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WO 2007/ 126363 PCT/ SE2007/ 000413 New approach to the
treatnment of conpartnent syndronme Field of invention

woher7insssat i on relates to the field of conpart FETSE2007/000413

syndrone, and to various 5 conditions associ at ed
therewith. More speci fically, the invention relates to

22|e| tSN%Qri]{FQ hanori ’oenﬁ%éetﬁ% er ex@@%ﬁ?ﬂgﬁi Syenndrome

spaces and the vascul ar systemin a conpartnent,

form?;g by a tissue, organ and/or a defined structure,
a %'6'50 '6|H?F'Bﬁal ly ainmed to normalization. The
y

c! 0S¢ s to%’gﬁel{i ﬁ?@on’?’éd’&ﬁi%n rs;?rg'drvar yaméigo various

si ze an xten rom a
Fradidpnscagsogigtedrinerewith. dtore lsgemﬂaaﬂy,ahdz)mndgntlo'rﬁhelates to the transfer of

F?I@roh Qél%gérfbaédblétaﬂégse&ett\ﬁger?éélg %F‘&r & h%ﬁ anq Pg%otherﬂr@cellular

functionin to excessi
@g@eﬁssanddhgggecutarewemg: atcompartmentpfoeatd by aws§de, organ and/or a

Viru
SRR cRHE, n 33o8f Bt AN Sl o Diif dBeHhsed comparment
gAEPHSES sﬁr ugiunes Vamy@lncblzaeammmen'ﬂfmm anveihhltlesiue a defined anatomical

f |

gﬁ{t ?d;grf: C t%g rlrf 8 b@&cl%esf hegafhlaﬁ)ﬁ%%ﬁ){ %fféec]t sﬁwcﬁﬁe S%LM’ Be m?nggctlonmg
dya r oresssivel @admﬂwm& tadc agebtavdlgs alslegditd) alirogirc @dfection with
?n%}gbéé SR as%ﬁ%% %H%r Wusegﬂlsm nfogﬁeﬂlyﬁ]eé@gedggtefsgtlal fluid

conpar nent syn
erezpaet and/grein @thqna/lah@ﬂlegaaedl Thooindértioniurtheamact refatezad the use of

Qbfecﬁ'ﬂb SHRBOLERN Yrole ﬂfsrvﬁﬁmﬁ-!etﬂe %E% %%El%g%gﬁgsy‘%%rgh%tqngﬁr normal as

vol ume, a conp
WP”é%éﬁthmO@@Rb‘g@dtﬂbns he bl ood and | ynph flow through a
speci fied, defined volune. A too high pressure on the
bl ood vessels inpedes the blood flow through veins,
capiBaekgﬂnuuhdfﬂuﬁmwanhehioles and arteries, alters

t he 1\z\gorki n conrgl itions for the jnterstitial fI uid in
the B ’F Pmﬁ? me?ﬁsp’?%ramer'%E%FM‘f‘ﬁ‘beq‘%' P@siiiedpicharagterize a

patbojugital c&uﬁlpbrycrm‘raﬂeﬁz?blgigta& a&iﬁdm@dbﬁ@%ﬂeésl%lﬂ p‘rék%un‘“eﬁénﬁﬁn a closed
i s ai S equa mpor t ant
PSS & PRt oS Gploind B0 Gior i v Blostaserd hslood and
Imephaifiowithresgh afspesificalc Hefired voluned AliBs ﬁlgﬂrprésﬁﬁfer on the blood vessels
rmen

t h dd t
ORI LB LS5 38 ek PR RS b i, ater
the mpafingreorditioAs If(&'tth@iﬁ'lf&liﬂl‘tlanUKSmltﬁe eﬂkéﬂe”ﬂl@ﬂﬁm% re§1|t|ng in
rt nent
&eetvbgért]lfah raeﬁa&’ecg%?‘er %@gh{ ;'ﬁ %360'%0% axgieé'n ff’fﬁ'? l?sse,rgj( tisspies within said
specerAm¢quatly fspartant fibier i l_(theu fEck bf drathape eswadte p&tdut:tlaemd
rﬁé‘t‘éﬁ&ﬁ&se oﬂ% ?gd%l\ﬁhlgﬁ {h‘?«%d E(\ellgg?%ul l t@ﬁiﬂﬁxer agd othe impairment

us cons
Ctﬂ &eefunttmnragndtmetah@lwmnﬂthé ealle IWIthcm ssitd edmpdnendgt. %ﬁétreefect of said

uct ur such a cart
ERIOEARS o (P BPRF LT Lo sl y o b alipacnes
Ieﬁal& ¢lagestodhe efsterfic @itdrial piesstifee The actsitl ttlcbtﬁmréséu@e éﬂﬂe entrance of
Q I | ul ar flui d
A4 A SR Wt U5l P LY Bk 200, ILHLS
detaguiningnie praxjreal level 1o \hicicthi gnsssuld may die. Olﬁ@lvdso'ﬁ:%r structures,
s@&f?é@&ﬁ‘ﬂlagg ah§ %@e&eﬁ?{l ol #rﬁ:s eﬁ\{}e @gﬁ{)l? is éependetmt onltrlansfer of

cause a Severe Injury
fluid and other constituents to and from an area by diffusion, by cellular ion and fluid pump

systems and by osmotic pressure gradients, requiring proper cell functions. If a strongly
elevated CP (compartment pressure) persists, it will cause a severe injury to the involved
cells, tissues and organs. Bleedings and swelling of the cells and tissues in said
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cells, tissues and organs. Bleedings and swelling of
the cells and tissues in said 1 WO 2007/ 126363

wOCH7821607/ 000413 conpartnment nmay further ad#CrsELd2000413

damage as do subsequent ischenia. The |onger the
elapsing tine with elevated CP, the nore extensive and

SEMSArndr %ﬂﬁﬂﬁﬂ& adéhb &2 da%Ya%%tééﬂid é(.lb%é’éilfb?]t ischemia. The longer the
irreversiblée and necrotic cell death f

fleetiag limgwith edevsted R, the mose @@aﬂﬁ%a%ae\@r@ﬁnem@mdwhlch
E@ntm¥ @lﬁﬁ@%vemsm hécr&tR! &eu%atmom RASHLE Alstoftion,

othe initial injury CS (conpart nent

§'§|ﬁ@@ttﬂ'?ﬁe)ndcsfh§a'f”&a@' t@rth‘? ﬁ@“@gq Pﬁp@md"@ icglhéea}m 818y ssigsequently add
Rﬁkhé‘ initie® LAY "ERSE S ?Mddrtﬂ%n@%d’fcﬁﬁé’)céré&@s Qfarrﬁ\ﬁg '&lnln@a?l %pns such

unctlon and event ual y necr osi s. sev
%@aladﬁﬁ@%me%s gwpltingiand ragkctianeorieyemtass @f Binclione and eventually

REUTBAS tTRNYeverity %ﬁthbmﬁfagef.s &@delnaeﬁ% tfwg f&‘rénﬁ bﬁﬁeﬁr@sartmem,

the characteriStics of the extracel

thettyngs afpells ansl tipsuapibroleed the Qn%%m%r@ilcanﬂhe extraneliaies wifeu, the
L&usRIE, 'ti‘?é‘m%?dﬁ%h@&sfu%n’é@é’ ah s QirdtidkPtoQhertioR %Bﬁq%rb@ the key factors

for the outcone an ong term consequences.
@fdmﬁaﬁawﬁpethﬁ@utqqm%@aow*@rraépm‘sﬁqueace&y dense
connective tissue, often specialized as sheaths,

fasci ae, tendons, |iganents, j oi nt capsules or simlar
nondﬂﬂﬁilcpﬁ\@?ﬂ”‘@ﬁisl'%ﬁ@rhﬂ% afefdlindiaddy aaned carneche tissue, often

Qg%cia‘ﬁ%djéé@ﬂeaﬁ%d ?és'c%@aﬂehéfonsnﬁéﬁfnéiﬂéi ?&H dpsed @Fﬁmlléﬂf%oncomphant

such as the erId, and exocri ne g ands are encl osed
wlaamm@mwaa@ﬁ sygh ae Hiserericardium. jAdgiifionaltyniiagn eadeghige organs,

sieadshfe tHyRaa efrarob i I%s@%ﬁélbé@f‘&ﬁanﬂl@dhﬁd’ed by connective
exanpl e on encasi ngﬁ g@ose rigid conpartnent aré

tixsHe mampkrapes a1 sheg, refere f@’mlmgaﬁq)mp nendg finother example on

¥k Rl @6sal) ﬂgﬁ%h@aﬂ%ﬂﬁe bEAS Birlioths o§ucﬁ%'s|thé?‘é‘>@rem|’ues skull,
ti ssue exposed to elevated CPis characterized by its

A Aeial hanesr ke tupr ofrfell 258 tissueprdoret e veiad CRis

SHarhatEMRAARSEs odfh tbié‘v‘ﬁ%éfto pfe@blbﬁﬂtﬂeiéﬁoﬁ&%o@ﬁ’eél‘%nl&fdﬂ‘s’ihrbances
| evel s wi.thin reasonabl ime alleviates the

ripuevant Tedve iths PP 6?@“’% '%@'%(‘"Wi“ 1EBaCTAR W ai‘%?ges the damage.
orlglnally was described to provide protectlon
agai dlarrhoeal di seases _and. i nte

i nfl lisgFre(enoProtein S\A WD%@é?fe"l‘_ﬁﬁge“%lﬂ%l'yll’\’ﬂ?rﬁeéFfFPEd to provide
&anb)l?n JMDmrmﬁarﬁ%émwa\s?rﬁém m:d;%tihﬁﬁ‘mf{éﬂﬁﬁatmgfw AGedew, see

an IS C . e antl secretor actil v

Cal et S0 29P) i bR Hsator Bl bre esiaegbencbd and its cDNA
tlehete The tahﬁserwamtylamﬂty%'éeme do b® mz;nnly bﬁerﬂﬂtbys@ﬁépﬁ'bl@“c}bated

t
Blieromestatnanss and B pades GHERURISThAIS spasanen Ipypochemica
afeinadii ohRtdohemical ipledtigatiorisshave FreRaRkid taatdhéranns@bfe@rb@roteln is

BEReH ey ooy, e PR Rinthes e B <oRs (TS AR st g gy Synthetio
pémuuemczwmdmamg tlﬁze@rﬁtudtdtmfoarc}semt;emé Iﬁhé&@ %n&ﬁé&%&{ﬁiied W0
C or a S ave Usly. peen
Griogati i pa/0RhaRh AREba T BB n Frelibit B dadted o
adrehalise paitﬁblagiﬁaltfﬁﬁowtr]d@ﬁﬁlﬁ Sy inflatnmatdy reractudms, such as in the
cnor.ol

] st | n the, central .

sfic ey BBl oA e BRri! Sorb s et Ehatenggiiih the
¢Rra Y¢)(D88N®)97/m02) iAdditioh obaitiseeetory facioré acfood and feed was
{ooq and fe(%d vv%s , .
herefore suggested to be useful for the treatment of oedema, diarrhoea, dehydration and
inflammation in WO 97/08202. WO 98/21978 discloses the use of products having

enzymatic activity for the production of a food that induces the formation of antisecretory
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t herefore suggested to be useful for the treatnent of
oedemn, diarrhoea, dehydration and 35 inflanmation in

wOREN2688202. WO 98/ 21978 di scl oses the use of POT/SHEAOI/B00413

having enzymatic activity for the production of a
food that induces the formation of antisecretory 2 WO

PEAGinG VO @B/ (RBBLSRAMET 4i816<kbIhe RIoalRbdits MAREY RRSRScretory
furt.her dleIoses the food products enriched in

RRY7IaEas 844 ry proteins as such. Antisecretory protein
and fragrrents t hereof have al so been shown to inprove

5{ erp?i or .nervyous tissue, and proliferation,

aport s ey pRisiBa TasmRnt Jitseane Glatiesn sopwn & smarove the

mlrm ng@ﬂué tissuecandspraliferaEieh, |a%oﬁﬁéisV@iﬁeﬁehﬁétﬁJ‘ﬁf ah ortrh@ratlon of
eat nt of ition assom ated with | oss and

afﬁf*ha Prageritor (&%1% e/ Ghverpd thereef énﬂ}eér%tmﬁmtﬁéﬁmdmmm

dsaogmteaMaitt Iabd end/biedain BESHIE WYOA05/030246EK the rise in
pressure 10 and turn it back to normal levels at an

established CS, neither prevent the devel oping damage

at drherd él%aétémbs”é@t ﬁcs dm@g @Vﬁ&b@&hatWﬂanh@&m} bib%k Lt'ﬁé &Sin pressure
presently usée

80 Bl BSOS S b SR cL s Sasa8 preent the developing

élamégea@treﬁmh@atd?ﬁr@s@rtdn@bmg dsiH e/bél@orﬁcf §cﬂ9t§o$13%"f g. g urea or mannitol are
ast ust_a, few hours, in

{ {
BBl Bb 1 3 leCfbol ot ST E T evaled (o Gniasagnial pressure),
buthtiesleffexts {iertiancient IGét@igd’Sr Jhﬁ\@feﬁﬂwoﬂﬁé |de§@ﬁihg}16ﬁ heZ@dtomical

0 t15 C tertact eh’ﬂ kﬁf, ut seri ous sid
F? 5’&%‘ 5 2¢tHadee ?’3 Sg L\FeCOJE( ?ﬁer%%mav(?r%g%e" hegpartilized to
bmmterad‘emateeldcpbbhﬁt s&HbIN eddé SFfée@dMaR Fre§i n%%mt% AWRditional drugs
I natl on

r|n the. b cor erature in co
G Ebes Ao vt BUuRebbn corhara et oss deprisre haubagy core
féh'ﬁpeeaturem cdrobiasiih, wuﬂﬂbefrﬁutdrﬁ@aﬁaégtﬁ&lé WogEMe@H%ehé‘mﬁﬁ There
in e and nerves

ari sin
eloyfedaf o Re EPdted ybrab el etk 6k ES Sutiemg ynseis joints and
eresst Bearyical tnntﬁrvaﬁfoﬁebﬁstftmtésmaErh@é%ﬁlydﬂsé@d\éé‘tﬁie&ﬂ SuPSUiRPS from the

xtra injury and di sconfor as risks
PEEiNa0 g8 AoBhne e Al otor 3t Wl Feiks for he
dhvalppoentofadnpiications.nent , devel opi ng or est abl i shed CS
may be difficult to rrake even for an experienced
physi ci an. Di agnostic aids based on the use of e.g. 25

ul t rarsbabiel diagdosiaginet lhﬁlh@ﬁpﬂ@/ﬂb@rﬂg@?ﬁ@llémms Y ®e difficult to
en | nection
H?I%"e\}éﬁ?& arﬁé@%ﬁgﬁc yf glap. h@a?ﬂ E‘é ﬁ{ds Cbgﬁ@%”g@ ﬂwe use of e.g.

nputeri se
Ldfeawund aad magnetic rehmanpe asaginge(MR|) hhe béﬁrﬁﬁééti! pﬂeééntly often in

id in. . t b
g SRR BROfrh P Y LSRR S r
pressyresofdhe inkersidtiar flid lrt the coinparfient tb Ibghtvesﬂgatéhl Wgs giaaéfby
j b
rﬁé%’#@g eafcg.ﬁlgﬁe% tér)% h tﬁ%aﬁr 735 g\r/\f?rw [ sanagt[ a%?;hes w a light
avding @igss fiteie. Theediamepter yf thy ptd’me wesaE 4 mimgne thel diarmeter bSthe flexible

LR P dfedtind FBOGLIRET py W b0 BePH it et to

hesad imeejtanpedhardiyaddinpany ootmedble@ﬁed:tcnrﬂhesammrreeé\yeﬁoITﬁereby, the
Us8d BESipRBnt HEstReqRN LGSR E Xr%'serlit tliable values on the pressure prevailing

in the compartment, both in the extracellular fluid and in certain cases also intracellurlarly
in adjacent cells and/or cell aggregates.

Antisecretory factors (AF), specifically proteins and peptides, as described in detail
in WO 97/08202, are effective in abolishing hypersecretory conditions and diseases in the
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in the conpartnent, both in the extracellular fluid
and in certain cases also intracellurlarly in

wadpacestsscel | s and/ or cell aggregates. 35 PCT/SE2007/000413

Antisecretory factors (AF), specifically proteins and
pepti des, as described in detail in WD 97/08202, are

eftésdiot) suehian didndioea NDthgr ByapellcEeIAsDloyfeelR A INFAA $el 8 to
WD 2007/ 126363 PCT/ SE2007/ 000413

t
AREEE T el wohfiont o & RS o a0 R oL IRFRRE TR SR,
tlauedrha cdlevatdd iddradranialedraddued) MabudMBRIEEL GhE hitisktis. AF has as well

oot a Sty of bty alD o3 cecr e,

Mor bus Meniere, and mastitis. AF has as well been
considered for the treatnment of glaucoma (WO

97/ 08202). 5 Summary of the present invention The

pres I e use of a
phar%@&?ﬁgﬁh%gmre%g%l on é@g#{p]rl sing an

ant i ‘Elmpre*semtvanﬂﬂrenelatesatohh)émé@gﬁmphaimécaﬁibialv@mp%@ﬁlibﬁE:ompnsmg

¢
o ARt o, PR APHYE. JeffHsS S0 ettt inérest navipo
amtrsaf:ramm aenvm? and/qp lagphameraaceuticaly activesst théreor, M‘rdb’\@ﬁ]anufacture of

I R SE N E—
corapartrestt symdrome.dl ey inperdios risoaslatds to Wtrm&eﬁmﬁvdrlp@é\ﬁzntlon of

i T e R T R T
issups, HMB(:tg)nbanihemlcmbean@Ihmsmg Ibatteriaaanld/or vitudeand/or the formation of

[ t he. he
é%ﬁe_ ,agg’esélaéa%o'\%’] Y %ﬁgest'sb?\%fy %ai‘%rﬂag‘t q?ﬁﬁfni'?‘muno'
lygipatic steickres, ceve glsrainn epinal, cobj akin, magdlepdndionescai Wall.
muscl es and/or vascular wall. Furthernore, the
invention relates to a nmethod for the treatnment and/or
pr eVitheamoref the énveoligrarctatesto ssiyaitiod e thestiedtmast and/or prevention of
n

g@gﬁ%}t sgnérgﬁeagﬂ%eas Q{t‘én%% 629? ﬁé?vgeolsal e%oé) comprising
qmmﬁmug ﬁq:amamrealﬁreneed/@emba therafeuticallytetienteearhduribf a
SHARQS r| sin
ant i sech“g?(r)bP %gé'%n gna}g,dé ﬁ‘%‘e’ﬁf“e‘g?" rhsmrgo?rgaf}gecretor y protein, a
daityaiie, h@raglnetm, anﬁ/@r &e@memaberﬂgf aavmg enfiseti@tyry activity, and/or a

hMEdNical maceutically active salt

@{ﬁgr eof%cagrh%g?éﬁtvtg%t ?f)n is also related to various
adm ni stration doses and routes suitable for the
i nt epdedleRtioPR3RQ
age. gen deer = ase Hage{]oetg:vgﬁfi\sﬁ?cﬁm}q@ %tlo% osgg 85(?%6 EQS %ucgtable for
the dntercpepurrsse iotreatientas welbas thesatientisfage, gmmtaoedmsn etc.
at risk for developing and/or suffering from
conpartnent syndrone, and/or fromthe uptake 30 and/or
r el d88dreaMank areRding fo Hatieatiore’s. kel tabelmosbisefd de hatients at risk
fbF &Ve%mg dn%/ob@ﬂ@érln%;'fﬂu'm @&rﬁﬁar{nﬁ‘ent%&mg)m%o%/& gﬁdgﬁ the uptake

characteri zed ormal turn ove
(ﬂﬁr@ﬁ@qeo@@@thogemc substances. In addition, such treatment is beneﬂcral also in

other conditions characterized by abnormal turn over of fluid and ions from enclosed

compartments, such as compartments with abnormal pressures.
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conpartnents, such as conpartnents with abnor nmal
pressures. 4 WO 2007/ 126363 PCT/ SE2007/ 000413 Bri ef

wdeswrizgaed on of the drawings Figure 1: Fig. 1 BOODMSE200h@00413

am no acid sequence of an antisecretory protein
according to SEQ ID NO 6 of the present invention. The
seq : 5 NO 2 from US
63444 %Pd%%ﬁﬁli@@%@'?%ﬂ{%ﬁ?ﬁf neasured with a fibre
optic light guide probe inplanted in the cerebral
cort tehe o V,
a1 G TR Eame e Bhod Gk gl foch
acru:oedmg toc3EQ $2 NOh6 biiRe ipresextisyention. Hte saausgce ¢giresponds to SEQ ID
atment of the HSV-1 infected rat tw ce
@gﬁ{;&ﬁmt‘{%&%ém@s shown in Fig. 2 b, alnost turned
the I CP back to normal levels. Fig. 2 ¢ denonstrates
t he I
non- II§¥I\"G %‘:P 89?@?&35’%3@&% g\fe}h%lggb?%g f@gdé Br%%%planted in the
emblorahd;ormxnn therregisni Dfethe 1&teril gentdclss. FRU2\A dﬁahoﬁsfrét?QéMW SV-1
Blechiéh Bdee TR Mehdniaein Re T ERETMUCHEAIL Af 8l
irdeﬂmeat of the HSV1‘6)1famtﬂd€at weeﬁ daily wilha'd, @aushgwn {ni ftig. 2bRjmost
I LYe I
SR P Bhet LIDImbiI & #3126 hha REEER towlOP fyidRabio n
hasrfral;tn‘oortre(altemmon-infarcee)d rm}Thermglee vae aal@datew agawmmm air
r%h%)frl e only 10 % survived day 14, contrasting to the
6f those treated with AF-16. Thus AF-16 20
significantly increased the survival rate at HSV
enceg GH '§urw5élgrlé Atﬁ/ df?éﬁ’s rﬁ'ect@a ﬁ‘lﬁ‘ﬂlsm QBy fh% aommlstratlon of a
magni T'I cat’i ons of sections a I nfection
Virusrsofigion gn the rlghsmcpstm@nudam OoHalf Of/iheurétSé@ |=u1t5> Warg treatetwice daily
He 1r8&diVed just th
letrgti Mgn.ﬂ-s% étgp&?ﬁr{e‘f%uﬁ?%@t ik aﬁs\ﬁﬁﬂé me%t r'lﬁalflr@@él b just the

cytoplTfasm a I'nct al ne

(d)
vehlctlh aftetrihe &ifs1 réectipe (|GW§lt linest Ofthese lrﬁﬂféé \A@tb gust ghe vehicle only 10
?dr&lvﬁtpﬁ'm%%%nﬁ"%sﬂ Yo e Fosh Q)?tHo@eEngﬂeEl VKLY & SThus, AF-16
e nerve cells are non-reactive
@lgn@c%nﬂmmeaseﬁéh%swsalﬁateoﬁtw@”rr@éhfrﬂws frequency or
di stribution of HSV-1 positive brain cells between
those animals that were treated with AF-16 or just

t he Fighrefd.ova@. b) gt hioh(c, dmaenifieatiops obrRinseetignsAligr HSV
ﬁl@eéﬁﬁﬁ"lmrohbﬁﬁL'!)lg%sftlﬂﬁﬁhro@faﬁnrbgfs&fﬂ‘ﬁ&ﬂn'tﬁb figei 'nbstnr Néme ceIIs with

nostri | brai n Specl nens _wer e O ta

bsMwreteirsintiaeinaytepigsen afetdistincly staied Jatu Chelicshs (h in W@ thalamus
giél?]étlrﬁﬂ?%ﬂlﬁed diRerortesivadunddhék SrS\prmnsd ihélﬁé?r éWUplasm Note that

erence between the vehicle treated and th
RNy of Rediergr eallp araron-egaivesUastaiiRe)- a'f\erﬁg\(?slnogﬂﬁ\erence in

ﬁ@&@encﬁ%r disRibdfSPoPdV-81pa8itilé BrIt talls dEfREH thdwe dniMald that were
ion in spite of that the AF-1 6 35 treatnent

E'Lgﬁaggmtbaﬁﬁ F@Oﬂﬁﬁtrtb%éﬁ“?lﬁe survival rate (Fig. 2 b),
as conpared to those just treated with the vehicle
(Fig F|gure25 Quantitative PCR performed on brain tissues from rats infected in their
right nostril with HSV-1. The brain specimens were obtained between 5 to 14 days after
virus inoculation in the right nostril. The results did not demonstrate any difference
between the vehicle treated and the AF-treated groups as regards amount of HSV-1 DNA.
Thus, AF-16 does not significantly affect the HSV-1 production in spite of that the AF-16
treatment significantly improved the survival rate (Fig. 2 b), as compared to those just

treated with the vehicle (Fig. 2 a).
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5 WD 2007/ 126363 PCT/ SE2007/ 000413 Figure 6: Sections
through the cribriformlamna, a bone structure
weepEriaéicng t he brain fromthe nose and t hr oughCwsEZ(07/000413
the ol factory nerve pass. In the left figure ( a ) the
dye-protei n conpl ex Evans bl ue-al bumn (EBA) was

i nf URigdrd GitSectitres thrdugh ANEHDritbreNasmMa, a%oﬁé‘)ﬁr&t@%ts%baratmg the
The a ered from noder a

fection.
g@% %?{a giese %Qﬁjtt%mf‘%i"’hnﬁtm?e&{é‘ cfaty HyvP @asEIALTaet figure ( a) the
dye-hrotdirocamplaxEngns maé-albtlmtm(fEBPQ% iffesddiRtRe %@Q&‘rac?}]nmd space

th ty bl ked
AT e M- PR theie S Baret e rpesrats sncephaiiic. Note that
heteis acheod EBAS@&mecrmhfoan M MR G 8@.nose rmher §£sa BYeBveen the
ai ni n throu hout the crib ?

th t
PR g Ceanis ThSShol thr NoREErohp § REAGKa HupabBt:te
stulbatdaﬁnouﬂ&ﬁ)abe Gfae\/hdmmfe*@fédoﬁérmaﬁeﬂam@i@%e Fﬁfen'é@yedlstaw

E@Eq ani, ﬁn AF- 16 opened the 10 passage
RSB0 AR HetocvBrINO PR faes!c St o bRBsl@bevsd to the
masaacawity(umm)swmrﬁ@imf HSK}'dBméct‘éﬂ arlifalk W@t Am1@o%ened the

nor nal on ect anl s outlined in

i S01or Pt tresarins Gu oozt Snsihiim askbarbnaiaiture seemingly
indidrttiesti tathansa Abmﬁaz\mahtmf@et%d ahfAll, 2GUtREBR FRY b.
pressure; CSF: cerebrosplnal fluid; CNS: centra
nervous system 5 i.e. the brain and t he spi nal cord,;
I FP: interstitial fluid pressure; HSV: herpes sinplex
virus; PBS: phosphate buffered saline; CP: conpartnent
pressure; CC. closed conpartnent; CS: conpartnent
syndrone; AF. antisecretory factor, AF-16: a peptide
conposed of the am no aci ds VCHSKTRSNPENNVG.; octa
pepti de | VCHSKTR;, septa peptide VCHSKTR, hexa peptide
CHSKTR; penta peptide HSKTR. 10 Definitions Herein,
"conpartnment syndrone" is defined as an el evat ed
pressure resulting in netabolic disturbances and
eventual |y damage within a defined space in cells,

ti ssues, defined structures and/or organs delimted
by pressure resistant structures. The term 15
conpartnment syndrone is in nedical practise used to
characterize a pathol ogical condition characterized
by an abnormal Iy increased pressure within a closed
volune, i.e. a conpartnment, which causes reduction or
even bl ockage of e.g. the blood and/or |ynph flow

t hrough a specified, defined volune. Conpart nent
syndronme may cause as well as be caused by a variety
of conditions, such as viral and mcrobial infections,
tunours, 20 bl eedings, ischem a, trauna, excessive
and/ or abnormal function or |oad, etc, as
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di scl osed herein. In the present context, the term
"closed conpartnent” refers to a defined space in

woebd78126368 ssues, organs and/ or an anatom cal SPCUSERN0V000413

delimted by pressure resistant structures. 25
Proteins are biological macronol ecul es constituted by

am nDefinitibriscshd abbréviakiods t oget her by peptide bonds.
Proteins, as |inear polyners of am no acids, are also

call ed polypeptldes Typically, proteins have 50-800

am ngpiyelfitioRs! dues and hence have nolecul ar weights

in the range of from about 6,000 to about severa
hundf&dintTae@sisheresseet G68F crerehsespinabHait ChBotaritiasneveus system,

P@'th@graﬁ’ﬁéﬂd tﬂ@%pfﬂ%l «%r%qgﬁelﬂ%k%ﬁ?l flug}ﬁ—egﬁfr \?que{rféesnSImplex

pepti er ngea
WL@sBﬁ{S @mwb&tp buﬁereprsahmm@‘élmomaartmempmssmr@mo dased

Ecﬂﬁ a{?fn‘?éﬁ%s %ﬂ'&)@r‘t en ?Jn%l %Faaﬁ%mpe%& e?cg?r ﬁ -16: a peptide

n‘pr|S|n ra eu |ca ‘act 've anou
@Fﬁt‘ﬁ’@édrﬂét ramipe @@lds NCl-lﬁmTRﬁWE[NNV@L aptaTheéptiettiNGOHBKTR; septa

Fete VIR " ol R o R R Ton i &

formul ated for the appropriate route of

on, which may vary dependi ng on the
condﬁ% ﬁ')t:]% the patient, as well as on other factors,

7 vmaaewmmwmmmw Mi@éd]as al eEvasl RESSURS resulting in
eutica
T T T
@@ﬂned etrlyctws taedior dlyang Uelmﬁmdeuytpresﬁure:tk;ﬁé‘rswt tstr@cﬂureﬁpﬂ{é term
t t stance to e .
S T 28 ARGS9
mdwoe charadterizgd tyean abndnmallpnmeaéecEprgsswaWltBhSa clpgdd wlume, i.e.

L s T N e S

floan through efspesified) defised volahe alorapdrinsent sgtdromepriat @Hu@e as well as

ﬁdé d@'ﬁ%?kﬁn& 3r6f é@ﬁ]tgggr% ﬁ%s&h%l)rgz\ﬁ%ﬁlgpc}bg? m?ec?ons tumours

%Wmcléghﬂmlal frauraa; texeessival ans/or abporivekfunction or load, etc, as
&lédlcfslee YERAT & fHe 1o pré o{f‘ft b e i ose& @B rgrpﬁgte refdlo a defined

he 1 nvention mted there
spgm inseeds. élsélﬂ%s orgahe esdﬁonam h&atpm@ebsttucumadeh«hitéobby pressure

e 8BRI dih kA& decreasing secretion, especially
intestinal secretions. Hence, the term"antisecretory

protein" refers to a protein capable of inhibiting or

decrp?ﬁélhggresﬁﬁfo Fcblorﬂaérem@l PQI@ c r?s?t d g)?gh\&ﬁ cLaor%ggUes linked

in the present on ext ers
tpgaihern ﬂl’yé}?ﬁ'ﬁ@jbowst Rradein® rﬂ@chsean p@iynwrs hf amino acids, are also called

;ﬁﬁ]pbﬁtﬁﬁ% ef\RﬁééH? r|:%t%in@ hal& 68! r86b %81 ifPadidd ?es];cﬁj\ég %"\H ‘P\Qhﬁ haye

Said f sul tabl e
m@wlargmahtw the Fﬁ"‘tﬂ@lQﬂ from abopb§aed to ahouaﬂgvemalrh‘endred thousand

[Seitoh %pln%ré @P@aﬁl&dﬂf)t@ms @F@%'e@%e%de%%? %Ilﬁ'@;}eﬁoﬁ&eﬁxe RSms “protein”

found in
and “peptide” may be used mterchangeably in the present context.

A “pharmaceutical composition”, in the present context, refers to a composition
comprising a therapeutically active amount of an antisecretory protein, optionally in
combination with a pharmaceutically active excipient, such as a carrier or a vehicle. Said
pharmaceutical composition is formulated for the appropriate route of administration,

which may vary depending on the condition of the patient, as well as on other factors,
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In the present context, an "antisecretory protein", or

a honol ogue, derivative and/or fragnent thereof, may
woeowrsiedses nt er changeably with the term "anti seBCESBLONT/000413

factors” or "antisecretory factor proteins" as

defined in patent WO 97/08202, and refers to an

antis f

<0 5 6¢ GLOEIARURRGS ApnAmPRELAGFoRlocon ToirkAsR an

amtisécsetoryedratein masmaq/drugim&\@ry pystens. The RRrfiAeRifiselsogposition

t hat t

P eafibisPgh BREEAETN alRE Bbeiance BIhS B & ol n ARG i animel

Saiciphaentateutioal omposiinn |rrwdqeelﬂcﬂwf0m‘1@f gigntablefs, tPH'é lozenges,

ent . c SR derivati ve,

GI% ?%gStOO?B @% g““r Utﬁrgﬁ?trlﬁhleﬁéﬁ%eﬁmese terns may

all be used |nterchangeably in the context of the

present invention. . Furthernore

cont'@gdernt i a?“&“*ﬁv“%ﬂﬂi' PSR t ef/f'e% té? gsra,ﬁ oggﬁréhtlsegretory protein,

VAE Rl b edly sAFderivdtthere droat, @eyeopmms@canled ﬂﬁqfrhelspw satieat Other

SRR LR 00 00 o P A g

QYrRR5RE théntérteaiehatrlynifedthere®. have al so been

di scl osed e.g. in WO 05/030246. Al so intended by the
termantisecretory factor is egg yolk enriched in

ant ifgRGe®t an}isefcﬁétb@f sefas in meﬂurbSHEdomtaxthEIr@Mﬂmnrzjegmsmg

S5RGBT A WLy by

HpREEN tagaid eMihibitied er @edremaemgmd:r&tlah irdeppdk t hat
delivers rredl cation in the formof a mst to the
ai rways. "Nebulizer" conpressors force air through

ot ublmgnemar fadiven trel presertiporfitekt) eefleraita & faddgwhigh has been prepared

mﬁh? cmnEP&The &I’bg ecFetc]?q'Mg Jtelhhﬁggmlr{r#}gltll\é éﬁhon' 85i@ food may

ee
bélbﬁ)y $utablei fowd yrsfluid® oAspllbh foinalsech as afiquider grp@g/gﬁ[ %r any other

SEAPB o i dy B Al 5 SEcu b 8 o

The inhaled air passes the dry powder to be inhal ed

32gpd;} e} ér'egg : %énttegte ra&ﬁé‘ri‘us@@’e{dhf Fl%’f’%lghgt a ﬁgf@?fégué el &be and/or
fragrad@tdheérnbiamey beaisgd v@ertchmge@lqmvwfédm tﬂﬂ@ea'ﬁf@eﬁﬁéﬂ%ﬁdors or

C%W%%)%%tt%%&%f ﬁr%te% ; ag_sfieﬁﬁéatp’m r%% etn?W@WM@OQ and refers to an

I‘'ons er eo aer osol in the
anmemtorv pritein by apepitesorahemejegin 48y éﬁ@lpbﬁﬁagﬁent thereof

h?\ﬂﬁg anfd n‘!&’to‘?&ak’c’ivﬂ?J I?e%rﬁﬁsctb%% undarsfoodTh& 2P 8ntisedetory factor”,

OSG a mcroscopic livi ng

tardiaedrstory featohpratein’e aplisecretabt raptide”, femq@egpgetomféq%g or an
T s T
and/or fragment thereof. These terms may all be used interchangeably in the context of
the present invention. Furthermore, in the present context, the term *antisecretory factor”
may be abbreviated “AF”. Antisecretory protein in the present context also refers to a
protein with antisecretory properties as previously defined in W097/08202 and WO
00/38535. Antisecretory factors have also been disclosed e.g. in WO 05/030246. Also
intended by the term antisecretory factor is egg yolk enriched in antisecretory factors as

disclosed in SE 900028-2 and WO 00/38535 as further described below.



Det ai | ed description of the invention The present
inventors surprisingly found that the treatnent of a
woOivingesndy with antisecretory proteins and/ BCT/SE2007/000413
pepti des (AF) restores and normnalizes the transfer of
nutrients, wast products, netabolites, ions, water

and/ g "‘néHuhfér” AR e RBt Sdnt&@TRRIS f@é‘he@lcéb/déiﬂc@rfﬁat(o@ﬁ\)ers
Antisecretory proteins and peptldes are thus

B\gdjsatian wdh§/¥orrr@mﬁa nigt tp daq Ajreaysamigbylizen ot amTESROrs feEce air through
Mbﬁﬁﬁf‘\t%ra ﬁ%dl‘éﬁ% %ﬁp ﬂl'lé?ﬂﬁlth I%ﬁ%@&kﬁw@ﬁﬁé‘@r&e@ HAHE S\%aks the liquid

that are e. transferred fromcells, as well as from
ity mtsg-!;l@ rartidiesothat %qnd%ah@@%ﬁafmlm theatryvays.

Anti secretory proteins do thereby reduce and/ or
contravene the damaging effects, and ma

pr evARtinhaier i inther piasant sented, wiris & a Megi ﬁd%@éha&dehvers
ﬁ%ﬁ&?ﬁsch@fbtﬁ%rdf B Pl hE alﬁ'ﬁ/bﬁg Theli rﬂ?a?e‘bdalf p&HEes the dry

e anti secretory &)@Ot el ns, honol ogues,

l@wderate |b9@§1alerck%r@rﬁbﬂtﬁsute% ftioy petistesdiead can & ddtalagiaeply into the

bm%%oﬁﬁﬁér“[ﬁe Qu Am% betrehtbe |HH&|ets't§blv%QH§ RqRired ffce to the air, or

conpart drone Is a bl eed |nq traunma, heavy

p@mares%@msa&sed. alfetnaluely éomplﬁﬁ"&ﬂs BereBy ni crobes

and/or virus, toxic agents or a conbination of any of

sai d_causes. Thepantisecretory rotei ns, honol ogues,

der | Tk fevasaerpsigiifif Rreaend/con epsg pfegde atQ@é?%quSleon of fine

E&th%BwHT%H%%% 15 the survival of cells and tissues
Consequent |y, otherw se induced damage due

to the CS can be reduced, or even prevented. There is

a | oRgmfcpdde NI dAREd 'h%r@‘f@@r%%uc@ds@gﬂcfnﬂﬁg organism, such as
pharmacol ogical treatment of compartment syndrome, as

B1de 3 PAElEY.TUNASe HiPiAZe2 PR MY PP Virys £UtHPT %“&"essgrﬁ@ﬁroé?%@re given
pékpcts 20 of the antisecretory proteins according to
the present invention are exenplified in the
followi ng text. The present inventors have found that
antisecretory proteins, honol ogues, derivatives,
fragnments and/ or peptides thereof have benefici al
effects in cases of CS of 25 different pathogenesis
at a variety of different |ocations. Wthout the w sh
tolimt the present invention to a specific
scientific explanation, it is at present believed that
antisecretory proteins and peptides (AF) may be able
to abolish the establishnent of CS in such a powerful
way, and to nornmalize the aforenentioned conditions,
due to an exerted effect that antisecretory proteins
and peptides (AF) are found to have on the lipid 30
rafts and caveolae in cell nmenbranes. Lipid rafts are
a menbrane domains with an average size of nanoneters,
characterized by focally high concentrations of

chol esterol and sphingonyelin (Cf. Lodish et al.
2004; Pollard & Earnshaw, 2002; Ross & Paw ina, 2006).
The lipid rafts contain a 35 variety of integral and
peri pheral nenbrane proteins involved in mass transfer
and cell signalling. Such signalling platforns fl oat
in cell menbranes and are equi pped with 10
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WD 2007/ 126363 PCT/ SE2007/ 000413 necessary el enents
for proper functions as receptors, coupling factors, G

wonrei7anéss3 systens, effectors, enzymes and conpousSEz007/000413

and substrates, thereby being able to receive and

convey specific ions, nolecules and signals. These
domBpBfaiRiPdésEriPfon of the iMfdritish Wi th e. g. the

cyt oskel et on, anlgﬁagldl t?onﬁ\ﬁ ng? nfl uence the

conpbRs priesentamentars AUBrigvEly fquhdttma; thentreatsient ofal livirigliodly with
Qﬁls‘é@ elto@%rdtélﬁs gﬁ@grsgérrﬁld?é: {%& réétbrf\%g ljagp]‘;hogpﬁ 28% ?H&n[ransfer of
ﬂk‘!\tflﬁ@s viaRs toheductsa metabotites | ipms, (watea:f argl/orsothéranolecules at compartment

ST ol AP 45 TS Sl o e

and/pramcgmavm th@tt';anaﬂer afwatel, ians, metabslitesmdnd bebstartces tHabare e.g.
ff

{rgwé o rﬁt%lregsh g Q\%!l Iag ﬂ%g‘gﬁl% ?essgglg%tﬁgkigsetdr %mp%ﬁtlﬁleﬂtg(cc
Antisecreidry paeteiva daitbréby retece aridjor cnmtramﬂel thé damaging effects, and

! ! .
e 8%%%%’(! rbge\% ﬁeglggﬁaﬁi’eﬁlop %H@fogtrﬁgsrﬁfgﬁé%éfgs%%égbﬁéés entering and/or
peing s@@asaddrqnhc@isn’éme aralSE@"atom‘ proteingo hbmoldgues dedvatiabs dragments
g??cf?{i i des t%ge%; mrkcigr\e/gﬂo#g\éee%f}vﬂ%rt%%}wtﬁgﬁlt%f&éusg%mreac%?npartment
$3€E\§‘éqm®|€sa bleedmg,atmmmaohya\s/il@pthwmmmmrsance infection by microbes
Qﬁd?&q;nru@nt%%ta%;@ﬁts lof SecBFn% natig! ??I'X/Sc}f S& cfaBgesr %HQ %ﬁ‘!‘st%ﬁpgtory
neur ot ransm t a ne aquapor | ns,
prpéaﬂ@pbpméioguesr hﬂ@nvatwe@i fliaaﬁ'tesfsmmi/(x@epmwa’eoi,Mdehgp to improve
gw@@uﬁnva‘ij)ff‘ 53 Pﬁ lﬂé‘&%g% el ijor\%’.@%lﬁgﬁ‘flly,p&ﬁé(ﬂhée lq.%med damage due

unction o S an or gans
fortes &t canrheetiedluessl, RagvenmEevantady been able to prove
that antisecretory proteins, honol ogues, derivatives,
or fragments thereof, having antisecretory and/or
equi Mreista lopg falineediforaproyad doigsimed i @hamacelogical toeatment of
@or%b?fnﬁ@ﬁ%%dr@ﬁé' ¥s Febdntg n%%'d%q&él@?ﬁé?gp IQ%Vﬁlable Beneficial effects
benefi ci al fects I1n treating and B,r event
ofyrae aﬁf@leptﬁﬁo%fpmtﬁ'pﬁ @cqosding tothe porseobineention armexemhmed in the
foRsrgRss. such as abnornal, insufficient, hypo-
and/ or hyper-function. Thus, anti secretory proteins,
derivatives, honol ogues and/ or fragnents thereof, 25

having Qé’én‘fgi Fﬂtro Ilrg‘v%tfblﬂ{ﬁlqb ta%ttllsé(ér%%%@% I h8mologues

harma utic active sa een SAOWN
d%lvm&ﬁé tadroerds and/ar peiftifes thetaof dyaye iaoeficiat etfécts inpiages of CS of
<§| er’regt %‘elr?lgé eeﬁlg\é?QI\/Qﬁe n%Uf cﬁﬁ%rlant @‘féﬁ%hgene hatit aelc\ﬁigh to limit the
mﬁwﬁﬂn\f?ht@mﬁommamﬁe scieglifictaxplonatiam itdmat present peleved that

MG
P Rloils B RpoS (] Mo PR AyplireRelabishment of cs
ipsueipa @@Wﬁtf@lrvw ara%tmqmlahzedh@tafwe@whd agndntkms due to an
I i .

étléég@d I%g?&m?ag atn§§%b?étg§ r%tE@g a@? gétfdﬁggﬁf:zjérquw o'Habe on the lipid
riinand eaveolag, incell membsanessur vi val  and/ or rescue at
di seases, injuries, repair processes and other
dysfunctions. Additionally, said antisecretory
pr ot-éRichEafiene BanespliaBy dempios witheniaverdgegideraf rreanehietdrar
rARIRREH bStNIPhRABn s BLAGMEER afS s¥hdorfibif Br Lodish et

normal i zin I'stribution of tissue consti
at52004; Pollard & Earnshaw 2002; Ross & Pawlina, 2006). The lipid rafts contain a
variety of integral and peripheral membrane proteins involved in mass transfer and cell

signalling. Such signalling platforms float in cell membranes and are equipped with

10
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Exanpl es of conditions at high risk for the
t hreat eni ng devel opnent of CS are trauma, either

wagswoaetsed wit h bl eedi ngs or not, heavy | oad, PCUSBR007/000413

or a substantial injury 11 WO 2007/126363

PCT/ SE2007/ 000413 to an extremty, such as a leg or

ﬁ&%sfé? §Fen{e%t§3for PRkt fuhétﬂ%@ %@‘F'&)eptdfé(tdoaﬁmd f@ét@rsOG @rotems
e

muscl e or tendon may as wel |l cause ns of a
systams, sffectors, amzmﬁﬁé&vuwﬁ@oamd%ﬁ”d S fijtesyther %@/J@'f@ra
Jbe%l% an%&rﬁ\%g sﬁlemﬁ@?éh@ Smol88\Hed i Q@{@s T‘h@g@ HbHBAS are further

acteria suc M/cobacteri a, Pseud

iteragtipg with o€ 8% cyigskelaien. and aiitienali drfiuence ihe gampogiion and tum
&e‘?%ﬂth@ ﬁ’c@%ﬁﬁéllﬂmdojs \Nélfééslts'ﬁ&é&?e Wﬁimﬂ ié% BYORIH, Svhich is an

cesslive use drugs and rel eas
ndigaior phs mqvla@ng of fipld safts, A@ﬂgyrn@grkebﬁfdlp{q raffs isthe sphinglipid GMi.

eLAR, @gt %ﬂgggé r%lﬁquﬂ%oé%g&ae bBdEdHaPed fvia éﬂor%rdemonstrable ina

met ast eedings add to the |ist of
ergmysiiety G maroaakanscalis ans HeaIEs for aBppRans gof fynaians sugias

!/e% &Jga‘? tl%ﬁﬁ:ﬁﬁ Bng @%‘r‘%%ﬁ?ans@@&t%ﬁ@sr\}@ll'é@mp@iké %rﬁél&éﬁéﬂ &nd further

nter tltl In the conmpartnent to

mtme@hiieg atesgssiRg AbRIG. WS EIRER IS hiYrm PKET SE FRGCI5Sy é@@n @gditionally
Wetrglawbe tfthd r&feasé‘ar?cﬁﬂ%?ﬁah%tldnr& nbi shipfvirgs bLnQJlio microbes. There is

guiding glass fibre. Thus, reliable values on F
prchistaring |n t,bp@@&mqmﬁganeﬁ; qf m@d(g@ﬁﬁﬁ{}q qﬁyﬁ9 ae gﬁgrow,tlh actor receptors,

fn%ﬁwﬁiak V\%ﬁ?l r@b@;ﬁor‘snn&%tﬁé}%ﬂﬁﬁ& %de‘bt@é an® b&s@érﬂ@fbr réuﬁ)take of

romthe literature that e. %/ﬁ
nmtr@ﬂsnawsaomcgwnq’ﬁ @R43norNg|and| ey tfagﬁféfg’% 2 rafts and

PAGREL! LHQG%Q’E\EIHW& bhatg¥s FIRBE RPthe gP@lampguridiien of cells and

tumor cell's and the blood “and |ynph circul ation.
¢ﬁ@ﬂé§9aﬁﬁfﬁﬁﬁﬁﬁble is created regarding the tunor
treatnment, due to insufficient uptake of therapeutlc
agent s, such as cyt ot oxi ¢ drugs

2004)he pgpeHdiventdiz h@‘@w@F%’ﬂﬂycPﬁerngrtB erR G gSspipry proteins

AbmbRELE!, ideAvdtNES, &R YrafMehidIhérEofC h@iMg antisedRtdrp and/or equivalent
limtations in the abilit

hisglionsh PetloLATRRELEANLN 81 7 BRErvEEN BT St sall egaet pave

%@ﬁ&lcfa@éﬁét@é’\{nttfé%ﬂhﬁﬁﬁ&/oﬁQﬁﬁéiﬂing%lysmﬁ&rdh\bf Npidtrifes and/or caveolae in
efficacy of cancer ther

icall Begyoraness sych AsPpPER u‘%%uqy@r% hl)'§8 Sgd/ 3Pl?yp§58‘|n8tt'%]’y

proteins and peptides (AF) is not limted to the
tissues, 25 orgrans and anat oni cal (ﬁtructu

desc s antisecrss yémkcgﬁlﬂ[s,e TIVELHeS; hatp %gesaar&q%rfae}ggnents thereof,

$%RG enBvasst fdm(ﬂi@)aﬂ%ctlﬁﬁ/ wed/br @bl@dr&ﬁbetnticeﬁgdadwe salt thereof, have
elevated interstiti sue f|

togan E'E)Q"%fk@ hayg arl%qnggggl cts%%ysfqngtl@rh%@ r@gg anglﬁvbé{aveolae in cell
PREHRBrBSSArCatn thegRms beiueed ronoritt agd/bobérediciatiesféatt the structure,

lpgTLa o i AP e oG B [ ey Efvehiegh Fttfanes

X Mples D BGEH iedirRatial affeatind can I@ejmtceumeeédt wbréreabfuadiibn, such as
vessel s or tr.ac

SNPP-OERYRE 6‘1‘@9??%3? g?s?c?rg agg of ggr,gnagFe B’} {péqe rafts ohc?veolae structurally
Qpa YirkctioadIy @linprdve suhevabanty/or rébeue dtulitmases) inj@@s| efpeair processes
%%ﬁk%%@&%@ﬁ%@%sA@ﬁﬁ%gﬁD l(rg??t §%cmt{3$($%fe 's n%%zemployed for
Ghé@ring neassliuiay eraféfiost avid rbleae@amélltpmdlms ee melilas fiermormalizing

t%e glstngetlon of tissue constituents.

Examples of conditions at high risk for the threatening development of CS are

trauma, either associated with bleedings or not, heavy load, tumour, or a substantial injury
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effect, according to the present invention, seens to
be | ocalized to the protein in a region 12 WO

waQor/1228363 PCT/ SE2007/ 000413 cl ose to the NPCESE20a000413

of the protein, nost likely localized to am no acids
1-163 of SEQID NO 6, or to a fragnment of this
kS8 Bktrendi ﬂesﬁhea%ed”kg'o?mrfé%ﬁ(er@‘ﬁ@aﬁ EHPH\anTaB@)t ES(!?@me load on a

anti secr et ory factor is to sone extent honol ogous
MUsHletn éendppmaypsasl cayps signa Ak Cﬁpﬂihqeamm teye at'infections of an

F@Fzﬁt b Elé’éu%sor% J&H@ Wikrbbiaf toins Cé?ﬂ%lbﬁdbﬁgtcoﬁfp?‘éﬁblﬂaeﬁné Quch as
26 S proteasone, nore specifical

go@@t@apﬁseup@moggﬁ Chiamydia, @,@@g Srcalla\angt igfaria, yas well as a broad
@Bédtn%%%ﬁfir% Wa@rb@tc%hgétlv@ra%e%f Ex@dsigs use 6f &ﬁ?s hd release of e.g.
honol ogue protéins having the sane functiona
peypEaRSraiter Smnecqwoeré?a/mgndmw aje ofhgr pathpgrnieeompounds.
frHM%hl‘soﬁﬁnér?lo?h%@astté’sé he \A?BH@'S%‘H%@ i tS erms’tjéf examples on
proteins as well as short-1ived unwant ed
G@Wﬁw@ﬂ’t'a%@ﬁdﬂ'%a 338 ot her wi se abnor nmal pr ot ei ns.
Further, the antisecretory factor/S5a/Rpnl0 is
invol ved in the distribution and transportation of
cel | In the peeseat ontext, dﬁ{@gmnr@ggmgﬂhpyr@ﬁ@p@f the interstitial fluid in the
’c‘l?g?énﬂﬁé‘rﬁ% bé ﬁfvbé(t@a'téb% n@db‘é Hy'REARIARS tHef achiHi bﬁa%@ﬂr%tvﬂfhythe aid of

ei ns and P 5 according to the present
?ﬁ@mru%weaum of ﬁd'@@ @n@gkﬁ'@g fieo I By, Elipblgyvelugsop tg pressure
B\%vﬁﬂn@m {Re EOMPSImEfeand AlcchBB HBEVAIRS I dfactht @ells are obtained.
medi canment for the treatnment and/or prevention of
conpartnment syndrone, as well as in a nmethod for

t r eajt isNGoGA MR ﬁw%f&atﬁh@lﬂ&% mahPEBNdAGHER have a high interstitial fluid
derivatjves and fragnents, in the present context,

EERpYEskanmpering dag transeaphery treopprit batwaekiedriaer gells'and the blood

a6& %ﬂdhrlﬂcélﬁﬁdrﬁ ¢ﬁér%b9 bY oB&@ERIi$crewlRidGEgdrBivg lwe tqu’fotr Be&tment, due
nodi fi ed by chang mgﬁone or nore amno acid

B’r'a%‘#ff"i'%“té'ﬁﬁk&%@ef%“ POAUS SEEl A CytaioKigrdrags ( (. Heldin et a.

bood)omirerY, thegénerhtion éfﬂrebh&dnbél@ﬂﬁlf@imédlﬁWtﬁérapy be insufficient due
Ehllevent i on of conpartnent s

W0 60 AUBOL DGR 3 0 Meqgrioteiplageperelations Haare s thus

agrdei lnB@d forhel @@atmett Yehedhiss, ifffrovif® e Hiddoy 8b8anc8rfiferapy by
0% %. 92‘%% 93% 94% 95% 96% 25 97% 98% or
J'PQi ipteryt '%ﬂf"'lﬁfﬁrﬁ%s%‘?n no aci d sequence of a
anti secretory pr otei n, peptide, honol ogue, derl vative
and/ r fragne cordin to the tion | so .
o ons i B A rio e BRI He TRk Wadefto Hhe tissues
bﬂ@)‘éﬁﬁbh@ BnatbiichN&ruei@sSaéscriped pthe tlemplb€ roum indRes agditional
and i denti t are use%I i ntercha

ST G es AN i) SATRETEn oY SrGtesdnErsthaaReyd uia pressure

ahd by thieaiphake amdirBleasecoitbpacift emsRaritas. t he same 30
degree of honology to a specified am no acid sequence.

By a derivative is in the present context intended a
pr ot Bhephmmvibeeutiamtcosposiibe Bycordind 'td/ﬂhb)pr&‘énﬂlaf/érﬁ‘tbd can in one

herei.n rom anot subst ance either
fT R B O g DY AR AT PG Vo ocBNER SEselt [ Aose.
wmwneomamr/oms&namlw@:ea@o@&vdsawe obeianha espiratory tract.
substituted by another am no acid, which am no acid
can be a nodified or an unnatural
The antisecretory factor is a class of proteins that occurs naturally in the body. The

human antisecretory factor protein is a 41 kD protein, comprising 382 amino acids when
isolated from the pituitary gland. The active site with regard to the compartment syndrome

effect, according to the present invention, seems to be localized to the protein in a region
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am no acid. For exanple, the antisecretory factor
derivatives according to the invention 13 WO
waQe/1228363 PCT/ SE2007/ 000413 nay conpri se aRCKSE2007/000413
termnal and/or a C termnal protecting group. One
exanpl e of an N termnal protecti ng group incl udes
%yd thewfer@m@'tﬁe Blotén, %s@li.ve%] AR GInkrdCactOH A3 of SEQ ID
I ncl udes am proteins ogues
Hlé}@,\niweé@gméb@flt@éée%ﬂﬂﬂor fragment thereof having
an amno acid sequence at |east, for exanple 95%
identical to a reference am no acid sequence, isS

i nt eRlepreseritinwehtorahtveshavindhatdae éﬁ’@@c'@ﬂoﬂé fagtortismio some extent

HSMUO?S?%@HH ?ﬁzyrbt‘éﬁ\l s80 afsgeﬁan{eaf el ‘\?\/hﬁ:ﬁ%ﬁ&gﬁtes a subunlt ofa
exce am no acl d sequerice ray 1 nc

SOTpﬁ‘bllUﬂ”lt prewaiting iored cols; theaeth S Pogteasrinim naase @secw‘fcatlh@ the 19 S/IPA
'7@(? A ﬁ’l 9591’: ﬂ'ﬁ/éﬂl@egb‘t%ré&%torgﬁ]r&é iRE GrelfinBE 98 o cia%s of

aln a avin no aci d sequence at
heragtog%%qteiemha\m the same fum’clen@lrm@omaw dhegraeasomes have a

THeHGIE 6 futhhoE% éaé%{?{o ﬂ'n@%e l@orﬁ&f's@lﬁpl déqprhféﬁ"lsra%f Ieékcﬁiort-llved

sequence et ed stituted Wwth anot
anwaldee\med\atmd aimssfgln*bé an@pﬂr@m!lﬁ@ abioorang! pistains. FEJ%‘%T the

LA o i b8 [nhe LRARR IS GHERERERYIREOf el
Inserte |nto e re erence sequence. These nutations

gﬁnﬁih@nt%ﬁméﬁw@eréléqc@ﬁn% may occur at the am no or

carboxy 15 term nal positions of the reference am no

aci d sequence or anywhere between those term nal

posi Hpwalpguehderivaies arrl Eraments phantiseergtary protaimmignd/or peptides
aBidIAing ¢ i ré‘setnhﬁvérﬁfoﬁraﬁri‘!%% af Qé’cﬁféocﬁol%lcélrécﬁm@ oPbeing able to be

nor e antl LFOUS groups wt ﬁe reference sequence.

pped i@étrmrég@ﬁactwwé ﬁtm@lmar@ent &rame Heajment #id/grivgreatien of
Q&%ba%éﬁtznal% eé@&v@ﬂ Qﬁ lnzé)n”l'emtfbrtt)’eatlh& €8hp&t et syRFome.

gl'gogr ans sSuc Wat er rran conpare a
BQYER, ”Nﬁtlveé ﬁéd &éqménféemm Rregerifostet 6ABrisTmatdeast 4 amino

$6i89Bfla PEAHTH %@curﬁﬁ%aﬁtls@@ra&&‘? pFRETR] ARER ABY BE further modified by
sub- sequences and e alignnent of those
§W%%%@é§oreml%a9¢seqnd§dqrﬁ@ omlraﬁg dhe anjigasrgiqry factor's biological
§btmlt>/ M theMreafRéf anH/GF Srrevéﬁtlo%aﬂ%ombﬁrtrﬂbrh%@mnﬂ e

penal i zed. Local algorithms work well for conparing

two nul ti donmai n proteins, which have a single domain,

or | H&knetmBk %\?Qmﬁiota%ld g\%ubﬂcéﬁ’ém@gt leQ@'gB?dlaeﬁtlfbﬁl such as being

determ ne | 'arit are co

pllsBstcA¥e, 056 74P, §O%p52)°ér 85, 8ﬁﬁe$Q%,r%1d/° B A38y, 94%, 95%, 96%,
@‘?%gﬁé‘%‘ BE§IM fentical Wﬁﬁ% rﬂ%o'é@?’ééqﬁ%é@“&l‘ asér{ﬂsé&éﬂgFW protein,

bet ween’ t wo sequences I n t are not Iimte

pﬁetlc@c@rpsp@gwarﬁeﬁwwa@éd/@ofrem@w@e&mm ta thesinvgntign s )aiso
?&%ﬂ? red @—@%ﬂ@de stﬁ%h%r&%h H\lvent§n':ln tRé pFﬂsent context the

1990 programis publicly avail
4B hqcaloga(rﬁmdd@mt—y ae yped Higrehanggaliigapn amya %%@ﬁquence

Raling %tsp@bfled%éggrgé"w idendity wﬁﬁhn&her(akg %Q)a):ld s€8Gdhce has the same

sequence anal ysis program has a default scoring
ﬁlﬁgrreiepf ﬁﬁ@oiﬂ’éf’ tup sPepdjsdPanag arid$eayeNcheneral , a
nol ecul ar bi ol ogi st woul d be expected to use the

default settings established by the software program
usedBY a derivative is in the present context intended a protein having antisecretory

activity as defined herein, being derived from another substance either directly or by
modification or partial substitution, wherein one or more amino acids have been
substituted by another amino acid, which amino acid can be a modified or an unnatural

amino acid. For example, the antisecretory factor derivatives according to the invention
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35 The antisecretory proteins or a peptide or a

honol ogue, derivative and/or fragnent thereof having
wanvi7sieexwat ory activity as defined herein, canPCoOiSpri03/600413

4 am no acids or 14 WD 2007/ 126363 PCT/ SE2007/ 000413

nore, such as 5-16 amno acids, such as 5, 6, 7, 8, 9,

10, 11, 12 81 25}1e3é’ﬂa le of an N
maRberEPise b det gpey o Eteiifal phStectnbibrélip Theamp
teAinbSToteetiny grofipdtchudes acetyi One example of 3% teﬂ@'“ah@Otegﬁng group

80, 128, 129 or 163 am no acids. In preferred
inglieRAREt s t he antisecretory factor consists of 5,
6, 7, 8 or 16 amno acids. 5 In a preferred

e Bl ! { Sloforif@gRicAVtheRaf havi
il iy e
an‘ﬁﬂﬂ acid sequiencd atdeqt, e‘seevtarrme@%tld@ﬁlgalm R rgiigrgnce amino acid

correspon

SePENFHIHS grﬁjggéla Oe:/ %@%?%%fd' s%aué’rﬁcetd?% J lthé Sepftllj@‘i’g |bléht|cal to the

a control W t hout sup Eég
rABeh6eSaients, dxaeftdnat theaamidio Seidsadends ey tgldes 5 pant

SE 9000028- 10 .| 4 b
myyRtions PPLE 10&3&]mn 2RRQLNRE ré)ffefefngé 'éﬁﬂ'noeé'@PcPQécméﬂée It Ber

erAs or a peptide or %zd ool
WoRds, adlitaia sopolfeptidenavingay avhoteeid s,@@ugtpﬁq %t&qség Jdentical to a

acti vit cC d|n o t: m&@ts‘é
5% SRVES! S e oA i 0 Gtotacaace
n?éﬂfk)é‘délé@d ¥Bslboxide With aridhaxiaatiag Acigioriasnym ear"?f ﬁr@lno acids up to

5|(o O&E %qtgl a§1lf P %595 iQthl%fgreneé séqﬁ)eﬂ@??’égrkr)le%ﬁgség?ﬁ thto Bhedrieference
s83udtfte. TReBImutdBorBof de HEraES SAUSED MBY RESUE at ths Ian]ng;o or carboxy

absgag Hpsﬁ&@se?a]f%é ?‘e“?&rreﬁéeo%%ng %E%@eqﬁ&ﬁdy &h arhgwhé]”etﬂéﬁNeen those

on, can in vivo 2 N
t¥intifid) poeitigns, irderspirisad aithey lnd@WﬁHéﬁf"@HQ PINGRE in the reference

q%gg%}n?(%ac%rb 8%% Bi &R c,zo%g udtd (yr&fps'vﬁ@\krﬂhe fefefdn@8sdquence.

arring SOt ce of antisecretory factors,
such as frompig pituitary glands or bird s eggs.

Al t? m%r ?é{e% he tIJnhg Iﬁc’%‘ élé@ﬁﬁﬁtﬂbdraf'rﬂ§b@ét%un’@d’tcidbtermme

{0 DeBiNed. by chenical or enz eein
ldérﬂﬂw a@ealtedzgcmuuh pqur@m% i(susbrast P WELSTTaN: ¢ ﬁ??“g?eq“e

didd dduehé&e, Rha Sifd tHeycondtination of
‘l%asseqﬂﬁ'écet 0 o%tg g?%qg%ﬁegggﬁ%tz %fdys fde'{lgt or i E W€ st
§ubrsadogngrsrarid thaalignment pf qhgsq]%wueﬁg%% WE|C y{eg s the nig
g OlPsﬁr%n&ltg %%leh%&)éae&ﬁf' MEwedNré %@ﬁél@é@ ryschlatgavithms work well
or s nthetlcal r[%rew Qu Iay ding site

or sorhpaed tivo nvuund@w@a@@ezn%f«i\@l /80%39}2%0 ap OI'JUS binding si

|97/00 (9% al so discl oses the productl on of biologically
Nk ragnments of this protein of 7-80 am no acids.
30 The antisecretory factor according to the invention

may |{/1gtr F)Hgfo &&Qﬂ?ﬁlhé RicAtity Bind Eiﬂ’ﬁlﬁhw&ire aﬁkﬂif‘ éd in@uBlicly available
protecting grou One ;img qu larit
pmgmmlPrpﬂeupé@pmﬁgter program methods 0 etermlnel entity and similarity
between two sequences include, but are not limited to, the GCG program package
(Devereux, J et al (1994)) BLASTP, BLASTN, and FASTA (Altschul, S.F. et al (1990)).
The BLASTX program is publicly available from NCBI and other sources (BLAST Manual,
Altschul, S.F. et al, Altschul, S.F. et al (1990)). Each sequence analysis program has a
default scoring matrix and default gap penalties. In general, a molecular biologist would be

expected to use the default settings established by the software program used.

The antisecretory proteins or a peptide or a homologue, derivative and/or fragment

thereof having antisecretory activity as defined herein, can comprise 4 amino acids or
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group includes acetyl. One exanple of a C term nal
protecting group includes amde. In a preferred

wenhodiéseat of the present invention the anti SECTSEZN0Y/000413

factor is a 35 selected anong SEQ ID NO 1-6, i.e.
VCHSKTRSNPENNVGL (SEQ ID NO 1, in this context also

oairt etichEs 56)6, arhiNEHEKIRUCHERs! B NG, 8
?@é{}?c 15 vxoazo'ow 126365 PCT) SE20073100\(4){§;?<-H(§,H€Sﬁ$@ 817,18

ds GIETR PSS PTRIEP S5 Mbdiments tbﬁﬁﬁ‘lfﬁeafﬁt@y factor

SW@CHZ?WBMB 48N51 BBCN 24, ARY 0PN 63 BhnhoPdGy FH P%ﬁ’@odlments
h]ﬂ%}l?s usi ng the conmon_one | etter abbrevi atl ons

LY %tﬁbc?'lﬁ'slt\ﬁ?fﬁ 607, &i91d1 Gamigeacisisevi ousl y
been disclosed in e.g. WO 05/030246. As specified in
the acco equence listing, sone of the 5 am no _
aci d93 W%H@x 95%1?9 ineitc5aq @H'Sé%fai%é&hereﬁe'wrg\éd%lplmaentratlon
bﬁ/at@édﬁseﬂommmnﬂmm sdldﬂe?d Y6k 119 HeQWHe8sht IcBnie Rt She FIL unit
particular amno acid In

i t
#&ﬁ&?&é@m??@d@g&dh% dyd é’ﬁ\‘yén the intgsitng eanerpred tora control

whieout ipply BRAMAIEEEBICHIRCIRS tas NiscREEH MV CRH0/585 %4 s9é9000028 2,
being in position | in that particular sequence.

am no acid substitution(s) as specified below nay be
per flaranethet ﬁr@&ﬁ%@!@ﬁﬁdoﬁ‘méﬁt tﬂ@)énﬁgé&%tor?rﬂr&@m@% d pe IﬁODtlde ora

ﬁubstltutlon sequence

P[aclegys, dstvg ‘e’% aﬁﬂﬁgfﬁa@} tB%fe éqa\'@se@flwreowqﬂwty according to the
gr@seﬁtlngnenﬁommhs,lsléteoﬂ Ledcuersh é{ucbhilr{;g t@rthé(fou@\t/vlnﬁ f@r‘gﬁlléé on
may be rep e an in position may
be repl aced va?f‘?{ (‘k\%ﬁﬂ? %@Q |F‘g{5NO 2, Cin position 3
rray vh&rdélﬂpﬂa@l:(énhbio &cldé‘|1436 df’SEQt IDCN|O43 omsébbsntfk@ts%fw'or K, X3
yﬁSr 5(1“ S in,positjon repla %/

Sivd?'dr 7“4 1% § Pbsi '%ﬂmfm%?ﬁ‘ﬁ“ﬁéﬁr é§15§c‘é%r8839r¢\ 16 0BBER IDNO 6,
oris BK3ept. C in position 2 may be replaced by S, Hin 15

position 3'nmay be replaced by Ror K, S in position 4
may be replaced by L, and/or T in position 6 nmay be

r eph&@%ﬁh@é’cré’tcryl facthQ:doQin'ﬁﬁo“he Erés@nﬂﬁ\%rﬁlbﬁace Aféﬁ%a%ﬁed in vivo

position be re

‘Efr’ ?f O iéln"v B%P‘P?@W Syfﬁ’ﬁ‘i}'%@/ ﬁ"l%l’r efnigally Eyntbﬁ?mﬂe@‘r am/or isolated
ﬁrcﬂn E@&tdrél@l’bc@urfmy sb@rcé %Pbﬁ%@gregﬁy féctdr@ sﬁ%@a!s @OM% g pitditary glands

oSiti e repl ace
¥ gjéfgtsu 9As- Z&F?éw%ﬁlcvfébrffa‘@wsssfe@ry f@ﬁ@f%may bts rﬁurﬁ@ ptacgssed, such
a5 kmi)hehﬁceﬂ epbagahtibtiehvaged shlafer AtisEERA Bitivk R8gments s or by

fﬁ?{ge/ ent vent| on i s.the conbinati on of two or nore

iggtion p %mlfnpgﬁﬁiénl[t Is pyesehtiy NAlgPassibiseo abtainentisegretory factor in

pmé fopmadyl purieittion] 1N istoRvEBEdseibleNo o R e ayﬁ?élgglcﬁﬂ/rdcﬂ\r/@ d
Al so i ntended

antisecretor acto 5

e SBHRTRGEH ST o Mikiapiat Biheligalb o5 presibysy disciosed in WO
@ieB20e apd W(G @6!0392463 WB7I0BR0L afl KNCRFBs & drB&uction of biologically

g ]n stern LB % )sdécg enrlched in antisecretory
T2 5?%“ 50?56@ ANBe&s!diow t he formation of
anti secretory factors can be stinulated in birds and
antisecretor ctors then being recovered or
cond B AnEeeteto 35t et ibss T e ninenistoercsmprse an N
téindienddr ad eaRihahsrotestit)groas O Snile 6LALR MMM R Brotecting
g%“ lngﬁéeest ace¥yl One example of a C terminal protecting group includes amide.

In a preferred embodiment of the present invention the antisecretory factor is a
selected among SEQ ID NO 1-6, i.e. VCHSKTRSNPENNVGL (SEQ ID NO 1, in this
context also called AF-16), IVCHSKTR (SEQ ID NO 2), VCHSKTR (SEQ ID NO 3),
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30 factors can be administered to animals or humans
with a food or feed, or, as nore or less isolated

wonroueéxw3 fornul ated i nto pharmaceutical prodBCTSE2007/000413

Therefore, also intended in the present application
Is the use of egg yolk enriched in antisecretory
C&B}@R(S‘Eﬂ [»} Ne 4),OIHSNHREQSEQHDCNO By, @ﬁtlﬁéﬁnlﬁ 4eid sRGuence of an
eutlog 03|t| ﬁd r tngI and/ or
BRSBTS pEr THBR o SERIPIUS botsnadhe GaiMon cPadates
abibradidtiads for smihoabids. SBQlID Nan¢, 2rhadi H@thréif odtsh/eoeen disclosed in
conposi tion

t|on the, . rrmceutlcal
RSB PrlgBYER, A8 beit R SatPrWaR in SISBE Iiing, some of the
pMdonaiRU teadHoye 8pEEHSRdqBe RoEsi i i repH&@d b} &th8Pamino acids. In

2636 PCT/SEZ 07/000413 choi ce
R IRHOR 3 PPOPOERRRe FcSPUIOR 06 BPEeIar ainoiapis p @ paricular aming

agitl issyuBnee RE@IulAéd ROMTtRS IcRSSendlifg Bcthog N-faerﬂhm%l amino acid as
Eresent |nvent| on can readi be detern ned th

®DY PSR Igh thiy Paricyiar seaseheR: iAo a”F"PPa?%éB*Eﬁ““E'@P(SQ/ as specified
BelowPhayecperiotpe mdapémrenuy;af héHahgnd Acili REbRAGRAM in that

7ALER04, 2 SEBIDRT o5 el Gl SipiRn2 abs ESPYARA Bl S. 6 n positon 3 may
5é Z&;}ilddea i tﬁ R @fmlsslnfpdsﬂ@n agnaf ?e re%?é%@@ Mh@a?&'@ﬁf% ?osmon 6 may
ceutl ca osiI il ons
NN mﬁ@aﬂﬁ Lep e %\Pgﬂﬂ%{b%w%ﬁge@'aced by S, Hin position 4
mayn%e méplamaall by R bEK " aepdsitRals rﬁé@@é ke?ﬁaceﬁ AL, aﬁ@/@f HiMgosition 7
em,n Cl ractl ce ar nac
b3y ROy . TR eReE %, R4 oBEESH 2 S sbar ek, fin

pdimtidmﬂizmuy bé adpladeddyrRObOYS in ri’cmiloﬂdll rﬁépﬂe repfhced by L, and/or T in
har maceut i cal |

TeR L5Fu B LerlsEer i PEIDIBE S BOSHR T gy be repiboed by S,
H irpposititni Zinky bé wmmswtm of KeS imgbisitiodl Bahay Be replddel btyh_e and/or T

FSBAA 5 b SR EA 5 Rs el n8) 0 eacon

orf,i Dinglositiea R nayehet teplaced b L, 4Xd/orCl il popifiah rasgpsLiepficed by A.
such as e.g. the British Pharmacopoeia, the United

St ates of America Pharmacopoeia and The European
PharAtsciofendedibg éte weserd invastidnas theheoniaeatiohiof 84d ¥r more of any of

BB 5B A RSB RER D 18 Sl oS rBghin i coo o
ghichedbeantisemetoydaptoms. t i on according to the invention.
The review i s based on the particular route of

adm ni stration. However, it is appreciated that in
t hoﬁsmiamded\meﬁe Aesqrih aveBteLis tfrea&dsylbmmmteébmgaand/or preventing

| f.f
%%c OMpoS| {F%}éonrﬁeebﬂﬂé% S pﬁis’%% i S egé 9{3“( 85?'%16%&1 EP{'SGCE’%W factors.
$Hh 8P0RA28tR discibdep i‘@ﬂﬂdbpf(ﬂbia&on@af(ﬂr}blsmmonsfantots cdn ve stiatlilated in
R e ——
yotka Ve ﬁ@/%ﬁ%imﬁhemlsdomthow svich eecaveredhe cusesntritedhatisecretory
ga?EOC%I tlde%ﬁ?t@édqg%ﬂnﬁﬁs of Mfindr WitV Ry o Reed, or, as more or less

ent eral
isolated products formulated mto pharmaceutlcal products. Therefore, also intended in

the present application is the use of egg yolk enriched in antisecretory factors for the
preparation of products, such as pharmaceutical compositions, for treating and/or

preventing compartment syndrome or for use in such a method of treatment.

In one embodiment of the present invention, the pharmaceutical composition

according to the invention further comprises a pharmaceutically acceptable excipient. The
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For system c application, the conpositions according
to the invention nmay contain conventional non-toxic
wohernaexsit i cal |y acceptable carriers and exci PCESE007/000413
including mcrospheres and |iposones. Transcutaneous
delievery constitutes alternative rout es for systemc
ﬂbﬁﬁﬁaﬂ%é@é‘uﬂcaﬁ@ aEB@pt&Iﬂ%Q&bkr@ l%r é’;ﬁﬁlﬁ? Gwc@hﬂgtlon for use
e I nvention fmay I nclude solid
g@cmrdlgg,tq thedrepent |ny@1t|@@|¢g@§qaqqllbhg detﬁﬁ@med by the skilled person by
BRI RRG ?é{folgctaiké%a@&ﬁﬁgﬁmc@pt%ﬁ%' e&'c@@ﬁt% 15! RESHAG to the present
sol vent ering agents servati ves,
Ewentian In@Ju@ﬁgéqN@tS Hifertng wnt%pr%e%@tl\r%s@reéatmg agents, antioxidants,
lisdGy. d Y. The ph |
@@P lljléérg éﬂ%@ﬂ@ég%nts? ngng%gsgt%?ﬂgﬁg n{l%/nare alpvarmaceutlca
pempesiiions of the lzmmmmm fpowiaed eomrdog pPnveRingl e

gfpaer\‘rﬂag:%a %n@g Gt(rjgefo vvater caﬁﬁd{&m dc,%hi:@ﬁné’&‘actlce of

sharmacy’t Rithoeditios ciSEAS07B - 65%131@ of §E‘F;§M0|ﬁl®€tﬂlﬁt10f mharmaceutical
Fééﬁﬂﬂb Sg Dfideed Sy Eﬁ(ﬂ@f ISBN: @%%4'? W SQWeAerarmadceutlcally

tocitri¢ aci ) acetic aci taric

pecaptableexdibieriyain suhstanshdbsivsubstangply, hasiniess i tietiedvidual to
gﬁ@ﬁ@&&nﬁ@élﬂoﬁ is toddeeéd?HIhi%fEr&? SuehGn eFéﬁ]gﬁi sotm@fly fulfils the

ating agents include but are not to sodi um
@Fﬁe@ﬁﬂts(g'\telnlby the patippiatheafth anifiogtieso Offigial Ipbﬁr rr@f,g:ﬁpgelas such as

bRC {Héd@ntQHtPh@Frﬁad?)%elg | ik U?ﬁie& QL ¥ /@E&%a%ﬁﬁéé’dpoelafand The

ani sol e HA), ascorbic acid and derivatives thereo
Eotapghe Pbiamaav@pq@a setatandasds lReplasmaceytisaly anseptallgexcipients.
m xtures thereof. 15 Exanples of diluents and

di si nte?ratl ng agents include but are not |limted to

| act baefollowing i rayisw ofgpigeant ceapesitiensiRbaieasldise in a

BRArR deBU R &S?ﬁ‘@ésﬁlon %@é&HMP‘té H'leﬂﬁ\?énﬁon nﬁ\‘%ﬂb%@\h is based on the
starches and nicrocrystall'i ne cellul ose. Exanpl es

pertipyiAGionts AfGERMstiayen.Jdrvayst. itip epbIgH Rt halderinoge cases where a

PREAIREQRRIY aéb‘ébbé%l%céé@ﬁ‘ién@ Ry b%carnbmé@d,m Hi#f@‘ré‘)@ QGée@e forms or
sodi um al gi nate, gel atine, starches

ul o
E‘Pﬂ“P%%%ﬂﬂésthesa@Eﬁ‘C@ %gfrq,gg(@ﬁlg?rmna@@pqzqﬂheglg acceptable excipient is not

rfﬂfté'ﬁ’focéi‘%:ér%lﬂ&ﬁjosbdéjfoﬂ%wbf)@)élaﬁléblb#ﬂuﬁétﬁ)n of the exc lent It should be
nyl pyrrol i done and pol yetyl enegl ycol .

WQF‘% rithe InveRiiRsSs PPidhnitedds the yRg efdhs FF&“WQW@H? mgtioned in
t@fgmm@ one context be admnistrated locally or via

i ntravenous peripheral infusion or via intranuscular

or subcutaneous injection into the patient or via

buc cpirenferdl ¥ompbstiondasal , cut aneous or oral

For systemic application, the compositions according to the invention may contain
conventional non-toxic pharmaceutically acceptable carriers and excipients, including
microspheres and liposomes. Transcutaneous delievery constitutes alternative routes for

systemic administration.

The compositions for use according to the invention may include all kinds of solid,

semi-solid and fluid compositions.
The pharmaceutically acceptable excipients may include solvents, buffering agents,

preservatives, chelating agents, antioxidants, stabilisers, emulsifying agents, suspending

agents and/or diluents. Examples of the different agents are given bellow.
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routes. Furthernore, it is also possible to adm nister
t he pharnmaceutical conposition through a surgically

wonserieesd3shunt into a cerebral ventricle of tRET/SE2007/000413

patient. 30 In one enbodi nent, the pharmaceutica
conposition used according to the present invention

is flexam;blabecbrfdus a'gémtgaocul ar, local, intranasal,
or al cut d/ o S mc adni ni stratjo In
a pr@Faé? 8Y° ?PE ?Srfﬂﬂ't'de %Wé’"% Butedite watsr qleRnols, biood, plasma,
EpiMafiuid) Bsdis fladranaighpiati@dl by application as a
suspensi on or, even nore preferably, a powder for 35
i nhal ation with a spray, aerosol, inhaler or nebulizer
nas aExamglesl bosuffeting b@erﬁ§$1§iu6@bﬂf aretroBRrhited tb&itMEacid, acetlc acid,
007/ 126363 . PCT/ §E§007/ 000413 . Th g adm ni stration of
8 ACIoRRYG G JYahearR BR? 8?%/3?' RIRTRonRiRs, PH%SPhate salls,
didthylanfinglet@dvant ages in terns of stability and
dosage. A pharnmaceutical conposition according to the
i nvention can also be topically applied,
| Nt r exEmuibled biycheldlihg ag@ae inckide ®uthile)hot liBHEE 1 RARAUEDYA and citric
an /or systemically adm nistered via blood vessels. In
Teferred 5 enbodi nent, the pharmaceuti cal
conposi ti on is formul at ed for intravenous,

i ntramnmus ral nas m nistra

Tyl SRS rAnioudems sRg oyl %r§|noaﬁraltee@%&t?u&ﬁat%%wﬁfexy' anisole
@BHA) aédiebia ppibiiapd deantiossd thatdobRotdpheh? af® BREIiVéOReRbf, cysteine,
§T}§ |nven§ n |s from1l pg to 10 ng per application,

pixtiare - pg to 1 my per application, preferably
50 - 1000 pPg preferably 50 - 250 pg, either as a

i ng'%)f g,se fch 'HS‘%‘@?}‘S dmﬁ?gqr tlr}%gelgséﬁver%g%e %Lﬁe@r%ﬁgt Ilmlte% to lactose,
&tShemlSBé aémdemdmunnmwoapmed @alclien barbothte tdariuho S@iphate, mannitol,

th n_the r to 10 ng per application
hirhed abe b RaTgaihe Il o 0. 1" b0 1y por
appllcatlon and kg body wei ght, preferably 1 - 1000

25, SRR AN R0 B L iy i

pmlydwcha’wlea sirbiyl, engDs&acmeBocdw adyma‘tepmdtad staelies, akllulose,

ABB3R A b DDA PR Bab FAGRR Bt

pdlydnyimyrmlitlata and pdygbylafeghabl. y admi ni stered oral ly.
Accordingly, the present invention relates to the use

of an antisecretory protein or a 20 derivative,
honoltegelermacedtioal dorrggsitiont acdvediemfa thedwientipn is can in one context be

S REELR 95 3P L hiabendRilicRbn &rat RARTIRS U el butar or
shertaneeus infeatiorcintopibs ipkiie or wadbuocal aoutmdmara,l naisalpdutboeous or oral
Foﬂ?eét ﬁ&.%’ieﬂﬁ% ﬂqgélgégg%%’fg H} écﬂ'ﬂmg angg tical composition

Sal I secretory

: mrwgbuawsurglnsllysn@rtsﬂ Saumeltlmeamaeelaab@nﬂlcl@goftﬂue pétient.

following formula 25 X 1-V-C X2- X3- K- X4- R- X5 wherein
X1 is |, amno acids 1-35 of SEQID NO 6, or is
abs dntone xmbiodinkgnt,Rhe pha¢max8utical composition used according to the present

invention is formulated for intraocular, local, intranasal, oral, subcutaneous and/or
systemic administration. In a preferred embodiment, the composition of the invention is
administrated by application as a suspension or, even more preferably, a powder for

inhalation with a spray, aerosol, inhaler or nebulizer nasally and/or to the respiratory tract.
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is Sor L, X4is Tor A X5 is amno acids 43-46,
43-51, 43-80 or 43-163 of SEQID NO 6, or is absent.

wono@EnatIser enbodi nent, the invention rel ates POTSE2007/000413

use of an antisecretory protein which conprises an
am no acid sequence as shown in SEQID NO 1. In

anot Ties adfinaratish ofenpowdeh GompNaing httisebRkdt) @ftdre hhdte additional
whi ch conpri ses

use of an antisecretory protein, __an )
ARAr0rasE DG S eBSangisaRes: & B Ags ipompRsie according to
&;mhmitiouemdismettopi&dl@ apblféd?thtrh@%hléirﬁj', auahaddlytdianuse
of,_an antisecretor raoteirn, which conprises an am no
o er BBt 18 AR SE & laelh e igitiPies KO I9bd basspss Mumpiefrared
embodimzat)the pHE@mbaoseizbi dmpoeitiah RSotntulatel SorUsiPavehod@) intramuscular,
Ent | s?e?iretor\é %tfl n, \%x[m_ct] CO%I ses_an amno acid
Shw B & nRsakaBNRISIrAtions Typies!ly DVRRH Used far topipat arnlieatiearto the eye,
eetpplietecdncehifgtionniy 81et doipoBiEiblh 8f tAE ifv@ntibieisUfen PLg38110 mg per
ant j secretqr 1protel n, which conprises an am no acid
apn(GatRne S “3‘ R 1119 BEdNg per ApplisationgPigisTololy PP 12698 319 preferably
BOH/25682Q04itH20 a4 b3ingldiaddeaiamabg or leBedtel s8i&thNhes per day (multiple
grrbogl nFnt, w CJonventl on pertains to the use of an
IG5 LU i8St | E‘? HEfSO-whi ch is a protein with an amno
acid sequence as shown in SEQID NO 6, or a
honol ogue erjvatjive and/ or fragnent thereof
conpr¥® 'Wﬁa@rﬁdlﬁﬂmﬁté?tag ?%%?Z’Q)Odst%gfdoéﬁé Withinghegange,ofyQi Hg to 10
a?meppIEM' nﬁelrgt : hl;odyh%iémy@t@hia@ra)f oal t%|S1 g é)bEQpNi_%@tion and kg
a rmaceutica onpos on .as discl ose erein,
e SO Rty oob eb Rebodv iRt Suckvap pFiraimng - 50, 10 - 100,
$@0 ©256@ tbrB50enathey/ Ry BbEY WEighS clhsrtlsesERYle Gods%_&;r' daty_or repeated
erivative

NO 1- and SEQ 1D NO 6 or a 10 hompl ogue, i
ST e Rt s ool SiEETS Hanr e o dereda basd according
wfthSp@ski inWbti6n, this fermBRgiue RCreRSallly SehpREste®YrdIRe

general formul ae described herein. Said sequences are

all equally preferred to be used in the present

I nvekdcominglyl, theopres¢nt érfventi@dretitdxodith@ 0ée ofsat shtisecretory protein or a

' tein i i d i |k 15 .

RO RSBk Rl el SO ol S9Ralgh sy, snor
slEntaceticalycrotivosait qnemloeifasrttpe Bgagtl%:aiu)fe b‘_s? plmﬁwicdmui;aj dbmposition
: ea .units i N _sai
B FRBEAANGP e BT o P Prs BrhBome.

plreemipaiuentcsdid aptigeosstdary @rotéincbhssts of a”PGuS©Ss adcording to the

: ically acceptable excipient. Such an
@E@&'ﬁ?gﬁ%ﬁw be any 20 preferable excipient chosen

to be appropriate for Xhe-GHX3FK-X4gRis0se. Exanpl es

o o SRR ol AL S85PSEE B e R BIBHB i R ok xs
is Sryyds XétiioTi of 8, X5 i araihataeids #8146 #A3-65404348@br 43-163 of SEQ ID NO 6,
18 SR iy e B, AUIRARE RS0 S Pt
polein whiely coleprisedianganino titid sequidice iaeshofvn it BEQPAN@ ML In another
érﬁb&‘?mérﬁt,eﬂ’lta%eﬂﬁ% Femeéjﬁtthgﬂgé 3t aarge?ntgggre%?y gr%geine,tw%ich comprises
an amino acid sequence as shown in SEQ ID NO:2. In yet another embodiment, the
invention relates to the use of an antisecretory protein, which comprises an amino acid
sequence as shown in SEQ ID NO:3. In yet another embodiment, the invention relates to
the use of an antisecretory protein, which comprises an amino acid sequence as shown in
SEQ ID NO:4. In a yet further embodiment, the invention pertains to the use or an
antisecretory protein, which comprises an amino acid sequence as shown in SEQ ID
NO:5.
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I n anot her enbodi nent, the pharmaceutical conposition
is formulated for admnistration as a spray, aerosol

wonody2ésémnebul i zer or an inhaler. In yet anot hecTt882007/000413

enbodi nent, the invention relates to a pharmaceutica
conposition and/or a nedical food which is fornul ated
for admnistration systemcally to the blood at a dose
of 0.1 tag to 10 ng per application and kg boe/
wei gherthesiere, lisyehpngther eragoaient, Pfg"p)\@nt'@bp@ﬂ%ft odhe dpeiof an
Egtlseg%?é(rg‘ﬁ?dt&ﬁ%vhb%@fgﬁcg@@dm{h an 31999 aE@gfengQnééoéé\’shown in SEQ ID
DEDO, W wdowod%@ﬂvmn%@rc@agmr@I‘rhereCé CPMEFisiag agino acids 38-42
gfggquq\@@g per day or repeated 35 several tines per
I'n anot her enbodi nent, said dose is 1-100 tag per
appl ication and kg body wei ght and day The anount of
the ' | ftbs fohe HsS b 4 i
o t R AR o PR oo I, e S Vgﬁ'@fﬁ%m“?a'
gepeasiionpsotisaeredhgreianvhieiocayeprisee tweoDmoE atisg@story proteins
Eglﬁ@&ﬁ%%@g%éﬁs aﬁﬁl%@fo@gd maé@bwb No: s, Q%Pséeq:a% Bhfa
ers such as a nedical practitioner,

éamnlogue cct%waiwe agdiod fragmient theteat Mmprt,sm JRinp ety ﬁﬁé@ of SEQ ID

?ecfr aas%qaer%'en&l Fs A8 B?rthééer@ﬂéltfbﬂﬁae §&4ctided herein. Said
appl'i cations. I n one dinent, the invention
sequaness aiE etllrﬁéiua@epr@ferr@d t@h? usedt indbe PiespRidRvENtion.a
derivative, honol ogue, and/or fragment thereof, having
antisecretory activity, and/or a pharmaceuti cal Idy A
act i neonsArefetrad pebpdintest, spiscantaerietabt RipieiIngs PEovided in egg yolk
QH@&H@EQ@ Hﬁdhcﬂtlsé&%ﬂﬁb%{éﬁn anar\)\ﬁ{e%m §a|H%FHléé%ketf)@?ﬁotfai‘ﬁrpreferably is

the treatment and/or prevention of conpartnment
Slavifledri a congratration afAtdeasy bk Ubi/gbl saisheghwlk.
swelling of cells and tissues. In another 10
enbodi ment, said conpartnment syndrome is caused

non- Hoteemigagishesitipa e invaon, sai] renayma?ettglpgléggwo%%f%wer

'i:@mﬁrlé'@ésé:br?armaé‘édﬂ@all)bé&@Qtabl%%&ﬁlbleﬂf‘ &ueh ap e&@BQﬁﬂmafHé Bny
a non- nornal | oad on a nuscle, nerve, bloo vesse

JPEﬁf?F@b‘ﬁrﬁi‘P'Bve“bcﬁoéﬁﬂ EnberapPrapiate i &g saciis PUFRasEnixanples of

RxtiSiBHR GrdBkAbsAdrdint y, or at a high |oad. Further,
drugs may cause elevation of interstitial tissue

fluid pressures as well as cell swelling. In another

pref By drithee BhpAbiFRM of the m@hﬁbrsysaldrpnaﬁnao%uﬁ@aﬂ&&ehpbsﬁm is
m crobe. I n the context t he %e?tl ent inventjon, said

f
fRrEYisted for intrgecularyintraRas ), rﬂra'a'QC cytangoys; gngyor systemic
laBf@adtifibn. ThebhoSér R)@lfe ERadmimbifatioh sy daperfdiiy afh théscondition of

WFRPtE CoioFaAq THHBS poe R G 0 BET ORI Ble .

Fl avi viri dae, Togaviridae, Hepadnaviridae, Human
| mmupodef.i ci enCé Virus or

are R o SHBRdEaTt S pReTTEB Gl cmRRslion G forjeed for
aaniimsratidh a& aRPEHyTB&Os oIt By iameBOliZepbr Aieinabies I gettdr@ther
%gﬁzgg{%%g t %h&; %%S%l%gq%éﬁ[a%ﬁ%éﬁ%%?mg% gSrrnhés%on arid/or a medical food
aMidhsé edreilizEad faﬁadimnhtsyfatucan@Vsth:aauynds] tHermes At Ldddeyof 0.1 ug to 10
SE b eh R B Prghl SuEPAEt U5 Pl hespgton nd o
lbbﬂy WE@M Rastérapip o/ o1 00D @y &g thioayn wefgh sveh ad prsfetaioly 1 — 50, 10 — 100,
q108r %Jo or 50 — 500 pg/ kg body weight, either as a single dose per day or repeated
several times per day. In another embodiment, said dose is 1-100 ug per application and
kg body weight and day The amount of the pharmaceutical composition which is

distributed to the patient in need thereof will of course vary depending on the patient to be
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i nfection and or synptons associated with a viral
and/ or mcrobial infection. Exanples of 25 a bacteri al

wonbwakéwsn enscoped by the present invention, HOESE2007/000413

i nclude infections by pathogenic strains, such as
Mycobacteria, Pseudonpbnas, Chlanydia, Brucella and

r .
{rc%]asfécgte{é\% lel-IrBS dg&gﬁﬁ%th'er&@% FQ&RH %d&ﬁ%\ﬁ%&nﬁl gFa}cgllér?eq, for each
otoasivheSaid admindsiration aan be parienedeitbesaes zryglésiose ok ammultiple

nts and/or induce the formation and/ or
agﬁ/ag)gé@aggﬁ?eactlve factors by adjacent cells and 30
ti ssues. Furthernore, in the context of the present
L}P\éﬁlntobg%pbo@ngenmtﬁé %Q%t?o%ﬂet%?esstgltﬁfﬁssegcg nafnrm&é?gtory protein, a
flernatise, hbmoanguemm/carrhtmgmemaﬂntereo&&admgmmmonysactmtmedd/or a
by a prion pri f
P EaBrliCan, 8P 5L S 6 88 R ibo s of s R ARRCBARERLémpositon
andrfot aimetjmalafovd fon shebrgatmast drw&ﬂpn@/entlm e @nmﬂme@hwrldsome
b

BB trud indford GatEE 2bab R oY 51 S s TS AAgtner
pnnbodlmest aaidyoompaftmpniotyedronehiatcaiised mbe@rml {abnggmal) load,

e

da1mztb1cmd[dnsaemssnle inecley tiond vegssl, delntcandiermdendonamay e.g. occur at a

or r e 'S pgeng@{ﬂ '@%@%Q%SP&% ﬁﬁ,afgéa'dt %Hg{bge%ré%emaz cause elevation of

ot stitial tdsed ﬂcmlrmiessumsasamml astibedl sastling. Inranytiﬂter Qﬁ@fﬁrfﬁé'rembOdlment
: [
F&g % llbégrgrt[ﬁte |§ gﬂ]s g%%ﬁ’lg@eaﬁl Ctg &ﬁgxt:yg Sf}ﬂgéﬁlnventlon said
amoibecarebmgbactemmms wélkas avigal tnfeetionseddeithgnbly 8 A virus or a
SN ed FRUBTAR RSB ROR anvaid
Onibomaxavisidagl Flbvividdass Jpplayrl@ae Heaadrayiidee bilwaen fmmwhodeficiency
t
k/ﬁnggépigeﬁé?ltlgbqﬂﬁb% Q} %%Salll ésrﬁgghgagse g@ Mﬁthe pféggﬁtgﬁ\yengcr)n aln another
embpaipenat. itihe iprention (ﬂ$la@ﬁé@thedlsl¢éé§0 rae’tlsacrﬁtgrmm@ﬁn or a derivative,
HHRBBEU? ?nglﬂjr fr%PﬁehﬂH@r’%f ‘Pigvmé %hﬁ’se%%mraﬁmﬁg)t arﬁ:h/&def ome
'S ca di ngs, such bl eedings I'n
kamacan@atby a¢twetsalétrmr%qfﬁoam/rmanaptwﬁ@f g;@hﬁ@n%@atlca' composition
H&/BF% nbeﬁﬁzraﬂfoﬁg @cfr‘?l‘ie tfréé?meﬂf‘&%f/d(rsd@ven%h 6ha UiPal Aan8RE microbial
orms atation of the an 15 artery
intaclion aD4 of AEmpieme EesaaRtem yith arirarANTHUObiUaTapon- Examples of
§W&g{eﬁgﬁnfe§tlégf%§@%)éﬁybyathetp?égéﬁﬂﬂ%t@ﬁ @EsAR R iBfections by

structure en a capsul e, such as a heart

patbppenic sivains SUckyps MISObA0AHIAn BEEHIOMPRRS: amamydlﬁ.%rﬁ@@//a and
CRtGIaaehd &@Qﬁﬁ%nh&\ SR weQBH Gt Simite tbetb N oR€@hdbodiment of the

caused by b fluid accunul ation in the space
Beeniam S@'Hé”'ﬁ"’;?@@ s eﬁ\a(ttaqt@n#msr@le@se%?nzwﬁ@shfeé'rlﬁ pnd/RgPigments

tah@/opf?aﬁbé‘@fh@'fé*mﬂlbﬁ an@ut l%'iea%@\bﬂéa@ﬂv&féﬁtopj byt SfadeP@Edls-and
In yet anot her enbodi nent, said _syndrone is cau

ysugsbewtngimaied yndhe sonaxt qjﬁwq RIRBRM iylerldQm gaid microbe carq be selected

from the group consisting of a Protista, Protozoan, worm, or a fungus.

In another embodiment, said syndrome is caused by a prion. A prion can be defined
as a proteinaceous infectious particle, an infectious protein particle similar to a virus but
lacking nucleic acid and is thought to be the agent responsible for scrapie and other
degenerative diseases of the nervous system. A prion is a type of protein that is

considered to be the cause of many nervous system disorders such as Creutzfeldt-
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anywhere in a body and/or is related to the treatnent
of the tunour and/or adjacent structures. Tunours are

wohen7acéxsi zed by el evated interstitial pressuPes/SE2007/000413

whi ch may reduce the availability of tunour cells for
drugs and therapeutic neasures. Further, the elevated
palebsDisedse, Mcluding whorle, @érfwcbndfaﬁqtﬁlmd@ﬂﬁh‘tsﬁlﬁbreof constituting

BB SR P O o 220 b PRI i M2 e e

dlégemenlh yetlamcmﬁér dnhtsgliresnt 23l Syr@iedihe isORINBERbY BBhAmESransport of
fre&%ent and serious conplication in

'PF&HVCJ[W%? Pﬁ@orstlﬁﬁ ring fromtumours. In yet another

enbodi ment, said syndrome is caused by an immune
n one enbodj ment, said

reactio Furth npr e,

syn P 3RkanaliEs %&&m@% f@ea?veatl?rérSﬁmyo%mwecwrsas gehemia.

lsolfsheig wan e déflnécnaélé IOV\QBnyerﬁ satT®vhichds USually due to obstruction of the
ver ebr rther. enbodi nent, sai

%'? &l Bifec P%p@éaf 'eagwaﬁ%%doff%ee@mé%qumn gre tissue. In yet

Artidr enstdindent s dicsygHaroran i/ calséd by 8aARRMnd/dre thBebE®[cCor

i.N angt her aspect of the invention, said syndrome is

2OSHC BIPagUEY t ot oxi cal | y dependant swel |ing of a
nerve and/or a bl ood 35 vessel vvaII In yet anot her
caus a dr ug and/ qor a

d| ms B cg 'chr onge |
o hanabane: eRPodRITEIEs BHEte ST Comua e SR AN caUsed by
isaedingsy Bdetpaeblesditguineise Rl ShdRr m&ﬂe‘ﬁﬂﬁ@ﬂ&%ﬂﬁ@ﬁ@@pme and spinal

7/000413 effects caysed reat nen
A BTONTR 20ndams i e doried Biha AN efdag wall of an
artubj' Ieﬂ\gam ot thedleahl el&talnﬁ’@er éhBbdimehe saia syadrdmerislesused 8y a
at men | n anot her aspect,

ERpohs A R Nt padl ey o SorBDRe Hidhat 4 e, testis, ovary,

dlared WaTmoFirtﬁQm ancgorp( megn#:mramémsmw i6 ﬂﬁﬁonﬁx&ﬂm the heart
in a i p .nee er eq
lhaf PEPIERH o Pl SER IR0 netiade BRbE2h g RibearBdihe muscle
af dimploesart) iaod tlwpmfdaﬂilung (thanumnbommgebe b_fytharh@b?) h %t afother

reo

e %dl@%:r Z?e%?’ r% f V|'sc ?f'us %éy SPea'ggr?&E}r?ﬁéé’ﬂﬂ“ige éﬂ‘m?/“f pres%nt
ayihee isal ttodlytaed/@ofs relateddn ¢heetrdaichienedttthe tumivair ana/enidjadent

I d .
SRR T bR ARGl ey
rédlhdedhﬁ rygaifabilitpudfaudunsed K2 dXysend4hdRapéutichesauresXBurtiser, the

AT O TR e

Axsiitibmaity3 tutBourd Badyhy tH&r &aasiod Br Qlﬁéicmfsemadédh@as&uram adjacent
' t rese
R pAPoB98 IR b oGBS o

cantplisaiondi ovapy picbineisofferigrfmm tesoussn lanjehanatbérdembodiment, said

e ot her. 15
i e e e
Swhélwmemayae@dunag&@mf@ltermyh\mimcmlmbe aecopsdqsiesceaor i na;myrm: a trauma

téﬁjog”’éﬁg&gl%ﬁas' shown in SEQ ID NO 2. In yet another
e

odr ment e invention relates to a nethod, wherein
said antisecretory protein conprises an am no acid

seq WFQ ‘FL?HI"%? eHBBUhehD s3aQyh&oME 18 caliddy! byear &%tgklcél elling of a joint

i nventio
and/or a tendon and/or a ligament. Furthermore, in another aspect of the invention, said

syndrome is caused by a cytotoxically dependant swelling of a nerve and/or a blood
vessel wall. In yet another embodiment, said syndrome is caused by a drug and/or a

pharmaceutical composition. In yet another embodiment, said syndrome is caused by side
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relates to a method wherein said antisecretory protein
conprises an am no acid sequence 20 as shown in SEQ ID

woOlney/126383yet anot her enbodi nent, the present PAVSRL00M00413

relates to a nethod wherein said antisecretory
protein conprises an am no acid sequence as shown in

SHRts BalNadhy t}éétM@r‘it oﬁia%lh@Lﬁr vﬂ!ﬁf@@l@ynﬁﬁﬁ enérgBtid AURIAbA 9Bcal cooling,
ains to a V\/nerelg said anti sécretory

BE5t Bl lou v e e a0 den o TasimenCene Aoeouss
shown in SEQID NO 6, or a honol ogue, derivative

d/ f t ot ereof conpr.i si am no acids 38-42
5 off 25elH Bongs' GhS pPresem RGBSR 1o 1 Rethaseribe skament andlor

prdvahities df@ompaRnBAtsyndiRieihm mahfhal PREARSSELE S84 method
rises two or nore anti secretor

SRR et e e S AR A M ——
an dnt%@dt@lyl INELBIND aicMQAMVE OiRologlRY, bMa/lbl NSgrﬁ&q/t?ér%%f having

f reof conprising am no acids 38
OFRERE GRS gl Blsrinate b rachiieal ereet goreaeabodiment,

fr@nmdn&orh RSk to RS, WRERiINn d4iY Qrﬂ%e@r'é’ﬂﬂ? bF@é]ﬁ coﬁshs% of a
[ to a nethod as di scl osed her el n,

FREB et i e Rlouins ot KA1 ACH-§ oo Rk et is |

soino a2iisi 1C8E6f SPQIDND 81NériiS 86dept, MVis P R;&'K" é(:ﬁ@ I@Sor L, X4is T or A,
rerera

o B S 43k 355 OB 4P 64 D GO T u0s, doe sbsent. In amother
embb@»’nafht the waséht @genticH Hélatésﬂo aYrﬁéth@H' %ﬁ@énn%ﬁfﬂoﬂﬁ@@&&mry protein
nventlon relates to a e wher ei n

ISP RS €0t O SHICE FaANPYR (R CAORST SByehancther

ahaodme&lutheqaééeht &W@ﬁﬁﬁrﬁ’@la@es&& &l rR&BBE, wHéﬂelﬁ rskﬁ|d3e\'?_h‘clsecre’tory protein
ar maceut | cal . conposi t |

PP REaATRS o BPaEr 25 Shovit R d NO:gylmivet snstsr
smbonlmameﬂrnlgsg\mﬂ'db@ relatyéstcemwmnwnéfétrf@di Qﬁllsegﬂsélt(%f?g%otem
co

T RTINS T L A
@bates B2 MEh30 Okl 343 aﬁﬁﬂcﬁé}?@?dt@lﬂ%%ns@érﬁﬁmmo acid sequence
%sﬁ%hgﬁn/gngg ?%é& l@v Nénép M%Icﬂznﬁ&]ﬁ{ elg?gdnlfnggta H}Ge,re@'@mnt invention relates to a
inathed tvhergin smd anhﬁohﬂdy prtelheiompgﬁ& @h{ﬁhmt@%lﬂ de@@knce as shown

f mnistra
R T (T TR ———
et ardjsptrietay parein aamllptio@pnbwdw amairgts add deqiﬁe%ce as shown in SEQ ID
R B ool DA R a0 0 o g 342
@‘ESE(Q BUNDM. 31 pigg embodlmelpe nﬁa]nrﬂﬁﬂioﬁlrélhteé t@8 nfethsd, MBERIN said

i. il t
08585 DALAARL 55t 55 5 SRl o
the Qfomeln?pSEQd@tN@ﬂ -&fand @REAID NOré orsynenoiogud, mleﬁ\_/m’?mﬂ/or

m ni sterin
amepP e B0 EBlsing Bfho TRl £OTNR T NS e Bustortnred as

dssahreddiyte ganerat foseda dewiry Fortéreione, dn one deibodiaisny ghe invention
réQte!%%fQ'n‘?&HSd a@ggélgg?tj ﬁ&gﬂg\;} rtelﬁlesr%qg%r}tﬁggr\étﬂrn? Br&tqirg, is provided in

antisecretor
eggtyolkeensighed mhi@ple eﬁtlsamre iprotsiaj mcaymniemrﬁaummseaetory protein

ST R 00 Sl oL 9309, R o o v

weba@thenam]\bﬂldyn@ﬂ ik p@stion reladsid atmemoﬂmmn s&ie p¥i&rmaceutical
BhBLiiNERABLr cdnfbrfdks a%%r%ceh?ca%y acceptabafe exmplent In one
embodiment, said pharmaceutical composition is formulated for intraocular, intranasal,
oral, local, subcutaneous and/or systemic administration. In yet another embodiment, said

pharmaceutical composition and/or medical food is formulated for administration as a
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enbodi nent, said syndrone is caused by a mcrobe. In
yet anot her enbodi nent, said 15 syndrone is caused by

wa 20071126368 nf ecti on. I n one enbodi nent, such a PCT/AE2007/000413

infection is caused by DNA virus or by RNA virus,
such as Herpes viridae, Herpes Sinplex Virus Type 1,
{ﬁ!e%g (?\éHsbp ngyé 3 ﬂg&)ﬂ%i & %ﬁﬁhalg %m%leﬁb%éé\%??agsana%nék/)oodrument of
tHa rmesehtmum’d&@gf iB @i reetbgd \whangln thmph;qﬁmafs@tlgph composition is formulated
%F é?@?ﬁf&?@ﬁ& n‘%)é CFrﬁ mgﬁ\y% %'T’éaﬂ&r)dé é‘t‘e’ﬁi‘&élegdj gn1t21|9% {no”1a CPH\E per application
ared leg lecdlytvesight met dew, rfreieratrhse1 109@ HY nemppaﬁ%tw@rand kg body weight and
$ Y I'TS | é)rﬂbf.?J dn&&'m%&@'m&hoéyéawm lbf?atﬁ)nﬁgﬂgm)miéa dM8fas a
nmet h rc‘im nistering a

ahglecdbsever mmuhple@rall)aam@amequ @r@pe@t@m@@ypm alsA relates to a

%Fjlc;%bgg tr8 8‘%% 5?098( %r}ﬁoﬁ é)?é&bﬁ‘arﬁﬁerﬁ ggr?drgl"ﬁ@tlh ¥®rammal in
aasetd memnetsenynabod vwmyrlSIragwaidmlnlquﬁﬂ aneifeetivei anaguny of a

ctive I
557 iptfe 8Pl SRR mo RS B BRfccar U RIAER o 5 depURRe,
ﬁ’omblolumrandmmragmemtuhgag\f, hbeioy entisgcretary aptivitsransiprve nt,
Bl?ar%t?%ggt cg Qeért’c{?gé 3 ggte? Jrénﬂ%hfd%@(o%&%%?b@ﬁdrﬁﬁgl swelling of
&Ilswldltlsmsdlrmr@tmb@lmem yaid syirsene s caxpd Ry geien;normal load,

ilJ ? PLisL er(fala gictg ae}ﬁu?clé)‘?]%l;\%r ?IHH&! vés%'e??o‘?ﬁsaﬁd?@’tgﬁéon In another
A5 3n , and/or induces the

émbmmeon sanddwmroml 1@ag@se@fbyreemmmelrﬂ@é@a@t@ebwbod'ment said

cﬁc?rﬁg ctca%géc‘i; bégr\]/ﬁlal%f% 575 in drid é\’ﬂﬁ’éonﬁéntem PR tnfédtion is

hven rone i s caused by a prion, In
ymsedmytnm viersoadiywh viremistchsgniedes virgae direes §5mp'ex Virus
Sp
P02 B My, Syt v

Heoa’fﬂm féV'fwaW@r Risroam &nmemﬁﬁaplﬁwvlr@awa*cgm%ﬁw%oassed by

g‘?e UsEinenflilug and/or a therapeutic or 35
I agnostic neasure. Furthernore, the present invention

al so enconpasses an enbodi nent, wherein said syndrone

Causﬁﬁ?r@bréﬁgﬂ% @ﬁ'\'bo&%ﬁ 'tﬁ’é‘ pl‘éfseﬁthﬁ/e*ﬁﬁ@i Blsahélatep *tcﬂa'method for the
cord et anot her enbodi nent, said syndrone

bactsrant Byd/ot EEERTIGS of FOMARTTERHISYNEAMAdy 2 RASEa gged thereof, said

?rgr’]o%%ﬁc? MeQerinis AR ah kactivBanfiuni & afbheecsuticali®mposition
spli ne and spi nal l?:I?)rdﬁj‘{%md/eor from aneuraq?rjrjs v l; positio
é@gdaa on ragmentthereof

an@ph@ﬁg éﬁ’@@‘dﬁeﬁ@ﬁ?ry PEGPIR o5 ArfigFivatve; onpg)
tha{mg %ﬁf?spec%ft%r?%cﬂmgaé\']d?ér ShhatfiabéRicalBnadiios edlt theredf, wherein said

capsul e, such’as a heart h h
s¥RdrpEe ipeaused by |a6m1§gobr§n&;c?1u%r b‘?fﬂ?gl‘fﬁﬁ‘?ﬂ t&Pdghsqa %é’ogpéf)an worm,

@uﬁ@u@%ac@é@oﬁ’i SAREmb St EntS Y418 badriird iCeulsdRst ibcymahe group consisting
berii gh 5 and/or a nalign tunour ese ody pr

o6 My aphaciara BSquABTNEs, ATV CHRS ksl 204 tene. i vet another

H RGNt SR IHSIRS sudtiad S Badteriem, r@ie&@esaér&tynnestsmds bpld/or

the present Invention is an e

P ) N N T g I LT
emQLdE RN n SRkHEr embodiment of the invention, said syndrome is caused by a prion.

In yet another embodiment, said syndrome is caused by abnormal transport of products in
a cell or tissue. In yet another embodiment, said syndrome causes ischemia. In yet
another embodiment, said syndrome is caused by a drug and/or a therapeutic or
diagnostic measure. Furthermore, the present invention also encompasses an
embodiment, wherein said syndrome causes an abnormal function of the brain and spinal

cord. In yet another embodiment, said syndrome is caused by bleedings in the skull
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15

10 syndrone causes damage to intervertebral discs. It
is furthernore to be understood and clear that a

worbiTadessnpri si ng admi ni stering an effectivePamsEzn7/000413

of a pharnmaceutical conposition to a mammal in need
thereof and/or the second nedical use of a

RAGOAMAGRS! biGPANIEP 8l SpirNarCdmidl 8brathndfbr &k SRENBHRT h yet
rotein or a derivative, honol ogue, and/or fragnent

?ﬂ‘éﬁ%ﬁfm begipentgsais ynsserpe iSoraysad by 9.t@fvp°naaiﬁd>f ap oggan or structure

BRASSBRIASH t&@hleYst%tdsVé?héa‘-H budthsd §akart my 8, bfarly "Gands and/
gresent i nventi on, cted to all conditions

eHEPeid ey in Vet peoBE %me%msﬂteaa'wsvmﬂre@ﬁp%ﬁwemby a benign

§Ndﬂdf & iRlig RinEr sRIBEAR ﬁ?&ay 891-5/ rSEEHAE HOPLEBent of the tumour and
Experi mental section Exanple 1 Adult rats were

PWF%@F@HUﬁVWﬁaV|ng a sol ution of t he Herpes Sinplex
virus type 1 5 (HSV-1; strain 2762, batch 041028; 1.7
x 107 PFU nmi; 25 pL) instilled in their right nostri
One hepmere, alap RAFANRaSSed By thed@eﬁs%wvmﬂ% in agembodiment,
WhéRH s syirirdthe [sIBuB& byPhn MmdiSorkactioh hlﬁ'a{noﬂ'l'eggﬁ'nbodlment said

nostril, and had thereafter the same dose of AF-
SHEIFoMe sausefidamagaq ipterariobial digssni ng at 8 AM and
every night at 6 PM until the experinent was

term nated on day Addi tional HSV-1 infected rats

(n t @)fur,ﬂéed@io(pete qewngﬁ@tqﬂgs@daqleqrmatgdﬂ%thw gemprising administering
hbRstiae amdontlél aFHha%aééﬂﬁcM %Bm%bﬁtlorpfb%ﬂnaﬁh%l BiideRrtRgreof and/or

al i ne the animal s were

fSESP 'i“r"—‘g ] usa °£a PBP%ﬁceWﬁﬁ' SPBROSHianecoMpriging Rntamndisecretory
prictdin 6N HER AR hongub hﬁwcﬁdﬁu}dgn*éﬂﬂﬁeréd? GH%]%E r#AfRecretory activity,

%Kglostlun1and connective tissue. A hole wt

Pred BaBRCEigaLY actinpralhtheradliaccdingdp EH?glee?% invegHen, is
@irdctert talalllkoAgitiGHitea o réih @ BE B8SIiR RIS 85 mpAEREHt @Pndrome.
3-5 mm into the brain or into the lateral ventricle.

A fibre optic pressure neasure system (Sanba 15 System
3200 & Sanba Preclin 420 sensor; Sanba Sensors AB, V
Frol unda, Sweden) wth a very snall dianeter, = 0,4
nm was used. Non-infected normal rats had an
intracranial pressure (I1CP) ranging 4-8 nm Hg,
occasionally up to 12 mmHg (Fig 2c). HSV-1 infected
rats treated with just the vehicle were neasured to
have as high pressures as up to 30 - 45 mMmmHg (Fig
2a), considerably affect the animals as reflected by
20 synptons of neurol ogi cal dysfunction of increasing
severity. In contrast, HSV-1 infected rats treated
fromthe tinme of infection with AF-16 twi ce daily had
al nost normal 1CP, 8 - 14 mmHg (Fig 2 b). A key
observation was that intranasal treatnent tw ce daily
wth AF- 16 prevented the devel opnent of neurol ogi cal
dysfunctions such as wet nose, red eyes,
hypersal i vation, respiratory distress, notor
instability, agitation, aggressiveness, |ethargy, 25
rapi d changes in nood, repetitive novenents, seizures,
signs of paresis and eventually turning unconscious.
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Addi tional HSV-1 infected animals with distinctly
overt synptons were as well treated with 10 or 25 pg

WOReWA 26368 anasal |y, starting on day 5, 6 or 7PCiI/SE2007/000413

after having had the vehicle during the previous
days. In such cases the synptons of neurol ogical 30

dystQﬁéhmtg%ﬂMd above turned reduced within
hal f an hour and were not denonstrable any |onger

after one hour. Concomtantly, the beneficial pressure
red ects of AF-16 in such infected and AF-16
tre;'?)é@qplg%g were detectable within an hour and

| ast &dulf rats werednfatteth by having hsslutioroof thé HehmeseRinnpleikyirus type 1

(80348 5 iRleh A2 Y R BERRY RIS 842 Pfllegin hg rioht nostrl.

206 CfARATGRITAS (SEBPBLANEO4Q in bitiSe oratibn 2BeILAJELO) of AF-16 n
ReRAprChge SR PR b e e 005 PR D Rl g ey, every

weming al £AM arsldveednigint at 6Kkl untibths ekperimértevasaerkenated on day 6.

Bl P01 P L 6 BT IPAEALEA b BTl 25
pbpsinderchitles pposphaterbuieradreali@SPBS). Onalap &dtheanirhas were

ABRES, FhS  ShagHE SR PRI EP g e s o

frewafrbnnwleshdrxyaﬁdi camestbertiseusriAchas wdib w)diarhifer df about 1 mm was

o e

m‘to thiedbrainiop iritd theriatekainentacle nefibraeptio preshiere mae=mlransystesa (Samba

S5k 0t 708 £ 380 sk ek SRS AREAR AT Syecen
itk afvegusreall tlemeteer~ 04meat wamusest Non-Iiffecied hOrm2 rasg had an

ﬁ't:rfa rGaInlal He%?t?l’ggidﬁs r&ﬁjd;]@eg 8r malqa SE&st?OnaPXle ’_bs\é 1]2 mm Hg (Fig 2¢).

HSYs1 infertecradstadateavils jushthe fveldiFle Wee nmastireddo hh‘ﬁe @ bigk pressures

£l i
8% ph 18 30U N 18 (07, cdrfAMERY Medt R dfaig as reflected by
syrepto®R ofmauwmlqabdysmﬂcﬂqrsowcrewcg a@j@rntynm cantreal heNt1 infected
PJts {rg@vagr%mhw.ﬁ{g f%ﬁemon 28§ O6vicd b %'d awaﬂqlermal |CP, 8-

nDst eV|den y, normalize

tlmmmtl'ige(Fw 2b). é4 l@va:tbe@rvat@n wasclhat m@igmaSﬁgtrQaimtBh\‘etWIce daily with AF-
cllﬁ gﬁé\fél}:ﬂe@gﬁ? g%veff&ﬁrﬁermé%wolgﬁgéﬁ cllglgiﬂh%t&oggtsggﬁané‘ {l\lﬁfjn(ﬁ»@ red eyes,

mﬂrealuatncmsﬁsplratonsdlﬁmﬁznmﬁtoomstqtaﬂw @gitatipnagagressivenass, lethargy,
HE%E blﬁgeﬁm %85? r}%% SO hRNERENE! ddid eI QRS BF Sé{r@&@%nd eventually

jor Inportance as causing

aoning ugeenssiodst as wel | as persisting brain damage
Act Uglilifondi P&V 91%&%3 ?leﬁgls Q\ﬁ’tﬂ%l&ﬁ&@%\;&ﬁ é@ﬁ\p@émé‘@&e as well

I mportance as event el ng he cause

treatied Vaigi 1O0r ZWWQUHT@ﬁa%ﬁHM Qi@@f‘@ Onﬂﬁmé; 6Ph-é iyee giigrthaving had
9’8& @#ﬁcl@élﬁ’rﬁ{g‘ tHE gFev%u% dg%sS Gh Q@c%dcatsgﬂhuetéf}ﬁnptoms of neurological

m ni stration S erin froma
cpsfunatiopn desaribed pbeve trmeddeduce v frd?aﬁa?rd‘@% pgd were not

Béﬁ’igﬁét?bI&QW‘lBﬁé@r%teF b m}r@én%hﬁ@hﬂlw 1 sarrtigdl dréBure reducing
reduce and even turn it

effects of AF-16 in such infected and AF- 16 treated rats were detectable within an hour
and lasted for several hours. Thus, non of the acutely AF-16 treated rats had any

persistent signs of deleterious ICP and thus no CS developed.
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25 normal |evel, preventing the devel opnent of
neur ol ogi cal dysfunctions and pronoting survival wth

waaowri2edeni mal residing brain or persistent syBCESEZ007/000413

mal function. Exanple # 2 In a second experinment we
I nvestigated whether the AF-1 6, at a dose that
r eduﬁﬂﬁﬁ;lon%? thd18yLE@MRLE, LR uga"iéd Gﬁtﬁ %b@ﬁ@geﬂuﬂ‘n SEGAR! BBA), in the

# 1, also inproved the surV|va adult rodents

sHpasashs@idsrase Hnwl in thwﬁtﬁr@wsnf@cleﬁ m%ﬂtwé rnanrmabr@ketaawe marker
et 15-3@kiied buidisd aeﬁ\b.gdwatéaqﬁtﬁé hasef maéosao(k ﬁgfs b? This

sol ution of the herpes sinplex virus tc%@
semnansiratessthat @5@@%%@99@“0& ofrthe,CSfpis npchtcythe hemhatigs in the

%B@al ﬂﬂlc@?é §ndi ﬁflﬁﬁbf&gfh%&rg{w d%{dlcﬁa:i) ?fnrpl%%lﬂkls( t]cvrnugjr& bRE (Red if
Wésf@@fetdeby fitr?ée%;&ﬁ@e MQSCQPY)A\:‘SY 16mfei%qd| reisemthesigitsyof neurological

@%fuhaﬂ.enéshé,ﬁecﬁf éMuathw Haﬂ@@fnf@éed%op%lﬁﬂ?'df H{eftg.bnform

exp eri ment was term nat ed “on . he ot

dﬁmmwegh%rm thg nagRl/mucese Eis 6@)- rTahaé isrseerily g mentigpedfigure (Fig. 5
bhes M’I%FH slref @élnnzg{ ofthe rléﬁ’t'ﬁ%lf oh'tlﬁ@fl@.ﬁ@ Q%W&feﬁﬂb%%ment with 10 or

animal s were sever

t1 nes cl osely watc
2D HAARS PHauE DO BEEEBET HETOOIRIIE ab i the hormal, non-
RROAYA OMHAITh QY $fikabAIGRuQEn eﬁmﬂ élre\ﬁa‘r@fﬂﬁé %Iock bf 8 outflow of CSF,

the aninmals were sacrifi ced.

induged bwtheddS Y dnfeetian Waqarebmh@wf@w er%‘%%waﬁﬁﬁséore@and the ICP
Deh&dOndifgcted with HSV-1. The rats treated with 1

lag AF-1 6 (n = 15; upper line), survived to a
significantly higher extent, about 60 % at the end

of t{iR RnWREK thak BBaSILPRb BBSts WRS AT OGiirRRize fhDelinihl symptoms on
In contrast, the 5 HSV-1 infected rats, receivin

HRY-{ ersephalitisrand, mopt evidestly.talizef jee etepriee @Jﬁba%%IQF

%Qntraéhﬁ@f@th@td'eblter%% \éffé‘d:té‘g ﬁffe JeRenigRICEindaBErebi®$those infected with
perio of the vehicle_ treated,

HVat 9% ju,sgt[rgatgéwgﬁ g&{pth% ,I?@SOft EN S Jed| fg@m Shipical practlce that victims

@Mﬁér%@qméﬁeepﬁélﬂi@trﬁQQ telel/ife@ eCH Alhivh isi ot Hﬁd}aﬁlébﬂtéhc\éﬂa%rbausmg
nﬁtfgn?yor\Mt | ag AF-16 resulted in that all th
[

%P%ﬂwe %%frﬂﬁf%‘%tﬂ‘g R5#iB dABIRES ShAURY. RRIg IgRss

@Bné'k%#é@{dlﬂé 6ﬁ4eydmgémbla@réverhtugtytbemgcme%@@awqfeuﬂcﬂbg.cal
eCl nens,
i

n formalin and the
SRR ahe GeruT bk, (3 BRUIRR Sur PXRSTNANGE J RaRsea AL e
aammma@ bf AFQGHG Biboay sufferig frioged b@{tﬁtldn@ﬁlﬂth@ the i for a CS
reveal ed enerative

Hanss 2 nfl a de
PP R0 PoHDT PSP OF BRSO AN TR R pio0e Lfred il ven fm it to
@emed) aviel) m@@dn@mek@reaelepmémmf namtoge:m agﬁsmricyomsmﬁdmsmotmg
e ve

infected and t cle. |t qught

soviel € BLSui N RakreR S et Pt ceL SiterTig matupdian

damage were 15 dependi ng on the duration of the

expo ure %n€ to the level of elevated ICP as well as
X@Rl&X,fval tinme. | munohi stocheni cal

I nv epitd gaioh I@xpérinbéraM@Sin\fdsﬂgatétﬁlf/\ﬂéﬂﬁedthemnGlae a dose that reduced

Wit ied P st prines % eq Feprofibig st fipstut rodents

wieedaitis HE VI Mhesdfor@blats wane ihfettge by instillatontin &&dr right nostril of 25
[1in-1 an

et AP Lter Puhe Metben oL AEHEa b T siain 275 baish 041028 1.7

&hmf BFd/rmL)emwf ofme’zmmafses&mbdam vl Iatet 28 At €t i dri25 pg) of AF-16
i nfe

fll?eir l‘rlgfgt[r}apa ﬁl Had theregﬁerqae $am Qose of Aﬁlt “Fg instilled every morning at

8 AM and every night at 6 PM until the experiment was terminated on day 14. The other

half of the group of HSV-1 infected rats received 25 ulL of the vehicle, PBS, at the same

time schedule. The animals were several times daily closely watched for signs of
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brains. Thus, treatnment with AF-16 hanpered the cell
| oss and facilitated the normalization of the

wocewrrieessge and di stri buti on of ordered struct BCESEXNICN00413

as vessels, neurons including synapses and supporting
cells in the nervous system Further, the _

, e . .
LETRSPA SN Sl anste Moarinal bbbl e i
gshmstratm thesgivival ratéscfat thesineale, alisingrinigaied vath H$\e-1. The rats

B’S??t?@ ?tﬁcﬁlégi /gfi ﬁ(é) Lﬁ%yl?y{)b]er ﬂﬁ%s ?&? fogét %ipﬁilﬁgg_nilbih@h@r extent, about
60 &, it thg, endrod tha %Waekﬂhe evperamend was golngtdnalfrich 8). We eentrast, the
Eg@f lré&/eg:g r%ts Fec?iyln%?%st%eo\géh%lé 8P+ 1§)u Hl%d% %rla@g %x{ehpé%d only 10

uaporinl
P4 were stith Budvnrmgchtltheaendﬂcﬁf tﬂéitast wtqdeday 134 (FI@rﬁ) il of tlw véhicle

F’%%/téééﬁt{égtg r lglrt '%gy%g@ﬁlésff%eﬁﬁﬁ%l @K/sfaboﬁhé Gfrﬂéathqgﬂt twice daily
thtraahsaligaith 10fugedr ewitht28d.d AJR,16 resilted inthat all the mctdaoj anigals
%@{\]@E dﬂ?\% ntgg"élt h%\&%@%{& ?]%ésfftﬂeﬂfgléésédl H%farnctl%ﬁl I%ht%ﬁ’mlo%gopy of
spenireemse tﬂxéchle fsm'rahn wat thaamreceﬂseadud:qfdmaﬁ@rquhf\@ prosedures for

| 0 ) [ t
Eﬂg\f’&a@ﬁﬁ)@ﬁ £ Ineur oﬂij‘%‘fcc a%é'C& }'“M'g?@ r?s(ép ?j’é‘ hwé gCH%nsson
aﬁ@?»)l relveehlyd ohflemmrtatory maagenaetwe art reeplivevditeratiaps inghe hippocampus,

eve eﬁ ag? et}gecgra n st%r[ﬁc Je?ntlg ﬁf‘fﬁgé%%f%c?éﬁeér?tgé’ﬁtreated with

N exanp
tneevemiam IIt oughitotberstredsadbat t@@ exienbarsLaeverityrafine dpeirnqg@SNere

ggg%%g Ej@rla? gégh%%r%gé Hé aﬂ%xcﬂlhg rlé\féﬁéf SivatédiOs well as to

diet mrvied itime. Ewplisotéstodenical trtvnas’ugfaimmmvfelvzral@grfr\svhr\ﬂafc-m@lcI vehicle

't_rlg%(ﬁqegi ,&ég %%Fo@gd ﬁ\'&'t ?g dﬁxteq‘BHllluq 1 Jﬁ% atq'i]?réﬁ rﬁrﬁ%rgﬁiﬁ(ntles in the

he virus to |cate and
t:borsmm@wsuwer@ herdlycmnqnstmhlesanmga@ﬂmmtieét @latlrr%floft“m -1 and

\Agu&e&(?mcla\ﬁ‘n%mbéa%ﬁv ﬂir%l \k/é’r@"r ngﬁeﬁ{oh rﬁﬁé' bhorbRiplexds in

fected tion o er pes
mfaqjedgammalsusea(cgqo\@ltuAfﬂg\/smnla@y a%linmognzglgnon p¥gctes, non-treated rat

QAT2 %Pu& }_élaﬁ'nérﬁ ZVI’(E PH_§-hal Béﬂébl kleegbyi I&st J?ﬁi' fécnﬁtla%tthe

nostr ani ma recel ved mn later 25
pormidlizationd thgyycayfrense amwl dlﬁtnbh@wofpr@ﬁ@d ﬁ%lsqﬂ#rfeﬁ suggp vessels,

Iﬂ@dro%@ﬂcﬁ@fr@eé'xwﬁgég and'Sep % ﬁ%eélls/m: ﬂw%%ér%ﬁs's‘yét@ﬂw EUBher, the

norni n every t at PM unti |
gﬁpslgnpmgtnghamgalwgemqﬁgqr@@e {gzﬁs @bfjotin-trand @gq@@pn@ﬂ dm@gnoreactlvmes

(ﬂg the MR ofd; E}éxds@tr%‘ﬁ%;?%d]@ité sdfré 8féﬁ,|'rb(aﬁ@e%tf tHe;}ﬁe%ﬂéFﬁ:e distribution

time Inter he vehi cl e, he ani na
o erasiniabiory of lipist refte cRss disclaseghy the loge ﬁ%fn'oé'l”msﬁ Sﬁﬁwsand disturbed

Q\Fé‘?er‘?:]‘lst@&ﬁl?ﬁ 'b@H\fe@h BRpaAREREs, 8YSI08ICHb@iktioh @ & ﬁﬁd}l fow, as

were sacrificed an overdose of anaesthetics on

Geveatns byidhe lowo@fwerl@h@mwmewwyn ItieprApligled finrd AF- f¥eatment of
B#hdls with PEMUAERG hQlﬁlsmofnﬁﬁﬁz‘éréés@rﬁlabﬁmcfmfs% fHé@trENnervous

immersion in buffered formalin for at | east a

heteny Hierrbyabplishingethgidsueiepraental gleyaigr del. reﬁU'E*éQ/@raaiJS

15 SReSLIMRNRIed Mt BRI bP IMREIRSS €1 (S’rr25| 1§ - 16 tW|ce daily in a nostril
m croscopi ¢ investigation after paraffi

enbe
sianificacyi ippreaged tasurbet aghef %}téafﬁm%fé%w&h Fa?epha%“togemc HSV-
rOAHd A1t thd BBV lof neurological dysfunctions. Such effects are likely due

to that the treatment with AF-16 prevented the ICP to increase to damaging levels, as
demonstrated in example # 1, in the CC formed by the skull, and turned the ICP to about

normal values, preventing the development of a injurious CS.
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I mmunohi stochem cal visualization of HSV-1 proteins
(Fig. 4). Astriking finding was that HSV-1 proteins

woau7d2éss3 denonstrated in not only nerve cel | sSPCFiSB2007/000413

4a-c) but also in glial <cells (Fig. 4d) in the brain,

including in the olfactory |obe and in the trigem nal

gan Note the distinct staining of the nerve

@,g ﬁﬁlé%k:; in Figure 4a-c). There was, however,

obwﬁcrudteajma‘tlﬁ/e explaration to thegmarayed survivel oS\ éﬁé@tea@almals could
RS ahd/BMolsBfead in th

e el b feafierd A Bithied gy REmuBRRAS and/BoioBoad in the

riains Ehis messtdethonktrated ool to beree oase yl the fqllﬁwm@(pﬁwent Adult rats

%ﬁnfwgt ng'ﬂ é %olﬁ"u{%ﬁ f_@gh%rp%@ rE[PF)é Stdshebe 11 ﬁ@‘yqu’:}iam 2762,

e ve tl t

batchi bé102i8g 7 wﬂﬂ%PFUI\//mhhdstﬂl’ed errthglrmgdfa}@trggﬁﬁwf)fc'fgé@nlma'S
%g%%bé@ E}l ge l Q/%ggﬁﬁgzgﬁlﬁ% éfSF (r:léﬂrn gﬂﬁ and had thereafter
thesamatdost e AB-1Gasstied evary owsniog af @Abans gvert might at 6 PM until the
di st.ributio
T e
teceizedratthe sk tmm@r\ms 2%dlent the ivahielet BES W henanimatggvere closely
AL @8{9@& 8?%!{?4 efal S H@(néss (ﬂggdf %gpéi{l]ée@él%ld'rﬂotbﬁ&&}sﬁ}rﬁﬁon The
mnmasl vegre @acrifised bhen owridgseaof atiassthetinstarodyd. thesskull opened and

b?%ln %r%féﬁn%{e Braﬁrﬁélnk&fuﬁh lth@ﬁ VBQ&B@%&@ f&@@%flmmersion in

rea ed w treatment w
st éd fdomslimfot atalemla day hEheHging w:ﬁrgtha disaected and divided in several

%\é%im Ibﬁ V\}hIC %veYe gl%léégsegffortlﬁﬂt ﬁ]'ldﬂ&%ct)bﬁﬁr%gﬁfgdtlgﬁraﬁ&e&arafﬂn
Surviva ustrated in exanple
embedirbmgaam sqctlprruag THeesec s weye @rmémobfgr foOuEng gtgmlng and for

or rre E{ggcq%ﬂ{@agﬁlgl%l&gtooﬁnl St HWY E:?ot@rﬁs é‘ﬁ gld). A Qﬁ'lk% fmdlng was that

e, as reporte exanpl e

mﬁyrbwtelmaq@uweh@demﬁpt@fm A0UANKBEMG c@g (fvigs 4a-c) but also in glial
@BM—;@Q&@' |ﬂ%%h n%@lﬂéu%é%ﬁ*% oﬁg{o%ggZﬁ@ﬂQH@ﬁlgemmal ganglia.

r@r oved survival “of
Nafedbe distineg gtaining oidhe npw@gqeﬂsa(béqpk”mF@%@ﬂﬁ @ ;hge was, however, no

S\H&g cﬁle%% d MﬁLbégQRi tgl’!ﬁ‘e bevhiBAde é*Fd éstﬁb@cldﬁcdf%\m pf'ﬁtems in the

east reduced feration of V- | virus in

brafinsdtesd therinfieated “Pﬁ@ﬁ%if tse%ted A0 A 1%@%0%99456%‘ Fﬁt@%%tﬂe?}?d with

?@l\é'tmvéh(ﬁé’|IHbét%nelorfmcteW€er5 lrﬁ@dt@@\ﬁntﬁ H@W—ﬁénd/’!h'éléﬁithéb/‘tﬁ&téd with AF-
train 2762, batch 041028 7 x 10" PFU nL
fiot thel vediclerbyingtillption tyfire dady i the. ﬂghiaqustr&ﬁn@ AEer i @%Btse?fc”f'ced

b \RIforthe RlembhstPdtion bP HOY) artl
%\l@d Wlfﬁﬁﬁﬁ%*ﬁ??tsmngsstnl 0ang had ?he‘rogafter 7 '@ens %

GeibaeAs BT et nerR R O PViod ST RSP i 1§ Gt AR extent o

ek SUBENs RISBY tthe GeRiMamRt i | the experinent was
termnated on day 6. The other groups of the HSV-1

infected rats received at the sane tinme intervals 25

10 pWeQBerteﬂﬁe \é@rﬁHldﬂthat'?ﬁ@treJtﬁfénﬁW!tNﬁF% Gfﬁrr@dé‘nlt@ﬁﬁécl(ad with an
wat ched for signs of general sickne

saeepMalljfogenig an)g’f@qnnocgfgfrmqy:tsp@ltp f%q{gagwm%qutav\gqsg does neither

sR&rthé brsdidhve, %r &%Qfeﬂ@éﬁd@tﬁbutﬂfh&ﬂﬂg‘iﬁﬁ Vies pRdteidlgyh Hie brain, as
h ened_and the brajn

the skull was then rapi

Fempated. o these treated afith %%%Pélgh'slﬁ B estmestwithf ¢! 6 does not alter
RiOR 8T seEdshyutBhiPHR ¢10s. TealkeRtdanse 6f thé BRnificantly improved survival
of rodents, as illustrated in example # 2, is therefore, that the ICP was prevented from
rising to damaging levels by the AF-16 in the CC formed by the skull bone, as reported in

example # 1. Thereby, the development of a damaging CS was abolished.
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nunber of HSV-1 copi es denonstrable in the brain
ti ssue, according to the routine 15 procedures used at

woheo7Gkézsd cal Virol ogy Laboratory, Sahl grenskaPCT/SE2007/000413

Uni versity Hospital, GCoteborg, Sweden. A striking

finding was that there was no significant difference
WIthEx r§|9| gyt o preval ence and distribution of HSV-1

DNA Copies in the AF-16 treated rodents as conpared

to tTHusiephevedrayrvivat ef the diSVas infedied kadints| es illpstegtedsin example # 2,

E@lﬁ‘d F‘é&?a%ély%'%tdlﬁ%% ﬁ{a”a Rﬁdl 6 tﬁgér% r e\é‘@fleﬁéﬁ@%&%ﬂ Y prftetdlion of HSV-

ts achi eved
ttamtﬁs lnrthemgﬁetd’u@ memefrmreﬁmey acltlt pgts 161 infawtsicthyaying a solution of the
| 7
BORELSEr Vi ) PR Sl 2% BR o bt 1o
ihefitzdsin traa]rmghbyostnde HalRf thetiafected @ninls reriyed B@mém jageradd WL (1 or

? {)1 ES)a(%)fS/%Farl §i tjplgg Léé’httn%thE aﬂy Ea& ‘Pne%@ er ﬁf%éa(?]}:@c@%o Ir(ﬁz\@dlaes instilled

every sianhihg aaSAM sl eednight aéﬁd?m lustilthe expemimsint was termmated on

|

é&/ ?ﬁ’f G&Be'ﬁg%‘;gd{"ﬁez#‘%q #e'a eﬂi AR r?&&Yéogé{zrrx]éI:err.\hTe time lntervals 25
fx afihlee/shtic, PBS. Iﬁbmerﬁmlsaﬂerefcf@ewswmhe,dﬁorlsagmmof@ﬁnﬁlﬁl %lckness

| |
T ey e
BnadstiestiChsn da@ip 6t @stsktulhms theg panlcﬂibgbgnecbam the pegirsrafeaved.
\'}'ﬁ%r%éﬁ%ﬁ s%glggy t?\‘gg@l %% ngle%}oeézsa?ég' By Eﬁ‘r Oirllégg‘é@ﬁ? %f the
rurhber chFFw\hﬂ)COplnsﬂEItnbesjrabie inlileg bram f@lﬁwe rﬁ%@ﬁdlﬂg to g ﬁOUt'ne
BRI EL Aokl T Gty o
Gittstord, 1SedeheA stingdiodied sfas At =T s nolsiapispet giference with
%‘P& %@%alénd%’@r@%t%ﬁﬁ of‘Hggh BRNA cﬁﬁ%MWﬁk'AF ‘i@ﬁeated rodents

was term nat e e ot
tah eomSated t Hfose thewing repelyed d;@étheé@hw!e Fige S ke etXPﬁ*iléﬂenf described

{)\?er W& élgg?hﬁcg'ngd élt\ hﬁce\’lﬁtﬂ)bl%lll@l ahd) QWE@%@UIMJ@V@Q conflrmmg the

I ne. cer ebrospi nal npl e
wﬁucec;t efiadr16 fromkiple saetiefaiTaus.dhe ﬁ5r16t¢“é a9féafve\mﬂv ﬁlgmﬂcant effects

Aﬁ}ﬂ&mbﬁ. oafidn 8PHSVhIGV|M§hé§éI§nc§H%trate3|)bly tﬁ@P@é%ddld?Q (Hi®. 5). The

roc dure describ Huan

@@w@)al effecin aeariely te fe doe ¥Ct that 6%145@99!‘%@%?%3@10@{%@ ise in ICP
? %We' €8 f&%e%y%@@ﬁuﬁzgé”gﬁgc@@ P98 8l GO0 hhich |f untreated

it was found that ther
wheule @esyitgwrfa @%{ﬁnenwef @%ﬁﬁ\f@@lw dareaging st pr e mﬁ?@ed animals.
of either in the CSF fromthe infected animals treated
with AF-1 6 as conpared to those having been treated
wi t hExp@pleshbcl e. It is concluded that treatment with

AF- 16hd Beidicidl éﬂfv&!té/oftAF i 6TBR QMEndIDISURMRY Fréml HOY-1rep@eiaitis could
suffering from HSV- enceBhalltlsb alterin

it atvetyeReodye tpélg%dwsseredggﬁdt 91rﬁl@pwtp ir tlppl%m%e ERIS To test that

'h?bétﬁ@él@rblo%lt ratg WMfe%ted:tﬂﬁ{aﬁ’/% aDé&M%lﬁtdf lﬂﬂa Iﬁ&r@é/s’ﬂélm léﬁ virus type
and there

GSHSVPE srained 82, Brish B 1021 &7 Sothe Gl gk s e Santhostil. Hal
SR FHRAAMM LI IrscalVRiel ot i Sate 2SI gﬁérefb i) opAFchean tiit i@t nostril, and
AF hanpered the devel opnent %

had thereafter the same dose of AF-16 mstllle every morning at 8 AM and every night at
6 PM until the experiment was terminated on day 6. The other half of the HSV-1 infected
rats received at the same time intervals 25 uL of the vehicle, phosphate buffered saline.
On day 6, cerebrospinal fluid (CSF) samples were taken from the animals, either treated
with AF-16 (n = 3), or the vehicle (n = 3), according to the procedure described by Huang,

S4lje and Hansson (1996). When analyzed for the concentrations of the inflammation
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10 Exanple # 6 A different type of cerebral CS was
i nduced by the injection of antil ogous whole bl ood

woOizn7tikes6subar achnoi d space, a procedure knownPET/SERM0NE00413

literature to result in the developnment of brain
oedemn and el evated | CP. Anaesthetized adult rats had

RaecElRr 2, SFEFAERL 1Rl At A GRS Bfpichcein e
panqehéamuqﬁueﬁmr Irbt}WeCSﬁ frop tlnm]né&qubanlmﬁlsdretat@ with AF-16 as
%rﬁ%grreﬂ% ﬂﬁoﬁﬂe&nﬂ]{; Bf!%wtrég{gd with bJRicRE Cit R éoﬂl:luded that treatment
e ed

rane In a skul bone we
m';tb AFatd isynoplikehptedmmiave theSiysevason ﬂ:(de)thgaLﬂermgsin@h HSV-1

i
|presaur@avlem’oywre\ranhngapmellencet ¢iehighkl&Et inta G@ and dpeselai the
ggvékgaem&? r&% PHhe %@@t&%ﬁy Egeccf% cQ.!s%g q)g ﬁe? ﬁ%\/t ‘Pgﬂce:pﬂalltls were thus

repor I'terat
bnnalrmrre@tqdm dmﬁeimttlaat AmharopdreshthefdeyeRpmest ofia CS.
aut ol ogous, heparinized blood in the cisterna magna
in adult Sprague-Dawl ey rats resulted within 1-3 days
i n abBxareplevbi on of the ICP to 13 to 30 nm Hg, as

R I A g i

dbad o7 thesabmchtswsmca ABrooaiweg@pwn fiom BE ligpatg® ty result in the

4 P 5,00 C st - s
thhenglr(mmq)lng@@tl@qu depositad in MSL@arachgom‘ﬁpng through a small
;I%l%ﬁqtr J‘Fn s LReigi Ib?rgeoﬁt’:ba%ﬁje%tﬁatg gtlr&elﬁ@l:fs rﬁé“fn%&n ﬁﬁ' ch)éh the

InNn are evat e
raé@ﬁg@g@pltﬂlynqmmrﬁ@@ Hatesadriffed in aw@lfuﬂmonam gverﬁuaily plugged with

Jr@%nﬁ@grh}e!' %ﬁ%ﬁgeétﬂ%ﬁ&tvﬁttﬁsq@é%hﬂﬁﬂélh epebihiAd increased the

alre aln uncti on nor an 0SS bvi ous
|l%an¢umqth@1deb@hmerdmf alIC%in cﬂr Withincg weels the exact time

géa g or} t&ﬁﬁlﬁ%ﬂ@éﬁ% i o%lQ@@dé&sﬂé@Q§ bér%gment W|ich reports in

Nnol eated wt he vehi cl e.
ﬂa@ @@W@Mtﬁé@turqm ourtgxpatiments, ineetpngt 612 @ 3rald getelpopuse heparinized

%?go@rﬁ th%rlﬁ’stér‘% ‘?ﬁégtn)é |@5dﬁlf@pr9§l?é-ﬂa\ﬁ%9‘?&§ rbdIftEE Wﬁhljﬂyl -3 days in an

subar achnoi d osl tl on as conpared
@Iﬂvmrsofjtn%tc%m {9 3000 ng@StaﬁaeSS@é Mith(ag, Implestedmn@ture

RARSrIRE glﬁEedlérob§ (@Q\%é §§7Htélﬁ 3200 & $dmisAPR M 420 §éﬁé@b/ Samba
establ i sShed cerebral reducing its sever

&eﬁﬁ?j”e‘ Adeﬁﬁ@\f%aéartQ, S,ﬁ:4a13@ Mgol@g@ Sweden)gfhe If{é'ylngyprmal adult rats,

ReRSTHoplirlated draring Rt /pﬂgs teAiEufﬂe@ed SARERPREY indttchhstead, was 6
2007/ 126363 PCT/ SE 007 Joints are enclosed b

ChaE on Sreeb BT MR ZE0ks Alrd Bintepsaly dwice cal fshiied in 2 reduction of

G I8gdted I(ﬁfdvr@dh lePMaBLiBH tiriEd Yo AosPhatfal eIl in AL 2 h The AF
arthritis, pressure in the synovial fluid in th

jtiaied redarts WQW'%P@)@?% ImEPH BN AHARYPT BRI A OF0bvious

ﬁmﬁalﬁﬂéﬁ?bpﬂ%av%u@ok ﬁ‘lotd?'flﬁ%ﬂbr@dﬂn cdri’ﬂra@ft@@lﬁoste%avmg had blood
investigate if treatnent wit coul d prev

Serpaiad SUbgack ATy ABS apHleBiReONin Be Eok. & Resncadied fhat
b aMe With IAM 68 Rt cdl/ths ¥xleR iy $dikeAGtdf ik Brhinddapfigetihdiided by

subarachnoidal deposition of blood, as compared to animals just having received the
vehicle, PBS. This means that AF-16 is abolishing and, in case of already established
cerebral CS, reducing its severity. The prompt response to AF-16 was decisive for the
beneficial effect exerted by AF-16.

Example # 7
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of an arthritogenic Staphyl ococcus areus (SA;, strain
LS1). One group of animals (n = 3) were treated with
WwWOReWwA2ed3| e a second group of rats (n = 3) j uBCT/SE2007/000413
received the vehicle, PBS. After a few days the knee
joints and |l ater on additional linb and foot joints

tur neghts LRNGRIosed WY tdriir, H3HcHRbjiaft @fl@%;@rdcﬂs%%%ufuﬁhéﬁ

t he joint cavities; as neasured

Fhavacteysdihy low elostieity byt Qbét'%twhsy%tﬂéﬁrp@?% e & Berpygovial fluid
Emrztﬁéﬁ)d r@ cé%{& tP %@Hvag/(\igg ;ﬁflé‘ﬁﬂr%%ﬁ addd to%é‘?é BsBa C8Fs

as in
pm\relehm@rylerstgﬁm\@@mtﬁg treptiaane WitT e -1t %&%PF@V@W Q4 at least reduce

%rdg@leloé%gﬁtvdf"’éb 31C3€ 2k F%(ts Wére%éct@@by"&'%te%’é mfé@h’érfjof a solution
creas an flve- I nfect éd

pbamarﬁlrltdgeelq Staehysadoceus arfausu(Sd\ spraiadS)- eOnmgnOh@ of anlmals (n=3)
ﬁlg%nﬂﬁék?\ﬁWAFW%WIf? §e%o% g%%g%? rdtd G t?»f‘]f%si rrégé%da@lle vehicle,

was neasure rison and foun
PBﬁ%aAﬂerva fietvi daya dhrenterieel joimistand Iatgr (pmqaqlq{jtlorqahllrnlg and ot joints turned

Ee%g.lgpkﬁ_lolié?f ér@i %}t Sfevh E%‘?ésesﬁre ih El’i‘fegjgmlt Qé\ﬁﬁesa g mteragﬂ%ﬁ Qith the

not ave t svvol’ en an

paimi fribrg Glptie Eresan@ rrbloss eSantbandysirin 399%33%@03 Preglied 20 sensor;
JSQHB%: 'Seh?érggb\ ﬁ\gﬁ @L@ Cﬁ%@% \P'Fﬂréeﬂkjlnedag%g}e\ﬂ%@) as Wv(-:\}lll ta?] in the
tmmedlawwrwgum@n@ tisayiei The pressurplired neimal gEnawal ipgegoint is 0-5 mm
Hg;h? c%[]l@luéfozr?%efr% eﬁﬁgﬁ’ ﬁ\}eef'afﬁem ‘mcfe&@&tn‘?ffdnﬁed jomts The interstitial fluid

itative y an qua itativel %@ﬂronwelt er Erou
pasewnemthersa:bcmtﬁ@emﬁﬁéme aifa distageeciiem ks infastastioinhwas measured

?ﬂ'{égm:ggasdgad'ngl%udooﬂo%ﬁlam' ‘ﬁ{hf_{ﬁ@?%' Mﬁltéjf'l' At Itl§ Mt Jb%trast rodents

. d been treated _ or not concl ude
withe $A @fqor@btampmamtmategewth@cfutfeandméh@veetggufeedernswo"en and

ggﬁﬁll RS LRE gk n%rﬂ{atl SFesblﬁ}@‘-?r"r'{H'étjblﬁf‘ Ir\%étgd animals, which only

togenic mcro BgSa bacteri a i kely al so
veqeived diegtn=mt withiroradele 155 gevelapedite rE Wil §meHesirasing severity.

n%é‘sfo? El%ns(i/ﬁohﬁl fﬁﬁbﬁarﬂﬁi’}zteb R fr&bdieHee &F baétbsd lidHitdtio8ly and

ol nt's of at ogeni C bact eri
spalﬁﬁ bydtotr eithes ek revqaled tﬁattsirumb?h%fr&gf%% Waggbout the same in

'|d?§&%.ﬁ@ iR5 P HvAVBS Whéthk&ahy rdtd nhe 6ssrréRsRane Apy1d drenot.

infection, as no antibiotics were adm ni strat ed.
The ani mal s were, however, not allowed to survive for

t hat W(—:l éUHIGIUd@%aThfé tFHﬁtrﬁénthIfhdd\F‘-% Y&Rick &le éré@s’ﬁréfmhe infected joint
roduci bly counteracted the ’\ﬂﬂ#her
o) VIrus and

t
Wﬁéﬂﬁﬁ?‘é’éﬁfﬁf‘ é@fgw@ﬂmewﬁ@@mp%@&j bREEHR. a

%H\%ﬁblbéﬁ&éﬁ‘@géntgel'heT@ Qa8 bowdver, Ge dlﬁéﬁé/rﬁJeQﬁﬁﬂa @fitipiication or
treatment wwth Al in |nfected %s as asse

ichstrikgon még%twntgphwhoge@wﬁreéla#es Redicots SESreigin LS

Fhefersrenglk trifédted féﬁ#@ﬁéreﬂlk@ly&@ BeSssESldhmagddehyethalSA infection, as no
muscles. On the.  hind IegP t he Iar e vessel s ent

taﬁgblm&ﬁr%gdr@ﬂ%w The lmﬁlqm?reo QuRver. m)allql%gcgto sUrlive for that

.uded for 1 - 3 hours by applylng external pressure
| oad Jenni sche & Hanss 2007/.12636
b S g Hogna ¥os figs oarastih ,ngéé 1eBrbY g unteracted the

ldaswies elellgl%a)pres-ghﬁ inald &ffactddigink Imﬁmh donetiiutsasa @t! anwe@dby, no CS
,dﬁgqalég%anfe}e(g Hggmt yﬁg%i-"u{q(jlpe CItO §c’ asa ggsetsggd mkthe present study.

Example # 8.
Adult rats had a CC condition induced and assessed in skeletal muscles. On the
hind leg, the large vessels entering the Musculus extensor digitorum longus (EDL) were

occluded for 1 — 3 hours by applying external pressure load (Cf. Jennische & Hansson,
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treatment resulted in an ischemc injury causing
necrosis of a fraction of the EDL skel et al muscl e

woi27a26368 CS devel oped as the tissue and the PCT/SE2007/000413

interstitial tissue accunulated fluid in 5 such a
cl osed conpartment and additionally the nuscle tissue

ﬁyﬁﬁggnﬁw{el BRotARA & Wﬁ%@&%@ﬂ?} ThER aRECHRYI d’HJ\J‘WQs allowed to

such an encl osed corrpar rrent I NCrease resulti ng
fasMge fed BisrravRclegnclososs apdrtae skin Iﬂcm%lrrﬁéﬂfqdoﬁndm@red This

fr@&%én?%sh@e&ﬁ%ﬁ%e%ﬁ@%i frekhRis of iéj c?% i f‘l}dé@[ﬁ_ skeletal
ti ssue became necrotic t her was no a It1ona

fusele dieres. AlGwiareloped ps the tsstie andihehiniarstiial tisaee atawudated fluid in
s@am@eubg%ﬂéowewsn@sa& cg%ﬁfthe%uéc'keusfs @‘ﬁfrhé@swellen and

swellin he injure ssue and t ere
9@@%@1@@ vihe IRressuisavithimpiaaht aresitclased debéﬂlﬁ@minmeas&decbsultmg in

Wetﬁv%nﬁﬁ’n@ntpéf%sé@ rélgglslﬁ’t(a?veh? 4H5§%eﬁggﬁto%5v t that parts of the
8

F osco ['es fromt
takmestle nfs&ue emmmrow iflihexp-wee m@ﬁld&ledalttmtre&nteh-wwever if

ﬁ‘@&eé{ WltH 'A'?—' i nbRfosbi %8%%%5&%%%%%%@?%&! KEQE% Rctive swelling

at velcetrea nent eat nent w
pirte nivred tissye ane\iesrepyrihetpressuse @l)in Svecernirarinient eolld ioag

Hé}ﬁoﬁétl%%bewntﬁ@arﬁ@é@r%% C%E%eh@oc@ to mﬁ@ucegm%fl %\Juttmlfzr%%cc‘opy of

eri nent condition |
Fmplﬂ%ﬁpméh@ EDMWIG ofitresibgiiseaiinent WI‘é’g‘é‘f-thrwuced the extent

shd @&urﬁe of thtertﬁéﬁé@ﬁaé@ 39 cBltﬁSar%@% 'clf%? aﬁ;:ehilcleﬁtr?ihw%nt gIhus

ericardial cavity elrmt

§%mem W@UAWfSW%vemqﬂ thaldevﬁi@mn@t@f afQS, eventeallylietivaing the tissue
a5h bson of the sliding novenents resulting from

t he sudden and forceful contractions of the heart.

The pericardial cavity is towards its periphery

encl osed by a parietal nenbrane rich in collagen. On
anaest het | zed rats the peri cardl um was opened 25

sur JPERI9 #Q hr ough a smal | "window' in the di aphragm

and AR raﬁtHaGléﬂfber-Fﬁ@ntbl% de &Edﬁl@ﬁ lndQS‘éd é’f%rcﬁhg%‘me"&%cardlum and

traumati zed by rubbi it surgical hr ou

pERERIGDMith '“Fﬁ@"é’léo §ﬁ?‘ﬁﬁl°§tre%‘le@ ‘f‘h/’ihéé@m‘cf‘? 'f\g\ﬂ SgFleripericardial cavity
8 f&l@hhl’uﬁgfﬂfédhé@rtt fbrlﬁﬁg]@sé@”ﬂllbﬁ Mth % rRih eI v@l@ﬁﬁel df %bldt Qﬁ’abllng

vehicl e PBS. Those, that had been treated with

FesPmnggiatipn oifhg skidiag mﬁvmﬁntaéﬁﬁw%mwe@pddem en%rforwful

EdmerattighRIdf e ilart! TReWéicardidtcaligis Reesay ﬁ@peﬁﬁhery enclosed by a
conrast those aninmals that after the 30 rubbi had

PRSI MegaRraee U A cekagepehin @naesirlized st tfﬁeqqr@afdwrm Was opened
$urbicaly, Wrédghfd $thall WMN nﬂh@%ﬁéﬂh@agn@ﬁﬁd H@Ehafsﬁﬁdnhel“he inside of the
nuner ous fibrin r i nfl ammat ory
BRIP4 awi"ﬁ%zedg%y riuefelag M surgicaly mr%wg%thw%maeese animals
wavel diveded ih mvd gmapls agme tigatdd Wikrahed glmhng ‘tﬁ@étﬁénﬁhad ]_llj_?]t the vehicle,
e ood vessel s
B b D ot RETE oS08, VSRS B! eumutation o
e Inaxhéie péric,érdlléucum@d ahﬁwfgﬁeﬁ&f’@ﬂ@&&it@@t @Wée?ﬁ&%@ﬂwa‘t @fter the
nmen 0 in 0se cases
§BERG bAB neeH edat WP MERRAST e Bk oREoas g MR gt inder
ﬂirb%.ee et firét ey nnmélflﬁ@tﬂlbbl@ bt‘anc&sandqmmﬂﬁﬁdryt &l1§ hdditionally, the
ved at. vehicle trea} nment I& er the greval ence
[&ﬂ:l’le‘t?i PRYGaL |glrﬁ5welg% was swollen, mﬂamed and infiltrated by numerous enlarged, in
parts newly formed blood vessels.
The liver, spleen, kidney and thyroid were similarly mechanically injured by
compression and exposed to abrasion. AF-16 treatment could as well in those cases be
demonstrated to reduce the oedema and swelling of these structures, respectively, as

compared to that achieved at vehicle treatment. Further the prevalence of ascites and
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WD 2007/ 126363 PCT/ SE2007/ 000413 rel ated types of
excessive extracellular fluid at el evated pressure was

woedrcede3 Thus AF- 16 reduced the extent and SECESEL007/000413

of the CS in parenchymatous organs and tissues. The CC
di saster, severely disturbing heart functions, was

Fé‘éiéd hﬁ§§ oPé%@srPé’eﬂ%\éSilL%)r flu'l&attélﬁ/a@a 6ré§s@ﬁ@ﬂla§%dﬁl€é§ “Thus AF-
hanpered the devel opnent of a cardi ac

T@éeduse@. mm and sevarityeditae £ ib parsnchupaows erganpand ﬁfesues
g(hefhé @E‘:‘cﬁsta's%té;e%ﬂé R BREMHPh et UHGIOHE 8Fas \Atﬁﬁéjlﬁgé PRt to develop

he |ntervertebral di sc’s,
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LaRé beﬁéfﬁﬁ%" éff&?@b@ﬁp Wt e tR tl‘ié‘@th@ﬁh{f@tlgé@@%a%eb{ymal structures
times a day. The water content I1n the avascul ar

ANk PrEass.pul posus and the annulus fibrosus in a disc is
dependant on the supply of fluid, ions, nutrients and
oxygen from adj acent |iganents and from the end pl at es

of the vertebrae (Cf. Holmet al., 2007). Vast

pr odeedSpikrs2f@ an avascul ar disc nust pass through 15

t he sane obst acles prior to reaching vascul ar s%/sterrs

Ther Bredntervarishesh discs, il sepataiel thepiegisbishbedieeiaine spine, adjust
e eRRelidRIREH IR t@“tﬁee&ﬁlkl Qfadﬁ*ﬁarﬂf ﬁ?ﬁ@é RdANEhewaldr content in the

peptides wth regard to effects on the intervertebral
avaseulanpegieyscutiraguaand thel anagleg fibrasug ia dispés dependant on the supply
Qﬁm%ﬁsaﬁﬁqentg A ohfg%ﬁtfm?r%d jued h@f Mneifls bﬁ@%ﬁ%é Qﬁd plates of the

he 1 nf1amat or reaciions of injured

v&ﬁeéar%a}felﬂelm et 62017) F{ASt RESELCIa O X avAsAer @90 mugirass through

HeGaRRCARYacRisARe r‘%@&{lh{f%cagr By LAE ethetdro® Rdehts, rabbits and
di scs were denonstrated have suffered |ess dama e

Pigs hR¥e bernaseasssslurpysing Sfffctaml ﬁ‘ﬁl%o"?me?é‘@é!ﬁ%ﬁeﬁ“dﬁs-"ﬂ& regard

@Seﬁ@%{sl orﬁﬁewenaN@orél%ﬁs%smﬁmm e{n@wda%d It could be demonstrated
alteration Se expec ct ed be recog ni zed

b rastmantiaity Abriedpduoad e RESIILATBLIR g Reactigfg of injured
AAUrAS bl GRASEAINGE wiioh S BmirEay gt mRfdsesbyPsiaihed Eodiifs

AF- 16 after supramaxi mal | oads

PeRBTRY f’E°<5“ PyieisRsries Aamopsteried Péi?é’ﬁlséﬁerﬁﬁ éﬁssm@ags Tothe

lididfsNRH$os0s it AembRURERILGH AF-16 QBRNRMAtIsAH hadidsd br%mment reactive
def or mat i on i.nduced was cl oser_ 't normal after AF-1

slissaioRsnethemuse Peesiedde Pafeanzehindthe aphyys fRsus gnd fi“% enclosing
idtnserid 86d 8Gacknt EhdHectitetishbe FAUNPRL RESctB OEAP@RGTAFCi & after

in reduci n%?the swel ling and ti ssue da

SHPHRRE ML BPEn SRa) 87 28] R0 Bel gD/ EV Bt Hat the
stiffess of3fle Eﬁ@ﬁ@ﬂeﬁrd#cdme&i’cbﬂstarfd&h§ défarBatibddnduced was closer to

SR Pl P10 Her BEEEY Fer ORI AP BAFATETE o s dscosed

ﬂmﬁﬂwﬁmm@mee 1) ben@ﬂasltm gedueihgwhé bwélag;,aarw fisdue damage at
et he

r AF-16 aff |tsfa Per |
K5l G etoraA paenElpb exieRs e e rdateR a2 8555
endoneurium an perineurium and outernost an
epi neurium Miltiple nerve fascicles form a nerve
(Cf. Hansson et al., 1987). Tendons and sone of the
| i gaEseamhplei#tt body are

Adult rats have had experimentally induced CS developed in defined structures
enclosed by a tender enclosure, such as a tendon and a nerve, investigated with regard to
whether AF-16 affect its fate. Peripheral and autonomic nerves are all delimited by an
endoneurium, an perineurium and outermost an epineurium. Multiple nerve fascicles form
a nerve (Cf. Hansson et al., 1987). Tendons and some of the ligaments in a body are

delimited by a tender collagen membrane-like structure, the synovial sheath. The inner
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delimted by a tender collagen nenbrane-Iike
structure, the synovial sheath. The inner 34 WO

waQe/1228363 PCT/ SE2007/ 000413 border | ayer oPCTiSE2007/000413

latter connect the tendon with its synovial vagina,
whi ch enable sliding at mnimal friction. The

p&rdéplagéryof@ée R éoﬁrégﬁhé{eﬁa&x wme it SyrfNE) Oxfch, Phich enable siiding
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e d seigti ﬂeraeﬁgqrﬁlgpe%g}ayéF 1|E_3| ceﬁltlaq WQ@’@W“B’? agtﬁrﬁ oedema and

$icfidand aresHiorpns of  injured sciatic nerves confirned

that AF-16 reduced the inflammation and th
the BMETEPHlISERR FHRYeGMAPT HFatnsiniuy Rﬁ@?@@@ﬁﬂ%ﬁ?@ﬂm etal,

V’I@@@g Wlﬂﬁ@lth Bgad dEBn%aﬁé’d i&ﬂ%&e@bﬁ@&&ﬂbhﬂlé\a@hmisltratlon 2hose

as Go that serve
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With it dvey AehRsel e devel oped signs of CS in contrast to
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6. It is.cancluded
t hat Itjgreongiudasiat logmegt Bis &S a1 ANy g 0.0 2
ten@, &ndan oNBUird&, tendon or bursa. 30 Exanple # 12

Example # 12

During surgery and at a trauma arteries may be injured, causing the vascular wall to
swell. These events will result in the development of elevated IFP in the vascular wall,
resulting in inflammatory reactions and rebuilding (Hansson, Jennische & Skottner, 1987).
The rats in one group had a pre-started Alza osmotic minipump, filled with AF-18,
implanted subcutaneously, and connected to the site of injury with a thin silicone tube,
which enabled delievery of the peptide AF-16 directly to the traumatized tissue. Additional
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During surgery and at a trauma arteries may be
i njured, causing the vascular wall to swell. These

wevaittig6dsB| | result in the devel opnent of el evRCESELHBR000413

in the vascular wall, resulting in inflamuatory
reacti ons and rebuil ding (Hansson, Jenni sche &
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enriched in AF proteins, as compared to effects of the vehicle.
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tissue was ranging fromO to 4 nm Hg, but could
occasionally be negative. Tunours in the range of

waQerA2e863 and treated with AF-16 as descri bedprabSEzn07/000413

got a reduction of the 30 I FP, which turned reduced to
usual ly 12 mm Hg or less. Further, AF-16 reduced the
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It is concluded that the presented experiment proves that AF-16 efficiently influences

the intracellular mass transport and release of products from living bacteria.
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perneabilized, pelleted bacteria with methanol and
the |ight absorption determ ned by spectronetry. The
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within an hour and | asted for several 10 hours. The
response to the adm nistration of AF was pronpt and
reduced the detrinmental effects of the elevated
pressure in closed conpartnments considerably. The AF
proteins and peptides thus were effective in the
treatment of CSin a living body abolishing the
devel opnent of a closed CS, otherw se del eterious for
the function of the affected tissue and organ. A
person skilled in the art understands that a
normal i zati on of pressure in a 15 cl osed conpart nent
facilitates the adm nistrati on of other pharmaceutica
preparations, ainmed to reduce the cause of el evated
pressure and its conplications, as well as direct
t hese pharmaceuticals to their target. 38 WD
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WD 2007/ 126363 PCT/ SE2007/ 000413 14. WO 05/ 030246 15.
WO 97/08202 16. WD 98/21978 17. US 6344440 40 WO
waQo/1228363 PCT/ SE2007/ 000413 Cains 1. Use 8ETAR2007/000413
antisecretory protein, a derivative, honol ogue, and/or
fragnent thereof, having antisecretory activity,
and/ oj4 a \BlgpgsBSEMlsi cal |y active salt thereof, for the
5 manufacture of a pharnmaceutical conposition and/or a
medi caP 1\U8H94/88202he treat nent and/ or prevention of
conpakg meRio gy e. 2. Use according to claiml,
wherein said antisecretory protein consists of a
sequefiée UEE3AM4Yy to the following formula X
1-V-C X2- X3-K- X4-R- X5 10 wherein X1 is |, amno acids
1-35 of SEQID NO 6, or is absent, X2 is H R or K
X3is Sor L, X4is Tor A X5 is amno acids 43-46,
43-51, 43-80 or 43-163 of SEQ ID NO 6, or is absent.
3. Use according to claim1, wherein said
antisecretory protein conprises an amno acid
sequence as shown in SEQ ID NO 1. 15 4. Use according
to claim1l1, wherein said antisecretory protein
conprises an amino acid sequence as shown in SEQ ID
NO 2. 5. Use according to claim1, wherein said
antisecretory protein conprises an amno acid
sequence as shown in SEQ ID NO 3. 6. Use according to
claim1, wherein said antisecretory protein conprises
an amno 20 acid sequence as shown in SEQ ID NO 4. 7.
Use according to claim1, wherein said antisecretory
protein conprises an anmno acid sequence as shown in
SEQ ID NO 5. 8. Use according to claim1, wherein said
antisecretory proteinis a protein wwth an amno acid
sequence as shown in SEQ ID NO 6, or a honvol ogue,
derivative 25 and/or fragnent thereof conprising am no
acids 38-42 of SEQID NO 6. 9. Use according to claim
1, wherein said pharnmaceutical conposition conprises
two or nore antisecretory proteins selected fromthe
proteins according to any of clains 1-8.
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10. Use according to any of the preceding clains,
wherein said antisecretory protein is 30 provided in

wegeeédssenri ched in such anti secretory protePaT/SE1007/000413

Use according to any of the preceding clainms, wherein
sai d pharmaceutical conposition further conprises a
phar maceuClaims | y accept abl e excipient. 12. Use
according to any of the preceding clains, wherein said
phar maceutical conposition is fornulated for

adni, nUsé bl érﬁlslaﬂbtbry?lpk*&@b{ £dtivhdive, hBﬁwb@?Gé"é‘dedf’fraéﬁment thereof,
i ntrapasal cally, cut aneou

subcu %\w%gé\s?cr ef%m ¥‘§|¥l§3§cﬂ'ﬁpﬁ’( eyph éﬁﬂ?%“t'caig‘sa@té\fﬁ $2d thgreof, for the
41 Wﬂ&ﬁét&%&%lﬂﬁé&@n@&ﬂoﬂ%&@& aAdior éJﬁ%dﬁ;‘éPl%Béi' kdthe

to an f the recedln clainms, wherein said
phar n%%%ﬁ'@f"b%ﬂ cﬂﬁ%‘@é‘?'g” BheamParigiant FEdEMe-or

adma. nUsé é@ddrdllﬁg fScl@msSP Rrﬂ%érenﬁ@éu@%ﬂhsec‘réib@' rﬁétem’col%ls% of a
nebul i zer. ﬁ according to any of clains 1-

wher e?‘?guﬁﬂ%e ?ﬁ?& foube EOJPWE‘SrfﬁW&I'Q ion 5 and/ or

medi cal food is foxmy @I)deé RLXAROKNI St ratl on
t he bl ood a _dose of O, to 10

syst e ) cal |
PhSIBR st BN AR d- TRl PEAL OO Buhd isksent X3 is R or K,
pr pref exaisl s'oﬂt mecr dra) XBAE afiY A 404, %%1@3@@% 43-163 of SEQ

wei gh 15 Use according to any of the
pr ece@ 'ﬁédec Ser\‘/¥/her ein said adm nistration is

pernsf OU@dcdardlrh‘géfo REma Wh@ﬂix@séi@%ﬂhﬁcreﬁéry%tbinﬁ!oﬁndﬁ@éé ¥n amino

appllca i ons ccording to any of the
pr eceTfi! @e%ea?%@sm'& QI ¥C%ndr one causes

ab|r4|oru:r§é acoRding l@gﬂ@lﬁ’l BRheRdin 858 %F;lﬂée%gét&? p@éte@'déhfﬂ)tnééh an amino

cells, .tissues an or or e according to

any of® ng 4FECce 29 /] 0%'8%%?1?'%5'9:12 -syndrome i s caused by

a ﬁonumaidmfdnhg)t@d;lalrlnrm %ﬁre%ﬂé’éu@@nﬁge‘é%? pf&biatcdfhptifesPan amino

ur oge&ll‘{) tract consti Sx__tedlg% %ofn muscl e, bursa,

ner ve?“PP LGRS IOV Ig; BPo+ a tendon. 15 18. Use

ac 6orld$m@cobcduiylt§ ot mC1| ahemirlsdid ﬁnt\lﬂé@fe@cbry pBatkifl COMPHEEY BN amino

i s caus a r rapeutic or

di agn%ccﬁequ CaeS%ﬁ %ﬁfe@@b‘fdl ng to any of clains

1 15 Umanoerdm(:?slalodalmwnldmem said anatisserbidry ppodtenmc@g@hges an amino
ording to c erein said syndrone

|s c;é‘ﬁczde q@?ncae ?ﬁq?r}ﬁwri 'H%@ EDQHOV@ZO 21. Use according

t 08¢l Wsenac20rdingterczim 15 ahdreir said ahtideestdrg Brdtsin Goa pRACINWIth an

ol ai 750 S spdikiioB e rRbaIN BELTO NO By s nSiohis, e

ac coratidrg fragmehiahanebﬂcomﬂnmtrg' amigaiadidsizgr4hg SESQ D NO 8.

P;, gq%%gepsggrd%% to lé?aﬁgqc érdelmnsqaé Bhacrlm%ceutllcgr compos%on comprises two

or more antisecretory proteins selected from the proteins according to any of
claims 1-8.

10. Use according to any of the preceding claims, wherein said antisecretory protein is
provided in egg yolk enriched in such antisecretory protein.

11. Use according to any of the preceding claims, wherein said pharmaceutical
composition further comprises a pharmaceutically acceptable excipient.

12. Use according to any of the preceding claims, wherein said pharmaceutical
composition is formulated for administration into a body cavity, intraocularly,
intranasally, orally, locally, cutaneously, subcutaneously, intramuscularly and/or
systemically.
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25 25. Use according to claim 19, wherein said mcrobe
is a fungus. 26. Use according to claim 19, wherein

wealw/messobe is a bacterium 27. Use accor di ngCT/SE2007/000413

claim 26, wherein said bacteriumis selected fromthe
group consisting of Mycobacteria, Pseudononas, Cocci,

Chl1@niJde accdBding & drey aimisk prebading tiaims3 Whadfin 4&€ pharmaceutical
accordirﬁg tto cl ai mll? f\/\he({{g.i n said mcrobe rel eases

one of "HB?S 'Ogrﬁejrr@g? e gL AINISHAYAY 3SR Spranaeresad/idialer or by a

i nducesbdliber. f or mati on and/ or rel ease of one or nore
reactjve factors b n adj acent cel|l 6 tissue and/or .

or g]glnbs‘ig??qfé@g g?c%&rogicﬁﬁn% g‘én‘f}'h?ﬁe'”cth%iph%m!?-cfgt,lcal composition
wher eamd/samedisyl fsbdds foringilfetBe ddrbinistratiér §f3temisAly tH8% blood at a
accorgl ng . to, an wherei n sai d syndr

f clains 1-15, : one
is callRELHY! G001 6 et apRigation: 3ngHgRady weight grd day, preferably 1-
accunmdGot jigopereipphuadein 6h@ kg Body Wit arddiggue or organ.
[ 0 | ains 1-15, wherein said

1. d t f
oy 3 O Sccerras Byt e prosesngs o7 isistapid adminisraton i
PCT/ Sktdihk0 @ek 3is 32sindls Bogseratsthigplt Aaiy¥pbatingl s
1-15,, wherei sfald syndronme causes an abnor mal
£ urlB: Vi atprdind By ok e 1o Gos st sinsy Wnergih saseyndrome causes
accor abriogmaicswaiiyg of asd/ai aacufulbtion WHRGIE@ InteR i tdsSe8SHPdorgans.
i injury, . bleedings in the

is sed by. excessive. lo ry, . :

sk PSS Ao ECaR o e & 5 RS Sgic adcagnis cagsed by a non
from rgnmar I%badifﬁmju@te]{rﬂyclt% dmdé@fe:llagé@mm' Rgemithl _trgj&fbonsdtituent, gland,
according to any o ajnms 1-15, erel n said syndrone

i's Carug%cge,Wrsg, X?%ﬁ‘p@?ﬁﬁd‘éesﬁé’ lopt gpdgna tendPer st %/uct ure
endBodssladrprdingc@pEsiy ot claind .96, \ehersil/sald SYndiBRTEDE @BBsed by a drug
35. ng gpqgrpln@.to Eg% of clains 1-15, wherein said
syndrOR ANgRRE &‘ﬁ§€ PHIGHFBORde of the skin,
heddtUsekaabording toesy io claimeat-15, \gheraidl sakicyaaroma e aistd by a
orgaqhmnﬁg. Use according to any of clains 1-15,

wherei'n said syndrone is caused by a tanponade of an

or garJser acbrding torciairari®| whedingaidoymaromalstdalisgehypadirfllinfection.

20 06y B 2GR e R0 B s
a nelangiortaubiAivirgr. esent in a body. 38. Use according
N A e TR e
3923 ancouiingi taglairo 18nyherkincdaid micrdbeliS a Rabteredm sai d

S OB SR g T BB D) 0, o

i s28.disseatchiding to cleira 19, wherein said microbe is a fungus.

26. Use according to claim 19, wherein said microbe is a bacterium.

27. Use according to claim 26, wherein said bacterium is selected from the group
consisting of Mycobacteria, Pseudomonas, Cocci, Chlamydia, Brucella and
Listeria.

28. Use according to claim 19, wherein said microbe releases one or more enzymes,
toxins and/or pigments and/or induces the formation and/or release of one or more
reactive factors by an adjacent cell, tissue and/or organ.

29. Use according to any of claims 1-15, wherein said syndrome is caused by a prion.

30. Use according to any of claims 1-15, wherein said syndrome is caused by
abnormal load, transport and/or accumulation of products in a cell, tissue or organ.

31. Use according to any of claims 1-15, wherein said syndrome causes ischemia.

42



10

15

20

conmpound. 41. Use according to any of clains 1-15,
wherein said syndronme causes damage to one or nore
wonv@reesss ebral di scs. 43 PCT/SE2007/000413

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Use according to any of claims 1-15, wherein said syndrome causes an abnormal
function of the brain and spinal cord.

Use according o any of claims 1-15, wherein said syndrome is caused by
excessive load, injury, bleedings in the skull, in the brain, in the spine, spinal cord,
from aneurysms, stroke and/or ischemia.

Use according to any of claims 1-15, wherein said syndrome is caused by a
tamponade of an organ and/or structure enclosed by a capsule, a fascia and/or a
membrane.

Use according to any of claims 1-15, wherein said syndrome is caused by a
tamponade of the skin, heart, kidney, testis, ovary, gland and/or lymphoid organ.
Use according to any of claims 1-15, wherein said syndrome is caused by a
tamponade of an organ or structure enclosed by bone, cartilage and/or a
membrane.

Use according to any of claims 1-15, wherein said syndrome is caused by a
benign and/or a malign tumour present in a body.

Use according to any of claims 1-15, for improving the efficacy of cancer therapy
by lowering the interstitial pressure.

Use according to any of claims 1-15, wherein said syndrome is caused by an
immune reaction.

Use according to any of claims 1-15, wherein said syndrome is caused by a toxic
compound.

Use according to any of claims 1-15, wherein said syndrome causes damage to

one or more intervertebral discs.
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