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WO 20071126363PCT/ SE20071000413 New approach to the treatnent of

. conpartnent syndronme Field of invention The invention relates to the field
of conpartnent syndrone, and to various 5conditions associated therewth.
More specifically, the invention relates to the transfer of fluid, salts

and subst%ﬁﬁw%;ﬁ\een cells on one hand and on the opfgsreihobace! | ul ar
spaces .and the vascular systemin a conpartnent, fornmed by a tissue, organ
and/or a defined structure, in a body, optionally aimed to nornalization.
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di st ur bencedelias pafhglogicalecopditansur e i n the conpartnent raises and eventual |y
approaches levels close to the systenmic arterial pressure. The actual bl ood
pressure at the entrance of 30the arterial vascular systemto the

conpart ment t hipeckernd ¢fthe iavendipre| enent, det erni ning the maxi mal | evel

to which the p'Tﬁé&%%or’ﬂBéﬁrﬁén%@ndHﬂwe%’@%h’m ﬁ{ed’éé!rdf%ilégt%%hazﬁ&ﬁﬁeaas cartil age
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the working conditions for the interstitial fluid in the extracellular milieu, resulting in
depletion of adequate supply of nutrients and oxygen for the cells and tissues within said

25  space. An equally important factor is the lack of drainage of waste products and
metabolites, often acidic, which through their accumulation further add to the impairment
of the function and metabalism of the cells within said compartment. A net effect of said
disturbances is that the pressure in the compartment raises and eventually approaches
levels close to the systemic arterial pressure. The actual blood pressure at the entrance of

30  the arterial vascular system to the compartment thus constitutes a key element,
determining the maximal level to which the pressure may rise. In avascular structures,
such as cartilage and intervertebral discs, adequate supply is dependant on transfer of
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

35 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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WO 2007/ 126363PCT/ SE2007/ 000413 conpartnent may further add to the damage
. as do subsequent ischemia. The |longer the elapsing tine with el evated CP,
the nore extensive and severe the damage, which eventually turns
irreversible and necrotic cell death follows. Mechanical distortion,
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as in the intestine and the choroid plexus in the central nervous system

after challenge with the cholera toxin (WO 97/08202). Addition of
anti secretory fTecasscrétoryfppatdindnal4f idedpro@s thahtangmdlyevesldggmbe@@ rrevidge usef ul
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- ant i seciset QfpYied e 28N BN {cemd @K PP IeXerted by a peptide located
between the positions 35 and 50 on the antisecretory protein sequence. Immunachemical
and immunohistochemical investigations have revealed that the antisecretory protein is
present and may also be synthesized by most tissues and organs in a body. Synthetic
peptides, comprising the antidiarrhoeic sequence, have been characterized (WO

30 97/08202; WO 05/030248). Antisecretory factors have previously been disclosed to
normalise pathological fluid transport and/or inflammatory reactions, such as in the
intestine and the choroid plexus in the central nervous system after challenge with the
cholera toxin (WO 97/08202). Addition of antisecretory factors to food and feed was
therefore suggested to be useful for the treatment of oedema, diarrhoea, dehydration and

35  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



proteins. WO 00/038535 further discloses the food products enriched in

. antisecretory proteins as such. Antisecretory protein and fragnments thereof
have al so been shown to i nprove the 5repair or nervous tissue, and
proliferation, apoptosis, differentiation, and/or mgration of stem and
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Anti secr et 85 d)fg?{%h%%org@%%op%pem fically proteins and peptides, as

descri bed 08202, are effective in abolishing
hypersecretory conditions and di seases in the

A reliable diagnosis of an imminent, developing or established CS may be difficult to
make even for an experienced physician. Diagnostic aids based on the use of e.g.

25  ultrasound and magnetic resonance imaging (MRI) have been used, presently often in
connection with computerised programs. In the present confext, determination of the
pressure of the interstitial fluid in the compartment to be investigated was made by
measuring the actual pressure with the aid of a very small sensor at the tip of a light
guiding glass fibre. The diameter of the probe was 0.4 mm and the diameter of the flexible

30  glass fibre just 0.3 mm, meaning that the injury by the measuring equipment is not likely to
be of importance, hardly adding any noticeable effect on the pressure leveis. Thereby, the
used equipment must be considered to present reliable values on the pressure prevailing
in the compartment, both in the exiracellular fluid and in certain cases also intracelluriarly
in adjacent cells and/or cell aggregates.

35

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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WO 2007/ 126363PCT/ SE2007/ 000413 i ntestine, such as diarrhoea. O her
-exanples related to effects of AF in relation to hypersecretory conditions
are e.g. inflanmatory bowel diseases, brain oedema, gl aucona, el evated

i ntracrani aI pressure, Mor bus Maniere, and mastitis. AF has as well been
consi der eg, pgstreatment of glaucoma (WO 97108202p¢r/sydiaminiiof the

pr esent |nvent| on %’he present invention relates to the use of a
pharmaceutical conposition conprising an antisecretory protein, a
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Hae 5
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ions fromencl osed conpartnents, such as conpartnments wi th abnornal

pressures. W)_2007/126363PCT/ SE2007/ 000413 .
Furthermore, the invention relates to a method for the treatment and/or prevention of

a compartment syndrome, such as mentioned In the above, said method comprising

20  administering {o a mammat in need thereof a therapeuticaily effective amount of a
pharmaceutical compasition and/or a medical food comprising an antisecretory protein, a -
derivative, homologue, and/or fragment thereof, having antisecretory activity, and/or a

pharmaceutically active salt thereof.

25 The invention is also related to various administration doses and routes suitable for
the intended purpose of treatment as well as the patient’s age, gender, condition etc.

The treatment according o the invention is likely to be most useful {o patients at risk
for developing and/or suffering from compariment syndrome, and/or from the uptake
30  andfor release of pathogenic substances, In addition, such treatment is beneficial also in
other conditions characterized by abnormal turn over of fluid and ions from enclosed

compartments, such as comparimenis with abnormal pressures.



Brief description of the draw ngs Figure 1: Fig. 1 shows the am no acid
sequence of an antisecretory protein according to SEQ ID NO 6 of the
present invention. The sequence corresponds to SEQID 5 NO 2 from US
6344440. Figure 2: ICP in rats neasured with a fibre optic |ight guide

- probe | npls@g4egdikiizt he cerebral cortex in the regi on piT/sme7ioetser al
ventricles. Fig. 2 a denonstrates that HSV-1 infection at day 5 results in
an increase in ICP in excess of 40 mmHg. In contrast, 10 treatnment of the

HSV- 1 i nf ect edgl; « (al e blii¥s, as shown in Fig. 2 b, alnost turned
Figf d&g)%r&ﬁlé)\?lgi?#st?‘le ‘ﬂr&ﬂu@i

the I CP back to norna Fi g. c denonstrates the low I CP
denonstrable in a normal, non-treated, non-infected rat. The probe was

cal i brat ed agak st AT §3ho e BABSILeqEb grarearfsscitary piodin  r equency of
rats infected wt -1 by the adm pistrat Lrgn Of 1B Vciorrr?\? Oﬁﬁég’t%ﬂ'd n the
ri ght nost racording traSEQID WQi6roT B rrerent igyention, 1he gequefies @PRENTed TWi ce daily
with 1 kigpdoemyepeniasdo ne) twice daily intranasally, while the other
hal f received just the vehicle after the HSV-1 infection (lower line). O
those treated with just the vehicle only 10 % survived day 14, contrasting
to the 60% of Figuee2:ticRat @t medshredRith @ fibmrpsc lightouide proke Giantaddminey
increased the survival,rale CERRls! EihS2 a demonsiritgdiihgt Ysv-ow (a, b)
and hi gh (c??re(?falfﬁ%{'&ﬁi'?Ehgg%q?ogﬂif.tﬂgﬁé%%gl n _segtil?)ré? after HSV hnftecti on in
rodents by infastionlat dayi Soresdis imariperaasedaiCR iNEHosss ﬁ%mpﬁ'&ﬂ" HEYBRY | Nerve
cells wyth, é?ﬁeit.tﬁ%]nsm ibBRbd raE Whecag WURAE, af shbimtAig: 23y, afoetd dar k.
Gial cells In_the thal am

s 25are.,dlstingtl i - hei 1
abundance demgsinedeBbaskie npim 'I"?é‘?%?'q:rd%llz eHE’H\& Sttggtohllé{isggﬂyﬁ%%glﬁ tk‘llggnerve
‘cel | s are neAnsefRsiteatd batsinlabioe et THEPEok® wesssaligatdd pgainst ABBERYRIT r equency or
~wdistribution of HSV-1 positive brain cells between those animals that were
treated w tF®%H¥™®16 or just the vehicle. 30Figure 6: Quantitative PCR
performed on brain tissues fromrats infected in their right nostril with

HSV- 1. ]géhe br aipfy 39§ \ﬂa?fr!\?feﬁcmtrﬁis HRSLLRBINGESV-B by the Bdmihisrstiat df@r Vi r us
inoculation in the right nostril. The results.did ANy
di ff erence Weg ﬁ@éﬂ?"t”hg"e&'éi‘ﬁr@ﬁt@; ‘{W%{beﬂagﬂﬂh? 53 @F-Wgﬁgg%%{g}’?’%’%%@%{g' regards
amount of K 1LuddNA16 Tpss lindfwics daibeistrarasallyi hilefthe ethen hplf sgopived 1UsHBS HSV- 1
production in. spite, of dha e 35 JTRItedSHiE Nist ine aBRitY ohiymooved
t he survi vaweﬂP%taétef 5‘3?5' .sv;ﬁhf)e?ﬁbgéé@glﬁ]aegegftﬁgg t hodsee, H'ILé%S e

% survived day 14, contrasting to the 80 % of those treated wittt AF-16. Thus, AF-16

20  significantly increased the survival rate at HSV encephalitis.

Figure 4: Low (a, b) and high (c, d} magnifications of brain sections after HSV
infection in rodents by instillation of a virus solution in the right nostril. Nerve celis with
HSV protein in their cytoplasm are distinctly stained dark. Glial celis (d) in the thalamus
25  are distinctly outlined due to their abundance of HSV proteins in their cytoplasm. Note that
many of the nerve cells are non-reactive (unstained). There was no difference in
frequency or distribution of HSV-1 positive brain cells between those animals that were

treated with AF-16 or just the vehicle.

30 Figure 5: 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

35  treatment significantly improved the survival rate (Fig. 2 b), as compared to thpse just

treated with the vehicle (Fig. 2 a).



treated with the vehicle (Fig. 2 a). WD 2007/126363PC T/ SE2007/ 000413
Figure 6: Sections through the cribriforml|amna, a bone structure
separating the brain fromthe nose and through which the ol factory nerve
pass. In the left figure ( a ) the dye-protein conplex Evans bl ue-al bunin
- (EBA) wasyjy %m@ggﬁg nto the subarachnoi d space at day friahenoddsd- 1
infection. The animal suffered from noderate encephalitis. Note that 5
there is no red EBAin the cribriformlamna, nor in the nose, as the
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rat. Note 57 8ief! 1BEoAp MRiGh iR aﬁ%a{e ERasti By left e gPathe,
reveal i ng pgsp@tin aimgleEvbnobus-aeuindEBA) waxdraded iftottesubaGahnoibataty
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in netabolic distur bances and eventual |y damage within a defined space in
. cells, tissues, defined structures and/or organs delimted by pressure
" resistant structures. The term 15conpartnent syndrone is in nedical
practise used to characterize a pathol ogi cal condition characterized by an
abnormal |y increased pressure within a closed voltinme, i.e. a conpartnent,
whi ch causes reduction or even bl ockage of e.g. the blood and/or |ynph flow
t hrough a specified, defined volune. Conpartnent syndronme may cause as wel |
as be caused by a variety of conditions, such as viral and m crobi al
i nfections, tunours,



20bl eedi ngs, ischem a, trauma, excessive and/or abnormal function or | oad,
etc, as disclosed herein. In the present context, the term "cl osed
conpartment” refers to a defined space in cells, tissues, organs and/or an
anatomi cal structure delinmted by pressure resistant structures. 25Proteins

~are biol qg 1086y onol ecul es constituted by am no agic@/semstsas | inked
t oget her by pept I de bonds. Proteins, as |inear polyners of am no acids, are
al so call ed pol ypeptides. Typically, proteins have 50-800 am no acid

residues and hesmifitiORy andabssaliation®ei ghts in the range of from about 6, 000
to about several hundred thousand Dalton or nore. Small| proteins are called

peptides or oligopeptides. The terms "protein” 30and "peptide" may be used
i nt er changeabl pbur&\iddifsPr €sent context. A "pharnmaceutical conposition”, in
the present context, refers to a conposition conprising a therapeutlcally
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antlsecretor proteln serves as Very maceutlcal
conposi t i openligeo MCHAKTRI heixa aeptisa Wghp@tamhé@ﬁﬁ%l?substance to the body
of ah n or an animal. Said pharmaceutical conposition may be in the form
of e.g. tablets, pills, |ozenges, Scapsules, stool pills, gels etc, but is
not linited tMafisitionsThe term "pharnmaceutically active salt", refers to a
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in a body., d&tmpartment, which causes reduction or even blockage of e.g. the blood and/or lymph
flow through a specified, defined volume. Compartment syndrome may cause as well as
be caused by a variety of conditions, such as viral and microbial infections, tumours,
20  bleedings, ischemia, frauma, excessive and/or abnormal funciion or load, etc, as
disclosed herein. In the present context, the term “closed compartment” refers to a defined
space in cells, tissues, organs and/or an anatomical structure delimited by pressure

resistant structuras.

25 Proteins are biclogical macromolecules constituted by amino acid residues linked
together by peptide bonds. Proteins, as linear polymers of amino acids, are also called
polypeptides. Typically, proteins have 50-800 amino acid residues and hence have
molecular weights in the range of from about 6,000 to about several hundred thousand
Dalton or more. Small proteins are called peptides or oligopeptides. The terms “protein”

30  and "peptide” may be used interchangeably in the present context.

A “pharmaceutical composition”, in the present context, refers to a compaosition
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

35  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,



A "medi cal food", in the present context, refers to a food, which has been
prepared with a conposition with an antisecretory protein, according to the
invention. Said food may be any suitable food, in fluid or solid form such
as a liquid or a powder, or any other suitable foodstuff. Exanples of such
- matter maywPgefRkg i n WO 0038535. 20 I n the presgitsEerofriis an
"antisecretory protein", or a honol ogue, derivative and/or fragnent
t hereof, may be used interchangeably with the term"antisecretory factors"
or "antisecretoty factor proteips/ | |RioR3beBising@n2 7/ 08202, and
refers to SHfhASEPe8HEEET chFGSt’gPRa@%G%ﬁ%éég o8 or a E’ﬁ)r_rﬁ[%gogue,__deri vative
and/ or f r agiRBérefolyesraeih saSbmad mgrugntiverncayetedr ThaRherireeyticalefgestiol s to be
under st ood that, an."ant| ; e t"tﬁgbbcﬁ,e&ra%%uofgcammatprot ein",
"anti secr ePWdﬂ'@ﬁtfaﬁ%n'%rg%glﬁsﬁbgéécﬁr\%?gé T agnent * . or .@n]" anti secretory
protein" i Baitiiphammesusinal coppasiiien mayibedn Faformey 8- teBiels: iy 1975¥9%%e, honol ogue
and/or fra t d hesS 8t i€ hamimivBY thatdko. be used i nterchangeably in the
i > bu il .
cont extgofgﬁg%%ﬁg@‘eﬁﬁg%\ient|onl. Furthernore, in the present context, the
term"antisecretory factor” 30nmay be abbreviated "AF'. Antisecretory

protein in the”@rtgrﬁ{agh e gy abHR shll Riidis ot it at antisesvetoly @oiinsecr et ory
properties as previo s? defined i

ef | in W97/08202 .00/ 3853
Ant i secr et whigh fnay e esy ?%t\ﬂ@"‘éﬂdstﬁerﬁér@ﬁ" S§€I°B§%8alge.agl.°¥%{9%§%%l gg'81-246 Al so
i ntended byyihded &rRaARBEEAN GtD)Saftaaingrise Sifleggacplatiaceiis angdysinen
antisecretory factors as.di sclﬁ}@se% 5)%%% 900028-2 and WD 00/ 38535 as
"o58 411383

f ur t hed0 de§BPTdseRUtHRE BYFMIYES 1 63PCT1SE20071000413 A
"nebulize'', in the present context, refers to a nedical device that

del i vers medi catl.on, 'iaﬂﬁ%gr%toéﬁ"réfétgfin feFrasent @nfoli@o Bihibitay S décaisini ze?'
.conpressors force air through tubing i nto % rredlumtn? rgléR, frth:ﬂne f%%{?h l'iquid
~medi ci ne. Sheetoyr ewedallyinestaphsepeiaes HepRs: 1P AT Y PR ST Ke
particl es thatiskaBedae dtHhming ofl@apdasingmseastidnen abrtiays. 5 An "inhaler, in
the present context, refers to a nedical device that delivers nedication in

the fodfh of dry powder to the airways. The inhaled ajr g sses the dry
powder to be i Ahakdekl food', Ditsd piebent esnteriaeiersi) afeqds Which 8% PR Ye i nhal ed
deeply into.the ai W ithEhaREect tRdie Gbcdr@nd@ tihe adnticn.iSaltibesmey gi ve
the requir E‘Taocrog‘gg '0 tﬁlﬂtg%ltag eg_r 1 EO"B{){?SFd'daoirr L SasS§hny aldepr nat i vel y
conbi nat i o anewitable food, in flurgias selichfm. SUESE atid Or AREWAS IS “E8ht ext |

refers to g, @aseRbdniUERMS soh it neaylbiedound il VROASER3Mti cl es. 15A
"m crobe", as disclosed herein, refers to a mcroscopic |iving organi sm

such ag%.g. a bacteria, fungus, protozoa as well as vi rys. gherdl exanpl es
of microbes ar i thé pesert evrgéxy. an “antisecretory protein”, or a homologue, derivative anaior

fragment thereof, may be used interchangeably with the term “antisecretory factors” or
“antisecretory factor proteins“ as defined in patent WO 97/08202, and refers o an
antisecretory protein or a peptide or a homologue, derivative andfor fragment thereof

25  having antisecrefory activity. Hence, it is to be understood that an “anfisecretory factor”,
“antisecretory factor protein”, “antisecretory peptide”, “antisecretory fragment”, or an
“antisecretory protein’ in the present context, also can refer to a derivative, homologue
and/or fragment therecf. These terms may all be used interchangeably in the context of
the present invention. Furthermore, in the present context, the term “antlsecretory factor”

30  may be abbreviated "AF". Antisecretory protein in the present context alsorefersto a
protein with antisecretory properties as previously defined in WO97/08202 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
disclased in SE 900028-2 and WO 00738535 as further described below.
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WO 2007/ 126363PCT/ SE2007/ 000413 Det ai |l ed description of the invention

The present inventors surprisingly found that the treatnment of a |iving
body with antisecretory proteins and/or peptides (AF) restores and
normal i zes the transfer of nutrients, wast products, netabolites, ions,

- wat er andgef.oP4heks Mol ecul es at conpartment 5syndr omepca{SBreo7detkissecr et ory
proteins ancf peptides are thus surprisingly found to restore and/or

normal i ze the transfer of water, ions, netabolites and substances that are

.g. t f f Cel il | d
e.g. transter Eﬁgdr?ebkﬁz{gll‘cfﬁ ileSore 2t %&éxt,?&e@&%%ﬁi@ﬂ@e\ﬁ@é%{ &livéts0 a cl ose

conpartment ( Secretory proteins, ‘hereby reduce and/ or
cont r avene meassatiemin ghaformesfradniskio therriaus “Nebulizar] CopIPERFERTS TarpRair through

internali Z?ﬁﬂir@\nﬁ%%&fi it ipifid BATRIGEH nedtitieamieeRrea il heialt@redrdiienigdi@bei ng
rel eased fromvcells. T%e, anti secretor oteins, honol ogues, derivatives,
fragment s éfﬁ@lﬁ'%\fmﬁé‘fﬁeipéﬁgefWéff?é‘fbe\w?‘{eqpc{efe@gﬁﬁ%Wﬁ%W@f‘" whet her the initial
cause of the conpartnent syndrome is a bl eeding, trauma, heavy |oad,
vascul ar di sturbance,, infection b i crobes Lk ic agents or a
conbi nati on of A%ﬁﬂr}}’%ﬂé'm‘%lpr‘c?ﬁ‘fﬁ&%'?{eglﬁs{eésﬁ? iasngé(gj?(’[éa (g)&’\rvﬁéﬁr%fj %lfv%%’ honol ogues,
deri vat i vesgedidagmia ticsfomnel/doy pqrelet iodks ainvays.clte inhales! didiapsasdhg éigr ove 15 the
survival of cells, a j ¥ ; oy olelS ) ia@ tharduced
darmage due pf"gg?rﬁ%b%@%'tg?lg@dé&%g%%ée@?n%aever_1 ﬁ%@@% leh(*jr.r:d@&] Hé\‘JEFW'IJfﬁEre is a
long felt misedys Githartisrvbiset telbe eated inaales irgiysiibe IRALRAIRIR A e b ment  of
conpar ygent, &@émisa&dgétmyéwcmmﬁm@@o; herapy is avail able.
Beneficial effects 200f the antisecretory proteins according to the present
invention are exenplified in the followi ng text. The present inventors have
found that ant Tseemetaresopiniheprsent contetogieeste adeséausiskspession ofiaent s

and/ or pept.i dcgs i h@r el(é)l&eglave beneficial effects in cases of CS of

2bdi ffer ents% ?‘H’Sb Résre>at a vari ety of different |ocations. Wthout the
wish to limt the present invention to a specific scientific explanation,

it is g pr eseﬂ_t“mﬁﬁ'dbbt?\égehsam_h HRRdH, $E6 8 8 Fcreucopieiviey argshigmputides (AF) may
be able to abolish the establishnment of. CS h_ln suchleaso@g}%(gfegl fan and to
nor mal i ze teHk 2ATPEIRERIYRGNSPERIOZ08,7G VST BR YirusqQier xaples AL PZ ALY hat

anti secr et gepeiprot ei ns and peptides (AF) are found to have on the lipid

30rafts and caveol ae in cell nenbranes. Lipid rafts are a nenbrane
domai ns with an average size of nanoneters, characterized by focally high
concentrations of chol esterol and sphingonyelin (Cf. Lodish at al., 2004,

Pol l ard & Earnshaw, 2002; Ross & Pawlina, 2006). The lipid rafts contain a
35variety of integral and peripheral menbrane proteins involved in nmass
transfer and cell



signalling. Such signalling platfornms float in cell nmenbranes and are

equi pped with WO 2007/ 126363PCT/ SE2007/ 000413 necessary el enents for

proper functions as receptors, coupling factors, G proteins systens,

effectors, enzyrres and conpounds, and substrates, thereby being able to

-receive agg, 1\[5 exsspecific ions, nolecules and si gnapSysghiRmuagonei ns are
further i nterac Ing with e.g. the cytoskeleton, and additionally, influence

t he conposition and turn 5over of the interstitial fluid as well as its

pressure. Fl ot [ gLy ro ' is an indicator of the preval ens
of lipid raftsﬂe%r{gatdi%ér&ﬁ% %5' éﬁ'f'gfl p1 H%P'afts I's the sphinglipid G SAL
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honol ogues ,angisr PQR&'F"PS/@@f EOEJWOFF insgpastivesoiwhethepihe infia) Favige aFihe SUBRAENSNY and/ or
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~active salt thereof, have benefi

ect e and/or preventing
dysf unct i orfgfer Yijus; {¢ ae¢nts %rrﬁﬁ L{%Qﬂagg ofﬁ?"gﬁuﬁe%@hﬁgﬂﬁg‘g ©Yuch as
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prot ei ng, G{f}\ﬁl\&e 1s 94 £ &%PQQH @"&angé uferw B‘ﬂ?l@ltmﬁsetl cEPlamarRRY! NY

equi val ent [onal act | ceutlca y active salt
t her eof , hé@é‘%‘e"e%%ﬁﬁﬂqeé Qﬁ&%ﬂ %[e‘t?éf?éf i CI aI ef fect on dysfunction of
l'i pid rafts and/or caveol ae in ceII nenbranes and can therefore be used to

nmoni t or and/ or enefi Ci a st ruct distr but mul tiple
functions of 'R S appg e L‘%‘ﬂ?{){c’r ‘Erlf{Pé’B gigp gime, f?f %%6}08 gigal trﬁ? P‘gs of
such benef icomaiartraérftsmdrmge camprasentymocadegiats thetappismyrifable. Bemﬁclalcﬂffects uch as
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caveol ae structur unctlon to inprove survival and/or rescue
at di sease§°”°¥"lﬂ'ﬁl§¢>ﬁes repair processes

The present inventors have found that antisecretory proteins, homologues,
derivatives, fragments and/or peptides thereof have beneficial effects in cases of CS of
25  different pathogenesis at a variety of different locations. Without the wish to limit the
present invention to a specific scientific explanation, it is af present believed that
antisecretory proteins and peptides (AF) may be able to abolish the establishment of CS
in such a powerful way, and to normalize the aforementioned 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 membranes.

Lipid rafts are a membrane domains with an average size of nanometers,
characterized by focally high concentrations of cholesterol and sphingomyelin (Cf. Lodish et
al., 2004; Pollard & Earnshaw, 2002; Ross & Pawlina, 2006). The lipid rafts contain a
35  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
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and ot her dysfunctions. Additionally, said antis [

( ns. ! : ecretory proteins can be
enpl oyed for nonitoring intracellular transport and releage of cell
products, as well as for normalizing the distribution of tissue
constituents. 35 Exanples of conditions at high risk for the threatening

- devel opnept) of. . CS.are trauma, eith i : :
ﬁfto T1T365 , either associated with
heavy | oad, 7tur/mur6, or a substantial injury WO Repadhnghas not,

20071126363PCT1SE20071000413 to an extremt
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- obral ”elﬂ: ﬁé{%?nuﬁarpgemfntgrﬁ@a}gt hifis! THioRs Blairh oléradt caveglae Nattish axtltionslly uror s
ave a hig erstitral “flurd pressure, . h erin th? t ‘%ﬁé:sa?.éé ry
transport wee wisted toibe felanse 2p@in agnalizajiop ﬁfenoggﬁléﬂdwéfgguﬁaysﬁp'ﬁ[ Cl r(':u%l At %on
ITEEL fe]lg?/cﬁgnaoch\t %up?ig gmtg;éc?{]ﬁah@dnéwaﬁidﬁi@ ahthcavealaeof growtitfaeionrecaptas.t o
o ) _ erapeut i |
e e ol SRS e ol g o Grisipekats (O
radi ation trie@ropiysniitors, ierudHanoele ruahosns @G ot aNaRTsTS Th?\"ﬁ"ﬂ'@%ﬁﬁﬁ"‘% ity of
oxygen %ffe%?énf”“ggﬁéfﬁ%fﬁ% ggnﬁ}hiegﬁarﬁﬁé Fefdid Btb it prevEIRG Gurictiort diuslisandr eat  need

for ne | nproving the efficac
: _ _ _ y of cancer thera b
| oweri ng t heganstabearhigmednif | ui d pressure. The use of antisecretory B?/otgi ns

g??u&eg'ﬁ iegeze( AF) bi 3 not limted to the tissues, 25organs and anatonical
3 %é pr%serlnt ?nvterqgrs%)éggpelcgary bgglli aﬁl@ﬁJ Hg@hmtiééc%ﬂﬁb proteins,
homologues, derivatives, or fragments thereof, having antisecretory and/or equivalent
20  functional and/or analogue activity, or a pharmaceutically active sait thereof, have
beneficial effects in treating and/or preventing dysfunction of lipid rafts and/or caveolae in

cell membranes, such as abnormal, insufficient, hypo- and/or hyper-function.

Thus, antisecretory proteins, derivatives, horfnologues, and/or fragments thereof,

25  having equivalent functional activity, andfor a pharmaceuticaliy active salt thereof, have
been shown to have a beneficial effect on dysfunction of lipid rafts and/or caveolae in cell
membranes and can therefore be used to monitor and/or beneficially affect the structure,
distribution and multiple functions of lipid rafts and/or caveolae in cell membranes.
Examples of such beneficial affecting can be to counteract abnormal function, such as

30 hypo-or hyper-function, to restoré and/for normalize the lipid rafts or caveolae structurally
and functionally, to improve survival and/or rescue at diseases, injuries, repair processes
and other dysfunctions. Additionally, said antisecretory proteins can be employed for
monitoring intraceliular transport and release of cell products, as well as for normalizing
the distribution of tissue constituents.

35
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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synptons and di seases as well characterised by elevated interstitial tissue
- fluid pressure and by the uptake and rel ease of specific substances.

The pharnmaceutical conposition according to the present invention can in
one 30context be adm nistrated by application topically, locally in situ,
orally, iobl®e&e, subcutaneously and/or system calpcy/serearimbased vessel s
or via the respiratory tract. The antisecretory factor is a class of
proteins that occurs naturally in the body. The human antisecretory factor

protein is,g,g ég)itrﬁnqé)p %heésrb Iegem%'cﬁééwe gﬁga@mﬁa@nmu @ctr@ﬁﬂ@ﬂaa@%h%m at ed from

the pituitary e actfve sit regard he .conpart

syndrome efrfugele or adaBreRVRS wel cause ﬁiﬂ"@s"éﬁ@sr ﬁh\F‘e?ﬂ"fedﬁtru%@féﬂfE §S B I ocal i zed

to the proBPg‘aH éﬂss@e 59GbRN Mi&@l&@&?ﬁslarﬁiﬁﬁﬁﬁa'd saaﬁﬁb‘idgﬂw%ﬁas@dme to the
N-t er m nal pr ot ein, i no ids . 1-163 of

SEO | D N éhoefesieghd seioaginant. cyerbisies Coudiirerarant Bkl st ekt have
shown t bat shdr@rumits ViRRaficythercausAiod ageritss Ekaessiveresecof deugs ablimimssegbug with the
protein 55a,

10, wh
constit uenﬂeffPéme%F?gnﬁu%Lgr PP lsa%g ﬁ.gsnaj%b@&t ﬁa?hd@eﬁ&!%b‘rﬂb éunr8$é 2peC| fically
in the 19 S$(RAurgQinmapor nistastdnis, ps webas ble&ﬂmm@@tﬂ the fistiokexamplesiop pr ot ei ns

are define l@gue proteins having the same functional
properti esga‘%%is%‘r’t&l'tﬁe@segw%@ ave a multitude of functions related to the

degradation of surplus proteins as well as short-lived 10 unwanted,
denat urgd, ni smll@\@gseambn@xhaéwrﬁiaa@wwmmlrespmremememterswatmm:rm thene

?Pta'niﬁﬁi R e oy T I
“derivati ves sanébr bt thgtipoftslighf guaing gless fisre Thugp rejiakle M@lugmw tbe pigePpie des .
- 15accordi “greté,g;{;@ﬁﬁ i SR ga@mgmﬁmlh%.@n@k LasBEN8o m%ta@ex%%mr@ begihedl activity

~of being a e use or t manuf acture of a nedi canent for the
treatment and/ or prevention of conpartnment syndrome, as well as in a method

for trqgting CRRRAGNAMRSH th%wﬂé}‘étaf&hatldcmmaag b6l turnlers ihuad & kigh ingenelitiélflaigment s,
ocour i g BFEPEECRETSRYs 7 eeeaniaty reprray- o) Deete Sitinodiul 1Y
20changi ng aptyneh ciriiatiorMhaebaah dbsthcle Bratketedtreganging thedemertieatmant, §'é%r etory
factors bi ?o f%gufﬁc?em uptake of therapeutic agents, such as cytotoxic drugs ( Ci. Heldin et al,,
2004). Further, the generation of free radicals will at radiation therapy be insufficient due
20  to limitations in the ability of oxygen due to the restricted blood ccirculation. There is thus
a great need for new treatment schedules, improving the efficacy of cancer therapy by

lowering the interstitial fluid pressure.

The use of antisecretory proteins and peptides (AF) is not limited to the tissues,
25  organs and anatomical structures described in the examples, but includes additional
symptoms and diseases as well characterised by elevated interstitial tissue fluid pressure

and by the uptake and release of specific substances.

The pharthaceutical composition according to the present invention can in one
30  context be administrated by application topically, locally in situ, orally, in the nose,
subcutaneously and/or systemically via blood vessels or via the respiratory tract.

The antisecretory factor is a class of proteins that ocours naturally in the body. The
human antisecretory factor protein is a 41 kD protein, comprising 382 amino acids when
35 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

12



activity in the treatnent and/or prevention of conpartnent syndrone.
Furthernore, any am no acid sequence being at |east 70% i dentical, such as
being at |east 72% 75% 77% 80% 82% 85% 87% 90% 91% 92% 93% 94%
95% 96% 2597% 98% or 99% identical with the am no acid sequence of a

anti secr efy@MoPk&ke£i N, peptide, honol ogue, deri vati vep@mtherofosgment
according. to the invention, is also considered to be inside the scope of
the present invention. In the present context the terns honol ogy and

i dentity ar ﬁ)sg'%etﬂewg@éﬁa{‘ﬁﬂﬂg%%lﬁ‘{]n rhosike} locliilel % Afind ad8eHLI65 6 diRY(0N0 2

specified egr ee o0 anot am no sequence has the sane
30 degree cNOﬁ,mmr@gggmentaft ip&did ed ami no aci d sequence. By a
derivative is in the present context intended a proteln havi ng

antisecretory activity as defined herein, bein ived from anot her
subst ance ei t h&he pEseRE VENiQs e shewn fhaég'iela&??%%t%{aﬂoé'ls tQ 358 SXRH i on,
wher ei nsonfhomblogﬁusﬂmﬁhf’fhélﬂoﬁms& Blay ﬁal’ﬁ@cﬁﬁpﬁwmmhlcbmﬂtltmbsmwnmt dfar ani no

d, whi d.
xamol o ¢ RETRHTLREEUPE I AREHE S et Poeryne Mg Orel bbb 8 S ene o
WO 2007/ 126’8635}53"1’ thepRaem/ e fith3antaycretonyrotsios are dﬁfm%iraﬁérmssa)ﬁd/ or a C
ter m nal b gh S o nCH BTG Bl erlb. ShORBRESANEG b0 or oup

i ncl udes a rotecting group I ncludes
anide. 5By npﬂtwdg qmncmmlatgd;@ghe degrpdadion vwrplw?%ﬁs WRkpoIhortident

: her EOfITDha\GhWQnt@@ d@ﬁ%t&%dﬁﬁbﬂld%@@h@&ﬁ&vﬁée doRamial nfotérnsemmpi €e95% i dentl cal
Oare

erence am no acid ce, int t he
sequence oﬁ”@efjretquﬁ@%é{ﬁ??"a%” Os!s WH@YﬁqSEHTe C&%"C{lﬂ t@"@%é%{n%‘%lfg ce, except
‘that the agbRgitReisimegeuidadly prodsing.ncl ude up to 5 p0| nt nutations per each
; 100 am no acids of the reference am no acid sequence. In other 10 words, to
- obtain a pol ypeptide having an amno acid sequence at |east 95% i denti cal
to a ref er enceHemblaguescdativativesiantticeamepts of agiseaetonnrrolgins F8d/ai0re@idesn t he

referenge %@W&H&%tﬁ@}z‘m@&t fRboR gl ﬁéveséiﬁﬁatgblﬁéﬁlﬁé’glwl hétivia)ertblmp aBkitdIBe aci d,

or a nunber am no aci.ds in the
ref erence é‘é‘éﬂj@ﬁg’é “??5'9%5%""’1' ?fé‘é?%dé‘dmleﬁ{ g {g'ﬁ ¥ e?tg'fagtraé"ﬁ}@é PEYFHEALE. These
mut ati ons @ﬁmbﬁlﬁnérﬂ%ﬁfd&fm as egllesine metiiodivcieatiag corhgaraTEnheyndromear boxy 15

term nal p%'rri[oll %Ugs oL n\;an\?eslaﬂ %@ﬂ&ﬁs Wh@%r% ﬂzoﬁ% ?65\?&15?'& BR WhRlif bet ween

t hose term na t| ons ersed eit anpng am no
acids in tleids ef @nawely @@@meme@sg@reiow Riﬂ’@'“owh‘ﬁ‘bméy E%Wh@'dﬁ%‘e&rbﬁups within

the rebhgr eREELGHRUHRF Riore amino acids in order to optimize the antisecretory factor's biological
activity in the treatment and/or prevention of compartment syndrome.

Furthermore, any amino acid sequence being at least 70% Identical, such as being

at least 72%, 75%, 77%, 80%, 82%, 85%, 87%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
25  97%, 98%, or 99% identical with the amino acid sequence of a antisecretory protein,

peptide, homologue, derivative andfor fragment according to the invention, is also

considered to be inside the scope of the present invention. In the present context the

terms homelogy and identity are used interchangeably, i.e. an amino acid sequence

having a specified degree of identity with another amino acid sequence has the same
30 degree of homology o a specified amino acid sequence,

By 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
maodification or partial substitution, wherein one or more amino acids have been

35  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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In the present invention, a |ocal algorithmprogramis best suited to
determ ne 20 identity. Local algorithmprograns, (such as Smth \Wterman)
conpare a subsequence in one sequence with a subsequence in a second
sequence, and find the conbination of sub-sequences and the alignnent of

- those subygegianaes, which yields the highest overal [pcsiseRdo@edodry score.
Internal gaps, if allowed, are penalized. Local algorithnms work well for
conparing two nultidomain proteins, which have a single donain, or just a
binding site 25 in ¢ n, Hiafe tdri LBing@rdudethe exanmiedofsiniN | arity are
codi fi ed MAY 5%‘?”%@{”&\9@?'?%%% protérrgirrgﬁﬁrgt; efn@?r«%ﬁ GO {e@fingogrr?"g{ o et o
to det er nghginbichkestbiting genug insludes aaeil PRSABRYR A WIWHERCSS Incl Ude, but are

not limted to tilag GCG program package 30(Devereux, J et al (1994))

BLASTP, BINEEYR ®WNE FASTA (Altschul, S.F. et al (1990)). The BLASTX program
I's publicly available from NCBI and ot her sources (BLAST Manual, Altschul,
ﬁ. F. eé ?I ’ AbJ S6HRIMS; homdiogued, dagfjvag\i?%)?’p)idemmrﬁm&@rfﬁﬁﬁ‘%%‘ Ior ogram
as a default "scoring matrix an L iaS antifi ggderal , a

mol ecul ar atingl asisi SEAULSE PHERY fgrxeﬁ‘g@%gﬁét/o'd%@'galg ﬁg?éééer?gc%l,t. settings

est abl i sheg Ricé, hein@Adddrmatehearaige asid seayence of e.9. fgPeR iISEETSE PV r ot ei ns

or a peptide or a honol ogu i | SYIERYe dyagimistuptit 8peiof  havi ng
antisecreﬁ%fﬁ’?"%?qqy?q?'?%e‘g%?alqﬁ% %drée(ﬁ can conprise 4 amifg acids or WO
2007/ 126363 RAbhSHA0AEH 0TDaMIBo aeidseof tha feferece S a5 'Si ac.‘é@f’ such as 5, 6,
7, 8, Z 10 1%1 obéﬁn %%31 pelbgde Heing BB, anmino addseqliéncerat east 2hTridentieal B2 or nore.

I n ot fer Fwogqse [ e 'Oa' e tEq(:.,eo’?tnF'se oL QN iff 6 TRbrefi¥RgBéReOf 42, 43,
45, 46, 5lcfeRDee aBo agidgegiendg P gy 16 {;E‘Sia S. afén pre%erred enbodi ments the

anti secr et ory f gy orGaBSiUBwiDT arbihe6amino agidor aXMRRT ¢ G HE'S Ug'to In a
.. preferred erbodi nent, . said anti 2Rl Be irsefiddintodisdrefanerge

“concent r ati%#f 1e tofg! 2 ﬁ%iﬁ%eﬁﬁéﬁéﬁﬁe}sﬁ?ﬁc ?T%iysgi d ag%% %Jﬁoréan:ﬁ f

present cawkeaiceOTHRsE Mutationst of Srelespen BRIUCBCHM B 'R UCt T on of the fl uid

flowin the intesti : iAo BEMEEdUentt drhoywhepipgivgerdhosent i secret ory
fact Or]SS; gma?% e Psdtééég o?{rPllgPV%&ggclegéB?%3g nq qgé O%QQR%%'G%S inife referenden anot her
pref erred tempoaliprsitians, inteespgised eier B 'Hi?lya‘gragfe ns or a peptide or a
horol ogue, . deri el indhe®F rofagBguous berpotititialierferants TaETEPory activity
accordi ng Y0 the present invention consists of a sequence according to the
foll owi ng formul ae: X1-V-C X2-X3- K- X4-R- X5 15m52§i551!@1m E&g\lminé"m no aci ds

, IS 0

1-35 of SEQ | [h i@ phesecotinvestieth 8 dasal algepithng PIGIraR) 1§ rL X4is T
or A X5 is ani QA% dNnfhdRamd &k as SAitB VasemAG) DEBatSa BEFIENHI'S, or i
absent: . second sequence, and find the combination of

one sequence with a subsequence ina

sub-sequences and the alignment of those sub-sequences, which yields the highest

overall similarity score. Internal gaps, i allowed, are penalized. Local algorithms work well

for comparing two multidomain proteins, which have a single domain, or just a binding site

25  in common.

Methods to determine identity and similarity are cadified in publicly available

programs, Preferred computer program methods to determine identity and similarity
5etween two sequences include, but are hot limited to, the GCG program package

94)) BLASTP, BLASTN, and FASTA (Altschui, S.F. et al (1990)).

vereux, J et al (19
e ( T Manual,

The BLASTX program is publicly available from NCBI and other sources (BLAS
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.

35 |
retory proteins or a peptide or a homologue, derivative andfor fragment

no acids or

The antisec 7 .
thereof having antisecretory activity as defined herein, can compn;e 4 ami
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The antisecretory factor according to the present invention, can be

- produced in vivo 20or in vitro, e.g. reconbinantly, synthetically and/or
chem cally synthesized, and/or isolated froma naturally occurring source
of "antisecretory factors, such as frompig pituitary glands or bird's

eggs. Aft s ‘ﬁ’r'ﬁ?ﬁg tion, the antisecretory factors maypcherdobidobas processed,
such as B§ 241 | or enzymatic cleavage to smaller antisecretory active

fragments or by nodification of amino acids. It is presently not possible

to obtain aatd SEE!K1fYahAgbGks, srRRRIber 806 MobYs YT h£b! fila7 s, | S
however possiBlfe’to produce a biologically active antfsécretory factor
protei n r ed¥ab2haming acids orayaere.He piherprpfprrediemppdipends  tieyantigesietonsiagtor n WO

97/ 08202 apg | &iépzfé?Zég%, y’@a@,ﬁz@%?oraé*&gmﬁb%eih@.aﬁgre?éa%d BROEMGEHEN Of
bi ol ogi cal 'y active fragments of thi SSB!E,QO}%H n of, 7-80 am no acids. 30The

ant i secr et Sieyantisgerelry feios eensietp of & €. He HPNBASHRY further conprise an N

term nak and/or a C termnal protecting group. One exanple of an N term nal

o ou: oot GBS b R Pl e R LR AP Lo

g nven{/ |Ca g KtT;rm [l\lﬁat 1096 Gltetritsinl fresatdoggivelkaln 35 wesent cantexhoma L SEQ | DAEI01 é) 6,

| . e. Y - ,

| VCHSKTR ( EE%SFWféﬁ\%%wz%ﬂ%m%ﬁ’ﬁﬁ%%%%%d 4 et

2007/ 12636860t SERYOT 20ieaeRndaskeRag S$rtosphiniON0/385&Kam JEEFOPES-Ro 5), or

‘- the amjpo acid sequence of an antisecretory protein according to SEQ ID NO
6 using the comon one | etter abbreviati.ons mno acids. SEQ I D NO 1,

| for
2, and 3 have PRBYNRESETeskarmpadiment. atiseereiony Profpinel/aPses%e> 2as speci fi ed
i:n the accaomolbyie)gervativettraghért thiengf haumpeantibedrétery aiity eccacdingstothe t he above
~ speci fied sequences,. ma I . ] Ac .n the follow ng
in this paP‘gg?'ﬁbW?“‘{"Héx B%%? ?ﬁ;éne%g%%g p%o?{hﬁitqtgg}ogﬁmﬁ%*ogﬁ?%é.i n a particul ar
ami no acid sequence i sX$M-Gui2afelfXtoR®the | eft, denoting the nost

N-t er my gal af";j\&\%r%ﬁkﬁi iASaifb Beiad N3pepsitd AIND 4, Br kRBenpatid BUR 8FK S@uUence.
Any am no acid substi

; .
i ndependenis §/oids X457 tB'%J’hlé%ni‘(és Wgsé&@ggg%%rlﬁgqu'lf g%’ﬁ@lﬁ@1é§%fgﬁé{l8ri\g?gequence.

In SEQ I D Bi3skbsdnhe G n position 2 may be replaced by 5, Kin position 3 nmay
be replaced with Ror K, Sin position 4 may be replaced with L, and/or T
in position 6 may be replaced with A-. In SEQID NO 2, Cin position 3 may
be repl aced byTHs,ankibdcretqy fictor eccotdingety thecpresepl invention\raRbe profuces /4 vivhosi t i on

5 may b rephafeds Brebomitihi? syntndtRaiBARtiol Smfcally synthesized, and/or isolated
from a naturally occurring source of antisecretory factors, such as from pig pituitary glands
or bird's eggs. After production; the antisecretory factors may be further processed, such
as by chemical or enzymatic cleavage to smaller antisecretory active fragments or by
modification of arﬁino acids. It is presently not possible to obtain antisecretory factor in

25  pure form by purification. It is however possible to produce a biclogically active
antisecretory factor protein recombinantly or synthetically, as previously disclosed in WO
97/08202 and WO 05/030246. WO 97/08202 also discloses the production of biologically
active fragments of this protein of 7-80 amino acids.

30 The antisecretory factor according to the invention may further comprise an N
terminal andfor a C terminal protecting group. One example of an N terminal protecting

group includes acetyl. One example of a C terminal protecting group includes amide.
In a preferred embodiment of the present invention the antisecretory factor is a

35 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 [D NO 3),
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may be replaced by A. In SEQID NO 3, Cin position 2 may be replaced by S
Hin 15 position 3 may be replaced by Ror K S in position 4 may be
replaced by 1, and/or T in position 6 may be replaced by A In SEQ I D NO 4,
Cin position 1 may be replaced by 8 Hin position 2 may be replaced by R
~or K, S i@ogiﬁh%&gp 3 may be replaced by L, and/or T pdiygeesmihiois 5 may be
repl aced n SEQIDNO5, Hin p05|t|on 1 may be replaced by Ror K, S
in position 2 may be replaced by L, and/or T in position 4 nay be repl aced

by A 20 cnsp@aﬁ@sgnbww%mm@e@rw@@) drméeamh&ama §eqk|%%eco? gRi nation of

two or nore of fragments accordin optionally
also in co@ﬂf‘??&fqt%hpwed’}ﬁ@ﬁ"&"‘?é? ﬁE@rﬂW\'@r@Bs"?%h%ﬁ?m@g P‘@ﬂIB‘F%F factors. 25Al so

i nt endted b)ébbﬂé@iaﬁﬁn@%{ﬁmdd‘é(ﬁ%d tsmtm ﬁot1hgdms*§nait@e Ip{deuga‘; bédn&ﬁécld@.gcll( and/ th |
preventing co syndr o e admni stratl on e enril cne
T Cantl o st UG b e A EoSBB s sorratity St ok, sFHF it oo

ant i secset amind suidsdn $he ahovelmpesifiedashadneds may be re;b@cemuy athériasever adidst yn f act or s
t hen bei ng t i 0/ 38535
oo o7 dsERNBER R A R BSR bcHoSHorl SUBNARP bl BlacBtPl ¥aldiaar ML

30f act or s @eid seeuenderissaistiated fromdhaait, m@ngtmrthmmn%trh\ls’fevmmal apirfocsig! a§r f eed, or,
as nore or blef@?n ;bo%ﬁ'ibﬁﬁ %P'th&tf ﬁ%ﬂﬁﬁ!‘é?seth%d@“}\lﬂt Sfnd %n@a@%ﬁm%% LEaficl" oduct s.

Ther ef or e, S0 I ntende lcatiqn is se of egg yol k

resent a
~enriched i ﬁelamm%)ré@rﬁ@ﬁawdfﬂy@PW@nﬂmf aphe@s'f APae e 6’1’1‘338?““5&(96%@?% such as
: loha(r]I NMaqeut isé@len6®MPOSQID PITST, tHe0T nri;fogmb? P ¢hag e replaced ayelnm i yghsRioNP atayment f
syndr one Ol or, _use. S .d 1 of treat .one.e nt o
YT OMe 0ol iacki gk I i alBRa AP e RIS RN, S PR
i nvent i on barediamed adhpr InSSEQ 1 WO & Gircreasttioe 3lmay bgaepanediby &, H)ﬂtlﬂ%ﬁl@nﬁ. The
Vo 2007112%@%%&%&%8?(&@&% &318h 8% fochDREERTH UL bkl in BEdRRLADI ©

“’eXC|p|ents a eir optinmum concentration use accordlng tO t he pr esent

i nventi on &Y bederkaged b A BIEQ [ NEd: B l?‘ﬁé"’@ glnpqyé@ TRRIRGSE Y pyH In

e>r<] peri ngnt @bs.stm 3 MBRbERERYEd BAR bYK B ReRLIREH £may bé peRiced boL, awger Bacording to
t he presen tio

chel At  ng. BEURTEE mappe ieaethiog s SERIBNG S < ool CP G BeBlgBRf/S! ' Vo

suspendi ng HeigensitoneddAyie @placetiysk ofTRe iphpasitiucuay bareptaoeqiasu @hd/aeT of t he
i nvention wos%n %%ég%'e%ﬁ&ea%g% (i g rwNé%nMwsas%ah memgdéh'bw

practlce g accor % sci ence and practice Of
phar nacy", op {W"élﬂ’ﬁ'i'?'b%may BEreRiAced WLZ%'%” "blP°S‘t'Eﬂé)F'i'ﬁycPﬁé?ﬁ[%Feﬂ1byA
phar mageut i cal technol ogy , 2nd edition, ed. Swarbrick J., |SBN:

0-8247-2152-7. Also %p g b;%%!eAt¥nvention is the combination of two or more of any of

the fragmenis accordlng to SEQ ID NO 1-6, optionally also in combination with egg yolk

enriched in antisecretory factors.

25 Also intended by the present invention is the possibility of treating and/or preventing
compartment syndrome by the administration of egg yolk enriched in antisecretory factors.
SE 9000028-2 discloses how the formation of antisecretory factars can be stimulated in
birds and antisecretory factors then being recovered or concentrated from digests of egg
yolk. WO 00/38535 further discloses how such recovered or concentrated antisecretory

30 factors can be administered to animals or humans with a food or feed, or, as more or less
isolated products, formulated into pharmaceutical 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.

35

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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10accept abl e excipient is a substance that is substantially harnliess to the
i ndi vidual to which the conposition is to be adm nistered. Such an
excipient normally fulfils the requirenents given by the national health
authorities. Oficial pharmacopoeias such as e.g. the British

Phar maco 2@07/15&@ United States of Anmerica Phar macopqaisk2@igeodize Eur opean
Phar macopoei'a set standards for pharmaceutically acceptable excipients. 15
TEe foll 0}[NI ng is a review of relevant conpositions for optional use in a
phar maceut i osi ti.on

on the partﬁg'ﬁ'ia Sfoprﬁlg'g'ﬁﬁcgu“cf" 1|yaa ] ﬁgus! Ep?enwgﬂoﬁe{&gﬁ’hgﬁ coﬂ_éb‘ﬁtr%tgoy\g@’iﬁg{a Zdbf1 ?\e?
in those casewdngertee arepélﬂmdeupalm@laﬂliv hecistaomiang by the skifednrsardy b

enpl oyed i %xgér[lﬁeeﬁ{a%ﬁ ﬁ]ﬁﬁﬁ#ﬁm ch@}Ei:chtabI@&cﬁdéHﬁ@&'uEé Bérdind e ﬂﬂaod?éée%ﬁt ion of

a particul ar ar mac l e excipient is not |i to a

particul ar l!ﬂ@gmj'emflltderﬁpwméfbuﬁermrﬂgﬁ'&tﬁrl P&‘?S‘af‘iﬁ’ﬁ‘(ﬁsl Silagrg ?Q?é’tseﬁ'@i%‘fj@ﬁ? | t

shoul d e %mﬂ%%lénﬁﬁé a%é}@s 'sﬁ!étféﬁathg?’@gdnfs ah@tor biivghts£Thel phatriisseutival of t he
conposi tions nentioned 25Paren£? eral conpositions:

For syst eni®@mappiane gt 1§ H‘VG'EW'?E "@éﬂr‘?ﬁg%rfnf‘%kﬁﬁ@cﬁ?f%? ®G'TEM e i nvention may
contain CO%ﬁﬁﬁMacemalal pit@dﬁcé @. acdohiignta cRerhingtah: The aciergetemd Ipeactier ofi er s and

eXC|p|ents ale al

consti tut cehaias naif o, SRRLETETEISe g PERqEERda G piarisbaRgg s del puery
conposi t i onachhologyls2ndadition, chdn@nlarbﬂqkhle ISBN:EhE24812 1h%y- A plarmaeeulieally ki nds of
sol i d, (gemy s téh@e é”)@giefn H'a@.uﬁfﬁfgze%ét is%ﬁstantlally harmte@@ﬁs thdmENRGaws i cal 'y

acceptable excl pl ent inc sol vent s, fering 3
35pr eser vatWhFélsI e @Qﬁ@?%@?%@“&@%?ﬂ@“'ﬁéfﬁdr ﬁ%‘?h(ﬁi‘rﬁxg'p'egtt %T‘? gz'gl}”%theenul si fying
. g?gntg s, e?\ ug@(gl n@l m@gts@g@.gggt%a%%gﬁgﬁbalt?emhmtaeml ebaroficdpveiassfidcheasent agent s
- iv e
‘agent s: @F&fﬁ'ﬁi\é\ghﬂnag?w’?@n gﬁc}{ cl3§ ﬁ%‘ggrﬁ%%h t I h‘é‘a@%qd"ﬂ{' ous ,
al cohol s, IHupmpean Pharsrmoposiaisabstaridardsdor mﬂgcﬂiace%tlcﬂl‘)lﬁcﬁeﬁ?me EXEIRI | ui d.

5Exarrp|c§1 of buffering agents include but are not limited to citric acid,
cid

acetic tartaric acid, lactic acid, hydrogen phqsphoric acid,
bi car bonat es fgh@’@ﬁq&mmgalsgap\ﬂw ofJeley p%{mq? [on% :(‘:Optkoana usema !

pharmaceutical composition according to the invention. The review is based on the
particular route of administration. However, it is appreciated that in those cases where a
pharmaceutically acceptable excipient may be employed in different dosage forms or
20  compositions, the application of a particular pharmaceutically acceptable excipient is not
~ limited to a particular dosage form or of a particular function of the excipient. it should be
emphasized that the invention is not limited to the use of the compositions mentioned in

iy

the following.

25 Parenteral compositions:
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 far
systemic administration.

30 A
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,

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

agents and/or diluents. Examples of the different agents are given beliow.
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Exanpl es of chelating agents include but are not limted to sodi um EDTA and
citric 10Oacid. Exanpl es of antioxidants include but are not limted to
butyl ated hydroxyl anisole (BHA), ascorbic acid and derivatives thereof,

t ocopherol and derivatives thereof, cysteine, and m xtures thereof. 15
Exanpl es 9§ 16li7 1488t s and di sintegrating agents incl ugerutooasoesiaot |imted
to | actose, saccharose, endex, calcium phosphates, cal cium carbonate,

cal cium sul phate, mannitol, starches and m crocrystalline cellul ose.
20Exanpl es of dipfidd vadRBagedtsicl ude but are not limted to saccharose,

pol ysaccharides, sorbitql, qu acia, sodi um al gi nate | atj ne, starches,
cel i ul ose, chi@’@ﬁﬁ’%@é’f Séwmﬂ'fq]'t‘%%b’gﬁrﬁﬁﬂ IW{egé‘? Y"?ﬂgBé@?h%gﬁ?@@éﬂsFﬁr ose,

hydr oxy pr oppiha @it dseRe, fupicdrd\uymph flad r ol | done and pol yet yl enegl ycol . 25The
pharmaceutical conposition according to the invention is can in one context
be adm nistrated locally or via intravenous peripheral infusion or via

i ntranuscul ar Branpldsoibefedog agdnts ingadednt anstrot lintited paeitrie aeid.cceliq atibuccal |

pul nonary, : ane i idsakts al so

Possi bl ¢ SRER HAPRAR uRLePb@eplinah, ool Bofhald sl 2 o gi cal 1y

i nserted sHiatylamineoets. cerebral ventricle of the patient. 30 I n one
enbodi nent, the pharnmaceutical conposition used according to the present
invention is fornulated for intraocular, |local,. intranas oral. .

subcut aneous aﬁ?@ﬂ@?sﬁgﬂ%&a&% 'H&'é‘%era&ﬁ{‘F‘E?H?O?"rh'tegr}?)?%(ﬁg? ﬁé@@h@g °ment, the
conposiihi ogci@f the invention is adm nistrated by. application as a

suspensi on or, even nore preferably, a powder for 35inhalation with a

spray, aerosol, inhaler or nebulizer nasally and/or to the respiratory
tract. WO 20(EMIRESeBATPXigaLe DFNdDDL pEe not imiteditgbuyigadivdiord nissle of a

_powder compsigi 5&0%&1Ad&g&{d%teﬁ@(ivéﬁﬁérﬁéf?tobé}:ﬁ\eﬁdﬂ%@&Bﬂhétiv@@ﬂ;bre@ﬂ‘t@dﬂéiﬂ@ES in

" terms of stability and dosage. A pharnmaceutical conposition according to

t he i nvent PahmbdesieE%he topical |y applied, intraocularly, intranasally,
oral I y,y5subcut aneously and/ or system cally adm nistered via bl ood vessels.

In a preferred.5enbodi nen . ' i1 | | at ed
for int ravenoﬂ%{aq%ﬁet%roggﬁﬁlghtﬁlaég,ﬁlsf%géa{a,ﬁ&%%# sqﬁ%‘“%?s@?%a@ﬁﬂ%eg? T %’?{?ﬁ.
Typi cal | y, sadshaross ethdescalctypi Rhaspheiss) Faiem earberate. alcipsuiphale. BaRItPled

concent r at k@bt RickRRRRThE bQRIss. the invention is from1l pg to 10 ng per
application, such as from1 pg to 1 ng per application, preferably 50 -

1000 pg preferably 50 - 260 pg, either as a single dose per day or repeated
sever ahot i mes pampiawf biftihg Bgdnes ikdabizdes pre rotilimiies! tmeacchérp$e, ed t her et o.

polysaccharides, sorbitol, gum acacia, sodium alginate, gelatine, starches, cellulose,
chitosanes, sodium carboxymethylceliulose, methylceliulose, hydroxypropyiceliulose,

polyvinylpyrrolidone and polyetyleneglycol.

25 The pharmaceutical composition according to the invention is can in one context be
administrated locally or via intravenous peripheral infusion or via intramuscular or
subcutaneous injection into the patient or via buccal, pulmonary, nasal, cutaneous or oral
routes. Furthermore, it is also possible to administer the pharmaceutical composition

- through a surgically inserted shunt into a cerebral ventricle of the patient.
30
In one embodiment, the pharmaceutical 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 preferabiy, a powder for
35 inhalation with a spray, aerosol, inhaler or nebulizer nasally and/or to the respiratory tract.
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Systemically admnistrated to the blood, the dose is within the range of
0.1 pg to 10 ng per application and kg body weight, such as of 0.1 pg to 1
ng per application and kg body wei ght, preferably 1 - 1000 pg/ kg body

wei ght, such as preferably 1 - 50, 10- 100, 15100- 250, or 50- 500 pg/ kg
body wei gRbaoRhiddey as a single dose per day or repeacedEsevenad tinmes per
day. Wen egg yolk enriched in antisecretory factors is used according to
the present invention, this forrmulation is preferably adm nistered orally.
Accordingly, t2 111(? FahfsaRtion a\eqmml @rfbdhﬁiriéfh@/&nﬂse?rbf@@ fuétﬁrs@lﬁs i afdﬁitid;lrfae_Cr etory
protein or erjvativ no ue or fragment thereof. . having

DAt secr ot GRYPRIES (rigys o apBy sud fisgpel B receh P Einco oL SRR eof . 1 or
t he manuf atelimentidn anpltahedaiedly agllied, introsilariyontramedalyr orallpedi cal food for
the treat menly ARGLRY, SAABYSRI AP L RRA I HbRMIO TR plefrifle, enbodi ment,
said anti sécretory Hro el m consists of a sequence accor%Png to the

fol | owi ig Eobedimant2bx pharmgesicatZorpocitiopisfgrmulated {ghintravemonsy intrgmusculaii no
acids 1-35 I aieQLe S ' ; Kati ' or L, X4
e Tor A Gab 7 nebelniRa T ARSED wer dedsiotionth Spatol R, Ko 6,
or is abseft appipdgaptanEptioningicruResitionbiedventiandn i1 #ode 19 B9PRE use of an
ant i secr et appjiic#tiof! fich ayitbii N 1RO MRS aplicativhreRedbt) EAIBOGY phderablpwn in
SEQ I D NO% IE anotFer 30%:5?)0%5 ment, the i qvgnti on rel atgjs hﬁ trile use of
an anti secPBT P He8Peiag 2 SN YPse BRI SLEPEA SPYSL! HEPUPY SRV EPY®S s shown
A n SEQIOD N6eR), blitris patimitedthbesto. enbodi ment, the invention relates to the use
of an antisecretory protein, which conprises an am no acid sequence as
shown in SEQ ID NGO 3. In yet another enbodinent, the invention relates to

‘the use of an Sstemicay edropistraedlodhgblogeh therdoge ispyithindbe mrga i hbra @ sequence
.- as tsh_own itﬁag?pES&Sanédaom%&lkg ﬂ)déi_y%:e)@ﬂf,tsﬁ(bl'{’éshﬂ'D:[1q._i§16@|il\r}i]§_9ﬂ§r1{,apéﬁ&@tidnrﬁﬁﬂIRQi on
pertains e _yse qgr_an . antisecretor rotein, I.ch c i ses am no

e d seque Ry RSFE ectirafi 10D EG 80 whiRt Sishies Drbseranie R0, B2 18004 15
Fur t hed sror @00 + 5 et 5Gxn 600y ke bbdydivaighitgitherhes d singbndosepepdaytanrapeated t he use
of an anti . r i I .S £ L 1 ] i g sequence
as shown i g&%@'%&&%dgm{é&"g%’%le@%ﬁ’gg wﬁéen‘rﬁ:sc%}:é%l&le?a %/@ orHrS Q‘??%gh@ﬁt '? her eof
conpri si ngtodhe pigserd inyentiog. ik fgmyletigEepraferaldy gdministered giallyet anot her
enbodi ment, the invention relates to the use of a pharnmaceuti cal
conposition as, disclosed herein, which c rises two.or pore antisecretory
proteins sel e&cgﬂaWP'STFﬁ? H@Sﬁﬁ&"‘éi"‘ﬁ‘e régteﬁrogggﬂﬁee?f INFEETIY RFH ¥ 2 and SEQ
| D NO 80 or derivétivehlermodlayye candébe fragraent viesrenidiaging ntisgetury adietyeaid/@enpri si ng
am no_ aci dﬁhﬁrﬁéf‘%gé’e{qgé ?:g:lﬁ?ﬁ %Q;Sﬂgl?rgﬁf, i inePnSRALERRE Bt AsharthacuRsechipostilie gener al

formul ae descri ) sequences are all equall referred to be
used in t hardRregesdics f‘?@@fﬂfFWFeaFr?\e"@)ﬁ'éd/?fr%?‘@f‘?‘?éb(’féﬁ‘ﬁ%’i”h%%f mdeoge In

ant i secr et gig/erfiidin®int) shitl dpfis¥¢icitay plofeiregiisié@ldk a sequence according to the
foE!owirig formula
25 X1-V-C-X2-X3-K-X4-R-X5
wherein X1 is |, amino acids 1-35 of SEQ ID NO 6, oris absent, X2 is H, R or K, X3
isSorl, X4is T or A, X5 is amino acids 43-48, 43-51, 43-80 or 43-163 of SEQ 1D NO 6,
or is absent. In another embodiment, the invention relates to the use of an antisecretory

protein which comprises an amino acid sequence as shown in SEQ |D NO:1. In another

30 embodiment, the invention refates to the use of an antisecretory protein, which comprises
an amino acid sequence as shown in SEQ 1D 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

35 SEQID NO4, In a yet further embodiment, the invention pertains fo the use or an
antisecretory protein, which comprises an amino acid sequence as shown in SEQ ID
NO:5.
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15enriched in such antisecretory protein, and wherein said antisecretory
protein preferably is provided in a concentration of at |east 1000 FIL
units/m in said egg yolk. In one enbodi nent of the invention, said
pharmaceutical conposition further conprises a pharnaceutically acceptable
exci pi entywoSdei 28 exci pi ent may be any 20pr ef er abl e marsEpioemiosshosen to be
appropriate for the specific purpose. Exanples of excipients are disclosed
her ei n. . I'n anot her enbodi ment of the invention, said pharnaceuti cal
conposition is formulated for intraocular, intranasal, oral, |ocal,

subcut aneous and/or systemnm c 25adm ni stration. The cho?e route of
adni ni st rat i onFuithermarayiy yel @pethen siepodimanh dhedpyration RETEEE 19 He UsePiatnt to be
treated andifiRrdia befin Whictis aPRcleif GNABH afinG acid sequent@ agstainds SEGDI ment ,

t he pharnmaceuti cal” conposition is fornul ated for l ni_st.rati a spray,
aerosol or NfyBPrademeiogys defva Y??Wfpéfr@merftﬁ”e{)e@?c%{ﬁ%[gh ra?@a) Et’ecrl?’%o%gi'aziranent, t he
i nventign rgekethas Nops.a pharmaceutical conposition and/or a nedical food

which is formulated for admi nistration systemically to the blood at a dose

of 0.1 pg to 10 ng per application and kg body wei ght, such as of 0.1 pg to
1 ng per appl i baet amtrenembaerlimhentythaiivesition relates othmuse of a.rheumepdicalkg body

wei ght, s P%Emﬁﬁsitpd’neafs%fselg{séﬁ réin WwhichGompR&ss 1488 méreintisdicreddly pofbhsPg/ kg body
wei ght, either as a single dos€e per Ealy: ar reggat eggegé evsral ti mes per
day. |n ancelested@nmden prefsins ag disdosrsida SEQ 1B NMBHSRd E’p'ﬂ %% on and kg

- 3_ody ng{)gh?oﬁ!&%gﬁéﬁdeﬁd&ﬁv@éﬁdﬁ?ﬁa@hgﬁtfﬂﬁkrﬁi&ﬁrﬁﬁ_@mtﬁiﬂfm aahdsrﬂmaf'ﬁ&gl Bhi g his
istributed to the patient .in n t her e counse.vaLy dependi ng on
the pati entN® B 35 Selsnan Be/inckesed Bbior Sast Bf%%ﬁ%“ﬁbr%éé‘?@e&%%ﬁd will be
deci ded by seheerséd irk @l equetis prefersd dhbagsed imtbe peaentinvgolidn: i oner, for each

occasion. Said adm nistration can be perforned either as a single dose or
as multiple daily applications. 5l n one enbodi nent, the invent ilgn_ rel ates
to the use of HreramrdfyEdaaibopinegh GeidRRtisearoiEt PRI I5 Broviish S99 &X and/ or

f ragments lﬂ@,ﬁﬁ%,;nf H:caﬂiheafﬁ’édrfﬁr@fe?\t, Qﬁd’wﬁ&éip‘éaiﬂﬁnﬁ@&{@y pratephaefemblye i cal |y
active sa tprctwideerd(?r? a ’concgrﬁtrattior?opa%?e%sﬁ ’FUtOHrF'ﬁ_ t?nitsl%l P\%%[d’%%%ﬁ(' cal conposition

In one embodiment of the invention, said pharmaceutical composition further
comprises a pharmaceutically acceptable excipient. Such an excipient may be any
20  preferable excipient chosen to be appropriate for the specific purpose. Examples of

excipients are disclosed herein.

In another embodiment of the invention, said pharmaceutical composition is
formulated for intraccular, intranasal, oral, local, subcutaneous and/or systemic
25  administration. The chosen route of administration will vary depending on the condition of

the patient to be treated and the patient’s age and gender etc.

In anothér embodimeant, the pharmaceutical composition is formulated for

administration as a spray, aeroso! or by a nebulizer or an inhaler. In yet another

30  embodiment, the invention relates to a phamaceutical composition and/or a medical food
which is formulated for administration systemically to the blood at a dose of 0.1 pg to 10
mg per application and kg body weight, such as of 0.1 pg to 1 mg per application and kg
body weight, preferably 1 — 1000 pg/ kg body weight, such as preferably 1 - 50, 10 - 100,
100 — 250, or 50 — 500 g/ kg body weight, either as a single dose per day or repeated

35  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 thergof will of course vary depending on the patient to be
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and/or a medical food for the treatnent and/or prevention of conpartnent
syndrone, wherein said syndrone causes abnormal swelling of cells and

ti ssues. In another 10 enbodi ment, said conpartnment syndrome is caused by a
non-normal (abnormal) | oad, injury or disease related to a nuscle, nerve,

bl ood ve %00,;)&(;56@ a tendon. Such a non-nor mal | oadpornseeoomiseli®, nerve,

bl ood vessel, 'joint and/or a tendon may e.g. occur at a traumm, extended
notor activity, or at a hlgh | oad. Further, drugs may cause el evati on of

interstitial tissue fI u ur ioR&r. fok Bagnot her
preferred teaatssdriNl be %%dfﬁ% 2%5@8@3Féﬁcg%sedézﬁé&%ﬁwg{r“oﬂg In the

cont ext  of odsbigord SRBERiHistration daatbe pedortheiethasise a@&ﬁ'%@S%Ofb%?dMP%m as wel |
as a viral |nfe(it|oné e.g. either by a RNA virus or a DNA virus, such as
Her pes vi rdal%@PPISHORSas Her pes Sinplex Virus Type 1, Papovaviri dae,

Ot honyxoviridae, Flaviviridae, Togaviridae, Hepadnaviridae, Human

| rmunodet i ci encér?_'e[ érﬁ%%!l nt, W?eqa@énilbﬁre@tééltbuﬁa usehof ahardisecretbly pesteiorgassed by

t he present |rHv n 'anot her 20e I nent | ates to
the Ese of deaivativat h@\@dﬂ%@(ﬁﬂ?’% &@?%trﬁe"gqﬁgw 9'§{Sﬁggto+¢%ﬁﬂpb%l&%and/

fragment theraof. &ﬁw L&de 88t there6T, fk tieymantitactuird of 2 mmwuwamwe%t i caI ly
active sal her eof or t A @En ofRITPOSI ti on
and/ or a nﬂmf@@lm$%6f@6for9ﬁémﬁhé‘?ﬁ%¥?r t% IQ;E?(gventl OL@Z!HI‘ a viral and/or
i crobi al Wﬁ@lﬁﬁtsh@%ymdn@natsysrmmal&wsb @ftCétﬂs udiissues\iNREPIEhd/ or

. mcrobi aI |2 AoRtrREhal¢abrensaldpat] by the

: {.\?cf rBﬁrﬁ cggérqrg%llhgé %{lncg?iﬂ% Eadéhféd@a Q‘Eb

presem1 m?f@ clu e in tions pat.ho such as
Mycobact er infury Mmmtom%ﬁ@&%"e BPB‘E':&‘?%IS' @"19_? g’?gg I-ﬂi‘lﬂe pr esent
invention '§m-ggx\6§3 &h aE-PJEcIé indhe Elodde¥sed1 Joint amdtmlet@ldbmmal?rémt oGS §itte

i nvention, sald mcro £33 ZM @S térpéffl ns
and/ or pi ghewns eéﬁﬁ?'?ﬂ“‘?*ﬂ'&ﬂ?@\ﬂwt ?fea?ﬁg’fgﬁg?l Oﬁlrﬁ)g%gl or %ygzgse of reactive
factors byjadimeaRbucRid Sresntbs3B well as aelkswelting £ In @ReHRTreferpd 4 lﬁ'i‘ﬁ”gxt of

the present | nve tion, sai fitio/antidre sgd ou
cons Pstlﬁ ng S S rﬁ? 'isﬁ%\sedgy %}"ﬁé@g‘% lﬁ@‘g cgﬂeﬁ%lf %;P%ig%g 2 RNA wslirbrgﬁot her
¥ can

enbodi ment micebecanbedripaeriin, asarliag awala{n 5Ft|°8ne B b€ “éfi ned as a
prot ei nace?)b'\{rﬁt\h Tées%t‘\ QUSeB&Y VifideeEsuchRs |i-|af;:%etstrmlsx YirustTgpe 1 Rareyairdas mi | ar

to a r I'ackl ng nucl ei.c ac nt
r espo\r/1|5| gf@%@ﬁ%ﬂ'ﬁﬁé E’éﬂ‘fﬁ' %?I 893"&@%811 praafl ﬁvvir{ag?gﬂ}waséggmgﬁl néajf:;?vous

system A RiL©8Br Hé?paatlst@pamso\fvhlm areeil encdmenasses hydhe pigesri hversiop ause of

many nervous s st em. di.sor Chea hied thitory BloteiV\@ a derivative,
2007/ 1’2@36§5@? gD /’W&Bﬁoﬁ? éljég@%hg%sﬁ S6ASe, | ncov%d'arﬁglﬁ oradic, genetic

and acqui r edmolgisrngot Framsot theresh SV ATURF Y BT EUFShdi ng human f or m.of
mad cow d%ﬁgﬁ,%ce&ggmcﬁv@m tlﬁéi‘écﬁ‘tfﬁdhéﬁfmdufectumfamﬂarmasél&§@'§0mpﬂs"§i7@t
i

SP %Bg{ S i mnglogg Fr}ed@?l%qufgﬁlg rgzﬂE ent an%fwﬁ%%ﬁ%n APRGFABh b ABeEEr t of

infection and or symptoms associated with a viral and/or microbial infection. Examples of
75 g bacterial infection enscoped by the present invention, does include infections by

pathogenic strains, such as Mycobacteria, Pseudomonas, Chlamydia, Brucella and

Listeria. The present invention is however not limited thereto. In one embodiment of the

invention, said microbe, such as a bacterium releases enzymes, toxins and/or pigments
and/or induce the formation and/or release of reactive factors by adjacent cells and
30 tissues. Furthermore, in the context of the present invention, said microbe can 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
35  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 fype of protein that is

considered to be the cause of many nervous system disorders such as Creutzfeldt-

21




In yet another enbodi ment of the invention, said syndrome causes ischem a.

| schem a can be defined as a | ow oxygen state, which is usually due to
obstruction of the arterial blood supply or inadequate bl ood flow | eadi ng
to hypoxia in the tissue. In yet another enbodi nent, said syndrone is

. caused byw%zg tMdeRnd/ or a therapeutic or 10 di agnostlpt:'lmauma)m In
anot her rment of the invention, said conpartment syndrome is caused by
bl eedi ngs, such as bl eedings in the skull and/or in the brain and/or in the

spi ne and %‘}kdﬂa%bl@éérsé' msh‘@rs B.raaam @h@wéﬁﬁrﬂizqumﬂalvﬁi"&adtéithéreﬁﬁﬁorfsﬁtruﬁi%d by the
dilatation of t he of a avein or t n ther
embodi ment MeRESRAp WQBH’EE‘" g agé‘gc‘i’/f‘ﬂ/d'éealsﬁr?ﬁfﬂ?%foeé' ?'atﬁﬁc’?ﬂd{jﬁﬂs 8% structure
encl osed b)tl[s@aseaplalyb&unomeﬁémle(&iuﬁerh@amtsyndrembi|§cauﬁat5try)abnghmhtdmspbryaﬁ)hoi d
organ and/ or_ Ki dneél flcah i ac tanmponade is the conpression of the heart
caused by BIGYHS 812 ¢80P 8548 umul ation in the space between the myocar di um
(the nuscle of the heart) and the pericardium (the outer covering sac of

the heart). 'ws% @&%Pp%oo%ﬂerﬁmﬂgms%n Vﬁ%ngrm@rg sw%h%]ﬂigsed by a

beni gn and/ or resent an is related
to the tr eéﬂch%'ntﬁ Gélfl b@ ﬁeﬂrtedn@aﬂovmm@*r statg %@Hﬁ ugqailmé@%ﬁowstf%%@fﬂ@e are

characteri zagidp¥iod éﬂ@ry%# 1ria8é a&tmadd%wném@ué Rypoxiafivt @B tisgus. neghice the
availability of tunmur cel Isﬂg%.Isgand t er@p?utl ¢ Jreasures. Furt her,

the el evat 8BotRereserineTh sgdﬁmﬁme' ¥ @rdrig Andfof AHBRRPUIGOT et ast at i ¢

- di ssemjpat drRfrostidmedstiré.i onal |y, tunours may by their expansion in size

cause increased pressure in adjacent normal tissues and organs, generating
a CS. Thus CSis a frequent and serious conplication in many victins
suf fering fronintoaberembadimepeef taeivantien. sald samperinoent syidpms A GauseE bYs caused

by an i mu B%e&ﬁ?&é %h@lrbs Hfééﬁ?nﬂ? fnrfpé Q@uil BRd/eNA tRTaA! bﬁiﬁ@ﬁln th"é%bﬂe SHAGERAE causes

dan'age to or a rnati vel cou be a conse nc | { r F a traunm
30t0 i nter@@rﬂtaeﬁ/raaﬁmraiagwsms Wh'cfrﬁae?af’lﬂ”f“ﬁ% yg‘ﬁﬁ'@ﬁ?’i‘f’é‘rﬂ? é"Zﬂ"d’ ndrone is
caused 1By art@yta)mxbrqaé hé&ate Irl drofheoémibodirnértt sakinsgfidroma |stcmushmnyamd/ or a

| i gament . g,“”pg‘ge agaqrgw oggg&c'?&e emsssygfcamfe LIBASAL . 150 o@ydrm E

caused by endant © swel nerve an
35vessel vvalahds Inmppeid cagrotangior kidnsydCardiae tanm@ﬂ%ly thercermprasgior aiifsefieasy a drug

and/ or a p@é’ﬁs@@%? Hﬁob& Q} ﬂuqcpéga%blﬁf’ n the's §¥@ heptnl18d m?&@gﬂiirﬁrﬁﬁé mu§dé d

syndrone i s causéd by s 2007/ 126 PCT/ S'Ft%o% ?
of the heart) and the pertcard;um (the outer covermg sac o In yet another

20 embodiment, said syndrome is caused by a benign and/or a malign tumour present
anywhere in a body and/or is related to the treatment of the tumour and/or adjacent
structures. Tumours are characterized by elevated interstitial pressures, which may
reduce the availability of tumour cells for drugs and therapeufic measures. Further, the
elevated pressure in a tumour may affect its tendency to metastatic dissemination.

25  Additionatly, tumours may by their exbansion in size cause increased pressure in adiacent
normal tissues and organs, generating a CS. Thus CS is a frequent and serious
complication in many victims suffering from tumours. in yet another embodiment, said
syndrome is caused by an immune reaction. Furthermore, in one embodiment, said
syndrome causes damage to or alternatively could be a consequence of injury or a trauma

30  tointervertebral discs.

In a further embodiment, said syndrome is caused by a cytotoxical swelling of a joint
andfor 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

35  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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effects caused by treatnent of a tunour with x-ray, high energetic

radi ation, local cooling, |ocal heating, light therapy and drugs used for
the treatnment of the tunmour. |In another aspect, the present invention
relates to a method for the treatment and/or 5 prevention of conpartnent

- syndrone woaomassrl in need thereof, said nethod confTVSE2e0G0e0dId ni steri ng
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am no g.z?.l :JI: ZBQ%Bthzg%gb& tlﬁ% pl%s@ﬁt l%ent?%éé@tét@é Telhg hD&(ﬁ{)ﬂge t;]‘;afhr'e”ﬁam{\f)&ent I n

anot her enﬁ’&%’eﬁ%QtOfc?rﬂl@WéwrW’éﬁqul@W dharepl.paidmatonsi wherein sai d

anti secret %Mpm@@rﬁm.gemyamcm aﬁm,lﬂQ)faﬁéhﬁi‘nﬁ@&%fé@l&%n’@ﬁ&tﬁﬂ%ph%gsEQ ID
NOI. In yet aﬁoth nbodi t he E}pesent {wentlﬁln relates to a

met hod, whé&f&Fe8% &ﬁy ﬁrﬁf A& B?tye JPBYR0e. AgHYeF fragment heteqf, haVingi d sequence
as shown i ranffﬁ@etd@ dNDvidy, ahdioryephannadentinallpadtioel satethéreoft e oneargisidingant,r el at es

toanetho | A m no acid
sequence adhe MRS Rield © o BORCAELRsH BhMElRyf BRI BR8sBRr 80 20 2°1 5 &
met hod he ﬁ@ﬁl%n%ﬁwoﬁlﬁlﬁl te terfelioging f@maéﬁhV@b%%Kﬁw-Bﬁ(whw ¥tisd, sequence
20 as showgpjidd a%ﬁ@ﬂ-d@ dN@Eé) lolwbﬁe&n@éwém% B RALICRE is § DA, RUSSEBLA,

i nvention relates antisecretory proteln conmprises
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t he i nvent iembogimettaihe prdsentanveatidroelatasiies eiethod abitbréin bais antisetrefoyy @owinei n s a

protein W inARead DG SSOUENGE A9 ReM b RER LR NG O 2

honol ogue, . ve and reof-co 0 acids 38-42
250f SHEO® | BRoyigent| fhe@rﬁée@trm@dilcrrernlatesttm@mlemdmhe@ﬂn saitl antisecretorysproteinhod,

wher ei n sagmpitas BReRbIaeRlscGRITRO 24 LA ﬁ@é@ﬁb%ﬁﬁz UNWei GhotiBY € ant | secretory
proteins sel gcted fromthe proteins SEQ I 1-6, and SEQID NO 6 or a

honol ogue, SHBPTIMER W%'né(ﬁmoﬁrrewte%%?ﬁth%éﬂh@ﬁ“ SUHIHERIAGVARNEB aci ds 38- 42
of SEQ | D bénfiise®an ammecuidseqsznas aslsioomii8EQ Y NChe Rytherate, fherimehionher ei n.

Fur e 101 Gk RO O By S o MARLI AR LRl B 850 Suflibingd oo

di scl osed hereln
yol k eAPi cheshaw i%ﬁﬁﬁ "amq éé@v@ta@ptyerm«moéimnt mramt @Wﬂtlglarﬂhef%ﬁ"t@lasecr et ory

protein pr ﬁ'feﬂfanhwelnSsaRféW ééi;‘?é{oﬂy@:rcﬁelﬁ Qﬂﬁﬁﬂbé ah bﬁ&o%fcld%taque@l@éés QR FIL
nvention rel ates

units/m in nye
Lo 5ot holh S DA Ml anclbrbrbafign) Fe SHRHTPEGAS (i ko Bfacs.
phar maceut sm@hmtyseaem@mretbinés e poigh witt an dmino add 3&prhodasshotvn |rS$EE@ iD

phat eeut 6, o RBRAb s Olkrk Snlo il Bl RErobf LIRS Abuec i 3R352! - 07l

. local, subcut aneous a b temc a ni s
embodi A&nt of SkQ P WA & Mé@mb@ﬁlmeeb edeeptiaprelaies ton mmﬁc\merm@@id i s

f or nul at edpfdPhadditNbshsdkioR Borsrisds tWRrAARd bARE3EBNAFLREZA0ALIHGA 13
the proteins SEQ D NO:1-6, and SEQ 1D NO 6 or 2 homologue, derivative and/or
fragment thereof comprising amino acids 38-42 of SEQ ID NO 86, or a sequences as
described by the general formula herein. Furthermore, in one embodiment, the invention

30 relates to a method as disclosed herein, wherein said antisecretory protein is provided in
egg yolk enriched in such antisecretory protein, and wherein said antisecretory protein
preferably is provided in a concentration of at ieast 1000 FIL units/ml in said egg yolk. in
yet another embodiment, the invention relates to a method wherein said pharmaceutical
composition further comprises a pharmaceutically acceptable excipient. In one

35  embodiment, said pharmaceutical composition is formulated for intraocular, intranasal,
oral, local, subcutaneous andfor systemic administration. In yet another embodiment, said

pharmaceutical composition andfor medical food is formulated for administration as a
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spray, aerosol, or by a nebulizer or an inhaler. Al so enconpassed by an
enbodi nent of the present invention, is a nmethod, wherein the
pharmaceutical conposition is fornmulated for adm nistration systemcally to
the blood at a dose of 0.1 pg to 10 ng per application and kg body wei ght
and day, ppef@niaBty 1-1000 pg per application and kgrowdgeemerghs and Sday.
In one enbodi nent of said nethod, said adm nistration is perforned either
as a single dose or as nultiple dally applications. The present invention

also relates to a net E STérisudiingdnt eonpar t ment
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i njury or I'sease rel at nt, and/ or
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presen n one, prefer t
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‘conpart ”e”Eel@é'ﬂQ'hQémBs iMorfe ¢MlotiTherit,rEaiteytdrpine iscaatisecsiy aincmqﬁaa 1R&Skpr i si ng
~-adm ni st er| an ef f ec frit, G/ of A I drdther
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fragment t bmbadihentZ@rhsMnd@mnﬁ pased by apjereRa: [n et 9“0 hgr gmgpdigent, sai

phar maggu @ﬁb%r)(e @%Eus‘é@ b?@v}raltum’@éﬂ%ﬁfln onb embbdimen) slich wivitaldnfectios iscaused by a
m crob

ed to sta,..pro Vitus§ UNQUS,
bacteri a. Dw&ed@y&ﬁﬂd’d{PWrﬁy Y'H"sb%{'FF s\nngl&e ecf&g%np%%thug group
consi st ngT9 Mm&mga@ma@ovalasﬂuammmomaama@avw%|T°9wfl§’@e//a and
Listeri a. not ) A Lo RIsORRich BGH eASondpaesst g | um
rel eases ehigy Ca\( |aH§I°e'H§7' plogérffgc'int gwand/or i nduces the formation
and/ or rel m;ﬁfem‘ntmwdmm ve factors by adjacent cells and tissues. In
anot her,.enbodi nent of the invention, said syndrone is caused by a prion. In

yet anéPher enbodi ment, said s ndrome is. ca spert of
products in a teane Pefersdesthedinent. s Pragedl ﬁ‘éeﬁg g%f%%%?tﬁ&:gn dr one

causes i SCheBinfnt hitiorgtevantivhiv torapdripinhreymeromsdn & mpymeR! Shisef dhegelicld by a
drug and! ot g L et SRSl L R TRgLAGRRNIY ndpRs harfsteital cosiivhe pr csent

i nvention s an € nment ., wherein sai uses an
~-abnor mal  f wosipiising arf arttikecretpriinteingr 3 aenivative Bormologys: ?'é(ﬂorj%g?]ﬁ@?ﬁeer%%bdi ment ,

said s?g 3’%%‘?%3% @H%ﬁv V@I SRbrOshatriadelticatikadtive salGhereof, wherein said
0041

200711 ARSIASS ISOC% ste d by a microbe, such as, but not limited to Protista, Protozoan, worm,

fungus, bactetia. In one embodiment, said bacterium is selected from the group consisting
of Mycobacteria, Pseudomonas, Chiamydia, Cocci, Brucella and Listeria. In yet another
embodiment, said microbe, such as a bacterium, releases enzymes, toxins andfor

30 pigments, and/or induces the formation and/or release of reactive factors by adjacent cells
and tissues. In another 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

35 diagnostic measure. Furthermare, the present invention also encompasses an
embodiment, wherein said syndrome causes an abnorma function of the brain and spinal

cord. In yet ancther embodiment, said syndrome is caused by bleedings in the skull
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and/or in the brain and/or in the spine and spinal cord and/or from
aneurysns. In yet another enbodi nent, said syndrone is caused by a

t anponade of an organ or structure encl osed by a capsule, such as a heart,
such as a heart, kidney, testis, ovary, glands and/ or |ynphoid organ. In
yet anot Rgp .@paadksent, said syndronme is caused by a pioesEgnr/éand/ or a
mal i gn tunour present in a body or is related to the treatnent of the
tumour and adj acent structures. Furthernore, also enconpassed by

t he presengnd/one MHd ain bisd/érin SRpHE ARNEpinaMosdehdoskintlaseURBHRIMR yef caused by
an i mmunoreaction. |n another enbodi nent  said 108@‘3’dr one cauts%ztdrdamage to
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anti secret , and/or a pharnaceutically active salt thereof,
accordi ng %X?%%&%{e@ée@nt invention, is directed to all conditions descrl bed
herein to be associated with conpartnent syndrone. WO

2007/126363 PCT#u'ﬁE@%?é QQQ‘éﬂré’onFﬁéHQéd B}i&ﬁé ﬁles&ﬁ?ﬁiiérﬁi@n erraiodieht, Adul t rats

were infected by having a_sol utjon s Si |ru pel
S(HOV- 1;  SUeIPH SisNrmp ispapsergyean 'wwe'é%*?ﬁﬁ&?y%ﬁ& Sboiimen 3 T ea i n
thei r 1@ ghéyndasid ¢duseddmnage Griptedlertarandidcs. (n = received 10 min after the
infection 25 pL (10 pg) of AF-16 in their right nostrll and had thereafter
the sane dose of AF-16 instilled twi ce daily, eve norning at 8 AM and
every ni ght atltie fuptiiermane to betundergiopd ahdrelpar thpi m%hq&/qeaméﬁnmﬁdlﬂawesng

. Addi tional 5liS¥sclvd Hh&G 6% ;Sr@hﬁademms @mﬁo%ﬁi@h \efmbmmbing neQ@sRerdbf dndfr Same
time |ntervals 25 10 pL of the vehic] emaﬁ)_@Eﬁl hate buffered saline (PBS). On

day 6, thethéﬁﬁﬁ%d@%abuséﬁéégbm?gﬁa NERIPisRg ) FserigerY t hrough the
ski n ops t herohsrask a @ndativl eoiioldglie, bodir fragresht fHeasof, pevikgartiseeretarycactidtgnect i ve
tissue. A hole w.th h the right
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(Sanba 15 System 3200 & Sanmba Preclin 420 sensor; Sanba Sensors AB, V

Frol unda, Sweden) with a very snmall dianeter, 0,4 nm was used.
Non-infected normal rats had an intracranial pressure (ICP) ranging 4-8 mm
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 nm
Hyg (Fig 2a), considerably affect the animals as reflected by 20 synptons of
neur ol 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 nrost normal ICP, 8 - 14 mmHg (Fig 2 b). A key observation was that
~intranasal treatnent twce daily wwth AF-16 prevented the devel opnent of
neur ol ogi cal dysfunctions such as wet nose, red eyes, hypersalivation,
respiratory distress, notor instability, agitation, aggressiveness,

| et har gy,
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25rapi d changes in nood, repetitive novenents, seizures, signs of paresis

and eventual |y turning unconsci ous. Addi tional HSV-1 infected aninals
with distinctly overt synptons were as well treated with 10 or 25 pg AF-16
intranasally, starting on day 5,6 or 7, i.e. after having had the vehicle

during tRes RogYdsds days. I n such cases the synptonspof/sEmerdagyi cal 30
dysfunctions descri bed above turned reduced within half an hour and were
not denonstrable any |onger after one hour. Concomtantly, the beneficial
pressure redu t AF-16 in such infected and AF-16 treated rats
wer e det ect ablﬁﬂ’gnﬂﬁ'ﬁ&as:\ecﬁi%gr and | asted for several hours. Thus, non of
the acutely AF-16 treated rats had any persistent signs of deleterious |ICP
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hypersalivation, respiratory d|stress motor instability, agitation, aggressiveness, lethargy,
25  rapid changes in mood, repetitive movements, seizures, signs of paresis and eventually
furning unconscious.

Additional HSV-1 infected animals with distinctly overt symptoms were as well
treated with 10 or 25 pg AF-16 intranasally, starting on day 5, 8 or 7, i.e. after having had
the vehicle during the previous days. in such cases the symploms of neurclogical

30 dysfunctions described above turned reduced within haif an hour and were not
demonstrable any longer after one hour. Concomitantly, the beneficial pressure reducing
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.
35 )
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In a second experinment we investigated whether the AF-16, at a dose that
reduced 30 the elevated ICP, as disclosed in exanple # 1, also inproved the
survival of adult rodents infected with HSV-1. Therefore, rats were
infected by instillation in their right nostril of 25 pL of a solution of
the her pes, sipiPlsss vVirus type 1 (HSV-1; strain 2762, pOBSEd0ODAMARE;, 1.7 X
107 PFU/?B Half of the aninmals received 10 mn later 25 pL (I, 10 or 25
pg) of AF-16 in their right nostril, and had thereafter the sanme dose of
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In a second experiment we investigated whether the AF-16, at a dose that reduced

30 the elevated ICP, as disclosed in example # 1, also improved the survival of adult rodents
infected with HSV-1. Therefore, rats were infected by instillation in their right nostril of 25

1L of a solution of the herpes simplex virus type 1 (HSV-1; strain 2762, batch 041028; 1.7

x 107 PFU/mL). Half of the animals received 10 min later 25 uL (1, 10 or 25 pg) of AF-16

in their right nostril, and had thereafter the same dose of AF-16 instilied every morning at
35 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 pL of the vehicle, PBS, at the same

time schedule. The animals were several times daily closely watched for signs of
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animals with HSV-1 encephalitis normalize essential functions in the
central nervous 30system thereby abolishing the devel opnent of el evated
ICP, resulting in a CS. It is concluded that treatnent by instilling
1, 10 or 25 pg AF-16 twice daily in a nostril significantly increased the
survi val watmemhemslult rats infected with encephal ol i RGIfER0G/00SI] and
abol i shed t he devel opnent of neurol ogi cal dysfunctions. Such effects are
likely due to that the treatnment with AF-16 prevented the ICP to increase
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25  in the choroid plexus strongly indicate severe disturbance of the prevalence, distribution
and organization of lipid rafts, as disclosed by the loss of flotillin-1 staining, and disturbed
water distribution between compartments, e.g. CSF production, turn over and flow, as
revealed by the low aquaporin1 immunoreactivity. It is concluded that AF-16 treatment of

_ animals with HSV-1 encephalitis normalize essential functions in the central nervous

30  system, thereby abolishing the development of elevated ICP, resulting in a CS.

It is concluded that freatment by instilling 1, 10 or 25 g AF-16 twice daily in a nostril
significantly increased the survival rate of adult rats infected with encephalolitogenic HSV-
1 and abolished the development of neurological dysfunctions. Such effects are likely due
to that the treatment with AF-16 prevented the ICP to increase to damaging levels, as

35 demonstrated in example # 1, in the CC formed by the skull, and furned the iCP to about

normal values, preventing the development of a injurious CS.



We therefore conclude that the treatnent with AF-16 of rodents infected

wi th an 30encephal olitogeni cHSV-1 strain, originally isolated froma human
fatal case, does neither alter the preval ence, nor the cellular
distribution of HSV-1 viral proteins in the brain, as conpared to those
~treated wybhoenbkeses he vehicle. Thus, treatnment w th AeTiS2@oem®4130t alter
the HSV-1 distribution in the CNS. The likely cause of the significantly

i mproved survival of rodents, as illustrated in exanple # 2, is therefore,
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described. As for the rats there was no obvious difference in the distribution or extent of

virus antigens related to the treatment.

We therefore conclude that the treatment with AF-16 of rodents infected with an

30  encephalolitogenic HSV-1 strain, originally isolated from a human fatal case, does neither
alter the prevalence, nor the cellular distribution of HSV-1 viral proteins in the brain, as
compared to those treated with only the vehicle. Thus, treatment with AF-16 does not alter
the HSV-1 distribution in the CNS. The likely cause of the significantly improved survival
of rodents, as illustrated in example # 2, is therefore, that the ICP was prevented from

35 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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30 1 (HSV-1; strain 2762, batch 041028; 1.7 x 107 PFU/ nL) instilled in
their right nostril. Half of the animals received 10 min later 25 pL (1 or
10 pg) of AF-16 in their right nostril, and had thereafter the same dose of
AF-16 instilled every norning at 8 AM and every night at 6 PMuntil the
experi menfoWwas/b@kdn nated on day 6. The other hal f ofpcirisezdeiBdtodisi nf ect ed
rats received at the sane tinme intervals 25 pL of the vehicle, phosphate
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subar achnoi dal |y and then treated with the vehicle. It is concluded that
treat ment wit hEXpmR8 #8duced the extent and severity of the brain damage
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by AF- 18 EXQRLE §f#din 2762, batch 041028; 1.7 x 107 PFU/ML) instilied in their right nostril. Half
of the animals received 10 min fater 25 pL (1 or 10 pg) of AF-16 in their right nostril, and
had thereaiter the same dose of AF-16 instilled every morning at 8 AM and every night at
& 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.
35  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,

S4lis and Hansson (1996). When analyzed for the concentrations of the inflammation
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preval entwolfe7abglesy to investigate if treatnment w th peRE/SEROTOWEE prevent or
at | east reduce 5the devel opnent of such a CS, adult rats were infected by
system c injection of a solution of an arthritogenic Staphyl ocodcus areus

(SA, strai %Jrg), iL-{ 188 %EQH’RIFQ{ it Ak fﬁﬁlh&tf{af‘there:’ﬁas%rs%ntf EaAgErentd i (- 16

whil e a secon roup 3) ] PBS. After
a few days cpm@nkat@es plritherdin M-?r':aff@i' thﬁﬂﬂf%fa‘?ﬂ ?W"Bﬂéﬂeﬁ’tﬁ‘ﬁﬂ't@ﬁ%‘%%t joints

turned tenqﬁﬁparﬁw #h6dd Mg B86n SRR dnveicta) rieis icondiftled frat iéatmenti ti es, as
measured Wt

t he Sanba Fi bre Op r.es b System 3200 &
Sanba. Pr ed i AFOIBSERERSY SipeetrapEaltt o oyl e k0 V)
Frul undg, Qneshmaits b@%&tmbltheaxlaﬂa}nﬂmatm ré s, hmtéwwlosmmz:ogjthmln’@cltah?g ue. The
pressure i ovi.al | ar cou i ncrease
nore than fpf‘?ﬁé”rﬁo‘ﬂ%ep%xmﬁ?rg@? Rigval§ nCFIOﬂr'TgIt' ’dFsmg C:C H%ﬁea'gﬁeﬁ e%st itial fluid
pressure i rdetfél@onsanbcm aae“dmsietetesisuaaeﬂeptsa?a@ﬁeﬁltbd#@ﬁv-ér@ﬂ?&?@alft'ﬁﬂ@&t@% j oi nt
vvas rreasur ed 1o to ?ﬁg‘%fﬁ%ﬁ%&%ﬁe iQelopRBhibswiddlin normal limts, 2

In SO AS s wth a SA infected, |arge joint and treat ed
W|th AF- 16 did not have that tender, swollen and pai nful joints, and cl ose
' to normgl presgidifote® d he jOI nt. Infected ani mal s, which only recei ved
treatment with the vehicl devel asi ng
severity. Sanpf&ifersnt ftyﬁ%"g‘i?ﬁ%\ﬁ lequd"dglgeﬁ% yze r]ig“aﬁq{e"v dgrql@é%of bacteri a
quant i t at i widod ireing s@fbraghabidtspadey @ bipcéduomkraivniiom ﬂ;e btarﬁtuf@t%rawéfdn thgat the

.- nunber of S _ are e | i rhbgsoe(ztjgve of
whet her t hé® Vpg?p #Wamﬂﬁglgﬁgy%%%%ﬁda %d I@P Afe@Bhetz04 B s I ude t hat

the treat nﬂMhempmﬂmeAﬁquP%M@@kﬂQPﬁﬁfeBF‘éﬁg ﬁ‘l’@""!‘ﬁ”?‘ﬂépﬁcﬁfﬂw‘}%@ ?"Bﬁ nt after
i nocul asl o%,yg c}rhe@;httﬁl:! bdcpiifoke BA @mq@mn info @e ciamsemgma temgpH thikel y al so

virus an | MunQ | cal ent s I e ce |n t he
mul tipli catqﬂéﬁ“\tot?Fc'HTag’E"PP’B[ﬁ”g l‘?srfi"ﬁ?fgm ac?%f %O htu@ﬁrﬁ [‘{?fag'gmgﬁl a, e.g.
St aphyl oc ocgug;arm;ham glug sSuchitreainBhs. wdﬁhabmf&@'meidaﬂmpp-ﬁﬁé bloed incesasrchaer e
likely to ”&h%%q@qu&e%mk%f ahd |Hfa%l%§' b%thlrﬁé\lfv@ék e dxBbt@hieCs were

adm ni stra s urvive for that
| ong. 30Theie|paljldmg dri thelcongiitinns amdn%mow @‘&M@ﬁ’?%ﬁ't‘?‘h "Aﬁgfi%“?rzﬁ’}“a&%’&t%ﬁ"y
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elevation of the ICP to 13 to 30 mm Hg, as assessed wnth an |mplanted mimature
pressure light guided probe (Samba System 3200 & Samba Preclin 420 sensor; Samba
Sensors AB, Gruvgatan 8, SE 42130 V. Frolunda, Sweden). The IGP in normal aduli rats,

75  gither non-treated or having had phosphate buffered saline (PBS) injected instead, was 6
— 9 mm Hg. Treatment with 25 ug AF-16 intranasally twice daily resulted in a reduction of
the elevated ICP, which reproducibly turned to almost normal levelsin 1—2 h. The AF
treated rodents showed neither signs of impaired brain function nor any gross obvious
impairment of behavioural or motor functions, in contrast to those having had blood

30  deposited subarachnoidally and then treated with the vehicle. it is conciuded that
treatment with AF-16 reduced the extent and severity of the brain damage induced 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

35  beneficial effect exerted by AF-18.

Example # 7
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35Adult rats had a CC condition induced and assessed in skeletal mnuscles.

On the hind leg, the large vessels entering the Miscul us extensor digitorum
| ongus (EDL) were occluded for 1 - 3 hours by applying external pressure

| oad (Cf. Jennische & Hansson, WD 2007/126363PCT/ SE2007/000413 1987;

Jenni schewoSk@titddey & Hansson, 1987). Thereafter, thediisEow7bdoas was

all owed to resune, and the nuscle enclosures and the skin incision repaired
and sutured. This treatnent resulted in an ischem c injury causing necrosis
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25  immunological agents. There was, however, no difference in the multiplication or
distribution in the joints of pathogenic bacteria, e.g. Staphylococcus areus (strain LS1).
Therefore, the infected joints were likely to become damaged by the SA infection, as no
antibiotics were administrated. The animals were, however, not allowed to survive for that
long.

30 The major finding was that treatment with AF-16 reproducibly counteracted the
otherwise elevated pressure in the affected joint, which constituted a CC. Thereby, no CS

developed after treatment with AF-16 in infected joints as assessed in the present study.

Example # 8.
35 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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denonstrated to reduce the oedema and swelling of these structures,
"respectively, as conpared to that achieved at vehicle treatnment. Further

t he preval ence of ascites and WO 2007/ 126363PCT/ SE20071000413 rel at ed
types of excessive extracellular fluid at el evated pressure was reduced.
Thus AF- W0 2o@vibeesl the extent and severity of the CROISERWI/EMEdy mat ous
organs and tissues. The CC di saster, severely disturbing heart
functions, was thus |less prone to develop in the AF treated aninals. Thus,
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and t he encl osi ngml&#arrents and aa ent ¢C r&iesgtlv L}f@l ssue. Furt her

effects of FBEMSH T8 fevantedihe %)‘ie Riils ¥ [RPng e tipgle, ' 5
traumais o damege/ardieddr al di scs reveal ed that the 25stiffness of the

i ntervetebral connections and the defornmation i nduced was cl oser to normal
after AF-16 treatnent than recorded after vehicle treatnent. It is thus

di scl osed that the AF conpounds are beneficial in reducing the swelling and

ti ssue danmmage @,gan{m@#ga or deformation and/or excessive |oad on

| ntervertebral A ulltsrgts had3 expenmmalﬁi a && candition induced affecting the pericardium and

20  assessed with regard to effects of treatment with the peptide AF-16. The pericardial cavity
is delimiting the heart, forming a sac filled with a minimal volume of fluid, enabling
accommodation of the sliding movements resuiting from the sudden and forceful
contractions of the heart. Th;a pericardial cavity is towards its periphery enclosed by a
parietal membrane rich in collagen. On anaesthetized rats the pericardium was opened

25 surgically, through a small "window” in the diaphragm and mediastinum. The inside of the
pericardium was traumatized by rubbing it surgically through the incision. These animals
were divided in two groups, one treated with AF-16 while the other had just the vehicle,
PBS. Those, that had been treated with AF-16 for a week, had just minor accumulation of
fluid in their pericardial cavity, at low pressure. In contrast, those animals that after the

30  rubbing had been treated with the vehicle had their pericardium filled with fluid under
pressure, and had further numerous fibrin strands and inflammatory cells. Additionally, the
parietal pericardial enVelop was swollen, inflamed and infiltrated by numerous enlarged, in
parts newly formed blood vessels.

The liver, spleen, kidney and thyroid were similarly mechanically injured by

35  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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Adult rats have had experinentally induced CS devel oped 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
autonom c nerves are all delimted by an 35endoneurium an perineurium and
. out er nost wayre@izésesir i um Ml tiple nerve fascicles forrdISEA@TO®43C . Hansson
et al., 1987). Tendons and sone of the liganents in a body are delimted by
a tender coll agen nenbrane-|ike structure, the synovial sheath. The inner
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whi ch prev%ﬂé\/\élléﬁgl ng and heavy | oad agai nst and between adjacent firm
structures i'ng and oedema dile to excessive |oad and trauma as wel |
as inflammation inpair the structure and function of peripheral nerves,
tendons and bursae. On anaesthetized rats the sciatic nerve was crushed
with the aid of specially 10 designed forceps, as previously described

(Stemme et al . Exa@8#Wansson et al., 1987). Such a procedure resul ted not
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measured in a normal nerve. Light mc¢ thin st sections of
inj ured scirgevertehssl disss. FYRRTy elxﬂ'&’(“eigy E@X P’é‘ﬁ?]s@g@' ?tﬂ 4 %gﬁ%{‘mmt i on and
t he oedgma ppéilred from such discs were demonstrated to have suffered less damage to the

nucleus pulposus in animals treated with AF-16 as well as to have less prominent reactive

alterations, otherwise expected to be recognized in the annulus fibrosus and the enclosing

ligaments and adjacent connective tissue. Further, effects of AF and AF-16 d after

supramaximal loads as well as after a trauma to intervertebral discs revealed that the

25  stiffness of the intervetebral connections and the deformation induced was closer to
normal after AF-16 treatment than recorded after vehicle treatment. It is thus disclosed
that the AF compounds are beneficial in reducing the swelling and tissue damage at

trauma or deformation and/or excessive load on intervertebral discs,

30
Example # 11
Adult rats have had experimentally induced CS developed in defined siructures
enclosed by a tender enclosure, such as a tendon and a nerve, investigated with regard fo
whether AF-16 affect its fate. Peripheral and autonomic nerves are all delimited by an
35  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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the tissue distortion. Simlar results were achi eved when treating
I njured tendons (Hansson H A et al., 251980) with AF-16, as conpared to
that observed after vehicle adnministration. Those having been treated with
the vehicle devel oped signs of CSin contrast to those treated with AF and
AF-16. | twbSoce@nedsuded that AF-16 hanper the devel opREMSEBWI7/@OTS at an
injury to e.g. a nerve, tendon or bursa. 30 Exanple #12 During surgery
and at a trauma arteries nmay be injured, causing the vascular wall to
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rodents. Vi‘’ng di amet eér ran from
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was del i verswdling a5 legal peﬁ@pﬁxnt%ba\mngzgqr\]lgitopgé e8Pl corqi?ar& scinfitheios 1RaREPL 1 de
20  with AF-16 turned out to have an intraneural pressure that mostly was slightly elevated or
close to that measured ina normal nerve. Light microscopy of thin stained sections of

injured sciatic nerves confirmed that AE-16 reduced the inflammation and the oedema and

the tissue distortion.
Similar resuits were achieved when treating injured tendons (Hansson HAetal,

25 1980) with AF-16, as compared to that cbserved after vehicle administration. Those
having been treated with the vehicle developed signs of CS in contrast to those freated
with AF and AF-16.

It is concluded that AF-16 hamper the development of a CS at an injury toe.g.a
nerve, tendon or bursa.

30

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).
35  The rats in one group had a pre-staried Alza osmotic minipump, filled with AF-16,
implanted subcutaneously, and connected to the site of injury with a thin silicone tube,
which enabled delievery of the peptide AF-16 direcily to the traumatized tissue. Additional
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202001 punp directly onto and/or into the tunour with a fine silicone tube.
Additional rats had the AF-protein induced by their feed ort by having AF
in egg yol k. For conparison, an equal nunber of rats received the sane
treatment but with the vehicle. The interstitial fluid pressure (IFP) in

- the tunougoagmessés as at its adjacent regions was dePE€LSEXNEHM4Bh t he aid i
of a Sanba gl ass fibre pressure sensor (dianeter 0.4 mm, wth and w t hout
a 25protecting tubing, as well as with equi pnment enabling determ nation of
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"reduce the ohlﬂ%haalmg,nfwursdhbde%eiabl e i nproved efflcacy of treatnent with
. ;specific drugs. Further, radiation therapy is likely to be nore efficient
as the inproved m crodrcul ation after AF-16 treatnent wll increase the
oxygen | evel s Examme#*dRposed tissue, thereby promoting the formation of
free radicals, T@ﬁodﬁ@ma«n@mf bEn6IEas tentyaaTteava hetrhienpantat subaftartehesly andour |

cyentval |y EoUA0G BN Rl i Sl Mok S aaReehrhect  of
tumours, ament 1 remadli2moywas teated with AF @r%@ﬁrﬁfﬂ% ﬁVﬁfﬁm'aa'W&tP tha 2 npl e
#14 Effectg 9{) tébﬁ% m'p!& Featpuz%%ﬁﬁot!c%nﬁﬁﬁhéé Bylmjelatldifscekametat erimsliies, which
are encl osea ?, rex cel Xya f& % ena ng n% gn%\é%é%pn‘ent of
el evat ed prt@rggqu la aﬂqajgerteépenment the F-16 peptide was dellvers fro an impla I
20 2001 pump directly onto and/or into the tumour with a fine silicone tube. Additional rats
had the AF-protsin induced by their feed ort by having AF in egg yolk. For comparison, an
equal number of rats received the same treatment but with the vehicle. The interstitial
fluid pressure (IFP) in the tumour as well as at its adjacent regions was determined with
the aid of a Samba glass fibre pressure sensor (diameter 0.4 mm), with and without a
25  protecting tubing, as well as with equipment enabling determination of the interstitial fluid
pressure by the “wick” technique. The IFP in the tumours in the vehicle—-treated animals
was significantly elevated, in excess of 12 mm Hg. The IFP in the adjacent conneciive
tissue was ranging from O to 4 mm Hg, but could occasionally be negative. Tumours in the
range of 10-15 mm, and treated with AF-16 as described above, got a reduction of the
30  IFP, which turned reduced to usually 12 mm g or less. Further, AF-18 reduced the
intensity and extent of the inflammatory reaction as assessed by light microscopy of
stained thin sections, preparared from fixed and processed specimens.

In parallel experiments performed on rodents, beneficial effects could be
demonstrated on the growth and spread of implanted tumours treated with egg yolk

35  enriched in AF proteins, as compared to effects of the vehicle.
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hanpered nenbrane functions. That was done in bacteria, which synthesize
and release a wide variety of substances that may cause damage to manmal i an
cells and thus to a body. Exanpl es on such products are pignments, enzynmes
and toxins, which are transferred through the outer bacterial nmenbrane to

- the extragelbeiasssenvi ronnent . 201 nhi bition of such nmErisEam@I@etsi viti es
woul d reduce or even block the transfer and/or rel ease of such pathogenic
substances. In order to investigate if the peptide AF-16 affected the

transfer of bagisejohédiddaniadwering 6TRR IFPSn BMBURES iikelyi to ehdife RfdveEi um to its

environnent, the foll gw ng,  exper.i nent rforned. The, bacterium
St aphy| oco@dergciigHafin, g\ﬁﬁbgﬂ""%'B%g%@ﬁrfge\?@%f/g}ﬁ'%%s%%'ﬁﬂ‘d RELEOHRG t ur ed over
ni ght or, oasesddpehkiratioh of anfi-tdtholarydsygs| whitihwill ps esibbe mor efidistipce of t he

tide AF-16. Aft | i d, d
Phon concertiGy £ Budién ey b 2iB Ao B feRGEe Mo rn WG DTS, 2
St aphy| 6coeoslge imeasdsiisaw o traajnent withaipeeifinedrpgs: rurdis radiatibn thrshnyes ed
bacteria W!nh{b' hanekmaed sk iln#)ﬁl%d ﬁ'llﬂ:'f‘&rirgﬁlbt% MGt A6 Hefimb wpect romet ry.
ep of AF-16 h h

The bacterial” cul tures g;rown In resence | ad nuch nore of the
yel | ow pi ginsraase lgrpxiged 'Beisiotie sxresed desye iberepy Prometingthe reatiogaf Bpe
correct i on rficaid)8f KB RfpbrRAceiA hbBBerr@thd \GHoR@Iof fe tiAerSévetualiteafting@sul t s
unequi vocal | %/ dengﬁgt rM{ ed t hl?t tﬁ?rherg}.r ea%éng_% Wi tgFéF- 16 a-gt)rlgi §k?gd t he
transfer afANgEPGELRo BURRH SBS FUH FeFs A 318 @rpigerediq e

envi r ongenicontdinlté to ismpoeatiradiedion béiumbhe, adds endhilcantrplerf theadidsepinati@s t hat
AF-16 effi ?ri f%tw i nfluences the intracellular mass transport and rel ease

of products Trom’living bacteria. W 2007/126363PCT/ SE2007/ 000413 Sunmary
and concl usi ons Treatment with the peptide AF-16 abolished or at | east

- reduced the degglonewnly of elevated pressures in closed conpartnents. The

" treatnment with_AF further_red_uceg_th adverse cl.inical hLs?i]gns a]t exposure to
excessi ve | oad=faels Ay was SvRgiigated i 't[‘?"é{b%rﬂ'faﬂouﬁlcﬂésw B ARFEP5 M Yect i ons.
I f treatedawbinbleAbellGall, therepy esstilingtherlevdiaseoht oitalgyatetipeesserediuetinot rise to
t he expect LOLWC | . i . i W th
solely t he%\g/?a"ﬁ'%}}!(l?iil(ran.e“ﬁ;}'l{!7 aé‘egaét%{']%‘sbg?aégl\fllg gg%d??%%%%@@%?@&“%éhﬁﬁéég ated to
any abol i shmide vagetyie) pestaaessdhadmeyceHeh darmes ippammalisrrogis apdihpgtoghd
peptides. Fh&. eesnpibdsseh brRelcts bird fidnaideRkyidsahi @xinef wiiéh #rept | des and
protei ns was ‘usual Iely aﬂﬂqar ent \%ﬁthln ag hog};thanq léF ed for several 10
hours. The TPREHEHLRONE R guigHrACHATEL PEPPER° B aeX RS VS SREPERY r educed the
det ri meot alnhtitfoe@f suchfmentbearel setidiesdvquidarsduneer everdiladkdiok tansfeartdent s
consi der abl I ept | ; in/eszi N the
treatnment o eaég%??fég p?‘l{h\%eﬁllééﬁbfg%g%%bﬂ&g g?\og‘h%g?éégge eﬁ%&gﬁA%ﬁ a closed CS,
ot her wi se @B¢atackthe farsiarof bactasial RrpdudisirPnbits $yRthegis fnibe Bacteiugsigdand organ. A
person ski bh@@ninBnit ke fcﬂlb%in?@%érriﬁ{eﬁﬂd& pdiRtmetl. TS BRdtdriuai Staphypkoguessure in a
15 cl osed congart. nt facilitates thg admi E_{gs({rati.oat ofmogshenrI for
" phar maceut PEY -W@E‘S&P@F?%@W"&Wﬁmep wag gitied ver Uil sPasiNaPAPEA pressure
and it 85 codpys, tidhe presencasr atekhceas itk pepiide ARS8 Afighadapodwoweathe to their

target. VWO 2001 LARR3RRES thPtrel QOALRNREES b6 REEARES. The yellow pigment

formed by the Staphylococcus areus was extracted from the permeabifized, pelleted
bacteria with methanol and the light absorption determined by spectrometry. The bacterial

cultures grown in the presence of AF-16 had much more of the yellow pigment than did
30 those exposed just to the vehicle, after correction of the measured values for number of

bacteria. These results unequivocally demonstrated that the treatment with AF-16

abolished the transfer and release of constituents formed in the bacteria to the

environment.

35 It is concluded that the presented experiment proves that AF-16 efficiently influences

the intracellular mass transport and release of praducts from living bacteria.
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X1-V-C X2- X3-K- X4-R- X5 10wherein X1 is |, amno acids 1-35 of SEQ I D NO 6,
or is absent, X2 is FI, Ror K, X3 is Sor L, X4 1sT or A, X5 is amno

aci ds 43-46, 43-51, 43-80 or 43-163 of SEQID NO 6, or is absent. 3. Use
according to claiml1l, wherein said antisecretory protein conprises an an no
aci d sequenEmoagssBown in SEQ ID NO 1. 154. Use accorsimgebmocdies m 1,
wherein said antisecretory protein conprises an am no acid sequence as
shown in SEQ ID NG 2. 5. Use according to claim1, wherein said
antisecretory pﬁ@tqh@cﬁmﬁ92m§es an am no acid sequence as shown in SEQ ID
NC: 3. Use accordlng to claim1, wherein said antisecretory
protein conprlséé aCH¥BY20aci d sequence as -shown in SEQID NGO 4. 7. Use
according to clasmwposmxoegn said antisecretory protein conprises an ani no
aci d sequence aj q%$n‘gg gEQ ID NO'5. 8. Use according to claim1, wherein
said anti secret 7y geli s a protein with an am no acid sequence as
shown in SEQ ID NO 6, or a honol ogue 25and/or fragnent thereof conprising
am no acids 38-42 of SEQ ID NO 6. 9. Use according to claim1l1, wherein said
pharmaceutical conposition conprises two or nore antisecretory proteins
selected fromthe proteins according to any of clains 1-8. 10.
Use according to any of the preceding clains, wherein said antisecretory
protein is 30provided in egg yolk enriched in such antisecretoly protein.

, 11. Use according to any of the preceding clains, wherein said

- pharmaceutical conposition further conprises a pharnmaceutically acceptable
excipient. 12. Use according to any of the preceding clainms, wherein said
pharmaceutical conposition is fornmulated for adm nistration into a body
cavity, intraocularly, 35intranasally, orally, locally, cutaneously,

( subcut aneously, intramuscularly and/or systemically. WO

2007/ 126363PCT/ SE2007/ 000413 13. Use according to any of the preceding

cl ai ms, wherein said pharnaceutical conposition is fornulated for

adm nistration as a spray, aerosol, inhaler or by a nebulizer.
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14. Use according to any of clainms 1-12, wherein the pharmaceuti cal
conposi tion 5and/or nedical food is fornmulated for adm nistration

syst em cal WQ 2045126363 bl ood at a dose of application of FETEPWEIUE gy per
kg body wei ght and day, preferably 1-1000 pg per kg body weight and day
15. Use according to any of the preceding clains, wherein said
admnistration is pé-?f"éﬂsrred either as a single dose or as nultiple daily
applications. 1016. Use accordl ng to any of the preceding clains, wherein
sai d syndrone £ayses abn swel | d/or accumul ation of fluid in

n
celI's, tissues"and 8randh %ﬁ%et"q?mt 8'5‘8?’5%9”1 rdragment el 1- 15,
wherei n sai d synhavingentisearstoryexitidity, zmdruma mamnmzleuﬁoaﬂgdact*mjsalftﬁemdk@rthedl sease

related to a uro t nerve,
bl ood veésel JO?‘%FU%%F 5’? ggk? clzlfé &tlé@%mgé@&%é%ﬁg&ﬁ&’ {05’8 3h%f cl ai s
1-15, wherei n salreptegnidindioe pieyertion sbchrimarimegt eygdeomd. or a t her apeutic or
di agnosti ¢ measupg, o rdldﬁscagg@rmé?a S8 RAlscietdry BtoRdin dorkRys 4! o1 1 sald

syndrone is caused a mcro according to claim 19, wherein
sai d syndrome |ss%’é.'a%‘&?cﬁ?’d@g\?‘?V'&IfO'IOMfQJPmMﬁ 2021. Use according to claim
20, V\,herel n said viral inf ect)uqm.o_xz_ggu(stb;s an RNA virus and/or a DNA

Vi rus. Use ac ordi o cla 9 id.m is a Protista.
23. Use ccor di nf ?FS'”g{lg?fna “W[Béﬁe’?’%g@cgiwég B"SF&%F?%%FB&B% 124, Use
accordi ng to cl aK#isi®or MMHSBTDI’A,BX@]SMQMSI@-@ WBHS ) 4R28(P6r. 43833 ASEQ di ng
to claim19, mhe{[ﬁhassgglgaggeﬁobe Is a fungus. 26. Use according to claim

19, wherein said mcrb I'S a bacterium 27. Use according to claim 26,
wherei n sai d BFactes awniding te claise i atherein said btisposigry potein sormpriges fin amino

Mycobacteri a, Psgé,giggmg%asgﬁgﬁh in SBhawWd: 4, Bruce/la and Listeria.
15 4. Use according to claim 1, wherein said antisecretory protein comprises an amino
acid sequence as shown in SEQ ID NO:2.

5. Use according tb claim 1, wherein said antisecretory protein comprises an amino
acid sequence as shown in SEQ D NO:3.

6. Use according to claim 1, wherein said antisecretory protein comprises an amino

20 acid sequence as shown in SEQ ID NO:4.

7. Use according to claim 1, wherein said antisecretory protein comprises an amino
acid sequence as shown in SEQ ID NO:5. _

8. Use according to claim 1, wherein said antisecretory protein is a protein with an
amino acid sequence as shown in SEQ ID NO 6, or a homologue.

25 and/or fragment thereof comprising amino acids 38-42 of SEQ D NO 6.

9. Use according to claim 1, wherein sald pharmaceutical composition 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

30 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,

35 intranasally, orally, locally, cutaneously, subcutaneously, intramuscularly andfor
systemically.
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3028. Use according to claim19, wherein said m crobe rel eases one or nore
enzynes, toxins and/or pignents and/or induces the formati on and/ or rel ease
of one or WEr280%136%%i ve factors by an adjacent cell, ti¥IEE2WGIUE3 or gan.

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

syndrome is calrsHee B?Fmd"!%tﬁﬁﬂbf" £ p[e(gg@ng FIF‘EWSWBWP'"&HH’/ Rharmaceyiigd at i on of

products in a cebdmpdsities isfotulRegfn administration as a sppdy, abl%@olaiﬁﬁﬁélcljrfbg at 0 any
of clainms 1-15, \é%t%el n said syndrone causes ischem a.

2007/ 126363PCT/ S 4000413 32. Use accor di ng to any of cI aims 1-15,
wherei n sai d sidntiseaeoningste snpof Addime rirEl, wheneitthe phavfatdgicdicampositth spi nal

cord. ~ 533. Use, ﬁ&&%@ddawfoga |s%9¥nlg%te&t??h%m?s?r&€ ns%tgﬁrﬁam ?o%(gﬁisxaggiam s

caused by excessive | oa é ngs 1 n rain, in
the spine, spi naﬂowf@pphfat@moé émg@r@ mgtneok@ bagiweight arxhday, pref@rablyUs e

according to any1,qboglpgl kéb AL §hdas@l d syndrone is caused by a
t anponade of a egan an structure encl osed by a capsule, a fascia

and/ or a membraht a°°°rd'"9 to any of {ig pregeding Hrins: Y"Berﬁﬁfal‘i’fadm"éﬁtfﬁé"”llslS
wherein said synples:fumad 5!t|1éﬁ§§§§ln§bé ddsd Of AaInpld daiffa hﬁm&ﬂ@ n, heart,

i d d

ey, 1925t |y, URL e AN SRS h LR8O e B o RErRSRE 1 (2
organ or struct uanosmalispeling bijandion eccuraildtioh afiuidindely, tissuee abdlamgans

37. Use accor dinged goBnity g%aﬁ B difimd 1373, WHEIRI Sl sgﬁargg.gw%rsmb nfiused by

a 15benign and/or a na presen & Act |ng to
any of clainms 1-n®matlgad, mm@wfﬁ@disme@lataégc@umemfam@t CQW@?Uaﬁyglbpd

| ower i ng t he Intﬁm&lé tbh%'a RS Blb8 vesdl, jdiR@nderRtdhuay to any of claims
1-15, rein %‘yb %"B rone is u an | mrune reaction. 2040. Use

accor d| to a rehinggto g0y of C'@Aﬁéﬂégwg%{ﬂﬂ saidypdpmeiiscausad ByaBiuga t oxi ¢

and/or a therapeutic or diagnostic measure.

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

20. Use according to claim 19, wherein said syndrome is caused by a viral infection.

20 21. Use according to claim 20, wherein said viral infection is caused by an RNA virus
and/or a DNA virus. '

22. Use according to claim 19, wherein said microbe is a Protista.

23. Use according to claim 19, wherein said microbe is a Protozoan.

24. Use according to claim 19, wherein said microbe is a worm.

25 25. Use according to claim 19, wherein said microbe is a fungus.

28, 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 aﬁd
Listeria.

30 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
35 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.
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conpound. 41. Use according to any of clains 1-15, wherein said syndrone
causes damage to one or nore intervertebral discs.

WO 2007/126363 PCT/SE2007/000413

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

33. Use according to 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,

5 from aneurysms, stroke and/or ischemia.

34, 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.

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

10 tamponade of the skin, heart, kidney, testis, ovary, gland andfor lymphoid organ.

36. 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,

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

15 benign and/or a malign tumour present in a body.

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

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

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

41. Use according to any of claims 1-15, wherein said syndrome causes damage to
one or more intervertebral discs.
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