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can be observed in Tablje ',01) he ponolrer pf pdncreati cgrl bonucl ease proved
to bel cytotoxic to 40. df:“rob ast theflve day cultyre eyen at
entratiaons as low as 0 Q1. 'mcﬁ/ , the
cyt ot pXhedests wase perfofmed §x o @ eultire of GMionaer! reenkey kidnay/fibpablastent r at i ons of . 01
-~ ng/ m | ancytadzite =va%s of sufficient strength to elimnate 100% of the
‘cul ti yat eoteeity 3.25%s was sinilar to the case with the |ysozyne diner, the
di mer| s-&adieRciy =amcr eati c ri bonucl ease ‘A showed no cytotoxic effect] on GWK
fi B?ophaa;,ﬁoxgty amgeconcentration used in the test for the duration the
. 45 sepgn, cﬂitl.@ The results thus indicated that the dimer of
. pancr Qflf‘ i nuclkease—AWas abnuff 1 000.-to 1n 000 t..L to GWK
- fibroblasts than the pancreatic ribonucl ease, A nmononer. 50 EP 0 380 484
Blm',l'ABLE 1 Tests for cytotoxicity of NL‘]\IOVER of |ysozyme and DI MER of
. lysozynme 5 Type of PreparatlTJ‘H3 2Conc. ng/m After 24hr After 3
w..days . _After 5 days After 7 days Control
- | Tests for.cytoxicity of pancreatloanbmsleasy WMONTOINIETEER parfdreatic ribonuclease AZJIMER 2
s Gé. | Typ j[ﬁébaratlon 5 C_or{t. mg/mi After724h After 3 days Afterls éay&ﬂﬁfter?d‘ays 3 0 '
QT Gentrel - O _ 0 0. 0001 0 o o0 60 | o 0
0 LysqpyidRatielrsbrivciease A MONOMERLE U1.0 1 2 @ 4 0
0 0.1 0 0 0.1 0o O 1 30 0]01 4 0
0 0 0. 66 o [0 o 30 4 0
- 0 @6°04o1 0 0 0.001 00 0 20 The testsjwere
.. perforjmed 3x on a culture of Gveoap eep nmonkdy kitdney/ fi brobljast 8.
' Pancreatic ribonuclease A DIMER - 1.0 .0 0 0 0
. 0.1 0 0 0 ]
4% 0.01 0 0 0 0
- 0.001 0 0 0 0
The test was performed 3x on a culture of GMK/green monkey kidney/fibroblasts.
"10 - cytotoxicity = 0%
50 1 - cytotoxicity = 25%
2 - cytotoxicity = 50%
3 - cytotoxicity = 75%
_ |4 - cytotoxicity = 100%
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o cyt Ot OXi City = 0%1 - cytotoxicity = 25%2 - cytotoxicity = 50%3 -
. cytotoxicity = 75% 4 - cytotoxicity = 100% 30
« TABLE 2. Tests for cytotoxicity @p ¢gaicdgaass c ri bonucl ease A MONOVER and

. *pancreatic ribonucl ease A DI MER Type of Preparation Conc. ng/m After
'_.24hr After 3 days After 5 days After 7 days 35 Control

-0 - Example 2 0 0 Pancreatic ribonucl ease A MONOVER 1.0

1 2 4 . 40.1 0 . 1 3

"4 0.01 ‘The dim@r of lysozyme Was studied with r@Qjard fo its antiviral 4ff@tsQ D 1the experimen$; lysozyme 0
. dimer wag igiegi@BDinto ten day-qid fertilized hen pggs in concentrafions of 10.0 mg/mi1.Pmaimledit i c

| bo fucng/mk 8:00 mgimiEmd 0.001 mg/my. A Sendai virus giyain (hemagglutigptional titre = 1:128 HA) was added ()
. to each copgentration of thq)dlmer in an amouﬂt -of two hemagglutioatlggjal umts After administration of the

1
01 © lysozyme ﬂmer and the virgs, the eggs were ingubated:for 72 hoyys gt After the mcgpatlon penod
d

2
r
0.
S0 - ‘the amme}rc—laﬂ ?‘19? ths p
K neoy/wer hen rep %glcrerefég |(m$d?§<< ﬂgmg‘ SH?“ ngi“c)aTtbl gxp_en }
o olonig] 4 53 s 73*? LT A e
0 380 een '{ regard to its
antivira n t e exper| rren s ysozyrre d| mer was I nj ected into ten
day- ol d fert|I|zed hen eggs in concepjgiggi ons of 10.0 ng/m, 1.0 ng/m, 0.1
.5 g/ m, 0.01 nmg/mm and 0.001 ng/m . ASendal Vi rus straln
__(-hermgc%_ﬁ'a‘t'*eﬁa'l—'t—ﬁ'f'e_aidl -2 B—-{AF—rera- —-o—each—eoreent+at+oerof
the direr_in an amount 6'?9%"%Wéﬁ?@ﬁﬁﬂ%ﬁ&‘ﬁ?@ﬂ%{lv"‘ﬁm@'% After _
adm ni gt Cadcentratian of tybﬁthewnmmdlm P I HentiagglUtin@tiov inhibBion/ héneaggiginationadston Hea Ubat ed
- for 72]hours at [err] .. After the |ncubatdWodpdlsmombrdutghreTakmmthad and
“aNAm dic |iquids were collected ffor BRIl a
‘hemagglpd-nati-ontest—by neans—of iy he 0 sy
set and hen bl ood c‘@ropuscles The vvere“‘{'fh'é??t'gaéﬁgeat ed The
resul td obtained in'Chese experineftal tritats are preseﬁt*e‘d in Table
. .can be |observed fr0|91 Tabl e 3, the lysozyfe i ner {|nhi bi f’ed*the replicdtion
“of S&hdai virus cul { ted inten day-ol d¥ertili: ed heﬁ' es, even at
caoncentjrations 3 uf as 0. 01 ng/ ’ he 0 oYAYAI: |
DI MER n+ Sencall inNbidons1:286r ai n. Concent rat ion of lysozyne DIMER in ng/ ni}
‘Hermagglju# +naimitedinhitiionbi:d2i on/ henaggl uti nation test on hen red bl ood ce
accopdi mg—to—Takatsy Tettodt—September—1987 Noverter—t987—10-0

o+t + 1. Tests were perforn{gg Bn é&\\égﬁﬁﬁs@sﬁglﬁq’m viral hemagglutination titre was 1:128 HA.
o 2. 10 day-old, fertilized hen eggs served as an expetimental model.
3. An identical quantity of Sendai virus-2 hemagglutinational units-was added to each concentration of
. lysozyme DIMER. At the same time a control test for lysozyme DIMER was initiated in order to find out if
3 it has hemagglutinational properties - the result was negative. Consecutive concentrations of lysozyme
' DIMER plus 22 HA units of the virus were then used to infect intraamniotically 4 hen eggs. The eggs
were incubated for 72 hours at 37°C.
4. Aftor the incubation period, the amniotic and allantoic fluids were collected from the infected eggs. A .
hemagglutinational test was performed (hemagglutinational micromethod) with the use of Takatsy test set
40 and hen red blood cells.

Q. () -

(7))

Example 3

The effects of the dimetic forms of lysozyme and pancreatic ribonuclease A on bacteria were tested on
46 "several pathogenic strains colleécted from cows with mastitis. The effect of different concentrations of
lysozyme dimer on three strains (Streptococcus agalactiae, S. dysgalactiae and S. liberis) are presented in
Table 4. These tost results showed that all three of the Streptococcus strains proved to be sensitive to the
activity of the lysozyme dimer. This was most evident in the case of S.liberis which was affected by the
activity of the dimer at a concentration as low as 1.256 mg/ml. Bacteriostatic effects on the other strains of

80  Streptococcus were observed at concentrations starting at about 10 mg/ml.

‘In Table 5, the effects of pancreatic ribonuclease A dimer and lysozyme dimers on pathogenic bacteria
strains cultivated from human patients is presented. As can "be observed from the table, pancreatic
ribonuclease A dimer was most effective on bacterial strains of Pseudomonas aeruginosa, Escherichia coli
and Proteus vulgarus, particularly at a concentration ranging of from about 5 to 10 mg/mi. Bacterial strains

. .85 of Staphylococcus and Streptococcus were found to be sensitive to the lysozyme dimer, also at concentra-
tions of about 5 to 10 mg/ml. Sensitivity tests were psrformed in accordance with generally accepted
- international principles recommended by the WHO.

-



1.0 + + 4+ . + ++0.1
+ + + + + + 25 0.01
N i + + + 0. ' + +
ho inhibition + + + - full inh?‘gg’t?‘lsgr‘??"i‘256 + + - limted inhibition, 1:32

30 1. Tests were perforned on Sendai virus strain. The viral

. hemag@kampieati on titre was 1:128 HA. 2. 10 day-old, fertilized hen eggs

" "served-as an experinmental nodel. 3. An identical quantity of Sendai virus-2
~ henaggl Uthe eigct ointhé lysozirhe dimasana dibqandreatie Anudkaseck ditneadn theprolfferbtips otzk-662 DI VER.
At t h&rytheolemkémicreelidingsovas detbrriired by f or | ysozynme DI MER was initiated in order

. to ¢ind out if 35 it has hemaggl utinati onal properties - the result was
- negative. Consecutive concentrati ofdBlgf4 | ysozyme DI MER plus 22 HA units of
"the virus were then used to infect intraammiotically 4 hen eggs. The eggs
wer e i|wec D thidtiton) CoRdrikaiondt nsSdyfb DIMER INMgIRI- BhdiGial JHGiHEDRré QUtiva6ed érdd, t he
~ammiotlic and al |l antoi c f|gdngiss suREcBAGIMIcERS ith as@i) t he i nfected eggs.| A

. h gg'uti,n {TormatTtest—was ptTfuul c—iret Fotrret-romat TI;bIUIICt:ILd) V\Ath
" the usga%?"a%'l?gfsy fest set 40 ahoNES OIMERBmeml o) Exanple 3 The

- effectfs-of the dinpriuesferras oﬂ | ysog9me angl pance.@atic|ri bor200l easqd A on

.. bacter JeSTEd pn Seyerar garfogentc strat ns got recred 17qm cows
with n's p‘%&%’é The| effec{ of dilfferent concéntrations of | ysozyme dijmer on
‘three |shédchsud St rpptpcogcus agal actiae, S. jdysgalacti ag and S. libgris)

~are priggRakask in Tpble 4] Thes¢ test result$ showed thatf all three df the

- - Streptigfepisebust raj ns-proved t¢ be sensitive to the actijvity of the

- lysozylmmrigli mer. Th| s was|nost ¢vident in thg case of S. lli beris whicH was

- aM#cted n%yrd]iier%tio}l(”fi)awc.tg of —the—drmer—at—a tomncentratTomras-towas— 4. 25
ng/ ml . Pgﬁ;ﬁﬁ QS% IcC effects on the other strains of 50 Streptocodcus

wer e dbseRRAEran ¢8Rt rati ons starting at about 10 ng/m . In Tabld 5, the

~ effects of -pancreatic ribonucl ease A diner and | ysozyne di ners on

- pat ho§enwsitigityhmsts evereapestomeidnis acedrdanceatithdgdnemelny Besepied: pietmatimelspringples eseant ed. As

carf® benepdeddy $wdVifiQ.om t he tabl e, pancreatic ribonucl ease A di mer was nost

" ‘effective on bacterial strains of Pseudonbnas aerugi nosa, Escherichia coli

" and Proteus vulgarus, particularly at a concentration rangi ng of from about

- 5to 10 ng/m . Bacterial strains 55 of Staphyl ococcus and Streptococcus

. were found to be sensitive to the |ysozyme dinmer, also at concentra- tions

of ‘about 5 to 10 ng/m . Sensitivity tests were perforned in accordance with

' generally accepted international principles reconmended by the WHO. 7 EP

0 380 484 Bl Exanple 4 The effect of the |ysozyne dinmer and the pancreatic

11 bonucl ease A diner on the proliferation of K-562 Erythrol eukem c cell

- 1i.nes was deternined by 5 TABLE 4 MC - Mninmal Inhibitory Concentration of

. lysozynme DIMER IN ng/ml - Bacterial strains were cultivated on sanpl es
. collected fromcows with mastitis Bacterial Strains
’ L%_s/ozyrre DMER in nmg/m 1.25 2.5 5.0 10.0
2070 Streptococcus + + + -
- M - agal actiae :
45
50
65



St r ept ococcus + + : Co+ _ -

- 7- dysgal actiae Streptococcus -

- liberis -gpgugoRis? gl erat i on of bact eria + =
‘proliferation of bacteria Sensitivity tests were perforned in accordance

- -wWith generally accepted international principles recom 25 nmended by the

... WHO. 30 35 40 45 50 66 8 EP O 380A835 Bl TABLE 5 MC - M ni nal

~Inhibitory Concentration of pancreatic ribonuclease A DIMER in ng/m

- Bacteri a'wét Mitiriat Infbitdry Sdticdritrktich Sfbaficteanc: Hibnicleate A bmﬁehﬁfrfm hPBQc&ﬁ%sﬁ%Es
Bacterifl SLrarns —Pancygglchivaieh B Bhifles asectsd from patints, Y502y e D VEK ijn
g/ nP EII\A:I:Lnnmwlw 100
20. 0. 10| Bacterial qﬁgu@ﬁ dDﬁBWﬁ'?at'c nbonuclease A~ , Lysozyme DIMER in mg/ml | H

-+ aerugj nosa Escher} chi aP'M6Rin mg/m! + - -+

R - + grzcst qusovylwar { 00 (25 | 504 - 106 - 200 + | +
R T ot gpI auTr gus e = —F 1#
1'% afld age"d morfaﬁ op/ gSt aph. qureuy/ - | T4 " + T4 7 +

- pat hog rgsgheﬁ i fro;_n gatjents 2} . | St 4ph. qureus, S+, F
+ Proteu§ v skrain np 11704 LSt-apﬁ"--;a QU3 + T L T
+ + I‘ﬁgﬁ\a.grngal n hr.29 4131708 Bt pepf .4pyjogenfes - _+ + .+
+ 45 -l/Standard strain  + pPatjhogeni-c s{rainf frgm pdti ent 30 = no

prolifefaa/i on of bafterijla + F proliferptign off bacteria MRSA - Methidfilin
 Resi st estaphbaaplsy | ocpceuy aur quse Bt wai hs cold gct ed f-rom pati ents.
Sensi t i jpathygehiestan Wer e der f orjmed {n ackordancg with generplly accepted
i nt er najtfiommatientsr i ncy pl e§ recgmmengled by t He
20 | Staph.aureus + + + + + + - -
’ MRSA strain nr
‘111704 :
Staph.aureus o+ + | ¢+ + + + - : -
_| MRSA strain nr
25 | 11708 _ .
| Strept.pyogenes + + + + + - - -
pathogenic strain ’
- | from patient

{- = no proliferation of bacteria
+ = proliferation of bacteria
MRSA - Methicilin Resistent Staphylococcus aureus. Strains collected from patients. Sensitivity tests

| were performed in accordance with generally accepted international principles recommended by the
WHO.

-
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V\HO 35 40 45 50 56 EP 0 380 484 Bl TABLE 6 The effect of | ysozyme .DI MER
: .on:the proliferation of 5 K-562 erythrol eukemc cell lines. Cells of K-562

" line were used at a concentra g¢] mM. The effect was estinated
.after 24 hours of 10 tél:O‘pmmc‘fd%‘ure at [err] and with a 5% [err]

flow. Proliferation of K-562 cells in Concentration 24 hours in
“vitro culture |ysozyme DI MER m&ﬂr of Percentage of in ng/mn
Cells Dead Cells Control. 190, 000 2-3% 1.0

- lysis of 100% cells 0.1 -107, 000 95% 25
. 0.05. The effectg%foq soz e DIMER W%h@%llf%@afﬁéneiaffeﬂ of

parcreatic rlbon cl eas rollfer 0

~ eryt hrol eucentc 288 Frﬁlﬁ’é% "gﬂ' 6‘? Fi’neés\}ef Q%wlg ggga 35

"~ concentration of 1iserivere U$ed et @ctcmsnﬁntmnedfaﬂ 124 hours of
culture at [err] f(d g¢dditavay Eﬁiiﬂxaéé@vﬁff’& G ¢RRA'sA1E0N

Proliferation of K-562 cells in of pan atlc 24 hours in vitro
cuffure ribonucl eaS¥lture at 3NLﬁﬂ‘?é"r% a 5% RpcE1P%ye 45 A D I\/ER
Cells : of Dead Cells Oont r ol ' 207, 000

2-5 1.0 L4650

140, 000 _ 14 0. 05 8. f iteration of K gg? Slls fnl 7

o appl yi ng vé—‘qu’é’t?@té'éﬁé@ﬁt r at i ons2bhaurs dF’nrYF-§rPo°BEtP§ef romthese |ines.
~The resul t 3y@loziyieSOIMERL S ar e MWimbpresdnt edPecdnbhge 6£and 7. In short,

call .conlc.e_nt.rna i of the | ySOZYy g ﬂismar usigg'lgngyffsexper-i ment

N\ . control 190,000 2-3%
- 1.0 : lysis of 100%
, cells '
j% 0.1 107,000 . 95%
R 0.05 _ 98,000 : 99%
TABLE 7
30

The effect of pancreatic ribonuclease A DIMER on
the proliferation of K-562 erythroleucemic cell
lines. Cells of K-562 line were used at a

concentration of 10°ml. The effect was
estimated after 24 hours of culture at
\/ 37°C and with a 5% CO, flow.
0
Concentration Proliferation of K-562 cells in
of pancreatic 24 hours in vitro culture
. ribonuclease Number of Percentage
A_DIMER Cells of Dead Cells
Ccontrol 207,000 2-5
_ 1.0 68,000 74
s 0.1 140,000 14
0.05 150,000 7

applying various concentrations of the dimers to cells from these lines. The results of these tests are

55 presented in Tables 6 and 7. In short, all concentrations of the lysozyme dimer used in the experiment
showed strong cytopathogenic effects on the K-562 cells. Additionally, as can be observed in Table 7, the
pancreatic ribonuclease A dimer also had a similar effect on the Erythroleukemic cell line, but only at
concentrations of 1.0 mg/mi. -
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';.-:Shewed 'strong cyt opat hogeni c effects on the K-562 cells. Additionall y, as

si.can 'be observed in Table 7, the pancreatic ribonucl ease A diner also had a

~simlar effect on the Erythrol eukpGisgo 484 B1! i ne, but only at concentrations
of 1.0 ng/m. 10 EP 0 380 484 Bl Exanple 5 The effect of |ysozynme diner -

. on purulent otitis media in dogs was exani ned. The study was undertaken

- using 1®aies5 of different races with various forns of the disease. The

-di sease was character- 5 ized.by an inflammatory process which on average
1 asted forThairieet o-Ipspzyfes dimepion purulenh etitsawedid is tiegd Wasr exainined. IMhat sagly Wwas
seven: of‘“qeﬁﬂ‘e'i!i B 19 dogs Lﬂ"tﬁ@h facesi with larfoye fofmepehithetriseasef Trmrrisdaseavas whegacter-

 exanihelfeqd B anjg ?"HEWI"Y Pﬁ°€%§? iwhigh gn aygrage dasted ffor gbquh7-hé dayischub inrpnb géiseriasted for

treat maﬁ‘f'e E“‘ﬁ &pveaebiie dpgdie pulent disphgrop dromsthe frdamead ech evay) pxamiined dor gin
St aphl o oria, ?tﬁ@s ®i5heforq trasimepicwas ypdasakes. These yltyiing tests chrwed diea
* speci esP §°°5°38.q° 8&%260""%0%9"@"'%@ aﬂfqm é‘e%@gpwﬁn ¥¥st ed

aCIIS ce

va_) Qy's S'Tﬂ@%fﬂ c,evemous | n ch as., Sham 'fH | r heads and
' try' ng e &gt i %D e dogs gensgél%%g‘d%m airg rq
|Epa|re n@%ﬁ f'ig nglenan rovi ire nt

Lo dogambaaties (2.0 pL8 ‘?ﬁlﬁ’f Pl gt%dﬁ ’é & I gaepny

- phar nac givéndeterdl amtBRILS; bumgseqag not'ern bt atihg! persi S or

ni ne Hont e dbRC CveRERsated iR B cORYRHie ofahd br@ésﬁtlh\ﬁﬁhon Wﬂfoh ﬁl@d péjs ?

ef f ect i mg of ysdzyrB@ timdgarid @ N Bhyisiodgical 44K, The comBEsitdh Uiss- )gpﬁ ih kHaab

- conposi tridotan dfopd Rere Plaedkint theffintot RBr 16Lifivd) RS USL Aflor e MstaY Ui ﬂré&ﬁndﬁ 20 ny

~of | ysomghed ihpravement dhag Bireiatly alfiservétly sénfea@ires roppéd, tthe doge aparsRBSTelt infors ms

~-appl i edfortable; lanst liadrhaettey fappititep SThe @yrabtangsnof hiest inflamematitn aeceded faityhetwaen the filiraned

-'--treat ITE

ear”’ poupndfsidheday iofihe treatrrieny: In b deg whidhchafl beentpratimysiofsater adth atibibtics ansuedekshdlly

i mpr ovelREANe Maathy spesasul tisassion otithe dispase was achisvediafop e diayst hysozjogsdimgrpeasent | y

© fel t noles ewa tobg stieckvedn treation praenbeltie mediajpiegs t es.  The synptons of purul ent

~inflammtiop receded fully between the third 20 and sixth day of the
ﬁ—Eﬁ the dog which had been preV| ously treated with antibiotics

= unsuccessf.r L%ctf gtrl snZ e nt hs ces rece55| on of the di sease was
achi evegly Q‘E y Wec? 'tEf'ﬂef?d{s‘P‘Vé in

RS o ‘%t%“ &aﬁesﬁiwpwg%“% ol e

b ySOZynwerd h&H%ﬁ.sthQd GEMPies'd f ony he cg ures werf%fhsgrﬁe; 2

tis

. '}[Ner eadJSfHalminrimér&ﬁs%dﬂIQ!’sia ﬁi@cga % nt I I'sease o
- tenper at UL pzymeQiiforwas bibenatd Bach Bow H ol ify the | & a B8 e
- Lr.eat memg indegimiorD & gohm &eﬁﬁﬁﬁﬂgﬁc’ﬁyamn%%bc& Qg';g,gl.ﬁ,ﬁé%énd é& a%.fon a@,gqgesﬂ;dy ons

. wer e adwinpérative weslnond apdine Sndthe &ipbtite RKTRA.CMbY thied B&)s 40 ok inkiét rledtent showed

.-exam natd eymptofilseofcthb tdisoesd. Whe @rostinere I wis ChiisOonhp) coififiedi dp B RUOBAS, SieF Whidh
'St ap oweniogisn ah the ShilkeghibwaiotbaiLise paidgenid mittobed J6aME heldte redtMbnt Wad d@appedied. O
. ~each cofyrthéyy nouchbnges wem dauind inj teacilicthat iwould Ingicate b eaticirikat astits. Rinode claagatedf 40
“mg in acowses thera faund &deardasain milk yieldolopwastthe paency oftteditcimpaired.aAfter 24 hous of heund
- thay aflYepymmdiperimaiment 8o biogking subblanceas e fatndrie thacilk wb thewleatedyediws, Trargick he
appet i t GSapPRAAEIAGRYS d'smeefvmmmeeaswy@s full] rpteptionof milidhar capaciin thye iindicatb® theidthe 0
synpf n'1‘§s° 1%’83’&"@8%?5 ﬁ"s °fﬂ?9 pt’?sé'&ﬂ’}’fﬁ'ﬂf’" maxbe ypad suspasgiullydmthe frastment of haying our
~days, af iRl T KR § gf’"m impprtapcss K peening Arestticdnfostionssaeeed c
~ microbeg fidn ‘@ £°0 88\‘E°H§e'?ﬂ°t°ﬁ FrPsHEP TRty cetine ARY indHEeReIrgRYeer e
- found in t%e m that woul d indicate a subclinical mastitis. In none of
the L eBkfple§0Ws Was there found a decrease in nmilk yield, nor was the
pat ency—of—teats inpaired. After 24 hours of the |ysozyne diner treatnent,

- no_bl ocki ogireURsboans Q@pwf@cu&pwadtréa&dtd}eorm daff W'SE ration%i Iyﬁf%sﬁ infef I} mﬂ}
. qui ck  CheSen[tRGEsT AMSRNtThces! biScPRsight, SR three Ant sixJe. rinary lsE¥gbdng fhu
m | Ki ngsympipmCéoimplek ypical liparadvidss infdddon.t AR arfkRals InyH& 4050Endl High tempPsRaes (doons of
t he @r egéncC), frsquenttpanRrysma ot prefuses ehithy,OuMe’d s ridyehbriidriofally’ 16 didba Sboid)ayi ne
mast i t ivell e¥lsyeptomeaf dehytrativn| dnd patiyf. TheabimelslaBb gawORProssions rﬁpﬁ}fténaeﬂﬁﬁfeﬁ@r
pr eventTrepmentibedan e ttierdveregd loatweec shesibic doyl fiflh aphéfrietian SepRNdingShr KM 60 8L US
bact er iagimaks ewehkroughhihe hetde the weterinaryctation. Theeintdeted gogs welleive Jlysadypo @itheat £1 Y
. dose of 1-2 mg per kg of body weight two times a day. To animals which were still able to drink, .the
~ 55 lysozyme dimer was administered in drinking water. Animals unable to drink were given the preparation
through a probe in a solution of physlologlcal salt.
Of the twenty-seven dogs under treatment, ‘twenty-five dogs regained full physical fitness after 3-5 days
of treatment. Typically, even during the first day, there was observed a marked decrease in the number of

mQ%
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'$5.4' billion a year. 45 Exanple 7 Canine 'parvovirus (CPV) infection was
--treated by oral adm nistration of |ysozyme diner. In twenty- seven dogs of
~different races and weight, ages §sgiadsB£e Months to six years, veterinary
Surgeons found a synptom conpl ex typical for parvovirus infection. Al -
animals in the tests had high tenperatures (40- 50 [err]), frequent
" par oxysiepis andl apiac$ als@miting: dnil vy the Maoeity Qi Sheadogls B! SFRbBME Sdcbdedl thidllyfbr o
~ di arr heaxs ofttseiment. ins fowe dbgsatbess\sympptoms disdppebeddyeaiérpdtiontho Gistdosd oftthe/prephisoraNi Mal s
- al so ghia/dds effeete sarnentad with theradeinisiration bff the fysogyméTdimart compdsitione gera obsarvbi B ady er age
- bet weedfimahdhesmiclinicablasls shopttirat the yyseryms dimec cinpositiad optbe tiventoronay tewusessiulian
~ ani rfal s8d AAgP Wit RANgHitus ffestiglet to the veterinary station. The infected dogs
owere gi ve-I%sozyne dimer at a dose of 1-2 ng per kg of body wei ght two
. times éﬁﬂﬁi To animals which were still iable to drink, the 55 |ysozynme
di mer wa.?head%i ioteer din.drinking water. Aninals unable to drink were -
Ghufp ALt 1S e e ol Py s s o il gt o 1
O e sliyiss) ﬁﬁ‘sﬁﬁ‘a\‘igj]r jo glﬁ disgas@sactah'c £ b pﬁV[e' y ;fze’é uc e ép%fff’"r ul |
Physi c@hvehtiohdl freto ‘l’ﬁd’ Wing ggﬁeso er{i‘é I%Eu?ﬂ;is roup: Yy, ; AR M ¢ he
first damor&gﬁsgcmcaqr&sgg%e a narked dect ease Pn the number of 11 - EP 0
. 380 484 2Blcsistaibge 2Nehsit t acks of vomiting, and in the majority of the dogs
- thege swuTRpIES RGBS A1lcadeal |y after two days of treatnent. In a few dogs,
t hese synmehowigals S2REe-r ed even after the first dose of the preparation. No
. si de ef baebmexobtaeed ed Wi th the adm nistration of the |ysozynme di nmer
conposi Bivarcoseuiesr olisesesed i n any animal. These clinical tests show that the
-1 ysqzymeincionre pf the pyieats troro thisogrouphitbe irsatrestt wasprayedisy BeiRGRAIlte Bstsi%ed ON
' -dob@j vinashcases: Btaphipagecup pirest wasroultiteteainfoimeth® cdllecteds nbienidll. SThe fredtient leyisRiy e di ner
“conposHninisigring fourntimesracdayan dinfvent cortainingnt mgrdf Hisoryale rineer.oA particuiatly pdferreti seases
i n hurfmylajgefhe o if@dfoliomsst s were carried out with several dozen human
patients aged from 15 to 35 and suffering fromvarious skin di seases which
had_been previ ouilusdzymemﬂ.successful 'y treated W[th,gqsp/epti onal nethods.

- The®f ol | owi ng di $emenBeuticyadéidl i fied ih this grousiong Fpruncul osis
“‘chroni ca - 2 cas¢<aiifibyiqodins barbae - 1 case 15 1d.0lmgpef i go -.cont agi osa -
© 11 cases 4 Acne YWBpgabd s - 22 cases 5 Resacea - § ca®esy 6| Vari cose ul cer -

.12 cases I'n sone|diweerh® patients fromthis group,| tB®ng eht nent was

- pregeded by bact ¢riresvieed @lvdol cul ture tests. I n nodt 10ases, | St aphi ococcus
Caureus was cul tiydeeringMom the col | ected material]. PReng r pat nent consi st ed

. in_ admnistering|fASeRi"aPres a day an oi ntment cornt adkiémg B ng of |ysozyne

Codimer. A par ti cul itiledpvater Bap agounbie gehieye foil valugst ¢i 2008elt | s as fol | ows:

. Lysozyne di ner - 4.0 ng Acetyl stearoyl oxy

. al cshol . in all patients, the various skin condifond)digagpdariianithin 10112 Galisdah@in some cases clearing

- 10. 0 nwgs Shsanvedsditer 3 days. In patients with chronic Forunculosis, the treatments lasted Gp @ 4/60webK2 g4y 60
8. 0. miory Wiy vadpese glopcgrnerally took from 2-12 weeks to recover depending drDhdV S&erddRPékinna M
N m§onsliesh vasn gnd-how fong the disease had developed before the treatment. The 1@sult§ obstajnddiiss thisl | ed
vat er Sjufly sRoesifohh tysezymadimpendy Regiser sugeessiely fir a vaply. D sir diseases.

Example 9

Various infectious diseases of the genital region were treated'using a lysozyme dimer composition of

the present invention. Nine women, aged from 25-49 were treated in these tests, seven patients having

45 -Colpitis chronica, one patient having Douglas' abscess, and one with Bartholinitis. The patients with Colpitis

chronica were given intra-vaginal suppositories containing 10 mg of lysozyme dimer in 2 ccm of hydrophilic

base. The suppositories were administered two times a day, for a period of 7 days. In all patients, there was

observed a total recession of the inflammation of the genital area. In addition, leucorrhea and other

_ symptoms disappeared as well. The patient with Douglas' abscess was given 20 mg of lysozyme dimer in 5

50 mil of 0.9% NaCl solution two times a day over a span of 4 days. The solution was applied directly into the

Douglas’ cavity. Before each administration of lysozyme dimer, purulent content was aspired from the

Douglas’ cavity. These cultures indicated the presence of Streptococcus haemolyticus and: bacterium coli.

The patient’s abnormally high body temperature was reduced to normal values within 24 hours after the first

: administration of lysozyme dimer. Pain symptoms as well receded during this time. On the fourth day after

55 . the second administration of the lysozyme dimer composition, no pus was found in Douglas' cavity. In this

- case, there was a reoccurrence of the disease after three weeks, but another two doses of lysozyme dimer
administered into the Douglas’ cavity was able to bring the disease process under control.
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-_;_3;;:136 ~lIn all patients, -the various ski-n conditions di sappeared within 10-12
days -and I'n some cases clearing was observed after 3 days. In patients

“L.with chronic Forunculosis, the tgggtﬁs%,gaiasted up to 4-5 weeks, and those
~wWith varicose ul cer generally took fro 2 weeks to recover dependi ng on

- how severe the skin condition was, and how | ong the di sease had devel oped

. before t heThsmetisnteiti Barifivlieitls @ssirdand olth ahe@de on2d Mp 9f [Fédaghye GMEGIGIR It dof Date

- |'ysozymblagli which vay aBminiseed immedaslg finid lthe $uppurated, glaride taftor the adgirBtiofli o pamret 40

Exanpl e contephiramy it Afiemd days,i tijel patieint svesoers! to be tdnepleiahnéurell Duriag i aontesiauliss@ahte d

~using ao%bsp g@%?@%ﬁ Wase N igpqsrrsincesoh thisfdiseése. Thesssainital tests dndicate that Ixéoymerdimean

. .aged $r P ahcheseficiablipranputia pfipd| dnseasasent certaindnigctious gispdses of shehgruitahpgidd in

..Col pi ti ¥oren Additiogallyo iy @ppoatsi thad it withbe mepsible\je v localhabecess by adroinigiering\iysozyme

: Bart hol FHIEf frumedigigly nsuthp S7yities i RyreBt GSMeRts chr oni ca were given intra-vagi nal

supp05| tEorl S contai ning 10 ng of |lysozyrme diner in 2 ccmof hydrophilic:

: aa/e hé%@osﬂorles vvere adm n| stered two tinmes a day, for a perlod of
7. days.

| imoP 8hiSionas . bserved awgota r c 55|on er
i Al 933.” %'% é’s, &;ﬂiﬁeﬁ ” wom ﬁjﬁé ¢

© synpt Orfﬁu SAEOSh §6 dars tior gxtr Ven
. 20 My Ofo BUGEPS Wii¥Base! I ché%s, sUI oﬂq:f the day
- OVer 18 GRRAIN0S mft o6y - NaC ﬁer@%vyrt l‘ogtntlﬁ"\ﬁsa @J}p nl the! bﬁt@@: ¥upb HG! as’

. cavity. 1apabiemy cormpibte 36T was sfiecid kiR 4@hd b MSOFioR. M Itm?aher B&Heh’t \&Q%ﬁ&% was
aspi r.edatfer @Mdayieandcsl Glomhs, réspatiflily. THESE Tebts Gntlidat! thai ysBSmediRsl mayCheisas age Of

. Strept otherapautic ineamaityist deSoffadislin irRGlestmbntidF BRI pobhddeatVeiwdiidsS abnor mal |'y

- high body tenperature was reduced to normal values within 24 hours after
th\e/fzvrgtaﬂm&rﬂﬂnl stration of |ysozyne diner. Pain synptonms as well receded
' durlng this ti time. On the fourth day after 55 the second adm nistration
© of the | y&ivicahabsaivations wey ¢ o1 palonts witpespascgenifatis tredtei! witiDe uigdragvase Avdiney. | n
thi's caS¥nposifig, Theghudly group includad, five patienls whe, werg iwomen aged firom 23136 veass vldefour of hut
- anot her "‘P\M‘aﬁ&%‘@ P?ﬂ*h?ﬁ's??ﬁ Fﬁé“lﬁ it ima il joae af the| wpmervhadiike m\;ﬂ fasthe dhirdi t y
was T(f‘" tpeenty % 'ﬁﬁ'@gs‘”’lﬁ'i‘dﬁ porEgliytRegyeon the third apgbiith dagef thg4 Bl
The pat % " \@vf'e‘f o elm f;ﬁfyt t'"r E'atpé %?Ff’br?%’“ﬂt'ﬂ'é déﬂ'"?z iyin "o'f‘ all
. Iysozy m;{:’ial %)n of 'the skln ;%né re s? BPﬁ attIPt agfxé)q
; .| nto th@mﬁi‘ﬁi@hﬁd@is@ ?j Shtull he as &'i°0 58”‘ U'|n€ pateginte r'ﬂ f¥om
o @Jt The Q@éﬁﬁent Eri)él\%d IicQtB oYVQrﬁoJ] uﬂqzoﬁtgmpf thg%mgr %I; ﬁl&o}‘uc?e%eeﬂf ur ﬁng 4
. m)nt hs ﬁ}ﬁessdmﬁ&mdl%&?s EMASRENGA dré¥3 D miuk e%Fa .18e Bﬁ%gi"ér?éﬁéagﬁﬁt follo

i seaseformdiese clinical tests indi cate t ysozyne

"'-'_Vextrerrel y beneficial therapeutic effect i n cases of certai n infect | ous

. diseases of the g

_ o ppears that it
'-:'_-'vm | | sbe possible t Acet Al |'8 (Xf scess by adm ni ster‘f‘?\ggl sozyne di ner -
~dimediately into th gﬁ“ ﬁ’{ 'l° pur ul ent contenf . 2 fiplle 10 10 Effect . -

-of a'lysozynme di |on on infected wounds wap 49®Ped. In this group,
there were 4 pati nﬁ-,;ee%bh i nfected post-operative V\Dé,ﬁ’lﬂ , |2 wonen after

.| apar ot ony, one NBRpydnb §lycdi 0 anputation due to pu $P5Ls {in the course of
~ di ab& i c angi opat Hyasegfd ne nman after anputation pf gpwer [extrenity due to
" Burger's disease. [l AsegiifaPcases, noist applications| anghdpydti ons with a

sol ution of 20 ny |obistilyes eatyrireanldmotiit tedchibvd 1StalVhiuedt 2806 HEC| were given four
tinmes a day. In the delemb WS uppurat T g wormds—af-ter— 1| apar ot ony,

co te [ n_t ot he
- gt eh e BEREE R e i *"”“W%g”%‘jf:ﬁm ?:‘{;32 g ese
tests inglingat16-26 Medrs. e?a

Phy$i a{i’a?lr shdWed Q
Wt hout tofanyChiflerQthre 84yS of Hoalnitt. inf tA5tHa? PhtieRt pdtlﬂ)foﬁﬁ&l% dﬂig&tw % ll Hﬁlﬁjs
~Exanpl eivd daysl i brfedt s pativs Hig Asw WdieR #R5t thdppfiafioh oMb Bin p&ﬁtamm

- geni s@l paderéatic @bddclstiss R dimdr] THINHBEYeERRIP showd! tER bin@RAT CSritdiniy \dimdrd @ b %Fg\éerﬂr oup

i ncl udeovehtiou eamiaet usedéssa subebsshil treatmei®R Hargehehitsn 23- 36 years ol d. Four of .

.- them had devel oped the disease for the first tine, while one of the wonen
had t heBxgingledZe for the third

85 More than 100 patients of various ages were treated for labial herpes using compositions of the present
invention. In all of these patients, symptoms included swelling of the upper lip region, reddening and
numerous biisters filled with turbid fluid. All patients complained of pain in the skin in areas affected by the
-disease, and in addition there was a sensation of tension in the tissues. Treatment involved application

[
§a
.
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'~ 25 time. Al patients were in the peri.od of blistering, which is normally
- between the third and fifth day of the di sease, and conpl ai ned of very
~strong pain in the perineal % sdPlaig eyl arly during urination. In all
~patients, we found swelling a ection of |abia as well as numerous
‘blisters filled with turbid flui d on nucous | abi al nenbranes and on the
_ ext er nadally; kir fouoh fitdnimesshieigiofan dintvidal cofit@iffh@® Pehcredtid riBdncigtidé AQMeP. t he i ngui nal
o yrrphat i &Il piothie batentswreatedowitheint gecbption Gtapedi ik pain artOiension of idudsl ki RIzbded/ W ol ved
appli clatel regessidn of pain fofieved vithic te evit séveg! Hdas, i wae bbseived in iR arRGidng’gehillr t 0
five thermss WP'P%} examipdtionst showedhthdt thaf swelimgl am blistersoflisappaacadswithinn®6 adags. I he
 oi ntsrrepdividyg) aF‘i,sd it el uplie fireopiaysvir iep Sonditians do cdRirietahucibas asd: fod themantire healing
4.0 ngormg tglgn;, liqwasdier observed that in patients whose treatmpeg. sGrtad) oPthe difst | n
: | i qUI of the dlsease, skin conditions such as swelling, irjtggiops, ,egd Mhs digappeared totally after 24
: bservatton was that persons suffering frequent reoccurrences of this digeaye qnel@ﬂqul ene .
_ gI %/?ool w:no asn :It:eeen ret:c;:;;reercgzs and that the reoccurring, SU"%“sAggﬁﬂ'lﬁ%{ gofh time. In no cases
-0 Asﬁt 8 8195 016rrgD|st|IIed
vvat er é,gmg,g1§1rrount to achieve total val ue of 200.0 m 45 The patients
' |\n-ﬁg—t-he dimer treatnment reported that after several mnutes and at

I east Wi Eithcal RRGardhOWEs BbAsCEn s EpatibritsS Wit MBlpbs %st elgel] W&Q%QLWIR'L in
di mgidy ﬁ&&utﬁh’bﬁtﬁ@ﬂ'ﬁéeﬁﬂ ihéntioRNA! fn% c%éb@ﬂﬁ@&n QIJp ﬁebf indVi§fical MannBe s'li.ﬁg
" hours.ca perdcuraX omphéttibrd 'whidh OV etdﬁafssédnb Idwr'l'h&@tdaﬁ‘é?ﬁsswerp GH QRH ot
Changesintment estithirigiiaddrbatic AbdnBtledsd Aefmeél23ha 1R trdatnRt WE Begurl bh #hb &nird lof Riurth
© pat i erday ofbd digdasey npribatiorsutl ihk obtentiviiremidat4ed dryes@bilyni nated after five days.

I n none bfall chmes eaip a¢dedstt istallyi vikhin ehw fitst 2&-4E hdurse BREEVeN 6186rvéd e dATUpl diterad4 on Of
-t heboi daysrend thesoefteniisi petodbid wamdrcided: toi termiratectha téaeseames. Withlh BeMmext ivedaBane St udy
. shows Skingendiions hagled Sompietelniimneng ofl thewatisntsfdid the pgin pereisttaftbrnvand therirst 2h4be used
as a Juweeand fconditiopsdiel mpthearpear inithrescpatientsiemalning undex absetvation ZorFhore than b e t han
- -100. pé’??’e’ﬁ‘@g" we'\ta?ﬁ"tﬁtlsete(hg]@sev inereevag prpunuans! ¢ligical dewslopitiert of thrediseass. A gyoman
co 'tt‘Pé*eprf%él@ﬁtcaWﬂ'v@m |°%'f therppy, whichyhadispricyaly frepelresthes immupignt ons
| h -*r of ']e F"b fhere wasdfed °a?'i%|'z?ﬂﬂfi§t°@t!i§t'°0 of sters
- f| || th 9 " "“' |d5't o EYMRopitin gf °PFFS?'}té‘V§ttPfh |n
ar eas S mmu"' t at‘ ﬁ@t" % Pid

3uc l res jent er me rg-of
~ tensi %Fb @h a?lﬁ:ulgxseffe v&%i nc!r tft? boﬁ I Ena%f ainst e r?: ée 484
Bl $0G3adoolld m,se our to five | an ? cf’c? M|
" pancreatic ri bonucl ease A di ner. of the pati ent S treat ed vm t hout

- exceptoigmsstated that pain and ten5| on of tissues quickly receded. A total

- recession of pain followed wthin the next several hours, as was observed

©in thel. ctsed a lpsopinw diBergmtiof & tbdhedqass dimBH) Md sattanﬁaeaﬁttca@tab&aﬁbls as diott hat

-t hessswel the manutmtirdbfi ssdray teeatiligodraive Backialwifbdions, prefdrablplaSa cohbnipation BCh,00 ehual

. cases, | 20.Qvokimeris)toer hiiof the gibarsadeatically aeceptablel cdriieens t o conpl etel y cl ear and
for the entire healing process to be acconplished. It was further observed

t hat i%n Beerdceading toiGisine 1 for engymetically dreating wickl orrbactbrial ihfections withyut oftotbticefiditsease,

sk condi ti ons such as swelling, irritations, and papul es di sappeared

t ot4l 1% Userasrording 1A Gisiny T on,9 trpafing yisa oF besteriad skiniseasasa persons suffering

frequeant [eacc rrer&i‘:il his di sease had prol onged periods between

r eoccUr r BRAEL" Prt?eftmrté"(ﬂmd‘fa'ipla"m synptons were nilder each time. In
No CageSyehGocdlfit eto%m‘nfordéafme eaﬁ m%cgelaservded Exanple 13 dinical research

WaS, done on S|xgpat en & pes 7081%€r who were treated with a diner

+ 15 " COMPOR] dobcinglp i W@eﬁ%udg%&%m&mé n five cases, the disease

-devel oped in a typical manner e sl xth case had partlcul ar

| . conpl i7c alideQdSoramy 16 Blaith 6 tor B&atinl fpissed bel ow. These patients were treated
W th an :

50 8. Uss according to Claim 1 or 2 treating ofitis, preferably in the form of drops.

9. Use according to Claim 1 or 2 for treating mastitis, preferably by means of eyringe injection.

. 10. Use according to anyone of the preceeding Claims wherein the pharmaceutically acceptable carrier is a
.55 hydrophilic base and the concentration of the dimer(s) used is preferably 5 mg/ml of hydrophilic base.

' _11. ‘Use according to anyone of Claims 1 to 9 wherein the pharmaceutically acceptable carrier is a
physiologically acceptable salt solution, preferably a 0,5 to 1 5% NaCl solution.
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oi nt ment cont ai ni ng pancreatic ribonucl ease A dimer, and_the treatpment was
begun on the third or fourth day of the disease. Applications of the

oi ntment were nade 4-5 tinmes d I | cases, pain‘r M“ _
within the first 24-48 hours. #P??gr“g“\%gre observed to ﬁMHmlmwm | I20
days, and thus after this period it was decided to term nat e t he

t r eat loeally,Sor fal¥ totfive tirhéscdaitg Xt arf abwmeta yentairiingepasdtéatic aismnabldas@A siinfeeal ed

conpl et Alhpf the patieotsdreetpd witwupercension statdd that pein e tensioe pEiisstesafutckly revedadnd t he
fir st toRlred@siomefpain feliavedcwithini the wenksedérel hows, as wapphsenved in thetvasse inyelving gandtal

r emai FﬁflPﬁgJ Ahisisp! exexinptipas isbewefl othat rihe swellingrandnielistpes adisappeqregnwithina 28edays: s

i ncfi cladiddual BRseR it topleyroto,five days fonthe anditions 1ei eompletpln cleap anek for thefentingchedlingease.

A wonBIRCess, ibey sccomplishade | wes éﬁf’%’(ﬂ’bf%"ltﬂﬁﬁ Ea&ﬂ?f%f”h‘?fglh' %‘"\S@fb%ﬁ“?d £h éhefs zﬁﬁ whi ch
had s%arylcg '%el'%sq Slin candiiens pyehyan "2 freit F

synpt &1 °‘twé PR ritin i g Fpayh ﬁg Fq hadee pSeLPRason o
bl i st gyg ol é“ﬁgéfwg)j?o‘\? ° PRI TY R YR 8IP9r FERL B 8o fpFe
compos resent invention was totally successful In this

|mTun a| red patient, and the woman showed conpl ete recession of the
bl i E;%pl ition after a few days. The successful results in this patient

and | N ichifedd trbBbrehTRIED Cdcke @h 4k PafbhRUMS HWSs bdiRr Ridb t il | idhte@TWiRiCA idiRIESS Of
pang I esipositioni ob 6 pres&id ienfiort] I vE cak@s)itisdisehR! deGsiops® MtaatypiCaRMam@r, 36U thé Yixth
Var i Cédsé dad ipbriQuUBss .cofaplizitiths WhickJs@l 8 discus368 BBIWE ThosE Patichdwers tdatbd itnwal ease
di mer gintmiadt cantpihiag parceeatid ribahlclsasCh @jied Hne thealrdatment wasOiegibon the tilildicor fourth
manuf daytofithe dizbase. Applicgtioans ofcthbe cigtment wate made B&atmesidaily. | nf ect i ons, preferably in
a“ Gonc el allzdapesnpairt reCeded totally witil) Be fitpt e4-4Achofies) Bljsters welre cﬂsenvmtormamnrrm'ae&m cally
ace®peayp|and tws eftesrthis periodidiewag doeidadl tadermipate]tg Mazmem;r Wathin yheenekicdiew Idgys; theat i ng
vi r'al K8y copgitiang heaiad goppletely; inreng\ot the petiepty disk thy pain perpisiafter arapd e firgi4-48
accorEﬂ"f? a‘t"o""@?"&‘?"ﬁ]df pat remppegy in theeg najiggts,spmalning, pndey, plsapvation fg‘k’F‘?fed'i'@é’&ges 4,

aB?vezth?rB P/vaf ?ré%ﬂ.x?uﬁ llﬂl % lop ent e

CI al rﬁgf ?tgitﬂﬁg %F%ﬁ zos !:'e w% cs'ég: rBou 'eejsl
or 252 Elg{erstap%é; Qrgbo Elllhg eatJn %g_%g}rﬁs% onucle %?ﬁn éfl Ve ton
h G ﬁ; th B ds

trea t ls i un
loht%ank G %er o %

pr ef eﬁl r&{onhﬂort ftfe%éces ﬁ‘s iﬁ%?

treat i sHows thTelpSmcM%frfé‘Jt@éa 86 &?)SariE?éé{b%Ha ucﬁa‘é&el R @l Bfafist ﬁé?&bs z&Q delided
acedr sy vigicda viaidypyne of the preceeding O ains wherein the phar maceut ical | y

acceptable carrier is a 55 hydrophi lic base and the concentration of
the dcrmig s) used is preferably 5 ng/m of hydrophilic base. 11. Use
according to anyone of Clains 1 to 9 wherein the pharnmaceutically
accept.allise ot ayspaymeidimes apdigrsa dooyrieasd dimera e plpharedinblty avcdptablecyarrier, for :
pr &f er altheymapulactBretaf a Hrugotsehlinglviral of bactedal infections, prpferallly 360 cahgentriion|ob@.801tp, f or
four to ZPP\F@Q qdimer(s} petam! [of the pffarpasouiically eegeptable ardgrni ng pancreati c ri bonucl ease

A di ner. of the patients treated wi'thout exception stated that pain and
t ensi &n '*BP a?ﬁ%%é%c'q'm tier ?"ZY’E%S@%!'&H“"AQ t"@l 2 bagteriabigiectiops U'Fh"b‘aﬁﬂ‘?mf"s effesie d
W t hi our served in the cases involving

geft tgl tt&% ?E"giﬁ"leé'g'f"ch?r ef%'atfﬁawgt"lrﬂﬁébagﬁﬂﬂéﬂ" fIR%P%St he swel ling and blisters
di sap eqjsgg c\g@dgnﬁég?glm% Sjrazyfgmeagﬁg%?grpdl vi dual cases, it took up to five

days € Cco ons to co y clear and for the entire healing

procegs Jsga&%rd%g@gglm 135}@‘0, t}etat, odiddollfds. Observed that in patients whose

trgatnment startéd on the first day of the disease, skin conditions such as
swel | 6.nQse aédoidindlid OBty 1 2ol tRRINgREgictl HRRRAAr €d totally after 24 hours.

Anot her observation was that persons suffering frequent reoccurrences of
thi s vi IRasccoking toCRISQEELapRY dopllis. bet ween reoccurrences and that the
.reoccurring synptons were mlder each tinme. In no cases 10 were any-side
ef ec8.s Ushseoxding.to Baismpbre? tb3tinGlotits, pralerable $ethe torm wixBopdone on si x patients

W|th herpes zoster who were treated with a diner
Use according to Claim 1 or 2 for treatmg mastitis, preferably by means of syringe injection.

10. Use according to anyone of the preceeding Claims wherein the pharmaceutically acceptable carrier is a
55 hydrophilic base and the concentration of the dimer(s) used is preferably 5§ mg/mi of hydrophilic base.

11. Use according to anyone of Claims 1 to 9 wherein the pharmaceutically acceptable carrier is a
physiologically acceptable salt solution, preferably a 0,5 to 1,5% NaCl solution.

14



15 : corrbosition of the present inventi.on. 'In five cases, the disease

f._’_:deve:-.oped I n av\;]ypihcal I Imagne(rj, and the sixth Cﬁse had pairtl' ml " #Il”“"l :
.conplications ich wi e di scgs . These patie‘ntm mg "M :
W th an oi ntment contai ning panc?ggﬁégqrs{’g\évnucl ease A di mers, andc s & .
- treatment was begun on the third or fourth day of the disease. Applications-
~of the denUseeattordiey ® Craiciel14whbrolni tha Sondéitrbtion of the alither@PS0S is Bt MY GRE AW of
~totally wi ¢dnition.t he first 24-48 hours. Blisters were observed to dry up
- after 3-4 20 days, and thus after this period it was decided to term nate
.. the t r edBn¥setascordiig thiapyopdref Glaims 1 focBwhibesjrsthe phaemeshutivally acvelptablocetrioh Bata®eand
conpl &t el ythe concentyption of the Himexis) usedrig mreferiakly 0.62mgp/al of water.si st after around the

~ first 24-48 hours, and conditions did not reappear in three patients

- preferably in the formo rops.

~-adm ni stered orally.

remai ni 1§ Yitatcording & earore At Plimsnb i tiharmin dhee Phasagceutically cagespishle| carier, isgan-
 i'ndi cat ed 4B PrepieRhELRIRgCoRprisaH of ater. Parelip andgrorylenagivsglrent of the di sease.
- Awpnman ,aged 42 ha en freated for |lung cancer using cobalt therapy which
e oBy RO pfrte R 14 R cpertetor yaRire b B 00 meam ot o

: t e .. f d .zed di I nati. f
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~immungty-inpaired patient, and the wonman sho conpl ete recessi ofi of the
bl i st er 18.00diabéoRiingad bifionePof ICRIMIPY 3.whdrB tidlnigas BiteladmhifiSidlel 3s b Suppblitsry.pat i ent
.and in the other nmenbers of the group shows the particular effectiveness of
pancr eaPeentangminchel ease A di ner agai nst herpes zoster caused 30 by
Varicella viruses. Cainms 1. Use of a |ysozynme dinmer and/or a ribonucl ease
~ di Yer20 . dncVeswepbhengreiree bysosa-Dimemomaiodenivings Biho Inildaase-Dimers Ad eines pHammazeutisch

- manuf act urzutréglichen Jrégers fir liet Harsdpliwigreiries ¥irushadsr balderiblioi Inféktiarion beimndepwiet Amzaebl v i n
-~ a concent raiipiy yorgigseeign singr Kupzeptratign winrfQ0( bis 30@rmarPimef pro Ind dpshphermegeutisdhc al | y
accept abl eubdglighep Trégers. Use according to Claim 1 for ‘enzymatically treating
. viral or bacterial infections wthout cytotoxic.effects. 40 3. Use

" accori fg 36“’961"%'9[??%‘ sprychy rum przxmptisensy) iBehandel vop Miruss opgy| balgprefiondpfeidigaess . 4.
. Use accor dMAyHEErmg WI"e8P- 2 for treating herpes. 5. Use according to

- Claima1,or, L. i,nf.ect ed unds. 6. e .accordi g Caim1l
or 2 for t\fegvéeﬁ'?%a%\glcg'g’\ltnkrf{a}%hﬂn %rc%zlug ngséga"r;g" y%"i‘ﬁfg%gg#}eﬁg'e % tg'%?hli"%tef"or

L1 €Al NG OBk nachhiyon 186 6 Heffhidlin Lh kb 1 oF 2 treating otitis,

e according to Caim1l or 2 for

. treating, NFsfkenbing nadh AREREcRR | oder D/ uRERRSOh infdidriol WindeRll €CtT ON. 10. Use

- according to anyone of the preceeding Cainms wherein the pharmaceutically
* “accept abl -evepmdiiing nadhAnsprich 1 oder 2EBBRNAbIA GonDAGRaliAeiokdde Concentration of -
ot he @émer(s) used is preferably 5 ng/m of hydrophilic base. 11. Use
<accordi g eoveadung nach@¥nspBlichiéreem Behandén vdnawipitist t he phar maceutical ly
..acceptable carrier is a physiologically acceptable salt solution,

prefer aBl YWegvendupg nech Angiiyachid @deroAunst Bebandelr don Otitigz MorQugS\@ise4i8HoniB orl Propfbis e
according to Claim11l wherein the concentration of the diner(s) used is 0,8
to 4 *gdpefeenduge nach AneRrrish 1 ofer 2 ygeBeliandelp apmastitis. waizpgseise Mmitislsdmieitionssprib 9
wher ei n t & pharnmaceutical |y acceptable carrier is water and 5 t he

Use. acclf Qoffinfino 1eF et %ﬁvgﬂnﬁgdaeinf %%ﬁ%v%@ifqe%v%;p%z ’-{aeé%pw“c’?%%%g “'
Use accordj . on Al TRger
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Use according to anyone of Claims L to 13 wherein

- the @ utR. ivervodudg nachTRSpRLIE M€ 0wbbal Hid INRMFdidn dddbzw. der verwendeten Dimers bzw.
o Dimere 0,8 bis 4 mg pro ml LEsung betrégt.

13. Verwendung nach einem der Anspriiche 1 bis 9, wobei der pharmazeutisch zutréigliche Tréiger Wasser
ist, und die Konzentration des bzw. der verwendeten Dimers bzw. Dimere vorzugsweise 0,02 mg/ml
56 Wasser betrigt. : '

14, Verwendung nach einem der Anspriiche 1 bis 9, wobei der pharmazeutisch zutrégliche Tréiger eine
Salbe ist, die vorzugsweise Wasser, Paraffin und Propylenglykol enthit.
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. 18. Use according to anyone of Cains 1 to 9 whereinthe drug is to be
c.adm'nistered as a suppository. PatentansprUche 20 1. "

: Lysozym Dimers und/ oder eines Fggh®aghdaq@se- Di mers ur‘ld gl“ﬂg!lﬂllnmﬂgml sch
~'Zutraglichen Tragers flr die Herstellung eines Vi ru31 0 rrelle

I nfekti onen behandel nden Arznei- mttels, vorzugswei se in einer

- Konz ent& ¥eiwendung nach ABpiuch it 4 wdbsi Gie mgndBiKafeénmardn 0702 neAfl denSulbemérsgk.i Sch
:_',zutragl ichen Tragers. 25 2. Verwendung nach Anspruch 1 zum enzynmati schen

- Behandtf- iYexyngnrdung pagh sinerd der Ansiicliabe il bis|18.rbel def ddst Arpwisitttebdral @eratysictbandsts c he

- Wrkungen. 3. Verwendung nach Anspruch 1 oder 2 zum Behandeln von Virus-

- oder® b¥ki/eperdune pachiginer ferfioprifiche f bis3®, beitder JasrAreneiehiftetintraverids teraipeichblr it oder 2
..zum Be&?ndel n.von Herg 5. Verwendung nach Anspruch 1 oder 2 zum

" Behand ¥ YoMgpduog aach sinemgrfiospriche 1\bis 9, kel denlgs Asngimitie] als Syenesitorivsp warabpsichy m

' Behandel ReV8n Vagi nal i nfektionen. 35 7. Verwendung nach Anspruch 6 zum
deﬁ%vgn&igﬂhﬁgl pitis. 8. Verwendung nach Anspruch 1 oder 2 zum Behandel n
-von Ot VOrzugswei se in Form von Tropfen 40 9. Vervvendung nach

| Anspr ug h Uirlls%ﬁ rcl'ua Iﬁ%b@@ﬂo@ Mr?eq'lbm L Idﬁ'ﬁére { cﬁj SWec:;lrtS ar ement
- I'nj ekt i oRgIphbIS, "pobia ati ”.a o
~Anspr Cc h%réfé%‘%i hpu lEonQ&?'ﬂfE:lEﬁ%@ létobeQ IQO 6 't“gréfﬁ irh&rd\ % fhg gqj%%% ? e Bas €

. 1stys und mdhteackcpraBeNt rati on des der verwen eten
. vorzugsweise 5 ng/m der hydroph| I en Base betragt. 11 Verwendung nach

el nem e wtiRatiop rskloh 2 rdvehdicatiéh, 1 PEUD R trafiétfienP By mAIGRUE InR &I vilalod 0 bacRenhbger
~ eine physansletigys eedtoxiguést agl i che Sal zi 6sung, vorzugswei se eine 0,5- bis

1,5% ge NaCl -L6sung, ist. 50 12. Verwendung nach Anspruch 11, wobei die
Me ¥ r Yilisgtion delen Ipyravendicationscir avclvebet tedior Ciosnmaladidszntandss Misles o bittdabidest My pro
m Losung betr~gt. 13. Ver wendung nach einem der Ansprlche 1 bis 9, wobei
- der phhr HiliEation selerres myandigatipnsHicou ReyreiraiterdBereds. | st, und di e Konzentration des
" bzw. dser \(ervvenqeten Di ners bzw. Dinmere vorzugswei se 0,02 ng/nml 55

" Wasser bgf"P%Pseres%“mwﬂga"ﬁd%?wt@tﬂéﬁﬁp&@'"mmwhe 1 bis 9, wobei der

i_-"pha? e utra W Trager elne Sal be ist, die vorzugswei se Wasser,
-~ Par a??ﬁ% nH{('J'ﬁa BPe W?e ‘éﬂ"@?@gf’"s ‘g'??f‘i%" "af%'i’s infections veginalgs-380 484 B1

I IIII7 ullisétlollEelélnllg'ﬂe%eng*jat’okf#?ur X?er vndung naCh Anspruch’ 14, wobel die

Di mer - Konzentrati on arpe betr~gt 16. Verwendung nach ei nem

-der AN PUtic&isn deidh 16s r&%ndv&%bnsdietfu 2%§r éLgrrb%' EEeé tdggrégt % P%MGE A@E‘r@r . I st

17. Verwendung nach ei nem der Anspr~ er das zZnei m tteI
nt r awenugisition sdnabLeRRbicdtists 1 i poVﬁﬁéﬂﬁﬂSlh\\Qﬁten@é%}éf@ﬂe%%% GMH&&QQ‘? 1 bi s

-9, bei dp4rsetmgueAr znei mittel als Suppositorium verabreich- bar ist.
+ Revendlcatlons 1. Utilisation d un |lysozyme dinbre etlou d une ri bonucl ase.

L di ndsr. 0. Blisafion selenUppaqusicoiyas descawshdiqtics prétédames; fins gelle RQppoktphirabdeucat i on

E d' un nedfiqement acceptable asttunb desei hytieptile eha condeatraion diLioasst dinérenaisss edede

" revendi c

" pr ef er eneréféeencards Songiokdethess iydropille- 0, 001 A 20,0 ng de di nbr e(s) par m du
sypport phar macout ique- 75 ment acceptable. 2. Uilisation salon |a
~ revenditcdilisdian selendivpe pueloopqyp dasrevandiestionarhi 9gdans iauallé iscruprernpharmecautiwieo U
- bacPdri eggrg&?a'ﬂ ° gftuat PIigR HiRRRIYiRiagiquement acceptatu (4P P§genemdeshigGhi 0/5cs
_ ‘ons 1 ou 2 pour traitor des numl adies cutandes virales ou
: Ib aﬁt er. heﬂtﬂlga?lbn éélonqg Irelvlensdaca{lo%nﬁsgang ?aque%s ar c%\r{gerr}tgaltlgna EII.II 8&‘ gesldlrgg'es uﬂD gélérestt éeal tor
€rPeSog a4 mg/ml de solution.
%5
13. Utilisation selon I'une quelconque des revendications 1 4 9, dans laquelle le support pharmaceutiquie-

ment acceptable est I'eau ot la concentratlon du ou des diméres utilisés est de préférence de 0,02
mg/ml d'eau.

s0 14. Utilisation selon I'une quelconqus des revendications 1 2 9, dans laquelle le support pharmacsutique-
ment acceptable est une pommade, de préférence constituée d'eau, de paraffine et de propylénsglycol.

15.. Utilisation selon la revendication 14, dans laquelle la concentration du ou des diméres utilisés est de
0,02 mg/mi de la pommade.
85 _ . .
~ 16. Utilisation selon I'une queiconque des revendications 1 & 13, dans laquelle le médicament doit &tre
administré par voie orale.
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5 Ut| I i sation sol on | es revend| cations 1:au 2 pour‘ trait
_~,; infectees. :25 6. Utilisation solon |es revendicati od m@m*m(“ ‘“‘“gl ter:
-les infections vaginales. 7. UikppaghapsBslon la re s pour
~traiter la vaginite. 930, 8. Uilisation salon |les revendl cati ons ou 2
pour traiter les otites, de preference sous forne de gouttes. 9.
- Uti Li sati.obtilisatibro seldneiaing emdqwactes oavendicatins 2 épm.lldartsrlaqublmrlelnﬁdmm delt éide
pr4f ~I enc eadminisy$ pesrvoid'inkaveinajisect i on par seringue; 35 10. Utilisation selon
l'une quel conque des revendi cations pr6cedentes, dans |aquelle |e support
phar mac d&- Utlisayor felen; 'uae Gupleoanecdes yevepdieationg sied 19y dang asiulle le métigarenh deindtreat i on
du ou® des ¥AMiRi§UE sousiiormp gasupgesitige pr df drence de 5 ng/nl de base hydrophil e.
.. 11. Wilisatlon selon |'une quel conque des revendications 1 a 9, dans
~laquell e I e support pharnaceutique- 40 * nent acceptabl.e est une solution
- sal'i ne physi ol ogi quenent acceptable, de pr6ference de NaCl a 0,5 A 1,5% -
12 YWisation solon Ia revendication 11, dans laquelle la concentration
. du ou des dinmeres utilis~s est de 0,8 a 4 ng/mM de solution. 45 13.
Uil sation solon I'une guel conque des revendications | A 9, dans | aquel le
| e support pharnmaceuti que- nment acceptable est |'eau et |a concentration du
ou des dinbres utilises est de preference de 0,02 ng/m d'eau. 50 14.
Utilisation solon I une quel conque des revendications 1 a 9, dans |laquelle
| e support pharnmacouti que- nent acceptabl e est une ponmade, de pr~f6rence
constitute d' eau, de paraffine et de propyl bneglycol. 15. Utilisation solon
Jla revendlcatlon 14, dans laquolle |a concentration du ou des dinbres
|| ses est de 0,02 ng/m de |a pormade. 55 16. Utilisation solon |'une _
Ny qu\e‘I/@@nque des revendications 1 a 13, dans |laquelle | e n6dicament doit Ore-
~adm ni-stre par voie orale. 17. Uilisation selon rune quel conque des
revendi cations 1 A 13, dans laquelle | e nddicanent dolt OQire adm nistr6 par
vol'e intravei neuse. 18. Utillsation selon Pune quel conque des
- revendi cations 1 9, dans laquelle |le nbdicanent dolt etre adm nistrd
sous forne de suppositoires. 10 15 20 25:30 35 40 45 50 55 17
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