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histamines, ephinephrine, theophyllrine or mast cell stabilizers. These compounds block
the action of allergic mediators, preventing activation of cells and degranulation

processes. These drugs help alleviate the symptoms of allergy but



play little role in chronic alleviation of the
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Summar y In a first aspect, there is provided
the use of escin for the manufacture of a
phar maceutical preparation for the treatnment of a
di sease, characterized that the origin of the disease
is nediated or caused by activated granulocytes
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Escin, also called aescin, is a triterpene saponin
m xture extracted fromthe seed of chestnut. It is a
conmponent of several pharnaceuticals on the market
(in Austria: Reparil from Madaus, Opino from Wabosan,.
Venosin from Astel | as and several nore). Often the
products contain additional4 pharnmaceutically active
seleosifacn sy sfokinashill] edubyplahmasbphisani okt @llaCI d,
Bupheni n .and essential oils

s Werpgga %&?ﬂm%}té@&@ﬁ%&,%algﬂn‘? s B b %ﬁ%‘sgnt%?atypel

or Q Ll Alerd, KAGIIMBR UXSREOTRI sdpFiot Globls \afﬂld a pharmaceutical
subsequent y the reduced perneability of capillaries.

pﬁﬁh@ﬂ@lqmunwmgﬁ&annatory, anti - oedemat ous, and ,
; S; Abladted M the sced
e S e R L T

of t:lﬁbsﬁh&f:llms ha:xompbﬁﬁn aftseadéreldplextessiivads pnithe market (in Austria:

reclinj del s of an t he
Re ]i droay, Ma altSO }@h@wgl‘&'\{)os% ng%‘%%oq %?e&l sr?'é %everal more).
OfKN Rk 6488uCRN cOftfihNad@ftiMl [phasndcb@icahgrictad @idpusidsr agh as
of escin has been conplle§ by Sirtori,

dlemgnnmmmrg@hgﬂlc Rad cRyrhgninygnd easgn@qj)m@o@i pilgglrylgghca‘uon is
: veno}ug 1ns? C%W nga%gﬁglﬁﬁiee}ﬁ Iﬁﬂéérgn%tegl?%%)ef%??l% ?ﬁ 1{5‘3 ?{%ms and
subéﬁpﬁﬁtﬁiy m@ tralutdd pedoebitientof b@lpdl-agsfs:i ‘Rhdirs anﬂn-wf@gtmajery, anti-

onent of the m xture and, i
o5 kB A HRTEY PRVA PP BB CEt R AT B R At Shestnu
see@?&ﬁfa%%QH@SE? sﬁdﬁﬁarﬂfs@ci & ds6id, hviepeal stagied Bxtagd@hdinngeclinical
to t eﬁ&resent di sclosure. in addition product s

modelmpBCNI aefl Baretipnts with thedippasd AngamRTghensivg gRgyicy of the current

kndnvahtg ' (?nsescgldgmeﬁ'ag Gh gﬁéﬁgcaﬁ ufs &frk%m*ﬁrlﬁlk rTal:en compiled by
rii ses, sprain, tendosynovitis, pai n ,

Siroki, thﬁrrﬁmomglcaEﬂmScam}s ‘dbis o44k MO@SI@HI% the revww includes

anti-infla t or ubs u
eXtFIf?h‘febﬁlE{tﬁl 8ht E a HWI %ﬂ%t mr%cr?? I%ﬁ Rles 0 the dmg.
Ac5&§iﬁg RS ﬂn@ﬂod@lﬁlebﬂbéﬁ—eécﬁi/ Blthé Q(&Wﬁ&bnipeﬁem de&ﬁrmilmde 51011 is the
fa A detailed review of the use ofz$ horse.

 moiselst /um BreE dR Mg MHRPlS T aeug ol aTa-escm is the
’ (

o e SR L5, Ot i oo

corﬁamng dsgin sitd lidensark st ﬁglpﬂ%jllcajnjtylea,t edeme (inshding edema of the

braas gg{lﬁltgige}g,gl?drlelféﬁ? gsg%ﬂf gtgn og)grtél agcp g# éa&rtrt%e gg%h aﬁ:ﬁc‘?lms also
kndvﬁisﬁfﬂ&rpﬁhﬁ _mRaeAsay subdandd B3t ﬂmmpamw 1@2%7[10@&6&&&1151 An

Recently effects &% P-Eﬁ 5 1 s0 far. A
mhéaefmre@%%lﬁﬂamﬁw giposg at ey ?éB‘}m Trdped so far.
detHReT Q9w Jf % 136 of e&TMnd%o?&%e?ﬁﬁﬁt%&trﬁé@Uﬁ%é ©uid Bl 'Flffany at

Injury inrats was studied (Xiao et al., J Zhejiang
al.,UoimnalS@ NebgPheBgacptegpraVaeR P(1) P82 ALBAoAkof basgtieedematous

e s S AP U P RO AR, B0 some
speeHiBRGH! Lt e ifecRiinn dthatio Sa ﬁimmcukeeﬁﬁﬁf &lkarlyn further
patients wth traumatic brain injury. It was f'ound
resedrelt ismseded. can i nhibit NF-KB, itself an activator of
proi nfl ammat ory TNF- al pha. Accordi ng to ot her
sources escin has proinflammtory effects. For
exanple it is used as adjuvant in severa
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6, 509, 448, US 6,504, 010). An adjuvant is an
agent, which, while not having any specific antigenic
effect in itself, may stinulate the inmune system .
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in certain conditions also i Mmunosti mrul atory uses.
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in mast cells which do not rely on the NF-xB pathway. The treat- .

ment with escin results in a selective anti-allergic effect of a
different pathway.

Herein it was shown for the first time that escin can suc-
cessfully be used in the treatment of allergic diseases and more
broadly as inhibitor of activated granulocytes exemplified by an
LPS induced shock reaction. Escin is for example able to reduce
the allergic reaction followed by a stimulus of a complex of Im-
muncglobulin E (IgE) and the corresponding antigen in vitro. Es-
cin inhibits dose-dependently an LPS-mediated release of TNF-
alpha in primary human blood. Furthermore escin dramatically re-—
duces the effect of an immunoclogical shock in an in vivo model
and was effectively used to treat an ongoing allergic reaction
in a patient Sufferihg from uticaria pigmentosa. Lymphocytes as
exemplified by the human T-cell line Jurkat or myeloid cells as
exemplified by the murine monocytic cell line DC18 were not in-



Preferably the pharmaceutical preparation is in form

of a preparation for topical or nmucosal use,
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further illustrated by the following figures and
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I nhi bition of TNF-al pha production of LPS-stinulated
human bl ood cells. Human bl ood was i ncubated with the
i ndi cated concentrations of escin. Cells were
stinmulated with 100 ng/m LPS (Sigma) and the

TNF- al pha in the supernatant was determned with a
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I me- pol ter treatnent Iinitration 1n hours;
an allergic reaction but can also be used before or after the reaction, e.g. for prophylactlc

treatment, i.e. a treatment before an expected expoédre to an allergen to reduce the force
of the reaction.

The present disclosure is further illustrated by the following figures and examples,
without being limited thereto.

Figures:
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1: Escin is active against LPS induced TNF-al pha re-.
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Fig. 3: Balb/c mice (n=8) were treated with 15 mg/kg lipo-
polySaccﬁaride (Sigma}. Mice were simultaneodsly treated with a
single dose of 15 mg/kg B-escin. 1 hour after treatment mice
were sacrificed and serum was obtained. Levels of TNF-alpha were
-determinéd.by using a commercial ELISA—Kit (Bender-Med-Systems) .
The y-axis reflects the amount of TNF-alpha in mouse serum in
ng/ml. Bar 1 indicates the vehicle treated mice and bar 2 shows
the result of mice treated with escin.

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:



TNF-i nduction in mce adm nistration of

| i popol ysaccharide is a well established nodel for

fast inmunol ogi cal reactions and a nodel for septic

shock. ‘As shown in figure 3 the treatnent of m-ce
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Example 3: Escin is active in an in vive animal model that
mimics the effect of an immunological shock.

TNF-induction in mice administration of lipopolysaccharide
is a well established model for fast immunological reactions and
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 diégnosed 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 reéctions 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.
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9. Use according to any one of clains 1 to 8,
characterized in that the preparation is in formof a
preparation for topical or nucosal use, preferably
skin lotions, crenes, powders, sprays or gargle
solutions. WD 2008/ 015007PCTF/ EP2007/ 006870 - 12 -

o1 . 10. Use according to any one of clainms 1 to 9,

~+4%aracterized in that the preparation is in formfor
oral intake, preferably in formof pastilles,

1. Uéé“%fﬁégcﬁk”%?r' sﬂﬂgﬁuf§8¥9§é309raCﬁﬂé@ﬁ%&b tical prepara-
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referably polyneric excipients, or additives. 1%? _

CYte{sse according to any one of clainms 1 to 11,
characterized in that escin is in doses between 0.01

o, DRSPS PR

3. Use according to claim 1 or 2, characterized in that the

granulocytes are hyperactivated.

4. Use according to any one of claims 1 to 3, characterized that

the disease is an allergy or a secondary disease of an allergy.

5. Use according to any one of claims 1 to 4, characterized in
that the disease is a type I or type III allergy or septic
shock, preferably a type I allergy. ‘

6. Use according to any one of claims 1 to 5, characterized in
that the disease is selected from any one of allergic rhinitis,
Urticaria pigmentosa, atopic dermatitis, allergic asthma, food
allergy, allergic conjunctivits, allergy of the intestinal tract

and an allergy of the ears.

7. Use according to any one of claims 1 to 5, characterized in

that the disease is selected from any one cf psoriasis, arthri-
tis, ilmmune thrombocytopenia, autoimmune hemolytic anemia, sys-
-temic lupus erythematosus, rheumatoid arthritis, type I diabetes

and multiplefsclerosis

8. Use according te 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.
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10. Use according to any one of claims 1 to 9, characterized in
that the preparation is in form for oral intake, preferably in
form of pastilles, tablets, gums, lozenges, powders or drinking

solutions.

11. Use according to any one of claims 1 to 10, characterized in
that the preparation comprises pharmaceutical carriers, excipi-
ents, preferably polymeric excipients, or additives.

12. Use according to any one of claims 1 to 11, characterized in
that escin is in doses between 0.01 mg/kg and 500 mg/kg, prefer-
ably between 0.1 mg/kg and 100 mg/kg, most preferred between 1

mg/kg and 40 mg/kg.



