OF TTP IN VIEW OF INFLUENCING THE FORMATION
OF ANTIBODIES OF THE TYPE ANTI-SRBC 7S
. - after two months storage
Dose n Starcting ——
Activity Temperature At Room At Room
-4°C Temperature .|Temperature
Light Admitted|in the Dark
‘Ipayl 4th  10th | 4th  10th 4th  10th 4th  10th
Cenczol 8 0.4 9.2 0.3 8.1 0.3 8.1 0.3 3.1
=0.8 =0.7 {=0.7 =1.4 0.7 =t.4 =0.7 =1.4
0. mg/kg | 8} 0 10.8 0.7 9.8} 0.3 10.9 0.7 1.3
=1.0%]20.9 =0.9*] =0.9 =0.8* |=0.9 =1.4%
1 mg/kg 8| 0.8 10.8] 0.3 11.5 0.7 10.3 0.7 11.0
0.9 =20.4x[=0.7 =z1.8%] =0.9 =0.7x [=0.9 ° =1.0~%
10 mg/kg 8¢ 0 10.2 {0.3 9.8 9.3 10.7 0.7 10.3
21.3%1=9.7 =1.9 =0.7 22.0* [=0.9 =0.9~
bl Statistically significant variation at a = 0.5 in comparison to the

contzol group



with a different penetration rate to different cells.]

; ++0hS,
such as a shanpoo which is nearly inmediately washed wﬁ&ﬂﬁﬁT
contact tines with the body or hair, and nay contaln‘relatlvely norejoff the
beneficial conponent; others are appl i ed several timgsia @Ig}samgbgtéher efore
shoul d have a |l ower content of the active ingredient Finally, as’injthe
case of tooth paste, being in contact with the nmucou! morame—t+a—the
nout h, active ingredient penetration is nuch easier an_t hrough the skin,

and the concentration of the active ingredient nmay be | ower.
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TAB. 18 HEMATOLOGICAL PARAMETERS FOR HEALTHY VOLUNTEERS BEFORE AND
AFTER TWO-WEEK ADMINISTRATIONS QF TTP AT A DOSE OF 1 MG/DAY
Placebo n=3 TTP n=3
Parametex
0 14 days 0 14 days
Er {th ocytes ’
x 109/ul 4.44 :0.46 4.32 =20.45 4.32 =0.32 4.18 =0.22
Hemoglobin
g/dl 12.4 =z2.3 11.9 22.8 i2.8 =0.8 11.8 =0.5
Hematocrit
% 38.1 =*6.7 38 =6.9 38.7 =2.1 38.1 =1.5
Leukqcytes
x 10°/ul 5.25 =0.59 5.27 =0.8 5.23 =0.6 4.86 =0.5
Neuzxrophils
% 52.6 #1712 57.86 =11 54.2 =2.5 35 =3.3
Lymphocyctes
¥ 25 =7.3 30.4 =8.3 34 4.1 32.4 =5.3
Throgbocytes
x 10°/ul 220 =40.4 214 =35.8 221 =38 214 =39.5
Bloocé Sediment
mm/ih 7.8 =9 5.8 =1.9 7.8 =2.7 6.8 =3.1
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THE" Bl OCHEM CAL PARANETERS OF BLOOD OF RABBI TS [err] TAB. 2 ACUTE
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TAB. 19 BIOCHEMICAL PARAMETERS FOR HEALTHY VOLUNTEERS BEFORE AND
AFTER TWO-WEEK ADMINISTRATIONS OF TTP AT A DOSE OF 1 MG/DAY

. Placebo n=5 TT? n=5

Parameter

(4] 14 days 0 14 days
Total Protein g/l |72.8 =1.76 68.42 =23.2 73.8 =1.92 70 =5.3
Al@umxne E 63.2 =2.3 63.8 =2.3 63.6 =1.8 64.4 =2.i
Globulin al % 3.1 =20.4 3 =0.35 2.8 =0.5 2.8 =0.43
Globulin a2 % .5.95 =1.9 6.8 =1.5 6.93 =0.9 06.3 =0.3
Globulin 8 % 14.4 =2.2 14.2 =1.5 13.3 =*1.9 13.2 =1.3
Globulin vy % 12.2 =21.3 12.1 =1.3 13.7 =20.9 12.3 =1
IgG g/l 10.3 =1.1 10.2 .z1 11.7 =1.6 1.1 =1.4
Iga g/l . 1.8 =0.86 1.9 =0.3 1.8 =0.3 1.3 =0.3
IgM g/l : 1.4 =0.3 1.4 =0.2 1.1 =20.2. 1.7 =0.4%
Complement €3 g/ | 1.1 =0.1 1.1 =0.1 1.7 =z0.2 0.2 =20.2
Complement C4 g/l | 0.2 =0.5 9.3 £0.04f 0.2 =0.0 0.2 =0.33
Alanine U/1 34.2 =0.05 0.3 =0.04{30.2 =8.2 31.2 =3.2
Asparagine U/l 32.3 =4.4 40.2 25,6 |30.4 =7.3 39.5 =5.%




05 SEP1996 - 28 - TAB. 3 ACUTE TOXI QI TY. EFFECT OF ORALLY

ADM'NI STERED TTP ON THE HEMATOLOG CAL PARANETERS OF RABBI L -
CHRONI C TOXI CI TY. EFFECT OF ORALLY ADM NI STERED TTP ON T WENT-RHEET
ORGANS OF RABBI TS [err] £ LIRCEMEIYY DU
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TAB. 20 COMPARISON OF THE FREQUENCY OF ACUTE INFECTIONS OF THE
RESPIRATORY TRACTS DURING THE LAST QUARTERS OF THE YEARS
1989 AND 1990 IN RESPECT OF TWO GROUPS OF PATIENTS
TREATED WITH TTP AND PLACEBO RESP. DURING OCTOBER 1990

TTP
applied during the 4th quarter 1990
n| 4th quarcer|4th quarter|statistical
1989 1990 significance
{(no TTP) (with TTP) "p"
average average
number of number of
infections |infections
per patient|per patient
Cold 20y 4.0 =1.3 1.0 =0.5 < 0.01
Sore 20| 3.3 =21.3 0.8 =0.5 ¢ 0.01
throat
Fever
blisters{ 20| 2.1 =2.2 0.3 =0.4 < 0.01
Cough 20f 1.4 =1.1 0.3 20.6 ¢ 0.901
Bronchitis(20{ 0.3 =20.5 9 -
Pneumonia {20y 0.2 =0.9 0
Placebo

applied during the 4th quarter 1990

nji4th quarter| 4th quarterf|statistical

1989 1990 evaluation of
(no TTP) {with TTP) ]difference"p"
average average

number of number of
infections |infections
per patient|per patient

Cold 201 3.9 =1.4 3.1 =1.5 > 0.08
Sore 20) 2.3 2.0 2.6 =1.7 > 0.08
throat
Fever
blisters| 20| 2.3 =1.8 1.7 =2.1 > 0.98
Cough 20| 1.5 =21.5 1.9 =2.0 > 0.05

Bronchitis| 20

[~ T -

Pneumonia | 20

-
"

o
w
(=]
o
13

o
[W]
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TAB. 21 EFFECT OF INTRADERMAL INJECTION OF BACTERIAL ANTIGENS OR
PHA (PHYTOHEMAGGLUTININ) IN PATIENTS TREATED WITH TTP

Tuber- Strepto- |Staphylo-~ PHA Nacl
Patient| culin lycin cocei/ . 0.9 %
Ser.{ (Init- | RT23 0 anatoxin
No. ials) e -
pre 3 pre 3 pre 3 pre | 3 pre 3
1. 3.7T. - + = = - & - - - -
2 ?.E. - - - - = - - - - -
3. M.H. +* - - - r - - - z = - - - -
4. W.H. - - - - - - - -~ - -
5 Ww.H. - = - - = - - - - -
S.. Z.N. - & |+ - - - - - - - - - -
7 ?-:. - +- - - - - - - - - -
3 3.M. - - - - - = - - . - - -
ore pretreatment .
3 after 3 weeks

TAB., 22 EFFECT OF INTRADERMAL ;NJ“CTION OF BACTERIAL ANTIGENS
OR PHA IN UNTREATED (PLACEBO) PATIENTS
. Tuber-~ Strepto- |Staphylo- PHA Nacl
- Patient] culin lycin ceceei 0.9 %
Ser.} (Init- RT22 0 anatoxin
No. ials) =
pre | 3 pre 3 Jpre 3 |pre 3 pre | 3
1. M.M. - - - §--1-= - - - - -
2. 0.7. - - - - = = - - - -
.3' O.H. - - i e - - - - - - - -
4. W.J. - - - = - - - - - -
5. K.C. - - - - = - - - - -
5. M.J. L L - - - - - - -
7. B.4. - - - - - - - - - - -
8- K.T. - - - L d - - - - - -
pre pretreatment
3 after 1 weeks



NEUTROPHI LS | N THE PERI PHERAL BLOOD OF RABBI TS [err]
EFFECT OF TTP ON THE NUMBER OF LYMPHOCYTES AND ON THE

T- LYMPHOCYTES ( E- ROSETTES) AND OF THE B- LYMPHOCYTES (
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TAB. 23 IMMUNOGLOBULINS IN THE SERUM OF PATIENTS WITH
ULCUS CRURIS TREATED WITH TTP
i n Tast Group Immunoglobulin in mg %
! before Treatment . after Treatment
1 Ig9G 1732.87 =207.52 7 IgG 1732.87 =207.52
8 A 2 IgA 304.25 = 47.50 8 IgA 283.87 = 44.10
3 IgM 202.87 = 71.12 9 IgM 189.75 = 75.1§
4 IgG 1924.37 :246 25 10 IgG 1972.00 =239.33
3 3 5 Iga 296.50 = 39.84 11 IgA 285.50 = 55.76
6 IgM 242.12 = 36.93 32 igM 232.87 = 53.45
1 vs 7 p » 0.05 4 ws 30 o > J.25
Statistical 2 vs 8 » » 0.05 5 ws 71i > 0.95
Evaluacion of 3 vs 9 o » 0.05 5 wvs 12 2 > 8.95
JiZference
1 vs 4 p » 0.35 7 ws 10 p » J.2%
2 vs 3 p » 9.035 8 wvs 11 p > 9.83
3 vs 3§ p » 3.95 9 ws 2 P > 0.35




TAB. 8 _ NUMBER OF SPLENOCYTES AFTER LONG TERM THEPAPY W TH TTP
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CLAIMS

1. A peat-derived bioactive product, characterised in that it
' contains not more than 70%, preferably not more than 60% by
weight of inorganic salts, especially of sodium chloride,
based on dry solids.

2. A peat-derived bioactive product obtainable by a process
wherein a highly concentrated aqueous solution of inorganic
salts, especially of sodium chloride containing peat-derived
biocactive ingredients is diluted with demineralized 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,
optionally, in at least one further step, sterilized and/pr
spray-dried.

3. A peat-derived bicactive product obtainable by a process
wherein a highly concentrated aqueous sodium chloride
solution containing peat-derived biocactive ingredients,

‘said solution being obtainable by primary and secondary
alkaline hydrolysis of air-dried raw peat material,
followed'by acidification of the hydrolysate,
separation of insoluble parts and elimination of
ballast substances by extraction with organic solvents,
and removal of the residual organic solvents from the
post-extraction agqueous phase,

is filtered through a sintered ceramic filter under reduced
pressure, wherein the clear filtrate thus obtained is
diluted with demineralized 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, optionally, sterilised
and/or spray-dried.
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T

REPLACED




Statistically significant variation at p<0.05 in conparison to the contro
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4. A process for producing peat-derived biocactive products from
a highly concentrated solution of inorganic salts,
especially of sodium chloride, containing peat-derived '

- bioactive ingredients, characterised in that said solution
is diluted with demineralized water, the dilution being
effected with water volumes several‘times, preferably 5 to 8
times, the volume of the solution to be diluted, that the
diluted solution is subjected to reverse osmosis in order to
desalinate the solution, inorganic salts being removed,
whereafter the desalinated solution is concentrated and
clarified, and that, optionally, the concentrated and
clarified solution is sterilized and/or spray-dried.

5. A novel process for producing peat-derived bioactive
products from a highly concentrated aqueous sodium chloride
solution containing peat-derived bioactive ingredients, as
claimed in claim 6, said solution being obtainable by
primary and secondary alkaline hydrolysis of air-dried raw
peat material, followed by acidification of the hydrolysate,
separation of insoluble parﬁs and elimination of ballast
substances by extraction with organic solvents,
characterised in that residual organic solvents are expelled
from the post-extraction aqueous phase, the remaining
solution being filtered through a sintered ceramic filter
under reduced pressure, the clear filtrate thus obtained
being diluted with demineralized, e.g. distilled, water,
said dilution being effected with a water wvolume several
times, preferably S5-8 times, the volume of the solution to
be diluted, whereafter the diluted solution is subjected to
reverse osmosis in order to desalinate the solution,
inorganic salts being removed, and the desalinated solution
is concentrated and clarified and, optionally, sterilized
and/or spray-dried.

6. A process as claimed in claim 5, characterised in that the
solution is sterilized by means of a membrane filter, e.g. a

Millipore(R) filter. —_—
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A process as claimed in claim 5 or 6, characterised in that
the solution is spray-dried with an inlet temperature of
about 180°C and an outflow temperature of about 90°C.

A peat-derived biocactive product, obtained by the process of

either of claims 5 and 6, said product being in the form of
a concentrated solution.

. A peat-derived biocactive product, obtained by the process bf

any one of claims 5 to 8, said product being in powder form.

A process for preparing a pharmaceutical formulation
containing a peat-derived bioactive product, in the form of
a gel, characterised in that a sterile alcoholic herbd
extract is combined with a sterile aqueous solution of
previously powdered peat-derived biocactive product, a
sterile solution of a flavouring compound preferably
selected from the group comprising menthol, thymol, mint,
lemon and eucalyptus, and with a gel-forming composition
such as sterile glycerol with colloidal silica to convert
the liquid composition into gel form, the weight ratio of

liquid mixture to. silica preferably being from 90:10 to-
94:6.

A process for preparing ‘a pharmaceutical formulation
containing a peat-derived bioactive product, in the form of
an ointment, characterised in that a sterile.herb extract is
gradually combined with a stefile solution of powdered peat-
derived bioactive product, that the resulting mixture is
gelled with the addition of a gel-forming ingredient such as
colloidal silica and that the gel thus obtained is
triturated with a previously sterilized mixture of fatty
components, such as eucerine and petrolatum, preferably in a
weight ratio of liquid components to silica. of about 30:20,
and of gel to fatty composition of between 32:68 and 34:66.

—_—
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A process as claimed in claim 10 or 11, characterised in
that the peat-~derived bioactive product is as claimed in any
one of claims 1 to 3, 8 and 9, preferably the "TOLPA(R)Torf
Preparation" as described herein. '

A pharmaceutical composition containing as active ingredient

"a peat-derived bioactive product as claimed in any one of

claims 1 to 3, 8 and 9 and a pharmaceutically acceptable
carrier material, preferably in a weight ratio of between

about 1:5 and 1:25, and most preferably between 1:9 and
1:19,

A cosmetic preparation containing as active ingrediént a
peat-derived biocactive product as claimed in any one of
claims 1 to 3, 8 and 9 in a quantity of 0.01-10% by weight,

preferably 0.05-1% by weight, more preferably 0.05-0.1% by
weight. -

A cosmetic preparation as claimed in claim 14, containing,

in addition, at least one herb extract and/or at least one
fragrance. '

A cosmetic preparation as claimed in claim 4 or 5, contain-
ing as the peat-derived biocactive product a "concentrated
peat extract" as described herein.

—_—
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The peat-derived bioactive product contains not
more than 70% by‘ébiqht of inorganic salts based on dry
solids. A highly:concentrated-aqueous solution of
inorganic salts, qontain;ng peat-derived biocactive
ingredients is: diluted with demineralized water and
subjected to reverse osmosis to desalinate the solution.
The resulting solution is concentrated and opt;onally
sterilized and/or spray-dried. A pharmaceutjcal
formulation in.thé: form of a gel is prepared by cohbininq
a sterile adlcoholic herb extract with sterile glycerol, a
sterile agueous solution of peat-derived biocactive product
and a sterile ménthol solution; thé nixture ie combined
with colloidal silica to produce a gel. A cosmetic
preparat;on such as a gel, ointment, balm, shampoo, bath
salt lotion, etc contains as active ingredient the instant

peat-derived biocactive product in a quantity of 0.01-10%
by weight.
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PEAT-DERIVED BIOACTIVE PRODUCTS AND PHARMACEUTICAL AND COSMETIC
COMPOSITIONS CONTAINING THEM

The present invention relates primarily to novel peat-derived
bicactive products and to a process for producing such products.
The invention also relates to pharmaceutical and cosmetic
compositions containing these products and to processes for
preparing pharmaceutical and/or cosmetic formulations containing
said peat-derived biqactive products. '

It is known to extract peat by various methods using var:ous
extraction media and to use such extracts, containing peat-
deriveé bioactive ingredients, for cosmetic and pharmaceutical
purposes. ’

One of these known Drocesses is described in Polish patent
specification No. 124110 (Chemical Abstracts 101(10!} 78854e).
According to this prior art process peat-derived nloactive
products are obtained by primary and secondary alkaline
hydrolysis of an air-dried raw peat material, followed by
acidification of the thus obtained hydrolysate and separatfon of
insolubie solid parts with subsequent second alkaiization,
acidification of the clear liguid phase and elimination of
ballast substances by means of alcohol and ether extract;cd. In
said process,. the agqueous phase from the organic extraction is a
liquid peat-derived biocactive product. | '

The known liguid product, being a solution of peat-derived.
active ingredients in a highly concentrated, nearly saturated
aqueous solution of sodium chloride, obtained according to the
apove cited Polish patent specification, is unstable when stored
for a long time ané, moreover, contains - regarding the bio-

logical activity of the composition - a large excess of neutra.

o}

inorganic substances. As a bulk product, it is hard to handle,

store and process.
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The instant process, applied to the processing of a product
obtained according to Polish patent specification No. 124110,
consists in expelling residual organic solvents from a post-
extraction aqueous phase, separating insoluble parts by '
filtration under reduced pressure through a sintered ceramic
material, diluting the permeate with several times the volume of
distilled water and subjecting it to desalination by reverse
osmosis to separate excessive mineral salts, mainlx sodium
chloride, as a permeate. Then, the desalinated solution is
concentrated, clarified by centrifugation and sterilised by
filtration through a membrane filter, e.g. a Millipore(R’
€ilter. The resulting microbiologically clean solution may
optionally be spray-dried. The sterilised product (liquid or
solid) may be formulated into a cosmetic pharmaceutical or
veterinary composition. Optionally, the concentrated and
clarified solution may be used - without sterilisation and
spray-drying - in any suitable dilution as a component in
numerous cosmetic compositions.

Preferably, in a spray-drying step, the inlet temperature is sec
to about 180°C, while the outflow temperature is set to about
90°cC.

While the process of the present invention is described above in
combination with the process according to Polish patent specif-
icaton No. 124110, its use is not restricted to such combinat-
ion, but is applicable generally in the context of a process for
obtaining a peat-derived bioactive product from a highly concen-
trated aqueous solution of inorganic salts, especially of sodium
chloride, containing peat-derived biocactive ingredients. '

The peat-derived biocactive products provided by the present
invention do not contain more than 70% by weight, preferably not

more than 60% by weight of inorganic salts, especially of sodium

possible would be desired for an optimal product, especially for

chloride based on dry solids. ' Since a sodium chloride concentration :as low as
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pharmaceutical applications and such cosmetio'applicatidggZﬁhere
higher concentrations are required, i.e. for face oare,'loﬁér
‘sodium chloride concentrations, such as 55% and even lower, -are
most preferred, especially when obtainable by the steps of
dilution and reverse osmosis. | |

Where the process is terminated with the concentration and
clarification steps, the product is a concentrated (or thicken-
ed) solution. "Concentrated peat extract", refefred_to'iﬁ'this
specification, is a dgrk-brown liquid;of a density.of:1-02 -

' 1.09 g/ml and has a content of dry solids of not less than 5% by

weight. The chloride ion content in dry solids, calculated as
NaCl, is not higher than 70%, preferably not higher than 60%,
and the. pH value of a 1% aqueous_solution.is 5.0-6.5, generally
about 6.0. The lack of a furthér sterilization Step=may not ' be
detrimental in certain cases}'e.g. for certain cosmetic uses of
saié concentrated peat extract. ' -

On'the other hand, the sterilization step will be mandatory, .
particularly when the product is intended for the preparation. of -
pharmaceutical Compositions. Particularly in such a case, the
further step of épray-drying is most preferred, if not mandat-
ory. The product iesulting after such a spray-drying step is in
powder form and thgs particularly suited to the preparation of
certain pharmaceutical oompositions. A most preferred product of
this type is the. product commercialised under the designation
"7oLPA(R) Torf Preparation", TOLPA(R) being a registered trade
mark of Torf Corporation, ul. Mydlana 2, Wroclaw, Poland. The
abbreviation TTP will be used in the course of this specific-
ation to designate said product.

The present invention also relates to pharmaceutical compos-
itions containing as active ingredient a peat-derived bioactive
product as hereinbefore describod, particularly a product which
contains not more than 70% by weight, preferably not more than
60% bg-( weight, of inorganic salts, especially sodium chloride,
based on dry solids, together with a pharmaceutically acceptable
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carrier. The peat-derived bioactive product contained in ;uéh
pharmaceutical compositions is preferably TTP as defined above.
The pharmaceutical preparation contains the peat-derived bio-
active product and the pharmaceutically acceptable carrier
material, preferably in a weight ratio of between about 1:5 and
1:25, and most preferably between 1:9 and 1:19.

The present invention furthermore relates to a process for
preparing a pharmaceutical formulation containing a peat-derived
biocactive product, in the form of a gel. This process is cha-
racterised in ‘that a sterile alcoholic herb extract is combined
with sterile glycerol, a sterile aqueous - preferably concen-
‘trated - solution of previously powdered peat-derived biocactive
producﬁ and a sterile menthol solution, and that the resulting
mixture is gradually combined with colloidal silica to convert
the liquid composition into gel form, the weight ratio of liquid
mixture to silica being from 90:10 to 94:6. Preferably TTP is
used as the powdered or concentrated peat-derived bicactive
product.

The present invention also relates to a process for preparing a
pharmaceutical formulation containing a peat-derived bioactive
product, in the form of an ointment. This process is charact-
erised in that a sterile herb extract is gradually combined with
a sterile solution of powdered peat-derived bioactive product,
that the resulting mixture is gelled by . the addition of col-
loidal silica and that the gel thus obtained is triturated with
a previously sterilized mixture of fatty components, such as
eucerine and petrolatum, preferably with a weight ratio of
liquid components to silica of about 30:2: and of gel to fatty
composition of between 32:68 and 34:66. Also here, preferably
TTP is used as the powdered or concentrated peat-derived
bicactive product. ’

Cosmetic preparations, which may comprise herbal extracts as
well as other auxiliary and enriching components, fragrant
compositions and carrier materials allowed for cosmetic use,
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contain the peat-derived bioactive product according to the
present invention in an amount of 0.01-10% by weight, preferably
0.05-1.00% by weight, and most preferably 0.05-0.10% by weiéht.
Carrier materials may be aqueous solutions of alcohols, all
types of emulsions, gels, foaming compositions and fatty
carriers. Use of one specific carrier selected from the group of
the above mentioned substances allows formulation of various
types of cosmetic preparations according to the invention, such
as tonics, creams, balsams, cleaning milks etc. for daily body
care as well as shampoos, hair balms, foaming bath compositions,
all with the addition of peat-derived bioactive products.

Peat-derived bioactive products (peat extracts in abbreviated
form) stemming £rom original raw peat material, such as {among
others) therapeutic mud, contain well balanced quantities of
mineral and organic compounds, such as mineral salts of the
following elements: B, Si, Al , Fe, Mg, Mn, Cu, Sn, Ni, Ca, ac
and Na; organic compounds,' such as amino acids in free form and
as salts; polysaccharides, partially degraded/reacted -~ in the
course of hydrolysis - to deoxysaccharides and/or aminosacch-
arides. Peat, in particular therapeutic muc, is known ané re-
cognised as a material of biological plant and microorganism
origin; due to its contents of nourishing and stimulating com~
ponents it has beneficial effects on humans and mammals; there-
fore, peat-derived bicactive compositions contain the above-
mentioned substances in‘proportions characteristic for the liv-
ing organisms; this is considered to be an explanation of the
advantageous effects of cosmetic and pharmaceutical preparations
containing peat-derived active products and compositions.
Particularly good effects of the new cosmetic compositions are
observed when herb extracts are also present in the formulation.
Selection of a suitable herb extract is based on a known typical
use of such extracts in cosmetics, modifying the activity of
preparations and thus enabling the content of cosmetic prepar-
ations to be matched with demands and needs of individuals tc be
treated.
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The produc£ obtained in Example 1 was used for preparing gel and .
ointment bharmaceutical compositions, containing alsg'herb ex-
tracts synergistically improving the therapeutic effect with
respect to certain diseases. For example, a gel and ointment
against varicose ulcer of the shank was prepared as follows:

20 g of hippocastanaceous extract, 10 é'of'calendula extract, 60
g of glycerol, 0.1 g of TTP in the form of a powder obtained as
described in Example 1 above, 0.1 g of salicylic acid, 1.0 g of
distilled water and 8.8 g of Aerosill{R) (colloidal silica) were
used in order to obtain a gel form of the preparation.

Liquid (non-volatile) ingredients were sterilised before use, by
means of heating under reflux for two hours. Herb extracis wers
combined with glycerol and an aqueous solution of TTP and also
with menthol, and silica was gradually added to the obtained
mixture, under continuous stirring.

Similarly, in order to obtain an ointment composition, the
following ingredients were used: 20 g of hippocastanaceous ex-
tract, 10 g of calendula extract, 0.1 g of salicylic acid, 0.1

l¢]

of TTP in powdered form obtained as described in Example 1 and
2.0 g of Aerosil{R) (colloidal silica).

As fatty components, ' a mixture of the following substances was
used: 22 g of eucerine and 45.8 g of petrolatum. Herb extracts
were sterilised by heating under reflux for approx. 2 houré.
Eucerine .and petrolatum were similarly sterilised. Liquid in-
gredients were carefully combined with silica to obtain a gel,
which in turn was triturated with sterilised and fatty com-
ponents cooled down to room temperature. A stable ointment was
obtained which did not separate when stored.

The gel and ointment obtained above were simultaneously applied
in the treatment of varicose ulcer of the shank. Ulcers were
treated with the gel preparation while the surrounding, non-
affected skin was treated with ointment. Addition of colloidal

silica is believed to be responsible for prompt desiccation
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responsible for the curing effect of the preparation.

‘Fatty

components helped to keep elastic.the crust and the‘skin. The

results obtained were compared with a control group o

f patients

treated in a classic way. Those who rece?ved the new treatment

were selected from a grdué of patients suffering from

the

disease for many months {sometimes years) without noticeable
positive effects. Patients tgeatéd with compositions according
to the invention showed better results - already within the

first few weeks - than control patients.

Example 3:

Products obtained in Example 1 were used to prepare pharmaceut-

ical formulations in the form of tablets, or granules
placed in capsules. :

to be

A sterile peat-derived biocactive composition in powdered form

was combined with a carrier in a weight ratio of 1:9.
carrier, .MYVATEX(R)TL (tradename of Eastman-Kodak), a

As a
mixture of

lactose and'lubricating substances, was used in a weight ratio

of 44:1. Lactose of 30 mesh particle size and MYVATEX

(Rlor, were

finely disintegrated so that approx. 70% of its mass passed

through a 100 mesh screen. A part of the resuléing mixture of

active composition and carrier was formulated into tablets con-

-

taining 5 mg of active ingredients. The total mass of

each

tablet was 50 mg. ‘The other paxt of the same mixture of active
composition and a carrier was granulated using quantum satis {qg.s.). of ethanol

(40% by volume). Granules were sieved and ground if necessary

and then filled in capsules in such a quantity that each capsuile

contained 5 mg of active ingredients by using TTP in mixture

with a carrier at a ratio of 19:1.

The tablets obtained as above were tested in order to

the time of their disintegration in an artificial gastr

measure

ic juice

at 37°C +/- 2°C using Erweka equipment. The artificial gastric

juice was prepared as follows: 2.0 g of sodium chlori

de and 2.2Zg

of pepsin were dissolved in 7 ml of hydrochloric acid and
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distilled water was added up to a total volume of 1000 ml. The
pH-value of the resulting solution was approx.'I 2.
De51ntegratlon time of a tablet, having a dzameter of 5.1 mm and
a total mass of 0.0498 g, was § minutes.

Further egampies relate to numerous cosmetic prepafations
accordiﬁg“tO'the present invention, having difﬁerent forms of
composition and being designed for different apblications,"
containing the beneficial addition of bioactive ingredients
derivedffrom peat. Among others, preparations.such as tonics,

balms, creams, milks, shampoos, foaming bath compositions etc.
are described. '

Example 4: . .
A reaction vessel equipped with a stirrer was charged with 150 g
of camomile extract obtained by the extraction of camomile in-

florescence with a 1:1 ethanol:water solution, as well as 1 g of .

TTP as described above. 50-g of glycerol were added to the
mixture obiained. The three substances were stirred to obtain a
uniform mixture. Subsequently, a second mixture as previously
formulated, was introduced into the same vessel. It comprised
340 g of a 95:5 ethanol:water solution, 1 g of salicylic acid
and 0.5 g of menthol. The two mixtures were combined by stixring
to form a uniform solution. Next, 3 g of a fragrant composition
TILIANA H4308 were added. TILIANA H4308 is a product of Fabryka
Syntetykow Zapachowych Pollena-Aroma (Synthetic Fragrance Works
Pollena-Aroma), of Warsaw, Poland. The soldtion was then brought
to a total volume of 1000 ml by adding 454.5 g of distilled

water; stirring was continued until a homogeneous mixture was
obtained.

In the above procedure, 86% glycerol, menthol and water accord-
ing to the requirements of Polish Pharmacopea FP IV and ethanol
in a concentration of 95% according to the Polish industrial
standard BN-75/6193-01 were used.
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The concentrated peat extract used was a dark-brown liquid of a-
density 1.020-1.090 g/ml and a content of dry solids not less
than 5%; the pH value of a 1%. aqueous solution was 5.0-6.5.
Camomile extract was a red-brown liquid of - a density of 0.9160-
0.9503 g/ml and ethanol content of 52-56% by volume.

The tonic preparatiqn-obtained above is suitable for all kinds
of skin. It is a clear liquid without any, solids. Its colour is
yellow. The pH value is 4.28 and the ethanol content is '45.92%
by volume. Total acidity calculated as salicylic acid content
was not less than 0.1% by weight, namely 0.23% by weight. The
preparation'being ;tored for 12 months did not lose any of the
above characteristic features.

Example 53 .

The procedure described in Example 4 above was repeated, the
only difference being that instead of camomile extract and the
TILIANA H4308 fragrant composition, a marigold flowers extract
and a composition FINUS H4625 (also a product of Fabryka Syn-
tetykow Zapachowych Pollena-Aroma) were used in the same way and
the same molar and volume ratios. The resulting tonic prepar-
ation is suitable for dry and fragile skin. Similarly it was a
clear liquid without any solid particles. The pH value was 4.30,
total ethanol content was 45.82% by volume and total acidity was
0.27% by weight. When stored, the preparation was unchanged

after 12 months like tlie preparation obtained according to
Example 4.

Example 6:

The procedure of Example 4 was repeated, except that an extrac:
of sage leaves was chosen instead of camomile extract, and the
fragrance LELIA 90368 (Pollena~-Aroma, Warsaw) was chosen insteaé
of TILIARA H4308. The extract of sage leaves was obta;neé by ex-
tracting dried sage leaves with ethanol at 50°C and had a2 brown-
ish colour, a characteristic sage odour and a density of 0.9160
to 0.9503; it contained 32 to 56% of ethanol. The resulting face
care agent is particularly suitable for greasy skin. It is a
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The preparation was analysed. and stored in retall size bottles
of 200 ml volume. The result;ng preparatlon was suitable as a
hair care preparatzon. It was a clear, sl1ghtly opalescent
liquid, contalning approx. 45% by volume of ethanol the pH
value was 4.5; the total acidity calculated as salicylic aci
was not less than 0.1% by weight. The preparation is suitable
for blonde hair. During 12 months storing the preparation re-
mained unchanéed in its features.

Example 9: o

The procedure described in Example 8 was followed except that
instead of camomile extract and TILIANA H4308 composition there
Wwere used in the same sequence and ratio: horsetail herb extract
and the fragrant composition FINUS H4625. Horsetail herd extract
was a green-brown 1¢qu1d of a density of 0.9160-0.9503 g/m1 and
an ethanol content of 35% by volume.

The resulting preparation was sultable for.all kinds of na-‘. It
was a clear and transparent liquid without any solid parts,
vellow-brown in colour. pH value, ethaﬁel content, total acidity
as well as stability after a 12 months storing period were the
same as those of a preparation described in Example 6.

a Examo}e 10:
The procedure as described in Example 8 was repeated with com-
parable results. The only difference was that, instead of camo-
mile extract and TILIANA H4308 composition, stinging nettle
leaves extract and fragrant composition LELIA 90368 (product of
the same Fabryka Syntetykow Zapachowych Pollena-Aroﬁa) in the
"same sequence and ratio were used. The herb extract used was
olive~green in colour, had a-density of 0.9160-0.9503 g/ml and
an ethanol content of approx. 55% by volume. The prep;ration was
suitable for all kinds of hair.
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and that residual organic solvents are expelled fron1the oan-415
extraction aqueous phase and the remaining solution is filokerg ¢

sintered ceramic filter under reduced pressure, prior tojb
dem neralized, e.g. distilled, water. 6. A process as cldi

A Fees
characterised in that the 20 solution is sterilized by qua§ﬂ@§§3é§§ !

menbrane filter, e.g. a MIlipore(R) filter. 7. A process

cl ai ned i n

one of clainms 4 to 6, characterised in thay the solution }§s spray-dried

with an

Aseptina 0.40 g
Ethanol k 1.60 g
BRONOPOL T 0.04 g
Sodium chloride . 6.00 g -
Water . __106.96 g
total ~200.00 g

To 95 parts by weight of the above composition, 5 parts by

" weight of TTP were added to obtain 100 parts by weight of

shampoo according to the present invention.

Example 16: }

A tooth paste contains TTP as a concentrated peat extract, in an
amount of 0.07-0.10% by weight, ethereal oils or their
compositions or else fruit essences in an amount of 1-10% by
weight, glycerol in an amount of 5-10% by welght, herb extracts
in an amount of 0.10-10% by weight and cleaning substances in an
amount of 20-35% by weight dispersed in water in an ampunt of
45-60% by weight, and dyes and whitening components idJéh amount
of 1-2% by weight. '

Titanium d'oxide may be used as a whitening component; TTP
av.

h

itself may.be used as an anti-bacterial additive; sage leaves,
camomilie or marigold flowers extracts may be used as beneficial
preferred herb extracts.

The preferred recipe is as follows:

?fecipitated calcium carbonate : 150.00 g
Magnesium.cafbonate ' 60.00 g
Glyceroi ' 70.00 g
Herb extract 5.00 g
TTD 0.50 g
Titanium dioxide 10.00 g
Ethereal oils {(or mint, lemon, etc. essence) 5.00 ¢
Water 400.00g

Dye trace



inlet tenperature of about [err] and an outflow tenperature 25 of about
[err]. 8. A peat-derived bioactive product, obtained by 3

to any one of clainms 4 to 7. 9. A peat-derived bioactive J%“‘
to claim8, characterized in that it is in powler form 3p 10
for preparing a pharmaceutical formul ation containing a pg
bi oactive product, characterised in that a sterile aqueou$
previ ously powdered ' '

. A proéess
aj - e ARIDTB

bol ut'i on of

- 18 -

Example 17:

Bath salt preparation. In the course of the process for
obtaining a peat-derived bioactive product according to the
present invention, 1n particulaxr when converting a liquid form
into a powdered one, there is the desalination step in which
sodium chlorzde is separated as a by—product. In said by-
product, 95% constitutes sddium chloride, other mxneral salts
separated are calcium salts, magnesium salts, maxnly chlorides
and sulfates; these_salty products also contain some organic
peat-derived.low molecular compounds occluded within the crystal
structure of these inorganic salts. These organic compounds are
components of TTP and are ~ among others - .polysaccharides,
anino acids, fulvic acidg and the 11ke. The presence of these
components in the salty by-products lS beneficial when salt is
used as a bath salt, because -they may add additional beneficial
effects to the standard activity of bath salt. Accordingly this
by-product was. tested for its chemicalfand'phfsical properties
in the Balneologic Instituﬁe in Poznan, Poland, to find out
whether it can be used in cosmetic baths. Since the Institute
has found no undesired entity in the salﬁ,.it was approved for
cosmetic use.

The preferred recipe is as follqws:

salt {NacCl) containing occluded TTP 97.00 g

Pine ethereal oil or etheral oils composition 3.00 g

Example 18:

A new hair balm contains TTP. in an amount of 0.01-1% by weight,
herb extracts in an amount of 0.01-10% by weight, anti-electro-
static components in an amount of 3-4% by weight, components
preventing excessive drying of hair and skin in an amount of up
to 2% by weight, glycerol in an amount or 1-5% by weight, pre-
servative and stabilisers in an amount of 0.05-0.50% by weight
and water to 100% by weight.

As an anti-electrostatic component, the'present balm contains an
alcoholic solution of trimethylamine and ammonium chloride salt,

obtained from fatty animal-derived amides; as thickening agent -



peat - derived bioactive product I's conbined with a suitabl e—carrier—and
further additives. 11. A process according t'o claimi10, chiyREs MEriaedTi
that the pharmaceutical formulation is prepared in the forg
whereby a sterile alcoholic herb extract and a sterile sol}

thynmol, mnt, |lenon and eucalyptus, are enployed as additif .
gel - forn1ng conp05|t|on such as sterile.glycerol with coILoidaI silica 10

is used as the suitable carrier, to conve?? 1he liquid

Qas tested in the above-mentioned Balneologic Institute and was
found suitable for cosmetic use.
The preferred recipe is as follows:

Post-extraction peat 100.0 g
Natural therapeutic mud or peat 20.0 g
Humic acid fraction 10.0 g
Magnesium carbonate ] 10.0 g
Zinc oxide 5.0 g
.Citric acid or the like : 0.1 g
Herb extract or powdered plant material 5.0 g

Distilled water qg.s.

The following statements and explanations relate to the bio-
logical aspect of the products'of the présent invention, i.e. to
the bioactive characteristics and to the compatibility of these
products, particularly with a view to their usefulness as phar-
maceuticals. The following abbreviations will be used below:

TTP TOLPA(R) 7ors Preparation (tradehark of Torf Corporation,

~ Wroclaw, ul. Mydlana 2, Poland)

IFN Interferon exists as a ubiguitous cytokine (tissue hormone).
IFN genes are present in all cells. IFN is mainly induced by
proteins or glyco proteins. Substances stimulating the IFN
genes for the prodﬁétion of IFN are called inducers. The
process of the IFR inductzon is a highly regulated, soph-
xsticated biochemical process; negative and positive regul-
atory genes controlling IFN production have been recognized.
Small amounts of IFN may be produced spontaneously' without
any detectable inducer. Such IFNs are sometimes named
“physiological IFNs”. IFN exists in nature in three main
molecular forms:

IFN-c (or leukocyte IFN),
IFN-8 (fibroblast IFN), and
IFN-Y " (immune IFN).

IFN-a and IFN-f are type I-IFNs, IFN-y is the type II-IFN.



conposition into gel form the weight ratio of liquid. m ytue—to-siid o |
preferably being from90:10 to 94:6. 12. A process accord REP&AC%@%%ﬁgggﬁﬁr

characterized in that the pharmaceutical fornmulation is piepared I n the
formof an 15 oi ntment, whereby a sterile herb extractji§ eygipredogs hn
additive and a gel-formng ingredient such as colloidal si{lica 1s added a$
the suitable carrier, whereafter the gel thus obtained isjtn ' 'a
previously sterilized m-xture of fatty Coﬁﬁoﬁents, such ag eucerine and 20

petrolatum preferably in a weight ratio of liquid conmponents to.silica of
about 30: 2, . condidérgsle tvarfiatiyn in the response to TTP of leukocytes of

the individual blood donors have been observed. PBL of several
donors were found to be unresponsive. This may reflect a genetic
background. '

Potent polyclonal antisera were used, such as anti~IFN-a
(Cantell), anti-IFN-a Ly (Namalwa) from:K. Fantes, and anti-IFN-
Yy (Cantell) to ﬁedtralize-éntiviral activity in the supernatants
oﬁ PBL treated for 20 h with TTP.

The results of the neutralization assays were found to resemble
the finger prints of individual blood donors. In other words,
proportions of IFN types produced by the individuals varied con-
siderably. The separation of PBL into adherent and non-adherent
fractions may amplify the induced cytokine-synthesis.

The hyporeactivity (tolerance) > the induction of IFN by NDV
observed 20 h after the initial stimulation of PBL with TTP was

either minimal or absent.

All of the seven batches of TTP tested in human PBL as IFN and
TNF inducers were found to be active in inducing IFN and/or TNF.
The.qptimal concentration of TTP for IFN induction was 30-100
ug/ml and for TNF induction 100-200 pg/ml. The dose of 200ug/ml
may be subtoxic for PBL, but the synthesis of TNF occurs much
faster than that of IFN and faster than the development of
moderate cytotoxicity.

The conclusion of the foregoing is the experience that the
active principle in TTP pharmaceuticals is an immunoactive
fraction of an extract from peat containing organic, primarily
bound sugars, amino acids, - uronic acids, humic acid substances
and mineral salts including microelements. The LDg, in animals
is »2400 mg/kg per os. '
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1. A peat-derived bLoactive prodnct, characterised in that it
contains not more than 70%, preferably not more than 60% by
weight of lnorganlc salts, especially of sodium chloride,
based 'on dry solids. .

2. A peat-derived bioactive broduct obtainable by a process
wherein a highly concentrated aqueous solution of inorganic
salts, especially of sodium chiloride, 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 resulting solution is concentrated and
clarified, and, optionally, in at 1east one further step,
sterilized and/or spray-dried.

3. A peat-derived bioactive product according to claim 2,
with a highly concentrated aqueous solution of sodium
chloride containing peat-derived biocactive ingredients,
characterized in that said solution is obtainable by primary
and secondary alkaline hydrolysis of air-dried raw peat
material, followed by acidification of the hydrolysate,
separation of insoluble parts and elimination of ballast
substances by extraction with organic solvents and removal
of the residual organic solvents from the post-extraction

aqueous phase, and

that said solution is filtered through a sintered ceramic
filter under reduced pressure prior to being diluted with

demineralized water.

4. A process for producing peat-derived bioactive products
from a highly concentrated aqueous solution of inorganic
salts, especially of sodium chloride, containing peat-
derived bioactive ingredients, characterised in that said
solution is diluted with demineralized water, the dilution
being effected with water volumes several times, preferably
5 to 8 times, the volume of the solution to be diluted, that



peat - derived bioactive product as clained in any one of -46 - cI ainms 1

to 3, 8 and 9 i-n-a-quantity of 0.01-10% by wei ght, prefg
wei ght,  nore preferably 0.0- 0. 1% by wei ght. 16. A cosng
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the dlluted solution is subjeécted to reverse osmosis in
order to desalinate the solution, inorganic salts being
removed, whereafter the desalinated solution is concentrated
and clarified, and that, optionally, the concentrated and
clarified solution is sterilized and/or spray-dried.

5. ' A process accordlng to cleim 4, with a highlg concentrated
aqueous solution of sodium chloride containing peat-derived
bioactive ingredients, characterized in that said solution
is obtainable Ey primary and secondary alkaline hydrolysis
of air-dried raw peat material, followed by acidification of
the hydrolysate, separation of insoluble parts and
elimination of ballast substances by extraction with organic

solvents, and

that residual organic solvents are expelled from the post-
extraction agqueous phase and the remaining solution is
filtered through a sintered ceramic filter under reduced
pressure, prior to being diluted with demineralized, e.q.

distilled, water.

6. A process as claimed in claim 5, characterised in that the
solution is sterilized by means of a membrane filter, e.g. a

Millipore (R) filter.

7. A process as claimed in any one of claims 4 to 6,
characterised in that the solution is spray-dried with an
inlet temperature of about 180°C and an outflow temperature

of about 90°C.

8. A peat-derived biocactive product, obtained by a process
according to any one of claims 4 to 7.

9. A peat-derived bioactive product according to claim 8,

characterized in that it is in powder form.

10. A process for preparing a pharmaceutical formulation

containing a peat-derived biocactive product, characterised
in that a sterile aqueous solution of previously powdered



16, containing as the

17. A cosnetic preparation as clainmed in claim15 or
"concentrated peat ext racg-‘-‘-—as_d.esmi hed
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peat~derived bioactive product is comblned with a suitable.
carrier and further addltives. :

A process according to claim 10, characterized in that the

pharmaceutical. formulation is prepared in the form of a gel,
whereby a sterile alcoholic herb extract and a sterile

11.

5
solution of a flavouring compound preferably selected from
the group comprising menthol, thymoi, mint, lemon and
eucalyptus, are employed as additives, while a .gel-forming
compos;tion such as sterile glycerol with colloidal silica
10 is used as the suitable carrier, to convert the 1iquid

composition into gel form, the weight ratio of liquid
mixture to silica preferably being from 90:10 to 94:6.

A process according to claim 10, characterized in that the
pharmaceutical formulation is prepared in the form of an
ointment, whereby a sterile herb extract is employed as an
additive and a gel-forming ingredient such as colloidal
silica is added as the suitable carrier, whereafter the gel
thus obtained is triturated with a previously sterilized
mixture of fatty components, such as eucerine and

20 petrolatum, preferably in a weight ratio of liquid
and of gel to fatty

12.

15

‘components to silica of about 30:2, .
composition of between 32:68 and 34:66.

13. A process as claimed in any one of claims 10 to 12,
characterised in that the peat-derived biocactive product is

25 as claimed in any one of claims 1 to 3, 8 and 9.

14. A pharmaceutical composition containing as active
ingredient a peat-derived bicactive product as claimed in
any one of claims 1 to 3, 8 and 9 and a pharmaceutically
acceptable carrier material, preferably in a weight ratio of

30 between about.1:5 and 1:25, and most preferably between 1:9

and 1:19.

15. A cosmetic preparation containing as active ingredient a
peat-derived biocactive product as claimed in any one of
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claims 1 to 3, 8 and 9 in a quantity of 0.01-10% by weight,
preferably 0.05-1% by weight, more preferably 0.05-0.1%.by
weight. '

16._ A cosmetic preparation as claimed in claim 15, containing,
5 in addition, at least one herb extract and/or at least one
fragrance. '

17. A cosmetic preparation as claimed in claim 15 or 16,
containing as the peat-derived biocactive product a
“concentrated peat extract“ as described herein.



