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Type I allergies are commonly treated by corticosteroids
(cortisone), anti-histamines, ephinephrine, theophylline or mast
cell stabilizers. These compounds block the action of allergic
mediators, preventing activation of cells and degranulation pro-
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Sirtori (Pharmacological Research 44 (3) (2001): 183-193)
discloses an anit-inflammatory effect of aescin which is ef-
fected by the reduction of vascular permeability which can re-
duce the density of leucocytes in affected tissue.

Matsuda et al. (Bioorganic & Medicinal Chemistry Letters 7
(13) (1997): 1611-1616) mention an antiinflammatory effect of
isolated escin compounds from horse chestnut which is based on
vascular constriction measured through an anti-swelling effect

in carragenin induced oedemas in rats.
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prophylactic treatment) of diseases mediated or caused by activ-
ated granulocytes or for the treatment (or prevention) of a dis-
ease, wherein the origin of the disease is mediated or caused by
activated granulocytes. In particular embodiments this does not

extend to the treatment of inflammation or of oedemas. Preven-

tion should not be interpreted to an absolute success in the
sense that a patient can never develop an associated disease but
to the reduction of the chance of developing the disease in a
prophylactic treatment.

In particular embodiments the granulocytes are hyperactiv-
ated. This excessive activation can lead to severe systemic ad-
verse effects like shock syndromes, e.g. allergic shock. The

granulocytes, as defined herein, are preferably independently
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pharmaceutlcal products. Beta-escin is the preferred form of es-
cin according to the present invention. In addition products
containing escin are licensed against traumatic injuries, edema
(including edema of the brain), hematoma, bruises, sprain, ten-
dosynovitis, and pain of the spine. Escin is also known as an
anti-inflammatory substance, but mainly due to its inhibition of
edema. An inhibition of an inflammatory response at cellular
level has not been described so far. A detailed review of the
use of escin and horse chestnut extracts can be found in:
Tiffany at al., Journal of Herbal Pharmacotherapy, Vol. 2 (1)
2002:71-85. Also, the antioedematous mechanism of f-escin is
still unknown, specially at the molecular level. Besides some
speculations about the mechanism of action of this molecule ex-

ists, clearly further research is needed.
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lytic anemia (AHA) and systemic lupus erythematosus (SLE),
rheumatoid arthritis (RA), type I diabetes and multiple scler-
osis.

In further embodiments the medicament is preferably used to
treat skin diseases with an enhanced activation of granulocytes
also including diseases complicated by secondary bacterial in-
fections.

Preferably the pharmaceutical preparation is in form of a
preparation for topical or mucosal use, preferably skin lotions,
cremes, powders, sprays or gargle solutions. The escin prepara-
tion is especially suitable for topical application to treat
skin or mucosal symptoms of the granulocyte mediated disease

such as inflammation. But also systemic, e.g. parenteral or oral



Preferably the allergic disease is a chronic di sease
or an unwanted hyper-reaction of granul ocytes. Escin
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Preferably escin is in doses between 0.01 mg per kg of a pa-
tient and 500 mg/kg, preferably between 0.1 mg/kg and 100 mg/kg,
most preferred between 1 mg/kg and 40 mg/kg. The present inven-
tion also provides the use of the pharmaceutical preparations.
The administration of the preparation is not limited to adminis-
trations at the same time of an allergic reaction but can also
be used before or after the reaction, e.g. for prophylactic
treatment, i.e. a treatment before an expected exposure to an
allergen to reduce the force of the reaction.

The present invention is further illustrated by the follow-
ing figures and examples, without being limited thereto.

Figures:



activation such as an anaphyl actic shock or septic
shock. The preparation may al so conprise
wWebasaeweut i cal carriers, excipients, preferabCyEP2007/006870
polyneric excipients, or addttves. The term
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Fig. 4: Symptoms score of a patient with uticaria pig-
mentosa: A 49 year old patient with uticaria pigmentosa was
treated on affected areas of both legs with a gel containing
1.5% escin. The score of symptoms for each area was recorded and
documented by digital photography. Treatment for the left leg
started at point 0. Diamonds indicate the score of the left leg.
Due to the surprising fast response of the left leg the treat-
ment of the right leg was initiated after one hour (quarters). A
small area of the skin was left untreated (triangles). X-axis

gives the time-points after treatment initiation in hours;

Examples:



human bl ood cells. Human bl ood was incubated with the
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waehoaimoed with 100 ng/m LPS (Sigma) and thePCT/EP2007/006870
TNF- al pha in the supernatantSwas determned wth a
commercial ELISA Kit (Bender-Md-Systens) after 18
hexampleflstEerinsis Tet vendga giseslRheinduced TNF-alpha re-
leaséOncentrations of escin in pg/ni, the y-axi s glves

the copcentration of TNF-al pha, in Fi g
BRF S Ton 1f P ATHEE pr et GRERE o | G ot phammatory
procsss nus adlesereesd cedbsingFhiecivbshs cedhd a@E€immune dis-

ncubpat ed rati,ons_ran fro
casel"E0oL £0 Lk MGSHHLAL SIS 2001 1O, [EAM &P 8o sev-
eral r@%@%@tww'yesemmmtce@ura@ epf cddmageere. gt i lpy-ihéeetlion
but éMéB @@riﬂ@@@%ﬂﬁé‘r&%@&t%l STYET L1 85808} 8ds B mulated

L] hour s, and” TNF- alpha i n the supernatant was
by S%l%%? %faewn% | S hr (TP notse IRl G b ELARA bacterial
endo{Beimercdbl-ISys¢ @By sa st rosindpaismamdp £ahLry hBlood cells

suingl 80081 0011 88485, Vel Bl oy BRSSP DR s il Bp hscin dose-
deperdeniyl ut behillts. nNErmh@ca nrebeade pMegcln) - 6, 0.31 pM

esghmnid, 2: Bdc M ©@8Sidht 8, TI@E‘-Oégﬂ-pl'PAVI estedse lrr8Rdat18rgic
timul ate Mﬁth IgE / Antigen; y-axis gives the

Stim@ﬁﬁ%%ﬁt?%f?oﬁe STNF-alpha in pg/m; Fig. 3: Balb/c
nflceifea=8) stwerel s et o ha t dd 1élttmsélkgﬂit't}pOIgE and the corres-

pondPﬁgy§ﬁEf€§ﬂ'f%%éé%@ h“4ﬁ§0¥§§§uéﬁfgﬁ qgeggéé¥al mediators

dose esci
inclpdimg a?kl%ra%%%ltwﬁgh NFREVeHier @ asracmcﬂ ezdonnfosekhen identi-

flcawﬁénobfaaﬂ@ﬂbllé%@&%lfiggﬁgh@égh Iﬁca@ﬁéﬁ[@fnsgcpﬁ re-

rc | en Ste
duce%heﬁg-a%?%a?%f?ta?%l?r@?%&%ﬁﬂ% bf %N#Q%?pﬁgp?ﬂgééﬁs@anner’
An 113}emntmn of)/ IWE-8Bphd prodeat esnthe aehlehstt bedt eds ob-
serv@@c§taﬁgn@@ﬁt§é§f6W§ of he. ﬁfsﬁwt ﬁ% £18§n&é§@£ﬁ91$htgf 30 nM

| n tOFTB Score of at1 ent
the Hm%ﬁ%r% @ff%%t%%% Swagfy%%?tm batTenuly fpdicates
that udlchough ptigerentlosiai vesy ¢ f eatedwos rﬁkﬁ{e@éeéfﬁi@ﬁén@fas ob-

W Th
coro B B LoD 2, L SO L PO o S T 1o
potepy @m@%%hleb%b@o@?%&ﬁ@th$eéfh®nt2for the left |eg

SEﬂ&Iﬁﬁﬂe at: poddin Ois Q@f@&@slﬁ ngh Ciar‘i eVH}‘@ 2 PhEL %o&@@ that
o_the sur |sln§Jr response of

mlml?%fﬁh?e%ff%%tt? at" ?EWHH °¢he ?CFeg was
i I+ atdgctafereriomel dourdriubs t extsion Aof shapbpat gaaotharide

is atbglﬁké§t¥@§léﬁgé ﬁgﬁéfafgg fégfaﬂﬁkgﬁ lo§ﬁ@§isre9&¥§8ns and
he tinme- p0|nts after treatnent initia
a model for septic shock. As shown in figure 3 the treatment of

mice with 15 mg/kg of escin reduces the TNF-alpha level to 30%.

Example 4: Treatment of a patient with uticaria pigmentosa
with an allergic skin reaction:

A patient diagnosed with uticaria pigmentosa, a disease that
is characterized by unspecific allergic reactions caused by an
overreaction of mast cells. The 49 year old female patient had a
history of allergic reactions mainly of the skin and in some
cases systemic manifestations that were treated with antihistam-
ines and corticosteroids. Prior treatment a strong allergic re-
action was ongoing on the skin of large areas of both legs and

hands. The patient reported itching and pain of the skin.



Exanpl es: WD 2008/ 015007 PCT/ EP2007/ 006870 - 9
Exanple 1: Escin is active against LPS induced
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30% Exanple 4: Treatnent of a patient with uticaria
pigmentosa wth an allergic skin reaction: A patient
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characteri zed by unspecific allergic reactions caused
by an



overreaction of mast cells. The 49 year old female
patient had a history of allergic reactions nmainly of
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corticosteroids. Prior treatment a strong allergic re-
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7. Use according to any one of claims 1 to 5, characterized in
that the disease is selected from any one of psoriasis, arthrit-
is, immune thrombocytopenia, autoimmune hemolytic anemia, sys-
temic lupus erythematosus, rheumatoid arthritis, type I diabetes

and multiple sclerosis

8. Use according to any one of claims 1 to 7, characterized in
that the granulocytes are selected from eosinophils, neutro-
phils, basophils and mast cells.

9. Use according to any one of claims 1 to 8, characterized in
that the preparation is in form of a preparation for topical or
mucosal use, preferably skin lotions, cremes, powders, sprays or
gargle solutions.



that the disease is a type | or type IIl allergy or
septic shock, preferably a type | allergy. 6. Use
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9. Use according to any one of clainms 1 to 8,
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preparation nmucosal use
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g %h%? r?% 9tn that the preparation is in formfor
oral intake, preferably in formof pastilles,
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solutions. 11. Use according to any one of clains 1 to
10, characterized in that the preparation conprises
pharmaceutical carriers, excipi- ents, preferably
pol ymeri c excipients, or additives. 12. Use according
to any one of claims 1 to 11, characterized in that
escin is in doses between 0.01 ng/ kg and 500 ny/ kg,
prefer- ably between 0.1 ng/kg and 100 ng/ kg, nost
preferred between 1 ng/kg and 40 ng/ kg.



