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Use of extracts from Pel argoni um speci es 137740

sent invention relates to the use of
ext J ﬁ’ﬂ%’m | argoni um speci es or plant parts
t hereo IarnyromP si doi des and. P.
renlforr’n‘?UPbr the prophy laxis or treatnment of

el at ed behavi oural changes, chronic or
pos " Iumﬂﬂl eni a syndrone and/or stress-induced
chr ical conditions, as well as{3774W0 HG/av

phar mact@92eal preparations containing these extracts.
10 Many patients. know fromtheir personal experience

i uenpar - UBERIEKEAAS PSR bl R heR 00,

respiratory tracts are acconpanied by. a plurality of

unspeci fic and generali-zed di sease synp- ‘tons. Besides
RetRYE IR regateﬁet@eﬁheauﬁp af extsagta fram Ralargoniym species or

isola . weakness .‘of " ’con- _centration, sleep

asth&ﬂ%? fgmeaﬁ'%ii of plressrdndycadeehrosie @athﬁiqwae\m@egltl@ns as well
e di seases.
as p‘PifaFrﬁaﬁel r téﬁarﬁ%ﬁ?ﬁ%@@ﬂu%ﬂé&%@@&&%ehav_
i oural . di sorders are desi gnat ed as "acute phase.
rea ckr](Ess behavi our' ssion du

Pgé?;Fs"éon?'\ﬁXPﬁGEaRe glilatalpPec%RHs and inflamma-
tlon?@b%hoés azc?c?ld uﬁl%%%aljﬁ?%@tboﬁsl@ﬁ?ﬂf%t%ﬁrw@ru,tppg Ei‘ésblrat ory

Behav.

N : tractsrmradsenmanledrbwa pluzality of mnaaq;clt" iclaRd ge2neflized. distase symp-
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tomgBgSiies BhanBmena, ikt ap St aitkilel <y hisdilar agle, also be-
havieak @.ﬂhahbeé fark rh?rhéﬁé QHedy NtHIRS 'e?lélfdesp?ﬁ’dé‘ﬁﬂeggﬁﬁt %ﬁ’essness

cytoki nes such as i it er | eukui n
feelingafoseakness, fatiguea apergy, aa)nooexla,nsmalesomom WE)akness of con-

centTa]t?&\e gfg&; Al aerswa'ng(lat? " rer%ﬁ:s(?r(!j ‘or hyperalge3|a often occur in

o .' _connectlon wnth mfectlve dlseases In thelr totahty, these symptoms and behav-
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.--';loura| dlsorders are deS|gnateq as “acute phase reactlon” “sickness behaviour” or
~ “depression due toa generallzed dlsease" (W. Kozak et al., Am. J. Physiol. 272,

R1298- R1307_(1997), R. Dan_t_zer, Brain Behav. Immun. 15, 7-24 (2001); K. W.
Kelley et al., Brain Behav. Immun. 17, p. 112-p. 118 (2003); A. H. Miller, Brain Be-
hav. Immun. 17, p. 132-p. 134 (2003)).

On a molecular level these symptoms are caused by an increased synthesis of

- proinflammatory cytokines such as interleukuin-1 (IL-1), IL-6, tumor necrosis fac-

tor-o. (TNF-a)) or interferons (INF). These mediators, which are produced’ in in-
creased amounts after tissue ,da_mages, elicit behavioural changes indirectly via

afferent nerve tracts or-directly after transfer into the brain. Although sickness be- .

haviour clearly appears mainly in cases of infectious diseases, it is also observed
in connectlon with injuries, traumata, tumor diseases or infammatory reactions
such as autoimmune dlseases (R. Dantzer Braln Behav. Immun. 15, 7-24 (2001)).
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creased anmounts after tissue.damages, elicit

behavi oural changes indirectly via afferent nerve
tracts or directly after transfer into the brain.

Al t hough si ckness be 30 havi our clearly appears mainly
in cases of infectious diseases, it is also observed

i n connection mﬁth'inyuries?'traunata, tunor di seases
or inflammtory reactions such as.autoi nmune di seases .
(R Dantzer, Brain -Behav. Inmmun. 15, 7-24 (2001)). 2

The i ortance of cytokines for the devel opment of
Theumsétgﬁpw éyﬁﬁaﬁ gRxelopmens &f apspecifc digpasgesymptoms

~ and ‘ﬁ%ﬁg&@%ﬁ’é’l%@?@e@%a# P&Ecﬁnr z%gi f)d&{fﬁ fﬁ’:%ttti}ﬁgsiﬁ WE s8pe of clinical
_ studmamlhiw;nedmub thatfthe fagiministrattibr .of| for 2xample} k2 oF tnterferons to

' patl%rgg g'g ?lir%eggtgsgg%gg? %;gé;ﬁgacsreﬁyltl;g?%@%%gag%sgg Ilrt1fllLlloelnezai-llke
- symBRorfidizar b@&ilﬁﬂ&%é&d@% a?%tﬁﬁgﬁé&f}%@é afti%erious de-

serious de-" pressions

. preqsiqnsal |Mga|mNh||Ie;d|thﬂr9| is a hpllurall’lye oﬁltlnﬂlcaaen dttat nthenteytokine-

depitld efBahifs, BRR' Contitblianfa Hlsipegrelated Wahayiouralychanges
o -play@ﬁnﬂ%x’f&ﬁ%@é@o% tﬁ@?éﬁr%’%bﬁ@&s(df deﬁgégl&ﬁ‘s &g?ﬁuroﬂ%nd R.

Dant zer, Brai'n Behav
Dantzgmolye)m Behavnlnmsin. 4% ped 19 spck%ﬁ%OQﬂ)haw our can be
caused by direct injection of -proinflam matory
cytoki nes or by adm nistration of a.cytokine inducer

In testehimai sickridsesunavisur caliebé @ﬁusé‘@ b§HiRic injection of proinflam-

constituents: of the cell walls of giammnegative

, _rhat@rmsé@klaes oF by administiation Kélmgﬁokmpnduiersgl:‘qbll"?ﬂm lipopolysac-
- chafh hen 308 coBfenfl brneleAERHEEH: HPA ailive RN Lice

hurrme@lﬁgsm;jp%all@hﬂ!@mshmvamtﬂals larg] ik Ellﬁeé'réd@ééﬂ uptake of

oratory behavi our or al'so a |ack of interést for

foods%%mt@rd @S plweighd retHeed soRigh jerastions.cdesrapeing aexval be-
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sweetegmdidrinksAs a re- sult, exhausting physical
activities (such as foraglng and sexual behaviour) are

"_-The pathophysnologlc lmportance of snckness behawour presumably lies in an

adaptlon of the organlsm to the modified needs of a diseased organism. As a re-
sult, exhausting physical actlwtles (such as foraging and sexual behaviour) are

“avoided and temperature losses are limited (for example by physical rest). Simul-

taneously, the temperature production is increased, for example by trepidation.
These behavioural changes in total shall ease the healing process for the body.

3 However thls condition should only Iast until it is no longer necessary for the heal-
'. mg process A number of mechanlsms is knOWn actually, which limit the blologlcal

- effects of the promflammatory cytoklnes such as the increased synthesis of gluco-

30

_' | cort|c0|ds IL-10 or a—melanocyte-stlmulatmg hormone (R. Yirmiya, Current Opin-

ion in Psychiatry 10, 470-476 (1997)). Perturbations of these regulative mecha-

~ nisms may contribute to a continuation of the immunologic and neuronal proc-

o ess_és and may lead to a misd'i_rec_ted.adaption reaction which manifests as chronic .
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avoi ded and tenperature |losses are limted (for
exanpl e by physical rest). Sinul- taneously, the
tenperature production is increased, for exanple by
trepidation.- 25 These behavi our al changes in total
shal | ease the healing procgss for the body. However ,

" this condition should only~Fdst.until it. IS no Ionger
necessary for the heal- ing process. A nunber of

weaheessarsysdmme; (kumout syndedrhg, chionid fhligde syidrome, chronic ex-

i ff fl
naugih EBme o, 55 phshuiral BeBkdete sjrinew {pest-aldalaue syn-

| drorﬁ%’ VeudSstréds-ihduesd %hf@r‘né diéEé‘s‘eec% dithALEN a@%@%ttrau-

Yirmya, Current Opin ron in Psychiatry 10,
matuwetrers’% S(meEDIW fibearoyalpiat Donnubrplet Imlaemlcraégsewtlwtg syndrome

(muffBT BneBIR A AR sl BliuhS Scdilhenaachlcaierad, exnivit
- .veryn!i‘,qrﬁglr?réwh?io#%aﬂﬁd PRamE patibae fMIﬁIQHermégﬁ@s%Scména for one or
chronic -

weakness syndrone (burnout syndrone,
more 16f $hese @lﬁeag@@ Iigreonamen te iallafiteemsthatitheytareelicited by a state

of St?pos hic rlgl olg\?le 333}%Y#gaecrrléﬁﬂﬁﬁ]S%g]p?%q']géloc%%dltron The prelimi-

. nansstresssisi otshicesly Qh\e eficitordios ¢las eenxmdmbtuﬁ@%mm@s vﬁ‘n‘ashb’e It be-

posttrau- matic stress. syndro fibronyal gi a

comgs) iR and meskecavident ibat fhare wg w&at@n@rhﬁtwesnéhe nervous

oS PRyl oho ey S RERATSY hoss oncions |
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are aadsediiby patiesstisddedd rédudeel rEsponsiveiiess of ties imnfurie system _

- agaRE AntEER TR oRR N h Bl (20047 oMag) Phipogahes 87, 136-
145081 Mlﬁerfétﬁqo&%@#Mé’alihoﬁQgéhdlaﬂ'dﬁgl5’ hol ogi cal

conditio im- nary stress 1s.0 V|ously t he
eI|C|tor for the cell-pronoting "circulus vitiosus"

Ouel BB B R S R oo S rSBkness be

- haviol&re &t fiRGred Byh h?&&ﬁ%e'l‘ﬁézté?@ Afteet Eéﬁsraéred to. be un-

- 25

30

stress-i.nduc _
pleasaatisiste efepisnof Maasmaifdlsem ipNOCass, mclemarmgalbesavorded

t hese condit1ons are caused

| Hov%y%bt |l;] ggg&gﬁ%ﬁ%@‘c’krﬁ)@eagé '\éétal‘lmeq? ﬁ‘rlélrec%(n? ers( Q{%nge disease--

o relatdeabéhavisurah ehangds ahdth&4hysiolodiBal reactions associated therewith -

(e.g. fever) are a complex pathological condition in themselves.

The symptoms of sickness behaviour can elicit a severe psychological strain in
affected patients and impair the quality of life dramatically. In particular, the le-
thargic attitude associated therewith can significantly hamper the patient's: coop-

* eration in therapeutic measures, such as in case of tumor diseases or challenge
- the overall success of the treatment. Furthermore in cases of trivial drseases such
as an mfluenzal infection, the degree of severlty of the symptoms of the disease-
.. related behavioural change_s is often not in due proportron to,._the.actual_physrologl-
' cal purpose of this defensive mechanism.



10

15

20

30 -

Due to their frequent and regul ar appearance,' the
synpt onrs of the sickness be- haviour are. often

i gnored by physicians. They are. rather considered to:
be un- pleasant side effects of the actual disease
process, which cannot be avoided. However, it is

cl ear fromthe know edge obﬂalned in recent years that
.the disease 20' rel ated behavi oural changes and the

- The mycdalieyiof ahe rmokicukinamesisaismsecf sisknew bbhatieughas led to

fever) are a.conpl ex pathol ogi-cal condition in
newpRsside ways fafa §|31¢f998\4%° bitevepkine d8 reeent years. Agptidepressive

agen%'rfdv‘e Rrfdy SDFtcPB¥°§“uﬁ58%' ﬁf'thétfe%'trﬂep fof fHe f&%ﬁrgg?lve compo-

atrents .and dr ama
nentl mf qhaease;rélated lbéteawmr%chm'fgegl tHontever valdidepsessiv agents de-

velop, {5 S1PrPROLHE SEReh el Relal BLoeierBhdals prBsks A Sdditon-

ally Bﬂéﬁ"incﬁlc%e@é%?e side Eﬁéétbe‘f'ﬁéreféﬂée f&”&étflelor%'éﬁé: refdiseases

the treatnent.  Furthernore, .in cases trivia
theseu pediscaments re ast anitabielareare aif . Ilnmtmtsultamhty loalytl dafgxrk:hermore
severit ase-

antidnraSeius er@%é’f?gegts YR A e e S B faubibuatg symp-

toms ¢ smﬂéﬁbﬁ@'bet@'ﬂb’ijr@&ﬁ' as Eﬁyﬁé‘él WHARSSS @‘xhébéﬁon or anorexia."
def ensi ve nechani sm elucidation of th

 Therefores thare iseahairgent need ot Ielffestave) éMment meibods; agamnst dis-

- cas BRIUIMoUIR! Brolidonl BtBTHbied JATEE0RnCd o

to be suitable for t'he treatnent of the depressive’
npo- nent of disease-related behavi oural changes.

| Extraetaefm tharoptsept thes Pelargenivmsspreies e sifoideand P. reniforme,

 whick BN R Mg i el w38 36 3he e wacitiona

-med$cf|ﬁe<>tbs théheathesrt, of diarerid, egautrdintestinglvesmplintsaggsmenor-

t hese pmedi canents ar.e not suitable or are of

' ‘thoga Andelives diseases.  owaver, tharadrainigration agingt pespistory tract
"d|se§98§“a?‘1dd§faﬂﬁulwr rggﬂ{l‘{f th@éﬂcﬂ@%&egf’ﬂ\é mﬁg is predominant, Since

neuroveg ons Of Sl cKhess VI our such

margsyexrssasel amealraetsﬁomembemets ohPosidoldgLisi ﬁstnbuted under the
Therefore, thereis an urgent need for effect

 tradenamedimckaipABa ot Heatpnt o Toaute, ach FBIPNIC infections of the

otorﬁﬁ'&%ﬁéﬁlaélc‘:'?é@@ﬁ§ Sha ¥ MiRbphalyigitRd tBhéifiiti! 'shilsitis and
bronchit’isl. The clinical efficacy of this extract appears to rely on antimicrobial and
immuno-modulating effects. There are evidences from experimental investigations

. that an extract from Pelargomum s:do:des mcreases the synthesis of TNF-a,, INF-B

and nitric ox1de (NO) (H. Kolodz:ej et al Phytomedlcme 10 (Suppl. 4), 18-24
25 . (2003)) '

~ It now has been surprisingly observed that extracts from Pelargoniums positively

“influence LPS-induced behavioural ch‘alnges' in" animal experiments despite the

stimulating effect on the sly__ntl_'i'_esis of proinfiammatory cytokines and, thus, can be
employed for th'e prophy.laxis and the_rapy of disease-related behavioural changes
(“sickness behaviour”) in human beings and animals. Examples for the disease-
related behavioural changes are symptoms such as episodes.of depression, list-
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Extracts fromthe roots of the Pel argoni um species P.
si-doides and P. reniforne, which are domciled in
South Africa, are widely used.in the African
‘traditional 15 nmedicine for the treatnent of

di arrhea., gastrointestinal conplaints, dysmenor-
rhoea and |iver diseases. t—éwever the adm ni stration
agai nst respiratory tract - di seases. and,

Iessnm@erﬁ, ifegliry lof .weal@isss fatigues raher@y,i éndréxbh@obmnﬁsdlétlon weak-
dom nant, Since nany years, also an extract from

ne&% 9 GOohsestratiom, S@ﬁeodléegderg, @ngtefty blmda‘fprgﬁtlﬁm @hayperalgesia,
which' &48ir 1AE éérﬁ?&%ll Bénglaitlﬁﬁ \&g‘? rﬁ eggeﬁqg‘gﬁe@ﬂaumata

chronic i n rons o [ no aryngol
tummreglseases sinflanamatohny meattionsnor tatﬁolmmum Idlséam Furthermore,

the SHfASTE 21 siobin, JraRE AropRidmyS GcrRatiant b sigkngbeibehaviour in
conrtéHFBHOWHHCtHE b\l’/‘%ae%ﬁlﬁe&ﬁﬁrcamﬁr@f ﬁéﬁlrﬁvbrdgé;étb‘?ﬁblhﬁﬂfncytokines

experimental ‘1nvestigations hat an extr

-suctPeBangirleukmssnnNmfems aodetheekke loe alsmwlithsihe applﬁ\dﬁoa of cy-
_ tostq;wytagﬁgtﬁa&dng htfglfc%ﬁﬁﬁl t|ssA§sNg)%@ggmgK%|5eo %8%5153 qrt herapeutlc

measﬁl@y NASreRen Péléfgdnﬁjrﬁ%ﬁr%%ﬁeﬂsé 'B%tus?bg (ﬂ'cl*né bropRylaxis

Pel argoni uns positively 1nfluence LPS-i
and flagrapy fr the chiranigesr pastaviratedsteeniarsymeanerse debponie or lpost-viral

fatlg%t gﬁ?cﬁ‘é'gﬂ% g%f}% Ougctgﬂ'eﬁﬁ rgzipheS' 2ol ][;%I}tﬂ{)lbgnc%? conditions

| sucrpasvms/basutrraumtctétr%rs@mynqtorﬁesﬁaﬁﬁnyaﬂg.atcﬁdnbmbmftwh@u sen-

changes ("sickness. behavi our* ) in human bei ngs and

. 'SltIVI%l mal s.- Exanpl es for the di-sease- rel ated behavi oural -

' changes are synptoms such .as epi sodés. of depressi on,
list | essness, feeling of weakness, fatigue, anergy,

.- '- Extrmtsrfmnapelamrﬁhmsw plbh@lparteemlefedfeééh Bé obtained according to

concentration, sleep disorders, anxiet

 knowm @redustion: methasis IRREICAS RRMROSItions uﬁ%sc&,otuentﬁ stch as water,
"metﬁa?rtmoéﬁtan%?réc?étaﬁé %dv‘fhtehlll{é‘gg%éli’% rﬂixflfr§§ qﬁ?reof at tempera-

di'Seases,
tures émm raorn tempnnaturemm 66°©Iumh$®| hfto VIbBI’dUSTIﬁIXIﬁg ohby perco-

Tatiof kiRt r%é?utét‘ﬁﬁfiééuéétri ?%raeé’ oM salvBs far this purpose
are Htauﬁéé%ﬁmhbﬁaﬁmdté@ﬁ mﬂsrwtéfbﬁb 9 J%@Bﬁhﬁﬁﬂﬂwater =

I nes suc euki ns;, |nter erons a
10/9|9| toe12488a(ve/er) wint brdemetoaqqﬂaena'ate)me)facbye ingredients, further con-

~ centration steps can be qam_e_d_ out, 'such as I|qU|d.l|qU|d dlst,rlbutnon using, for ex-

a'_'m_p‘le, 1-butanol/water or éthylacetatelwat_er, -adsorption-desorption using ion ex-

'- changers, LH20, HP20 andother resins or chromatographic separations using

RP18 silica gel and the like. If desired, further processing to obtain dry extracts is

. carried out according to methods known per se by removmg the solvent at an in-
' creased temperature and/or reduced pressure or by freeze-drynng

The extracts according to the invention can be administered, preferably orally, in

. form of powders, granules tablets dragees (coated tablets) or capsules or as a
“solution such as that dlrectly obtained by the extraction. '
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tostatic agents or other cell or tissue-damagi ng
medi canents or therapeutic neasures. Moreover,
Pel ar goni um extracts can al so be used for the
prophylaxis 10 and therapy of the chronic or
post-viral asthenia syndrone (chronic or post-viral
fatigue syndrome) and vari 6fs stress-induced chronic
pat hol ogi cal conditions - such as the posttraumatic
For $iies PESpATANIGH @fEabbish ltl@éﬂé&’trﬁbﬁrs%rx’éd' Wit |s@rt§BIé'Et€d%h1aceutlcally
sen- sitjvit 15 Extracts from Pel ar goni uns or. nt
accepipble adiuvanls sugh Be lgptasenesellaloser silieon tdroXIdc,omscarmellose

anc S REHEHLAT ) Bt SAPBRENT A bl provido

withaandultdiisle [coating snadd bf, for Ekampreeﬁydftﬂdyﬁféthﬁf)rdwmémﬂose poly-
ethxﬁﬁ:r sfromroomterrperatureto 60C under_ s ht to

) RPiRraTYs é#-go fitaniviastioxidei iean oxide) And dalpikiut es
to 24 hours. Preferred extraction solvents for this
purpose 20 are mxtures. of ethanol and water,

Thepattaots:hacdrdingr tef thieriadentioracarbiso ke IflﬁedlrmmecIaEpsutes optionally

aftef a9 Juidfants SNED. 55 HABINER S, SIS e Ihon Thesdosaams such
that%orc]’gﬁdd ﬁ@ E)tgfe?ﬁhg*“fb t?%g a# e%;rhcf’éetkedaodjrhﬁﬁété@& p&ay.

et hyl acet at e/ vvat er adsor pti on-desor ption using ion
her resin

 The BT S aBac B et A0SIS! deatS T behaviourghphanges

andﬂﬂ%ﬁrbﬁic'drttﬁ)sthfraﬂéﬁhéﬁ% syHdTbRR arr élﬁﬁﬁ)‘-‘rtéwb%@hé) lR&kBéfiments

dry extracts Is- carrle out accordlng to met

_ desqiikthbelew.'se by renoving the solvent at an in- creased |

‘tenperature ‘and/ or reduced pressure or by
. freeze-dryi ng. The extracts accordi-ng to the.

CA drg/rébﬁfﬁdt fONT bt of FRAbIgeE: fvﬂﬂch Wa@f;ﬁ*bébcé/d By dhéans bf'a étouble

formof powdérs, granules, tablets, dragees (coate

| maqeactm SIpingr sevars imas melaen@purﬁdmadeotm afchl gercentt by weight

gl TR, (T RETus Pl B ypgments. T
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- extraclt wabladmihigtered as tmalal NMRlaﬁceguakﬂaeg RigNE WySgEYR in vary-

‘as |l actose, cell ul ose, i con di oxide, croscarnello

- ing dRgages; i 2% agapusRENSAN §1Q 98140); GOBtios Arimais faceived the

agaf fsﬁsp@ﬁéﬁﬁ‘ %HIY e@h%"%aﬂé‘t Lt% ﬂeﬁﬂh%ﬁ’tb 'tﬁe Céfrgﬁr'a@ VJ%?Q Snjected

rexa propy
mtraperrtoneally wrth 400 ug/kg Ilpopolysaccharlde (LPS) (E. coli 0127 BB Sigma,

C ] Dersenhofen) in.10 mg/kg physmlogrcal sallne (0.9% NaCl). After a further two

hours, the animals were transferred into the bright field of a dark-bright box and
the motility as well as the exploratron. behaviour were observed over a period of 3
minutes. As nocturnal animals, mice prefer to stay in a dark surrounding. There-
fore, an extended stay in the brlght regron of the bright-dark box and a decreasrng

- frequency of changes between the two reglons is to be assessed as an evidence
~for a reduced exploratlon behawour anergy ‘and reduced interest. The results of
- the experlments are shown |n the foIIowmg table. It becomes evident that animals
. treated with LPS stay srgnrf_rcantly longer in the bright region compared to control
~ animals (NaCl) and changﬁe Iess often between the two regions. This effect is neu-



titani um di oxi de,
according to the

et hyl ene glycol, colorants (e.g
iron oxide) and talcum The extracts.
i nvention can also be filled into capsules, optionally
‘after addi ng adjuvants such.as stabilizers, fillers
and the like. The dosage is_such that 2 to 1000 ng,
preferably 10 to 200 ng extfact are adnini stered per
day. 10 The efficacy of Pel argoni um extracts agai nst

- tralizéds dysthe predtredtimenawitutid Relargpedumaextfact inhdose-dependant

ost-viral asthenia syndrome are supported by the
'ﬁ%ﬁerlnents descri bed. below. i5. A dry extract from
whi ch MBS'produced by neans of

using seven tinmes their anount

roots of P. sidoicles,.
a double nmaceration -

Tablaadh&flugmoefoflﬂerarwmmmﬂtgct wai thist exploriation|bedtavioiC.of mice in a

tively, (yteld: 11%, was used for the -

ts. The - extract was adnministered to male
mce (20-25 g weight) by gavage in vary- ing
in 0,2% agar suspension (10 m/kg). Contro

. obE38
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3 *P 08B d5prababiliy of etronnt-tastst ..
‘experinments are shown in. the foll ow ng t abl e.

The results: of

‘the
It

beconmes evident that animals 30 treated with LPS stay
significantly longer in-the bright region conpared to
control animals (NaCI) and change | ess often between
the two regions. This effect is neu tralized by the
pre-treatnent wnth t he Pelargonlun1extract in

dose- dependant .. :
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manner. Table: Influence of Pel argonium extract on the
expl oration behaviour of mce in a bright-dark box.
Stay in the bright Nunber of Dose Substanceregion
(seconds) changes of the ng(kg p.o. MW S.D.region agar
+ NaCl 8388.52. 8 agar + LPS135 344.4 2.8 Pelargoni um
extract + LPS100119 t 185.58t 0.8 Pel ar goni um ext r act
+ LPS200104 t 18*5.5 t 1.4 Pel argoni um extract +

LPS. 40097 t 11*7.5 t 1. 9*Cldfme 0. 05 (=probability of
error), t-test -8 Clainms 1. Use of extracts from

Pel ar goni um speci es or plant parts thereof for the

Pl RS gy, LRl ol ob 5 b i pro-

spiladiseon tdathent of sdiséaskirsigtedhbehaviopal rehlapgiesalchronic or
conditions. 2, Use according to claim11, wherein the )
Pﬁ@ﬁr\@@ﬁi %ﬁﬂ@ﬁ@c isygdioine epRA/PE cStrassninduced; j @ypRiss patwlogical
Pcoﬁcﬁfjérﬁé)-rne' 10 3. -Use according to any one of clains
170r 2, Vherein the plant parts are roots. A Use
according-to any one-of clains 1. to 3, wherein the
extract i s an aque- ous-ethagnoli¢c extract fromroots
oHSp@cgp@ﬂg donclhiaod duBerainif l’ﬁfﬁ{ﬂ?fdﬁpﬂbspecies is selected from

P. sidoides and P. reniforme.
Use according to any one of claims 1 or 2, wherein the plant parts are roots. -

Use according to an_y bne of .dlairﬁ_s 1 to 3, wherein the extract is an aque-

 ous-ethanolic extract from roots of Pelargonium sidoides and/or reniforme.

Use according to any one of t'he pr.ecéding cléims, whellein-the disease-

.related behavioural ch__a_nges are selected from the symptoms episodes of

depression, listlessness, feeling of weakness, fatigue, anergy, anorexia, so-

cial isolation, weakness of concentration, sleep disorders, anxiety, indiffer-

~ entism and hypérallg"__(_atsi,q,-' which oé_c;u'r in a temporal correlation with infec-

tious diseases, injuries, ‘traumata, tumor diseases, inflammatory reactions
and autoimmune diseases.

Use according to any Q_né. of the preceding claims, wherein the disease-
r'e'_la:"te'd. behavioural Ch.angtajs are in connection with the therapeutic applica-
tidn.,of natural or recombihant cytokines such as interleukins and interferons
or with the application of cytoStafic agtant'é 6r other cell- or tissue-damaging
medicaments and thé_rap_e"utié measures. '

. . Use according to any one of claims 1 to 4, wherein the stress-induced

chronic pathological conditions are '_fselected from post-traumatic stress syn-.
drome, fibromyalgia and 'r.nultiple chemical sensitivity.
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10,

12.

13,

14,

.15 5. Use according to any one of the preceding

cl-ains, wherein the disease- rel ated behavi oura

changes are selected fromthe synptons epi sodes of
depression, |istlessness, feeling of weakness,

fatigue, -anergy, anorexia, so- cial isolation,

weakness of concentration,igreep di sorders, anxiety,
indiffer 20 . entism and hyperal gesia, which occur in

a tenporal correlation with infec- tious diseases,

[ E’] uries, traumata, tunor’ di seases, inflammat or’e‘m :

r U8t Phsxtragisaratt flelargreium ssnesies opoplagte padsothererf for the

t ny. Qr o dj | ai erej -
eBtedtR ofb KERIHERIERNG LfhyalRZOF Baliy of gpeace-
widlatedheehavimrapehangesaghrartie or tpostvivhl asthenial sypdrome and/or
reconbj nant t oki nes such as interl eukins and

i Aress-indyssd %FOWPﬁtHQi%Q'SEWQ%QQ% of cytostatic

agents' or other cell- or tissue-damagi ng nedicanents

‘and. therapeutic neasures. 30 7. Use according to any

obleeofcadrdingstol ctaim48, winereinnthe Plelargsniues specidscad selected
chronic _pat hol ogj gal _condi ti ons are selected from '
pEQFl}?rﬁ’@aR@%S@'ﬂée@"@{/H@ drome, fibronyalgia and .

mul ti ple chem cal sensitivity. 8. Use of extracts from

Pel ar goni um speci es or- plant parts thereof for the
nblsafaccording &0 any oneiaf oiains 8 or 9 whersin fivey plaxt pads are roots,
treatment of disease- rel ated. behavioural changes,

chronic or post-viral asthenia syndrone and/ or

s UsBSeicoofding @6 ahy &rie of BRIMS! 9 46! wheRdh the@Rktradt is'&¢ aque-
according to clam .8, wherein the Pelargoni um species
apus-ethanalieextactfrom rostsiof Belargeaum sideigies @ndéor rediforme.
10. Use according to any one of clains 8 or.9, wherein

the plant parts are roots. 11. Use according to any

ollgeOhcadrdingsta3 ahg. 4k offtaeeprecelihEslaims! wherdin BeUdisease-
ous- et hanol i.c extract fromroots of Pel argonium '

s[elatedebehadowral cbanges Ase selected from the symptoms episodes of

depression, listlessness, feeling of weakness, fatigue, anergy, anorexia, so-

- cial isolation, weakness of concentration, sleep disorders, anxiety, indiffer-

enti,_s_m anq_,"hyperal_g.esi'a,"which'.o'ccur in-temporal correlation with infectious
diseases, injuries, traumata, tumor diseases, inflammatory reactions or auto-
immune diseases. " |

~Use according to any one of the preceding claims, wherein the disease-
related behavioural chariges aré in correlation with the therapeutic applica-
tion of natural or recombinant cytokines such as interleukins and interferons
or with the 'a'dministration of cytostétic agents or other cell or tissue damag-
ing medicaments and therapeutic measures.

U_se__laéqo_rding to ahy one .of claims 8 to 11, wherein the stress-induced
chronic pathological '.c_'onditi’bns are seleCted from posttrau'matic_stress syn-
drome, fibromyalgia and multip'le chemical sensitivity.



15,

15 12. Use according to any. one of the preceding

cl-ai ms, wherein the di sease- rel ated behavi oura

changes are selected fromthe synptons epi sodes of
depression, |istlessness, feeling of weakness,

fatigue, anergy, anorexia,. so- cial, isolation,

weakness of concentration,- 1£Weep dlsorders anxi ety,
indiffer-. entismand.. hyperalg.esia, whi ch occur in
tIAeBREAert FbF ﬂieaFrdphW&xlish of Rie@thkAt/of dReBsEF8RASI behavioural
injuries, trauma tunor- di seases, inflammuatory
r@wmeénspiwmgu% pastvirak asthania esyndromeueadiascsiressripduced

d&h eﬁ’é}ﬁgpg!ca(ljtd ag\r/ %?&gﬁ%%dggg ?’gﬁ{eﬁt bt Cextract from

cleellaﬂgcﬂﬁmmrspudds t he ther apeutic applica 25 tion of
natural or reconbi nant cytokines such as interleukins

" and interferons or with the adm nistration of

- 16.

C#ggﬁﬁﬁé |c§9ﬁlgetp§h§t§or%8 §|sﬁr? Iof%\ éxt?ai&ffrcﬂﬁ@&éfd&?ﬁum spe-

|cane a eu asur
a@legladdruylltableaadjumtiis@fs a:ﬂ ala’radmmetréﬂon fdrar.ei n t he

-stress-induced 30 chronic pathol ogical conditions are

sel ected from posttraumatic. stress syn-. drone,
fibromyal gia and multiple chenical sensitivity. -10
15. Medi canent for the prophylaxis or treatment of
di sease-related behavi our al changes, .chronic or
post - vi ral asthenla_syndrone and/ or stress-induced
chroni c pathol ogi cal " di seases characterized by a

content of an extract from Pel argoni um species. 5 16.
- Phar maceut i cal preparat|on consi sting of an extract

fron1PeIargon|un1spe- ci'es.- and suitabl e adjuvants,
as. .an oral adn1n|strat|on forn1



