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vesti bul e-notor (nystagnus and reactions of deviation), vestibular-sensory
(except vertigo it can be nystagmus (or reaction of postrotation),
protective novenents) and vegetative (nausea, vomting, 30hyperhidrosis,
tachycardla feellng of heat V|brat|on of pulse and blood pressure). Known

2 OARA R AN 1 1 AN A A NSNS 7~ AN A VYT

- o, S o,



S5protein S-100 (RU 2156621 C, A61K39/395, 27.09.2000). There is a
continuing need for new drug products with desired therapeutic efficacy for
t r eat nentwof2o12arnbvd7go of vari ous genesi s, kinetosis and vegaBzatiinv@swascul ar
dystonia. The therapeutic effect of an extrenely diluted form (or ultra-Iow
form of 10 anti bodies potentized by honeopathic technol ogy (activated
potentiated form has been di scovered by the inventor of the present patent
application, Dr. Oeg |. Epshtein. U S Patent No. 7,582,294 discloses a
medi canent for treati ng Benign Prostatic Hyper pI asi a or prostatitis by
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To Lungs, Is There A Link? Pak J Physiol 2007; 3(1). 25Nitric oxide is

synt hesi zed by the endotheliumfrom L,arginine by nitric oxide synthase (NO
synt hase). NO synthase occurs in different isoforns, including a
constitutive form (cNOS) and an inducible form (i NOS). The constitutive
formis present in normal endothelial cells, neurons and sone ot her

ti ssues. 30SUMVARY In one aspect, the present invention provides a
conbi nati on pharnmaceutical conposition conprising activated-potentiated
formof an antibody to brain-specific protein S-100 and
activated-potentiated formof an antibody to endothelial NO synthase. In
one vari ant the pr esent |nvent| on provides a conbl nat| on phar ITB.CEUtI cal 5
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In one variant, the conbination pharmaceutical conposition of this aspect
of the invention includes activated-potentiated formof an antibody to
protein Sv0oQ01whoeh is in the formof a mxture of (Cl2pCcC38201ane23®50) or
(C12, C30 and C200) homeopathic dilutions 15 inpregnated onto a solid
carrier. The activated-potentiated formof an antibody to NO synthase is in
the formof mxture of (Cl2, C30, and C50) or (Cl2, C30 and C200)

honeopat hi ¢ dilutions nay be subsequently inpregnated onto the solid
carrier. In one variant, the conbination pharmaceutical conposition
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def i nedPReR Plofk B8 c EORYLIQMRT Qfp&MNPctgr| aeRaitizaliph nine g clefres§al wady ai s,
t he3gl opRayadoh dHiodHtinh &R, 0¥0BES94de37abewaibniA8f T AL t 0B, Chapter 8. The
term "antibody" as used herein shall nean an i mmunogl obulin that

30speci ﬁpﬁ%ﬂq"iﬁ 19i $rd 90 peeteqrn anyiefrderBSSiR FiSAciera d PReFmertaeaf\cligiceh, a
particul ar spatial and pol ar organi zati on of another nolecul e. Antibodies
as recited in the clainms may includesa conplete inmmunoglobulin or fragnent
thereof, may be natural, polyclonal or nonoclonal, and may i ncl ude vari ous
cl asses and isotypes, such as IgA, 1gD, IgE I19gGl, Ig&a, |g&b and |gG3,
IgM etc. Fragnments thereof may include Fab, Fv and F(abl)2, Fab', and the
| i ke. The singular "antibody" includes plural "antibodies".



5The term "activated-potentiated fornf or "potentiated fornf respectively,
wWth respect to antibodies recited herein is used to denote a product of
honeopat wo 2p¥mmd7iszat i on of any initial solution of antChaB2e$002378
"Honeopat hi ¢ potentization” denotes the use of nethods of honeopathy to

i npart honeopat hic potency to an initial solution of relevant substance.
Al t hough not so limted, 'honeopathic potentization" may 10 involve, for
exanpl e, repeated consecutive dilutions conbined with external treatnent,
particularly verti cal (nechanical) shaking. In other words, an initial
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"Honeopat hi ¢ _nedi ci nes’ 67, U.S. Patents Nos. 7,229,648 and
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desi red honeopat hic potency is obtained. For the individual antibody, the
requi red honmeopat hi ¢ potency can be determ ned by subjecting the
integnediate dilutions to biological gygmidArd@ i n the desired pharmacol ogi ca
nodel . Al though not so 20 |limted, 'honeopathic potentization" my

i nvol ve, for exanple, repeated consecutive dilutions conbined with external
treatment, particularly (mechanical) shaking. In other words, an initial
solution of antibody is subjected to gonsecutive repeated dilution and

mul tiple vertical shaking of each obtained solution in accordance with
honeopat hi ¢ technol ogy. The preferred concentration of the initial solution
of antibody in the solvent, 25 preferably, water or a water-ethyl alcohol
m xture, ranges fromabout 0.5 to about 5.0 ng/m . The preferred procedure
for preparing each conponent, i.e. antibody solution, is the use of the

m xture of three aqueous or aqueous-al cohol dilutions of the primary matrix
solution (nmother tincture) of antibodies diluted 10012, 1003 and 100200
times, respectively, mhlch i's eqU|vaIent to cente5|nal honeopathlc
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by any specific theory, the biological activity of the
"activated-potentiated" formof the antibodies of the present invention is
not attriwotatdmod7e the initial nolecular formof the arcrhBzyi/oRses erred
is the "activated-potentiated" formof antibody in liquid or solid formin
whi ch the concentration of the initial nolecular formof the antibody is
belowthe limt 5 of detection of the accepted analytical techniques, such
as capillary el ectrophoresis and H gh Performance Liquid Chromatography.
Particularly preferred is the "activat ed-potentiated” formof antibody in
liquid or SOJId form.in whi he concentration o ni tial nolecylar
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the anti bo y In t he

bel owth t hr esho form f
gi ven b| '&ﬂ gla"htlﬁ?éfl's t%&%?“Uﬁé’Bor{qH%ﬁio?f BﬁrePEatl on are descri bed
bel ow. (1) Teiat omé t\}mnamnttheumsmummémronvgroefdbec@ wmmﬁaehepﬁémﬁaéutwl

Coriolis refers to .a t t hat detect the stabi|it
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degnee pfotsirSs100 shd act%te’ﬁ mbnméd tdamrmtah@htusb@wwﬁotr{dwarh@r%fhaeb al .

Vesti bul ar se ect on n had of. continuous cunul ative effect of

accel er gg?@ﬂ‘st Bfnhﬁﬂqyé%/ fodr eﬁﬁ“l"? ynhase os fragmgals thireofio6. No. 9. Pages

59-62; Voyeninzstat varldas apé @bnib!&fah@:d@h@@r\a%@utﬁd&l N&d 6s’:idnon“6dthﬁ taéthafct tbflﬁéECtltOg
ject is site

1972) . 25The ar erfor nce is as

5 Bal S ondickides Reuvase-oBEniAE IR 6 en AorRRcH BRPEIn o OO WVES Bda 8 on

such t hfgrmtdie: miture of (C 12, @I0pand @&Lahmtmesb@w CM%oﬂfe@psthmﬂnorw th the
ant rotat n of the chair j“@ e rate of 180 deg sec..  (one turn per

o S iSsRiE OuB ol et ndhe RASH-PPeRAIE] o pban AEtPUBL BINCD ¢ |1t
thel r heﬁdhafs@omhltabtfomhwlrd&ruré of (02, €80, §Hiwldsd?erorqcﬂzr eapt cebb) 30

shoul de to 'ﬁ ht shoul der and back at an an not | ess than 30
degrees 'ars Mg FHH??W@”WéFPfQ%‘PtEdﬂ%P eseldfmgk e carried out

cont i nuousl YIanrieh@ﬁanEXﬁ@%ém_%ﬁ\atlére ﬁérﬁfbc@utnc’aheorﬂﬁéé‘itldﬂ@ﬁ{hi%sa?ée@t biks of a
head during. all rotati on%J)erl od. Thu everé novenent of the head from

shoul delVeFioBipsiides activay E?FBBttah‘?‘%/fOFBPf anga do NQ sthaserviieh i§dn the t he

M ddb e fkmalf apaturdep (Gmreeo ahd bsape.e(tﬂzs CB0HNHA 2GRN nevhedpARIc GBS OF
time pronouncin ers 21 and 22 which shoul d correspond to 2 seconds.
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The ti n&RS ¥iid gAmeest h%@ﬁ?ﬁ??goqt?’aﬁtqdnf@”ﬂqu §t‘ gniedut toPretgpi ti s.

Bef ore sheot @S ﬂtbefo'vabbﬁ%lxtbl% bﬂ%@:wccs@l bAd FeBr ér AH2, 2pBeRNE200f the
illusion of sw.n feelin heat, fever, salivation nausea whi ch may

occur d'ﬂﬁ’m?@aﬁm’eg' futiops mBégﬁ subsaquentydmpragrated anttbe splid ¢3{ger uct ed t o

perform a f epvefersly, @ hdiPateaPBichtifed 6@t dJf N aHIARG! tol érofétmszm@bé gwth
speed control of oscillating notions and is able to adopt the 10 correct

pos? i offOBPCIARAPOMMCIoNALO] “Wab?"t%%rfﬁ?(ﬁ preferably, prrolyginnah paliogy odn eRgr ked

vest i bulaany 80BIsPadpeet i harifRinton, ﬂﬁé |a‘éﬁvatéblp9&éﬁﬁd?éd)ﬁin$l of @ 8ffbody 8 @i nN9)
during the continuous performance of CCEAC test is the criteria of linmit

t ol er ank'etelt STOP dxpreraped By Susressiva certeaimal dibiens seuplad with shakingefieverce of

vest i budiitioRUt@nreal Qnakﬁfgqeeaeeréatnyt:esﬂeﬁtp%@@ fromthe start of the CCEAC
test and the tinme of its 15 term nation after conpletion of the CCEAC test

per f or mance.Pretesably. dhe tacdivated-ppteptiated rfompaf AN antikasl| tor BQ swethase és @arri ed
out 3¢ n r‘i'lbﬁ*oélérfa$ tpo iof'\aIer r\%ttﬂé%d’t'i%dﬁ"f‘ﬁdré %FeférBB? 8 pB%IBﬁalaefthSBdWEI‘?‘ll c?neand

only once a a of test” the sub was “not | onger” exposed to
ot her |Yﬂ‘"?[]b?fé a@P?Ftt%é"ea'Pt’?’tt'Qﬂethét?&HY?é?d P@'@ﬂ‘!ﬁ’@q fpg@, of @ncantibodyio NRe

met hodol ogy of quantitative evaluation of disorders of 20

vestibul ar-vegetative sensibility (Hakle's scale) is based on an assessnent
of evidence (in points) of the vestibul ar-vegetative synptons (dizzi ness,
nausea, sweating, skin pallor, drowsiness, etc.) occurring during the CCEAC
test performance. The techni que enables the identification of the degree of
human tol erance of Coriolis accelerations (poor, satisfactory, good and
excellent). (Quantitative evaluation of 25 disorders of

vesti bul ar-vegetative sensibility, Cosm c biology and aeroastronedicine,
1981, No. 3, pages 72-75). (3) Study of heart rate variability (HRV) is used
to collect data on HRV the



Bi ocom Wl | ness Scan system It was devel oped by AW5, LLC., and created in
accordance with International Standard of European Cardi ol ogi sts

Associ at iwo 2amb180Mort h Ameri can El ectrophysi ol ogy AssoecatiBzmni/002378
(I'nternational Task Force consisting of the European Society of Cardiol ogy
and the North American Society for Pacing and WO

2012/ 010974PCT/ 1B2011/ 002378 El ectrophysi ol ogy, 1996). (Task Force of the
Eur opean Soci ety of Cardiology and the North Anerican Society of Pacing and
El ectrophysi ol ogy. Heart Rate Variability standards of neasurenent,

hysi ol Qgi ' tafi d inical,. i r...1996:. 93: 1043 1065).
She. ol P uiA, SCbPBleE s tes U sEheOrBEllRR: cles o el fey
oper at i mjutonst \éertivdl steking i?speeificbihptaitémplateg aph HRM 02 (PPG). 3. Ear

105, 1 nst ruc it istpesipe i TafifoR st AR na e BRR, a6 o RHkESaBPur

under gogenesis ckinetosiss and wgetativaivasbiddradgstonias esmprsing ddmministraien tecor d of
HRV at r

est: betgi test, orthostatic test. Procedure qf HRV stud
1. pri oSt oo Ve 8L PRIAIER.PRAEAcG Rl S Rgsdon, BPRBRsE spor
15descr iaptivated-pbteatiathd farst of 2n amtisodyutoj krain-spietHic ipnotainc®+100ranabaativated-
r el axed si.tian, . Ear s or isswped with an al coholic solution
and pl agggengﬁfeﬁﬁgmégfraq %%tg).c’dﬁg? FP&‘?}@?"‘%’ m)a MITst be renoved before the
t est. In one vatianTthe method ot reatnient adchinidiration ud asubfectHin\hesid thegbf
(Short-term Restt i 2@{ HRVY Zq. TﬁSt% foiqgoerfor r.ranc(g. ted-pot. t5't TFe resear cher
admi ni sCefAMRIYRETREE SRR EOPBOYHR GRTeRG divated-potentiptedSIQmy GfAN o ¢ er
t he 10estantilsodyi toibsdindpacific gaiteiniSS10@and detilatat-potdatistbdtam dftem drabedy ener
sel ects tHe next, test whi(é‘%is. ei t.her hreathin %g t r onane,. Br eat hi ng Test)
o an OB NOT SIS ahordis Il ArraER =1 PLsic, FEngOFIR [eAcs e
admi ni stsignifichet itmpeavehieng iromotisr sioliedkias rhesiused By toerantadcCgEAT test. t he t est
is finished and data W’ rectgréleg i tf}\(g aat ati?a?i.e ?nd tge g.esearct er reviews
the results Brons Yaraat e ehior elireatmenadaiitialon fo piublest negd theispbr 1
adm ni staetombingtid®. garinbeewtiod] edmpasitor eothrivinghactivatd-paentritad forinesf @nd t he
ear l§ensag{iboldsy to brain-specific protein S-100 and activated-potentiated form of an antibody to
endothelial NO synthase wherein said administration of said combination leads to a
significant improvement in the stabilizing effect on the balance of autonomic nervous
system as measured by CCEAC test.
In one variant of the invention, there is provided administration of from one to two
20  unit dosage forms of the activated-potentiated form of an antibody to protein S-100 and
one to two unit dosage forms of the activated-potentiated form of an antibody to NO
synthase, each of the dosage form being administered from once daily to four times
daily. Preferably, the one to two unit dosage forms of each of the activated-potentiated
forms of an antibody is administered twice daily.
25
DETAILED DESCRIPTION
The invention is defined with reference to the appended claims. With respect to
the claims, the glossary that follows provides the relevant definitions.
The term “antibody” as used herein shall mean an immunoglobulin that
30 specifically binds to, and is thereby defined as complementary with, a particular spatial

and polar organization of another molecule. Antibodies as recited in the claims may



renoved fromthe subject's ear. WD 2012/010974PCT/ 1B2011/ 002378 Procedure
for the 5-m nutes record of HRV at rest Short-term HRV test is used
t o eval uave 2bimibehance bet ween synpat heti ¢ and par asympetrhBidigodsaches of
t he autonom ¢ nervous system It is a 5-minute record of 5

phot opl et hysnography perfornmed in a sitting position w thout provocative
maneuvers. During test the study participant is instructed to breath at
randomwith respiratory rate of at least 9 breaths per mnute to obtain
valid paraneters of HRV. The next HRV paraneters are cal cul ated: 1.

Par anet [Nt > 0 - 10 H ich s the mean val ue of
heart ra th{den%Egsb ﬂﬁaegé Frﬁm?r]ég?@? lﬂ)"é]r“mﬁ%\%{]%%(%%oﬁ r\’ﬁ\n’%%%el\ﬂeaz%rapwomﬁ)&?\/ ’§ nean
val ue ofmanecknaband imrysndatie vansolasses andiiddtypesc suadsas IgAc JgOEDHE gbitch i s
t he stan ati f Lnteryal i t he quanti 1 et the
Saar o Taged, 186h 3ie3 1M il S Rere, Rp o, pledin R EabYFv Ao 18K ¢
anal ysi $abhen&bidNikee fThectirgudr “actiboldytinclodpe peindl Samntdbodi@ssi bl e f or
variability. ta f SDNN depend .on.the length of,.record - the
onode the T8 et | HBval - tite ot LN B Do SRR oS ldkpBbnleR i

| npossi loésperh ta anhibodies hrecited heesinfis SEEN taldenbtet edp@dudi bf eroerdoptathice
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i measrdian'IJgi ngs. édh -Dg/ni,chi t he
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i ndi cat the ass ebmethoddh ®f hogleopathy de imyart bomeopathicofotéxesrto arainitial aolutdn | ity
whi ch is,associ.ated wth E@ as as at.hetic requl at,jon of %E.ea,rt. RVB- SD
i s meas Ferglséivﬁntn%ﬁﬁt@é(:(%n &oggﬁ\l rI"}/tp ?a"%'teé’rsl:'%'%e 'an?tleﬂgz 'PHa MP%
cal dal airedlvenfdr exampleyabpeatéd colsdcutive dilutiohs coMineduwiti exteaiaradeashents
heart beat .recqgrded during the.test.. 2. Paraneters i.n.frequency area are as
ot 1 ove poriefiatl SEe{ohéthemiteh sRakino 1n aBER RIS, Bn Byl HHER! AHERRE! £, %
t he is subjactedftoocoretative. epdatedTHilltionnaind atwtiple efdriicall Shakidgoafeeat
activit f the 30autonom c nervous, syste t that npathetic actiyity
contri bﬁpgaénetdhesoﬁ@gp f%/aecﬂ’\:#éﬁf’? "f‘ﬁtﬂ a%oﬁﬁﬁ?tﬁicstt%%\n(?fﬂ%& ed?ﬁ‘ﬁ Prfel??'ir%%conds
squar ed come=dtratioNOf 2064 2nifidl OsbldtfonTofL Baibbtll GA 2B € SsdivenYeprefdrably Fwstgt@ncy ( VLF)
S power spectrum enityintzera e(?tweno 033, and._0.04 Hz. K The
oy 3701 Satersei ool PRy cribendiord 2598051t SBeutn S Mainins Ue Bfea | ot al
act i vi t prazkedv@rfooprepatiay\eascdunpaient, 0.k, astbodatsbiution Vs the Ssecal the Insiktage | n
milli secpﬂ]ds squar ed gmszg. - . . .
of three aqueous or aqueous-alcohol dilutions of the primary matrix solution (mother
tincture) of antibodies diluted 1002, 100%° and 100?° times, respectively, which is
equivalent to centesimal homeopathic dilutions (C12, C30, and C200) or the use of the
20  mixture of three aqueous or aqueous-alcohol dilutions of the primary matrix solution of
antibodies diluted 100'2, 100% and 100*° times, respectively, which is equivalent to
centesimal homeopathic dilutions (C12, C30 and C50). Examples of homeopathic
potentization are described in U.S. Patent. Nos. 7,572,441 and 7,582,294, which are
incorporated herein by reference in their entirety and for the purpose stated. While the
25 term “activated-potentiated form” is used in the claims, the term “ultra-low doses” is
used in the examples. The term “ultra-low doses” became a term of art in the field of art
created by study and use of homeopathically diluted and potentized form of substance.
The term “ultra-low dose” or “ultra-low doses” is meant as fully supportive and primarily
synonymous with the term ‘activated-potentiated” form used in the claims.
30 In other words, an antibody is in the “activated-potentiated” or “potentiated” form

when three factors are present. First, the “activated-potentiated” form of the antibody is



5(c) Low Frequency (LF) is a power spectrumdensity in the range between
0.04 and 0.15 Hz. This figure reflects both synpathetic and parasynpathetic
activi ty.wbtwi2ie7good i ndi cator of synpathetic activitycirnsioange28e m
records of HRV. Parasynpathetic influence is represented in LF when the
respiratory rate is less than 9 breaths per mnute. LF is calculated in
square mlliseconds (ns2). 10 (d) H gh Frequency (HF) is a power spectrum
density in the range between 0.15 and 0.4 Hz. This i ndi cator reflects the
parasynpat hetic activity. HF is al so known as "respi rat ory conponent since
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solution (mother tincture) of antibodies diluted 100'%, 100%* and 100% times,
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the first 30 seconds after standing up or exercise reaction, c.u.).
2. The time of gain the maxi mal HR val ue after recovery (or reaction tine,

sec.). wo201201097he tinme of gain HR 75% of |evel of baveThBriai/(w@s7s
stabilization time, sec.). 304.Mnimal HR value (b/p/s). 5.Mximal HR val ue
(b/p/s). WD 2012/010974PCT/ 1B2011/ 002378 (7) The sel f-esteem of
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of three types of subjective states: well-being, activity and nood (WBAM
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i ndl cat afclelsnaf astivigeittier |ﬁbﬁpmfléﬁrlﬁﬁﬁr&©&p@rlﬁielntsl 3] ﬁl?éilriélﬁt@bte:@mﬁﬁﬂﬂ
arithmetic, valye of the ent ries . .is calcu I n partlcu ar, the
SVRT as Beelforthe Speriaipol HavEaTH IR belRYEPIOvElS QUYHEL Dopg A GEY. 5
times. Thﬁ)bh&hédbl@.aHQMbﬁtoﬁﬁllcalrbuRD@ bRstpréVide2Bvidendichat the deuviBesbserved
in the animal model is well translated to human therapy. Human studies have also ,
20 provided evidence of availability of the “activated potentiated” forms described herein to
treat specified human diseases or disorders well accepted as pathological conditions in
the medical science.
Also, the claimed “activated-potentiated” form of antibody encompasses only
solutions or solid preparations the biological activity of which cannot be explained by the
25 presence of the molecular form of the antibody remaining from the initial, starting
solution. In other words, while it is contemplated that the “activated-potentiated” form of
the antibody may contain traces of the initial molecular form of the antibody, one skilled
in the art could not attribute the observed biological activity in the accepted
pharmacological models to the remaining molecular form of the antibody with any
30 degree of plausibility due to the extremely low concentrations of the molecular form of

the antibody remaining after the consecutive dilutions. While the invention is not limited



of hits on target and then cal cul ated the percentage of accurate hits. In
AS test they studied the average tinme of the test performance, the nunber
of correcvoaneviow4i N percents to its total nunber execwercedBbyiibire7s

subj ect s. To integrate the indicators they neasured attention
stability factor (ASF) which was cal cul ated by dividing of percent of
correct answers on average tine of test 5 performance. (9) The

reaction to a noving object (RMJ). The reaction to a noving object allows
for the det erm' nation of the accuracy of a subject's response to a stinulus
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Then t hgivenlbjstsgicdl snodakt ructed to sit on a chair, to put his hands on the
tabl e before_chronorefl exoneter Iangigrgut (iqe frcrger of the leading hand in
its correspo-ﬁ H§eB it PERresgRL APRratan Biestascriked Belay- 30 t he
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is rreasuumd/at/ye)bn'aétloféo@é/em/ohe caf/&/er Mitta g médiealani émélmeerema gal ue 5
of the pndic rmneerE Iov et al., The Retention

Per f or nERGE B4B2bVPYETES Basraal MEmodhap of NGAal ALK BAIEe ResBBet or s,
1990, page2)192). (11) Harvard step-test. This is a functional test
h allows_for fhe |dente§{?| cation of the reaction of the cardi ovascul ar

sys?é—;m to adR% sulesof destperdogmpnce) iy s follows: ¢ hiee isHpigEt isgsitedoin; 3 Bagany

accel er pithtigh crraheorzn rAnnelé&rdregavien ehait @Pa tpe§1tuorrveacwm tHé aki¥-of lrotalfen RyTaN,
et. al 1988; v, et al Stud nmet hods i qétgthysrolo of mlitar

| abour . 'ensa%teedyl gs aﬁ%g@sedroy\“ the congtgat ftaliah ¢f ke iChalp 3L e Gie @

assessnmegd deh /g8 rr@rﬁe @urﬁ h;befrt ol éredolaespfrref SULjBANS &t Qﬁe %aauaéfofﬁn@hrh eﬁFéV ery
possibi|ities, of w normal j ze the heart rat he val ue of
st ep- t eSHEEH dptl theilheatt Tom Sokk sheuigrretoy *]@rl%‘e,s,e%d%rf %fforfhtﬂlﬁw?é 15

enoggh Shsddras theridht sﬁberdéasﬁ&ba&met M bsge LERLORSS thadnhdD Héyrees iMeackel ue of
(P2 + P3 + P4) and therefore, hi gher step test i ndex. In athletes

this i n&iEsction fieay Hie \gﬁfﬂ?aj,héfrretfwéwnﬁcﬂre&?rrreét% CO‘FH’é“qLﬁB’eW'th%’t&‘E%'isﬂ‘@d to be
reduced in subjects with drug toxicity. At the sane tinme, increases in the
index indicate that the drug increaseg the functional reserves of a body
and the ability to 20tol erate adverse environnental inpacts, including

ki netic actions. The test is performed with the subject squatting for
2 mnutes at the rate of 30 tinmes per mnute. On the 2nd, 3rd and 4th

m nutes after squatting the pulse is neasured on for the first 30 seconds
of every mnute. The step-test index was cal cul ated using the fornula:
25Fbrvard step-test index = T* 1001 (P2+P3+P4)*2, where T is squatting tine
in sec.; P2, P3, P4 is pulse frequency on 2-nd, 3-rd and 4-th m nutes of
recovery perrod * o nultrple srgn Due to the fact that drugs are
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types, a detailed study of the functional state of the central nervous
system (such as state of systens of coordination and response, systens
whi ch pr owoadeidniigdv4ef fi ci ency of fine notor conponents eCraBtaivbdizg7sas wel |
as systens of attention) was perfornmed. (12) Stange's test. The essence of
the Stange's test is to hold the breath -5 after three breaths in for 3/4
of full depth of inhalation. Prior to the test the nose of the subject was
clipped or the subject pressed his nose with his fingers. The | ength of
time that the subject held its breath was recorded by stopwatch. (Zhegl ov,

Navy. " P RCe e nBf s B dBS b g3 i raidfioh Py MRS AeNCy out

twi ce amavementaf theotfiead fioni shottler ke shedderdehe smoottly 12 sddumds edithous

assesse -t rati,on of the breath fol ]| ows: e t han,_39 sec. -
Ceat: SPobpira)f 1he BRAER 8l obAEpRkFR S sbis RelinialiSShy aftkronorishy
15(13) Geegirosouresty nubhigers 24 emae22whichahbeldtcopespaidta sedcands 0 Theltithd he
breath exhalation after three breaths.. (Zheglov, et al., The Retention
of P rf@%ﬁ%%@@tea{t}%ﬂﬁﬁ??{ mr@‘flp(gg?'f'? @?58‘%;5'8 ﬁB'ﬁgO‘ Navy. Qui dance For

Doct ors, 199Befopathe téft2he sifject is orsthuctedng régoet 488 appeardneetof the ipusior of
position the lljrat breat h .ho

d j | di in. health . i s, 25-30
seconds S fFehg Péﬁ?r]aég’f&é r(!:ag]évfalt'g?’ Q%ggmr']‘kq“re{ga%%ﬁ%b&ﬁgfﬁ% ’r‘?gtzoé%‘:éres ec.)
]E he dur mei tast,]g_he tuejech is?mbtl‘isctgdits_ p;&f_dtm@ifdv@ t%sl-t‘%ag%g%llgéntﬁlw thiat thea
unctional. deficiengy,of ody, it is reduce 0 5-. econgs,

Assessnﬁﬁ?’e%f'stcﬂ@?? 3M638§?¥F%@r%8? o§gl#@p|r8éj\£qns ndsis albf'r’aﬁ’ %fg’péé'?f -
unsadi stactappsitiod of Bads&icthe tinpadfirsdveaienty; 25 More than 40 sec. - good. In
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brain-s e(ii fII C ro&le' n.S- E.%O IAs se h of  t Pe

U ndi vi AT (QIBHARER Oh BUCGS of Retieliascalaratians; I Pedime AbPSIUENER GhMETBIAM s won

i ndi vi dfaaiolnme? @3bonkeeds rt@mreéff_xomhﬁe sRives fttﬁ$ EDCE]EA(B h@n%wrﬂstﬁéttinﬂﬁﬁﬂ i'ts:ilt iblon

surpci singly . .di scovere at ration of the conbination remayka

" RS o7 o RESY Ferme i ot PE RO RG S e n s EAse PE the fakizher o nnd

veget at CofielisascrelenatichgSiersi carried out ihnth@net har of 8RRt not idadior VAR iHdOrs
etative-vascul ar dystonia and

provi des,t he thod of treatnen f ye

synpt onéft?’HB?%gP”&?"&e%m& By né%r%fq W ofestine syRIRFiHaH ROt Ienger exposed

act i vat edethet inflidrite e Ginftins artiideashavedi atrif@gd)ietd. - speci fi c protein S- 100

si mul taneousd2 W'T§1h actj vat ed- otFnti ated formof antibodies to endot heli al
NO synt hase X Fa-T8 ‘@8@%@?0? afHpRttalive, g vajuatio,; phodisegders  of

Pr eber abéstibdlar-védetative psassisifityt (HalléTBNEcalb)18s GH¥RENGA | SN f¥RaEIMERUbS cal
conpositi.Qn i s adm nistere from_onlce daily to four tines daily, each
adm ni sBYEETGh (o RARPLAME Dnesypu FW%@%@néW@FR"%i {dizriesge nasioRe.
The phaswastiigl skinl palonesidingss, etc.} BecupirRp @lving el CCBACORSs{ pérférifangyr pose
of trea]i_gent of verti 90 of various genesis, kinetosis and o
veget at i 12 ISRAQIAPERRS Bifi idettfiveliorh e’ Bt fearee @hivman: WlarancsoPlireriphs mari 1y
In 1:1 aédelérations (poor, satisfactory, good and excellent). (Quantitative evaluation of
25 disorders of vestibular-vegetative sensibility, Cosmic biology and aeroastromedicine,
1981, No.3, pages 72-75).
(3) Study of heart rate variability (HRV) is used to collect data on HRV the
Biocom Wellness Scan system. It was developed by AWS, LLC., and created in
accordance with International Standard of European Cardiologists Association and
30 North American Electrophysiology Association (International Task Force consisting of

the European Society of Cardiology and the North American Society for Pacing and
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For the purpose of treatnent of vertigo of various genesis, kinetosis and
15 vegetative-vascul ar dystonia the conponents of the pharmaceuti cal
conposi t iwo 20eyo1g4admi ni stered separately. However, thecsiiBroii/ennsmsus

adm ni stration of the conbi ned conmponents in one form of solutions and/or
solid dosage form (tablet), which contains activated-potentiated form of
anti bodies to brain-specific protein S-100 and, accordingly,
activated-potentiated formof antibodies to endothelial NO synthase is
preferred. 20 In addition, during treatnent of vertigo of various genesis,

Ki . o : . ol
bl i cath SAPKEERYR, 196 TR PO RE s Rro B S Bl B el Peal MM ¢ on
i n the fNorth dAmenaans Spaiegt alfyPacia@aarnd] Eedrapysofogybdidart rRathe Vadabilitpf

sol ution i f or NG, h of .ch cont ai.ns

activate ?'?%g({sg%% i"g?ags%?%g?nrﬁ 8{7@%{0%%%?'}é§%fe§gﬁoﬁdo%€é\? ll’né?al NG %f‘ &% or to
S 2510MPpt0A#3eid65).s possi bl e. The nedi cal product is prepared mainly as
foll qws. Theﬁo@ionargi on .‘?hartmaceuti .al conposition in accordance with the
present inventton way e PRt RETF 38 d formor in solid form Each of the
activat ed potlerRdrsdred compuater (FC) hith apérabagisyesternWinddesd. i n t he

phar maceuti cgl 0 sition is oman 30 initial nolecular form of
the anti bodyaviFﬁmggpg?tbxse@gg@%m%%ﬁﬁp%mopat hic art. The starting
ant i bodi es nmy Hzr senswrqPBGaédar-alip).pol ycl onal anti bodi es prepared in

accor dance i th known. pro es or | e described in

| mmunot echni que qf%r%;&w%%gés.%fé%eph@l p. 9-33; "Hum

Ant i lgodi es. Bbresthuztiah fande i eleabomafdrman(PDEXi es, 30 years after' by
Laffly E., Sadoyer. R - 2005 . Vol. 14. - N 1-2. P.33-55 both_incaorporated
or ei by of BF SHRIES WiSTRRASRRE BaiE ) SUionEia §AARcS BESHAmAN: cSgNTUE roans
of hybr irdcord of EiRVhatl regty bredltteng test;iordhostatig&esef t he process incl udes

i mruni zati on_based on i hci pl es al ready devel oped in course of

pol ycl onal aRfP¢ “ﬁeﬁﬁ@g{‘ﬁd n. Further stages of work involve production
of hybrid cell s gaiwriat stag 6f Giesesdf trantrédeadihes giwdshto dieatsubplct SPeRoii Ccity.
Thei r. separate isol tiop is perfornmed using the sane nethods as in case of
pol yel oﬁ%ﬁ"’iﬂﬁ'&ﬂﬂ 538%135 -epar at i on. Pol ycl onal anti bodi es may be

obt ai ned vi a2act i T subjastisitsini Deorffortableradsrelax@d pbitisn.pur pose, for exanpl e,

suitable anigals (e.qg. rabbits) receive a serjes of injections of the
appropriate dnti gée?{ :S%BF%ri 'ﬁ-"@%"e%?”ftp anglerhali sgl-”fﬂ%aaﬂcﬂ’wé;ﬁecﬂrh@?ieé‘lr I3Gs-

synt has &arriys, Hangarhast beeritees Yefceatgstast at es correspondi ng anti bodi es,
whi ch are collected from15 the aninals i known nner. Thi s procedure
enabl es prepér atiﬁ?‘?’&?e%{c ﬁ@gﬁr@é{g’ﬁ“@“ﬁﬁ‘;}ﬂ%\ﬁﬁf ﬁ?ﬁ@?—;‘?’mﬁrm ReSt'“B sired,
t he 29er Umst) dov pdrfdrmanant | bodi es may be purified, e.g., using affine

chromat ogr apby, fractionation sal t preciqpi tation i an- exchange

by. or
chr omat ogr apRy. H@fﬁé%%f@?f@%ﬁﬂ%@&team oBEHNA tonthe YielIBes- um may be used

as a starting. matstrdight dfef the2fesplihmERdd and ebtd Reredsidedah eddMabasy, itaé ed
formof the anti bodj es. eferred concentration of the resultin

The pr
i tial rERRAETIES ROBFISIRG NBEds St WEhis SIbEC Beathing BYierenanye Bieataing dest or
wat er - etafydrthaba@b st m xt ure, ranges from about 0.5 to about 5.0 ng/n.
The preferred prqcedure for pr@cF)ari n'g each conponent is the use of the
m xtdre of three egarches JRbPwRiithe 9idrlings  tonadministar Jherdireaingo ot i on
of anti badbgatidlidsts ed 25 10012, 1003 and 100200 tines, respectively, which
is equival en% to centesi mal homeopat hi ¢ dilutions Cl2, C30 and C200. To
prepare a sofid dBEIsAtelyafter thestest i§ finighed and; data jsracarded ipthe datadase r ed
di | uti omnghmetdaedrcnerrevitavstABTRENANE IYf &Il PEASETSY tedR tBRMcBirie $ Md Bstibhs
dosage form of the conbination of the invention, the carrier mass is
i npr egn&IWRENAIMUSERdDf the dilutions. Both orders of inpregnation are

sui bl e to 80 prapheerd el 486 Feufbwe Mt MnfPRBI N0 ear sensorli§ @
preferred enbodi nent, the starting material for the preparation of the

act i vat EgMPRETRT et et :e2hat conprise the conbination of the invention

i s polyclonal antibodies to brain-specific protein S-100 and endot helial NO
synthase an initial (matrix) solutionyyth concentration of 0.5 to 5.0

nmg/ M is used for the subsequent preparation of bactivated-potentiated

forns. To prepare the pharnaceutical conposition preferably polyclonal
anti bodies to brain-specific protein S-100 and endot helial NO synthase are
used. Pol ycl onal anti bodi es to endothelial NO synthase are obtained

usi ng adjuvant as inmunogen (antigen) for inmunization of rabbits and whol e
nol ecul e of bovine 10 endot helial NO synthase of the foll ow ng sequence:



SEQID. NO 1 Met Ay Asn Leu Lys Ser Val Ay Gn Qu Pro Ay Pro Pro Cys
151015 15@ yLeu Ay Leu AyLeu Ay Leu Ay LeuCys Ay Lys Gn Ay 16202530
Pro Ala Sso2rmi16d7a Pro G u Pro Ser Arg Ala Pro Al a ProprAraB2031/824%45 Thr
Pro His Ala Pro Asp His Ser Pro Ala Pro Asn Ser Pro Thr 2046505560 Leu Thr
Arg Pro Pro Gu Gy Pro Lys Phe Pro Arg Val Lys Asn 61657075 Trp G u Leu
Gys er Ile Thr Tyr Asp Thr Leu Cys Ala G n Ser 76808590 253 nG n Asp Ay
ProCys Thr Pro Arg CysCys Leu Gys er Leu 91 95 100 105 Vval Leu Pro Arg
Lys Leu Gn Thr Arg Pro Ser Pro Gy Pro Pro 106 110 115 120 Pro Ala Qu
Gn Leu Leu Ser Gn Ala Arg Asp Phe Ile Asn G n 30 121 125 130 135 Tyr Tyr
Ser Ser Ile Lys Arg Ser GLys er Gn Ala Hs Au Gu 136 140 145 150 Arg
Leu Gn Gu Vedbcdauleﬁbrath@l%nwwes\lrac@etoﬂmﬁvat yesthr Tyr 151 155 160 165

s, s S i e Bl T
195 G np\deasyPtpathMp bédrechas gf Ama@ysorﬁx—:rne@musﬁdyate@ nltG@ a Mﬁnlj?heecom)oil% 200
205 210 T | Tyr a.rthr, Asn A €] 211
215 320 PhlorRiysrichr . PEfbreD ah f sty BRiuAN-Pirolt praforaie s - Ar g
226 230 MBing24s) tige study pafticipaAt ig indteicledpto AseatBet rdéidonwith \'Edperrogy fateoAl a Ay
241 245 GL e Ar Pro

Val 250 Satrded ieahests? minliels’ P T pBaniEers 'SP Y o SRt fiFer oty
Asn 271 pardn&8R d&t8aldulatéd:g Phe Asp Val Leu Pro Leu Leu Leu G n Ala Pro Asp
Gu 10 286 29Q 29 0 AaProdu u Phe Val Leu Pro Pro Qu Leu Val Leu
G u Vval 301 %O%aﬁgeé%nﬁpﬁ 68 A5 8° hﬁgwﬁro Thr Leu Qu Trp Phe Ala Ala Leu
dy lbeu 316 @0 3IMS vdich s3Ae gndarpvalye ofheart eate Pmeadlirad \falm&Eas/pégmindtd Leu
Leu Gu lle 35 340 345 Ay Ay Leu Qu Phe Ser Ala Ala Pro Phe Ser Ay
Trp Tyr Met 50 355 360 Ser Thr Au Ile Ay Thr Arg Asn Leu Cys Asp Pro
Hs Arg Tyr (30 38darBBSN3which75s Aseah| ealleuofd inteAbjt \faérval, améakburéds invet Asp
Leu Asp Thr Acg 376,380 385 390 Thr Thr Ser Ser Leu Trp Lys Asp Lys Ala Al a

i

val Gu Ile RUFPeS899%05 400 405
(c) SDNN which is the standard deviation of NN intervals. Since the quantity

15 under the square root is mathematically equivalent to the total power in spectral
analysis the SDNN reflects all cyclic components responsible for variability. The
actual value of SDNN depend on the length of record - the longer the record, the
higher the SDNN value. Thus, in practice it is impossible to compare the values
of SDNN calculated at different time intervals. SDNN is measured in

20 milliseconds.
(d) RMS-SD which is the square root of the differences between successive
NN intervals. This indicator assesses the high-frequency component of heart
rate variability which is associated with the parasympathetic regulation of a heart.
RMS-SD is measured in milliseconds.

25 All parameters of HRV in time area are calculated on the normal inter-bit intervals

(NN) due to normal sinus heartbeat recorded during the test.

2. Parameters in frequency area are as follows:
(a) Total Power (TP) is the assessment of power spectrum density in the
range from 0 to 0.4 Hz. This indicator reflects the overall activity of the

30 autonomic nervous system, at that sympathetic activity contributes the most

investment. Total Power is calculated in milliseconds squared (msz).
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25Leu Ala Val Leu H's Ser Phe G n Leu Ala Lys Val Thr Ile Val 406 410 415

420
435
445
460
475
485
500
511
526
541
Leu
dy
Asn
Phe
Arg
Leu
Al a
Arg
Ay
Al a
Au
Arg
Ay
Met
Ser
Ay
Ile
Arg
Gn
Val
Thr
Leu
Au
Lys
Phe

Asp
du
450
465
480
490
505
515
530
545

Hs Hs Ala Ala Thr Val Ser Phe Met Lys His Leu Asp Asn 421 425 430
Gvo 2001697a Arg Ay Ay Cys Pro Ala Asp Trp Al apr€rpsidieoo23® 436 440
Val Pro Pro Ile Ser GLys er Leu Thr Pro Val Phe Hs G n Gu 451 455
Met Val Asn Tyr Ile Leu Ser Pro Ala Phe Arg Tyr G n Pro Asp 466 470
35Pro Trp Lys Gy Ser Ala Thr Lys Gy Ala Ay Ile Thr Arg Lys 481

495 Lys Thr Phe Lys Qu Val Ala Asn Ala Val Lys Ile Ser Ala Ser 496
510 Leu Met Ay Thr Leu Met Al a Lys Arg Val Lys Ala Thr IIe Leu 40

510 5 AIaGnS n Gn Leu
230 B9 Qv ey Pitadanty AMFEi dabdvd Sostfirprtenity, igufe Faflod o vt
550 BSﬁIeeﬁA)scpnaa andTQ104A47 Voo p‘b(ai;loISgTCaLﬂatu@ of thissin@xi ishat ltes VaI

5565605%83@03@{?!2' toﬁl%ciyeéy %lhv%rlg\%]%slggydn%an@nﬁlﬁ %9%@?‘”@ ngﬂ% Tyr

5715755
586590595:86\ﬁ]a@dnn Bdllisdeoadd\squdted 165%). G n His Lys Ser Tyr Lys lle Arg

;irg
Ay
Tyr
Leu
Asp

Lys Al a
du Al a

18er
Leu
-Phe G
Lys
Gn
Cys
VaI

1 rg
Phe
Arg
Leu
Trp
Pro

20

25

30

"s16 K30 3% BagE)e AT By Pl et SRBRDIR Malighls oRvect , A

631 6195 aﬁﬁﬂOﬁ&SHiOTﬁﬁs figureArefleEis ebdlly Syiviplattidie sddyparasyrobathie Ar g
Pro 650 655 660.H.s Phe Ala Phe Ala Arg Al a Val Thr
a v eiimesl ksegsassuchs: d sl 3y i lohodith et eot 8%y i o
d u Perasyrmpathéfic ﬁﬂﬂeﬁ@lsﬁéﬁre@gsteﬁiw LEi whdn theGlewpifdtaryRiate Krigssd y Trp
a Phe 691 695 700 u e Cys Val Qy
ﬁ?g 9}:9"83 BEer Tinuig 5L % %@ﬂf@ldﬁﬂ' aqt@r%wﬁeqqngsmé Ser Pro Lys
Tr p (dys Migh Grequédty (BF) %38 podler Apgctihyh d%li'llltyl_&ilth‘éet[anﬁbrbe@.lébrﬁd aQu
76740 eu Ile H.s Val H's Arg Arg Lys
G n 013 YR s fifealiiefids M ranyadinel adfiivaklt B o Sor
Ser RriownArag #émrﬂmsry'mamb?:ﬁeﬂﬂ&nz&m |cb&eb{ﬁ1hd‘dafo Radatlope étsmlNTha Al a
Tyr 781 785 79Q 795 30G n Pro Asp His Ile y
r o BIEVAIE eaisRd B, HESGNTSR (B RheABReReD knawryae FeepraIon LS e Ber
GI u mrp/ug—hm ERSA)IEY or| Hg ﬂe%gagégcgggeg%gng%rbr&tﬁ |I§eénd\F<§écr%b§es\S/a| 'CI'; u
Au Lys s, er Pro. ro Pro Pro Ser Trp
ﬁ@%’éa@ga" P'%%Clﬂglgdg}ﬁql@ﬁ%"‘g'gﬁt‘ggg %’gﬁ%/z Meu Arg Gn Ala Leu
Phe (edU AFMHHF R%tla' g theeratibetvwiseh BeUenSity 87 he4idWer speEtrithGn M) Leu
Leu Leu Se clgﬁ-ﬂ: GIuGIu8§%875880885ProSer Gu Gn Gn
a u fRPe Yt e?" Asgh'l-s’r Bdicatpr seedleasotheosvers belgnes, etweera u Trp
Phe Wn@pdﬂyanc%m @”l'és;ln%athaw: éatlvlty HigtP0AuEO6f BikOn8dbaréahdibster<d U G n
Ser Vfacl L* o Ala Prq Leu H 916 920 925 930
omlnance o sympathetic activity whlle the lowest - the parasympathetic one.
LF / HF Ratio is calculated in normalized units.
(f) Normalized Low Frequency (LF norm) is the ratio between the absolute
value of the LF and TP without VLF. This index minimizes the effect of VLF
influence in the overall power spectrum and highlights the changes in
sympathetic regulation. HLF norm is calculated in percents.
(@) Normalized High Frequency (HF norm) is the ratio between the absolute
value of the HF and TP without VLF. This index minimizes the effect of VLF
influence in the overall power spectrum and highlights the changes in
parasympathetic regulation. HFnorm is calculated in percents.
Frequency HRV parameters are calculated from the of the power spectrum
density (PSD) calculated by the fast Fourier transformation (FFT).
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Leu Thr Gn Leu Pro Leu Leu Gn Pro Arg Tyr Tyr Set Val Set 931 935 940 945
Ser Ala Pro Asn Ala Hs Pro Ay GQu Val H's Leu Thr Val Ala 946 950 955 960
5Val Leu wbaoiymomgThr G n Asp Ay Leudy Pro Leu H s Pgm/iBBi1/8@37970 975
Gy Val Cys Set Thr Trp Leu Ser G n Leu Lys Thr Gy Asp Pro 976 980 985 990
Val Pro Cys Phe Ile Arg Ay Ala Pro Set Phe Arg Leu Pro Pro 10 991 995

1000 1005 Asp Pro Tyr Val Pro Cys Ile Leu Val Ay Pro Ay Thr Ay Ile 1006
1010 1015 1020 Ala Pro Phe Arg Ay Phe Trp Gn GQu Arg Leu H's Asp Ile Qu
1021 1025 1030 1035 15Set Lys Gy Leu GnPro Ala Pro Met ThrLeu Val Phe Gy

Cys 1036 114(.,11 . Ar r Gn Ley. S Tyt Arg Asp 3 u Val
Gn Asp 10511 saasEERtieR B Rraatiito %%*-A?‘S'“@%‘Ugl dﬁq@“edyﬁ Agetsate ey Thr
Al a Phe p8etsynpathidié GrdrichOofl the5a dtod@midr merédus Srstems plisetesPgivek yes pasitivelyr  Val
G n Asp . 185 .,1190 1095 Thr eu Ala Ala Au Val Hs Arg
val Leu s@@'alﬁ'gﬁﬁ“% pk?ggyfé@g?ef‘fdgg‘i'i%‘ (ifl%n%ghb'ﬁi s Met Phe Val Oys Gy
Asp Val Thr MBuridg dhishtestSétre Wabjedtl sl inkirlibted 120bebf e Heepl@E andllevertpl with N Ar g
Ile Leu r u Met G 26 1130 1135 1140 L As uAla dy
nop Vel "Rl bt EeATS A . D ted i AipRphEle §RRdE g 7 1 X
G u Asp evémrts fhat rGhy affect rahdorhdueadthing Tuch GsntalBing, tabghidd, 6dgHingSetd 1 ithisval  Thr
Set Arg. i . Set Ph e eu Gn u Arg 1171 .1175 1180 1185
35k s LAlTrEhts SO el TRhanies skt Rufioant Epada Ry st the Tesui:
11861190b& 3hbRoOWAs insTrocteBrto bedathdfar 11AMLIL iflowiigahy ehaveadena bt hb@ﬁjeies It 0
NGCsynt hase be qbt ai nedusi n he cée mol ecul e of human endot helial NO
synt has%%@p%ﬁgnfo&%gﬁrﬁ&nsj‘hﬁgﬂt) :'"als\% F PRBMERKS 8% ﬁﬂ?m@%? Asn Leu Lys Set
Val 18la G n G u Miaintdl HRP(bpnr o Cys 151015 453y Leu Gy Leu AylLeu Ay Leu

Gy LeuCys y L Gn v, 16202530 Pro Ala Thr Pro Ala Pro Qu Pro Ser
Arg Al a Pro%{la é@?X'TEU%(%&'E§4045 Leu Pro Pro Ala Pro Gu Hs Ser Pro Pro

Ser Ser Pro 8eu Biand®s80ebitiob6f ARr(bpf)0 G u A yPro Lys Phe Pro ArgVal Lys
ASn Trp G U 4 Mean ratio of HR max / HR min (E/I Ratio); and
5. Maximal Variance of HR during test (bpm).

15 (6) Description of orthostatic test. This test is used to evaluate the effect of
parasympathetic regulation of the rhythm of the heart. The test is based on changes in
the position of the body of the subject. The subject must be relaxed in a sitting position.
After recording of the heart rhythm for a minute, the subject is instructed to stand up
avoiding any sudden movements. The subject remains standing for one more minute.

20 Monitoring of heart rhythm continues throughout the test. The purpose of recording the
base line and maneuver of standing up is to evaluate the unsteady transition process in
the rhythm of the heart caused by a change in body position. Heart rate is monitored
until the heart rate stabilizes. The following test parameters are calculated:

1. 30:15 Ratio (which is the ratio between the maximum heart rate value

25  during the first 15 seconds after standing up to the minimum value of heart rate during

the first 30 seconds after standing up or exercise reaction, c.u.).

2. The time of gain the maximal HR value after recovery (or reaction time,
sec.).
3. The time of gain HR 75% of level of base line (or stabilization time, sec.).
30 4. Minimal HR value (b/p/s).

Maximal HR value (b/p/s).
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61657075 Val GLys er Ile Thr Tyr Asp Thr Leu Ser Ala Gn Ala Gn Gn 76
80 85 90 Asp Gy Pro Cys Thr Pro Arg Arg Cys Leu Gys er Leu Val Phe 10 91
95 100 1050Rorz/ADY4Lys Leu Gn Gy Arg Pro Ser Pro Ay PcoiBroi/éd2arsPro 106
110 115 120 u G n Leu Leu Ser Gn Ala Arg' Asp Phe Ile Asn G n Tyr Tyr

121 125 130 135 15SerSer Ile Lys ArgSer GLys er Gn AlaHs Qu Gn Arg Leu
136 140 145 150 A n Gu Val Au Ala Qu Val Ala Ala Thr Ay Thr Tyr G n Leu
151 155 160 165 Arg Gu Ser Gu Leu Val Phe Ay Ala Lys Gn Ala Trp Arg Asn
20 166 170 175 180 Ala Pro Arg Cys Val Ay Arglle Gn Trp Ay Lys Leu Gn

Tor Tyr 10600 BB st RS uidional sHiR (VAT Ah@ el eRe ey

Leu Ar g nuiteticlchazdde22fiodaf tiidea thpes dhsubjedtiverseates:o wEllrbefugy acyigtyPamd G y

35 240 Ph, lle Tr G |
NS Gy SR aFERVERhGY Bl A skl et RReR e ag e g e
_;A_\Iha ésn théxke a@LB(]Gbeurs Bﬁ&o?@g%?bg?s’é@zrggam% Lalgiﬁeblet@ﬁenltherfﬁsr‘ra:rgg LS?MLZLDLGU
r ro n
G & o dEokndRE & indy Suistivé Jaelgnda0el so engiid, i, suBist e B o

Au Leu eVaiIend:emie@”am Yabné&rar arather3f&ht38S onld %n%@ltwdasa Praigrishof e G u

L oo ey T e B T o B,

Al a Pr o 2re8 Sectiviy,y5 B, 117142, 1vet8, 93r24T120- 3o45mBéB. YRerBpmcdsdingthe ddsaitsd y Thr

Arg As S Asp, Pro His Arg Tyr, Asn |le 1 Ay Asp
Gal A o UPI-ES DR RER0 M astelshbpts 416 e o o tosd foabaM sa obLandier ~ Loy
Trp lbys abivtyLy sroAd aigitl B Ml Baskin, %t/éﬂ;n THal TNt E{)B&ffer%ggatéo.gelﬂ%teérggbf LeuAI
Hs Ser TJyr.Gn u Val Thr i S 410 415 4 H s a
Al a Thr FHSloGa| Sgﬁ% pﬁ?&?h%%'cﬁ"é‘eﬁ Qs 157%24? éif? r?4321f5)125 430 435 Lys Al a
Alr g dy Ay Eys eEbh) féﬁ&lré\s(p/e'ﬂulémghaaﬂwmy | hﬁo&’)ilthé’rtﬂearicbrﬁ%eﬁélg/aﬂﬁeo |ﬁgg E;O
Il e Ser eu Thr Pro Va e.H n
Tyt e BB 5 AoRRd ANGAT RYRGE NSRS POSEIONBLOARE I SF98500
éllgléyé hGItt)e &etrcjfdﬁv\% sleétil Lt ﬁeiln Elﬁ?nlﬁétu: \}dhﬁ Efwsdﬁé@t dwﬁes d‘yf Cmm&&z&ig%%oggg%
e U a a n a va S e X eu t

510 & y"ﬁ%?“%‘f’“%?ta}ﬂ é“@sge%’r&‘a\?&f* ¢3RabIY, ap rb¥|tgeL§'aqu§P"d’9)“mfo 11 515
510 525 abegsstentsTWithifd oheA§roupof féatoreSestandardAidvidtion) @ danlies! judgd Aibdub26 530
535 540 Leu Phe Oggqli' s Al a Phe Asp Pro Arg Val Leu Cys Met Asp Qu 541 545
550 555 PER)M '%Sg &4MS-Ser Leu Gu His Gu Thr Leu Val Leu Val Val 556

560 565 570 (Byr $&ychbmethie tédts. Aviis st |é\sn@rf8ﬁﬁecﬁ’ru@|n@axoeﬁfpu@rypr@ﬂarrser 571
575 580 Asn Ser Ser

20 500 LOROraBswaEom onml of Pesear Pecioped Sovbiy Sul heplh &a Pho Asn

Ser 2601 pef¥onhdIbf Nvy)"|fer 6@ﬁtr£ﬁﬁes%%?ch°ﬁ1§tntﬁfe_?_%ﬂ-8t'§gyﬁlg|r§ﬁf6\o|r Wésfﬁhgl)é’féﬁsér% Lys
Arg 616@%9“3?%95(1 g&gro%gé_%rvq{u Set .Ser Asn r p Ser a y a Leu y

Thr Leu u. Rybnikov.
The following psycho physiological parameters are determined:
. Reaction on moving object (RMO);
. Simple motor reaction time (SMRT);
25 . Range of attention (RA); and

. Attention span (AS).

Due to the high variability of psychophysiological indicators, measurements are
performed several times and then the mean arithmetic value of the entire series is
calculated. In particular, the SMRT assessment was repeated 50 times, RMO - 20

30 times, RA and AS - 5 times. They also calculated in RMO test of 20 values the number
of hits on target and then calculated the percentage of accurate hits. In AS test they
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631 635 640 645 Arg Phe Cys Val Phe Ay Leu Gys er Arg Ala Tyr Pro H s Phe
646 650 655 660 Cys Ala Phe Ala Arg Ala Val Asp Thr Arg Leu Gu Qu Leu Gy
40 661 66K0QF2/GIH4E Y GQu Arg Leu Leu Gn Leu Ay G n ecyiBspr@ardeu Cys
Gy 676 680 685 690 Gn Gu Gu Ala Phe Arg Gy Trp Ala Gn Ala Ala Phe G n
Ala 691 695 700 705 45Ala Cys GQu Thr Phe Cys Val Ay Gu Asp Ala Lys Ala
Ala Ala 706710715720 Arg Asp Ile Phe Ser Pro Lys Arg Ser Trp Lys Arg G n
Arg Tyr 721725730735 Arg Leu Ser Ala Gn Ala Qu Gy. Leu Gn Leu Leu Pro
Ay Leu 736740745750 Ile H's Val Hs Arg Arg Lys Met Phe Gn Ala Thr Ile

Arg Ser . 151 7 760,.765 Val u G,n Ser. Ser. L er Thr Arg Al a
e 1 esiiptobe Sk sy s, Sl T dRs R, Mo et s M Sy
Tyr G npPreenfdda it ddtaliainbedexdOdey bpdime silsiedtte A yVal Cys Pro Pro AsnArg Pro
Gy Leu Val 49 00.805 810 A u, Al a L Leu,.Ser. Arg, Val u Pro ., Pro Al a
oro Thr G u B edaaBs B38aEr vieymafibrof auBRfptifolBl it (58 ey ro
Gy d ywasocaldfat8d thy8 3bididp oB4tkeréend &fr cor@at driswevilonAagerAge tine ofrigst.eu Pro
Pro g/spg?]ér Leu 841 845 850 855 Arg G n Ala Leu Thr Phe Phe Leu Asp Ile Thr
ro

Set ME€856 860 865 870 20Pro G n Leu Leu ArglLeu Leu Ser Thr LeuAl a
AQu Gu Pro A g The R4ctiddOto385mavingCobjddt (RMO). LaheGraacidm th sl nfgeingG n Asp

Pro Arg Tyr 886,890 895 900 u Gu Trp Lys Trp Phe Ar s.Pro Thr Leu
Lew @ goblaft s BEmE aiminaling avihe ehiiradfons! Sunbtd s aBtpest RP st o Al a
Pr o Leuaheevhlaatidhas 9 heDBEalEb oP8kkitation laad intibititie prdoegsés im Reacefelgrallyr Tyr
Set Val S'g-f\r SSL Al a 931 5 940..995 30Pro_Ser ‘I;hr i S P.roGI\y Glrélle Hi s
LeuThr §2I%a NgA5SERGE 8l Beotegclierk I5ReCersanTip, Stap dhe-fapigy MovRmEyQf aey G y
Pr o 10euobjest ihya pfa-fixedapoiftc 1FSGhiDZ0 eebroSicpvatch Tdy He¢ pppliad Seitchedroreu Lys
Pro Gy Asp Pro Va ro, 35 976 980 985 9 s.Phe Il e Ar Ala Pro Ser
e ar g EBPE QPR e Tasethelothetiiand Dast SbpAcn EsibiEsiRab @ sl va
Ay Proesdglly Barth&mark I'e" Y prebsing 1H0Butidhléh A8 komb2ébrfdPhThidntgstGayi dRlte
TrpG n u Arg Leu HisAsp lle u Ser Lys 1021 1025 1030 1035 Ay Leu G n
6 T SbPeTRReed G 3P0l aipeel BepERol 25C 10 CoaR 1 486 FUBCEer G n
Leu Aspnigyaae!_ia«rmértﬁre ghg Had dﬂdlled%@Lst@Watéﬁ ’iddhet reach tt@“Oé@r‘fékk,ldééyéblBO 1065
Gn Arg Val P Arg, Val. Leu Thr Phe, Ser Ar u 1066 1170 1175
T0805" i e umreBeyet e i aciurla e hapd Sapredoriang M 'G5 F4981 1185
1190 10Bhmbakive Ar aleflyedGedctil hbb squahftalidd chatactarstitseih @bboldteguhdty, Hios 1096
1100 1105 11%0 5Me th Yal @/s g Asgl Val Thr Meg Ala Thr As q\éaI.Leu Gn
1111 117856p$30° foshes pf fesis, pegrme rféeNF t'[%ac%d'acyrﬂra’@"{?f%a'%/céi%&ga ti"g u Leu
N Tyr 0 T T B B B e v oty T Leu Arg Thr
rg Tyr . 1 u p e \ eu Arg r
G 5 & L OQHRtors, o TEGReWEG e aTHaSy 1 nesli. AcelL | ErenREterIon ol PRBPTBRRE ey L ou
G n26d uCapgbifdy OARUNINGIReksdrin€d OF Ny 1 Efance For Doctors, 1990, page 192).
(10) Simple sensomotor reaction on light signal or simple motor reaction
time (SMRT). Simple motor reaction time is a technique to characterize the strength of
the nervous processes. In a simple sensomotor reaction two mental acts can be
distinguished: the percipiency (sensory moment of reaction) and the response move
25  (motor component). The SMRT assessment can be made in the traditional way (using
chronoreflexometers) as well as the use of special computer programs. Prior to testing,
the researcher explains the rules of the test to the subject. Then the subject is
instructed to sit on a chair, to put his hands on the table before chronoreflexometer and
put the finger of the leading hand in its corresponding button. When the subject is ready
30 the physician-researcher gives the command and after 3-10 seconds switches on the

device. The task of the subject is to respond as soon as possible after the onset of the
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15Arg Gy Ala Val Pro Trp Ala Phe Asp Pro Pro Ay Ser Asp Thr
1186119011951200 Asn Ser Pro 12011203 20To obtai n polyclonal antibodies to
NO synt hawe,2oiZo10®w4al so possible to use a fragnent of emdwotheli/ea23MO

synt hase, selected, for exanple, fromthe follow ng sequences: SEQ ID. NO
3 25Pro Trp Ala Phe 11921195 SEQ ID. NO. 4 Gy Ala Val Pro 3011891192 SEQ
ID. NO 5 Arg 1185 His Leu Arg Ay Ala Val Pro Trp Ala Phe Asp Pro Pro Ay
Pro 351186119011951200 Asp Thr Pro Gy Pro 12011205 SEQ ID. NO 6 40A a
Phe Asp Pro Pro Ay Pro 11941195 1200 Asp Thr Pro Gy Pro 12011205 SEQ NO

7 Hs L%llén'aa’(t%f rgegsir'?‘lg £ b\@tlon grng tl]-rrnpofﬁh% nE;’RF btﬁg.pThe simple motor reaction time is
measured (in milliseconds) since the moment of occurrence of the special object on the
monitor screen before pressing the button by the subject on manipulator (keyboard or
mouse). SMRT is measured typically for 50 times after which the arithmetic mean value

5 of the indicator is determined. (Zheglov, et al., The Retention Of Performance
Capability Of Sailing Personnel Of NaVy. Guidance For Doctors, 1990, page192).

(11) Harvard step-test. This is a functional test which allows for the
identification of the reaction of the cardiovascular system to adverse effects and in
particular the impact of Coriolis acceleration, the 2-minute Harvard step-test was used

10 (V. L. Karpman, et.al., 1988; Novicov, et al, Study methods in physiology of military
labour. Guidance, 1993, page 240).

The technique is based on an assessment of autonomic shifts in the performance
of squats and recovery possibilities of a body to normalize the heart rate.

The value of step-test characterizes the rate of recovery processes after intense

15 enough muscular work. The faster the pulse restores, the lower the value of (P2 + P3 +
P4) and therefore, the higher step test index.

In athletes this index is usually higher than non-athletes. The index is expected
to be reduced in subjects with drug toxicity. At the same time, increases in the index
indicate that the drug increases the functional reserves of a body and the ability to

20 tolerate adverse environmental impacts, including kinetic actions.

The test is performed with the subject squatting for 2 minutes at the rate of 30
times per minute. On the 2nd, 3rd and 4th minutes after squatting the pulse is
measured on for the first 30 seconds of every minute. The step-test index was
calculated using the formula:

25 Harvard step-test index =T * 100 / (P2+P3+P4)*2,
where T is squatting time in sec.,; P2, P3, P4 is pulse frequency on 2-nd, 3-rd and

4-th minutes of recovery period, * — multiple sign.

Due to the fact that drugs are allocated to persons amenable to motion sickness
30 including drivers, its safety was assessed in carrying out responsible operator functions

by persons. In order to determine the key predictors for quality of activity of operational
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51186119011951196 SEQ ID. NO 8 H's Leu Arg 101186 Asp Thr Pro 1201
Gy Ala Val Pro Trp Ala Phe Asp Pro Pro Ay Pro 119011951200 Ay Pro
1205 Thewexermypilieary procedure for preparation of starti regTpBiychesad

anti bodies to NO 15 synthase may be described as follows: 7-9 days before
bl ood sanpling 1-3 intravenous injections are made to the rabbits to

i ncrease the | evel of polyclonal antibodies in the rabbit blood stream
Upon i muni zation, blood sanples are taken to test the antibody |evel.
Typically, the maxi mum |l evel of the imune reaction of the soluble antigen
IS reac [ = ' Fplection. After erm nation
of the B&ggtgfépa”?m@%ﬁh%ﬁfhgéc%é E{azéan EHse ﬁ%ﬁ\}%l gegg@%;y&{éﬁh;ﬁcﬂ ation
peri od, state ef systenthofr @ordimatitnzand mspossep eystemaadhich proviledtigheeffitieBey of

ant 1 boan g meldHStglis of apigy B 7 A s Rs SEHENBANNG Bhdtmial S 2na”

pl aced i n a B@Q)il S¢ange’s ftesle ThéesBenchiof thd Stangety test into hble theblereathdes ar e

d_wi I ' | aced. | h I [ h
oY et Bk R O R R PelR; PAEI PR fdpe B B
t he t enpebjattuwas clippedoot théGubjcttgresdeal hiswmasg wifly hist fiegers otThenlenhth spat ul a

is reno , the.r ining L iquid | rifuge or. 10 mn.a 3. 000

ot a1 olEe Bl Yol didct RIS reafIWaE rbBoriEl b ctoidfidlet ° Lz fea ). et

obt ai ne&Reéanitivs eDfuReifermare c@apabilite | OfoBailidg RersorieNDf( Mevyg htGuidarerenFoat | on)
nti sey. to a final concentration of 30 0.02% and st ored

i s added ipn t
before &gg%ﬁq??@zpquesp ‘e at the tenperature of -20C (or w thout addition
NaN30- at tehpertastureay- BeCrarried sapawitee at Hstervaigadf 3+8 imiadiess between
endot hel;i al NO.synthas romthe antjserum. the follqw n ol id phase
absor pt A9 0L SCe-H?%%SEﬂStaaSSFﬁs.e%% ‘iﬁr%cfn %ﬁpﬁg’é‘?%ﬁ:a& orf%soi t is diluted
twof ol d wi the O.Lkbs MaNgdl secaf-t@isatibfactorndd 6. 26 g Na2SO4, is added, m xed and
i ncubat ed for oyt 12-16 hours at 4C, WO 2012/ 010974PCT/ 1B2011/ 002378
(b) the seditefP?se¢-entAE@Wicent ri fugation, dissolved in 10 m of
phosphat e buf f poransaflb@ky¥eedgesdi nst the same buffer within one night at
roomtenperature; cl)a_hafter the sedinent is renoved b

‘0

cent?ifugatidd) Gepchs P essanceHpf thﬁée%tcn%rﬁwmam%isnem%mq kreate,
count er halbanAsEbrYe 8Fed Hreathyf f Bfheghivd)dt g, aid RRMAtbH 20F IF¥ProkMance

determ ned b}_/ neasuring the optical density of eluate at 280 nanoneters.
! ih%

The i sofapakfity Qlaeading iftssernns! LfeNpyr i {Guidanssi Rer Bpeiore 890 Peoegt¥phy

met hod hedt dodalinty thBeGeRid RRY iR pHdMOgbStort heSMSatlite bf BleiPrRMM RS e
| ocated on the jnsoluble matrix of the chromatography nedia, with™
subsequB@RIthy|sybiests ip¢Scidntasandsit Bihendhiguerraied aﬁw tgsmetlkmgtage (44 mime

respti 8@ dushf dle adabbh B brats didiy i Feddtiel EJe 19Y U 5b&hdsOhnd NGith a

honeopat hi c dilution process used to prepare t activated potentiated form

of the Belionadiideticiengyeofa bpdy.ribif tesHeethupdeiohd secentds. | Assasamentof the

sol uti ogspPlvad RErieBLESHIMEWES | ed pol yclonal rabbit antibodies to
endot helial NO synthase is 0.5 to 5.0 ng/m, preferably, 2.0 to 3.0
¢ Less than 34 sec. — unsatisfactory;

e 35—39 sec. — satisfactory;
25 e More than 40 sec. — good.

In one aspebt, the present invention provides a combination pharmaceutical
composition comprising a) an activated-potentiated form of an antibody to NO synthase
and b) an activated-potentiated form of an antibody to brain-specific protein S-100. As
set forth herein above, each of the individual components of the combination is

30 generally known for its won individual medical uses. However, the inventors of the

present application surprisingly discovered that administration of the combination
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15mg/ m . The brain-specific S100 protein, expressed by neurons and
glial cells (astrocytes and ol i godendrocytes), directly or through

i nt er act iwo01wdai7at her protei ns executes in the CNS a mamhBro10hH028I8nCt i ons
directed at nmintaining normal brain functioning, including affecting

| ear ni ng and nenory processes, growmh and viability of neurons, 20

regul ation of nmetabolic processes in neuronal tissues and others. To obtain
pol ycl onal antibodies to brain-specific protein S 100, brain-specific
protein S-100 is used, which physical and chem cal properties are described

S"100, Aroead s d5aloen G didalengt Yo o iy GBI et AT\ e

book M veget&titeavdsculBr dysterpeci fi c Protein Antigenes and 25Functi ons of

Neur on, " icine”, 1985:. P. 12-14. Brain:specific. protei -100,1i.S

al | ocat edwﬁgoamm@?e iaﬁpf:‘?[sgrl?e'nef?mﬂ?epf?df © l%etrﬂéth%lolfg afpae qe‘?h‘fﬁg&@é’:"e'

- the bubscutaradystdriis sauned Symptemsi thereafubyd nmednsogie insegioaoiny en t &rganistnoopowder

using a_specialized m |1 : o -. proteins are exjracted in the ratio
of 195 iR EPoBRthED Yortn apentbosins, e bieRE R R PEh S0 Rikgate s o

t he honmuitb rexdtieated-pogsaitiatbdf form16f antibodies6idCerdudhdliae NC aghtedsé dn 4@rd-lowan i ce

bath; - thernolabile proteins.are renoved by centrifugation; ammoni um
sul fatedf’?%?c&?a(gﬁ'& ipHHH?cga'g[éProldfeé:‘d out in stages, with subsequent 5renoval of

preci pi t at eRreferatblei rfsr the purposthef f freatiniedt) dignt combingtics IfHarpaoéical i S
precipitated .usin 00%,sat.ur at ed ammpi um sul f at e acco i shed. .pH drop
Poca. b conBotE] RoadPmsieRgnroth St Rbeld " Lot 146 g SRR M pipgtan
preadpi inetudlingsord art@b\cechbiratian innidosageiskher vol une cont ai ni ng EDTA and
10ner capt oet hano the precipitate i ialyzed wi th deionized water and
Fyophi 11 zeq: T8 PharmatEfial sioRiaodBn it ey ok el SMACHGR B fe oS of
chr omat ogatapEny df nvertigo @X olarings yeneeld| kindbsiE-anal VedetsteRasbdlanmystohen
DEAE—seBhatdex = 50; - thF col I.ectled ﬁ'l d gi alyzed fractions, which
cont ai n*¥M9HE a5HYR eqraponents igivolugPURRdY i 3 B8 noi ecul ar wei ght by gel
}‘i I tr alti on For ﬁeprpaletms;elGoﬂQEéatriaﬁnt w:rvédi@a &k ?{@ﬁl%us[) Qepisis) skirw;ct@digzadj and
yophi I i zed.,. The nol ecul ar. wei ght of the rifie rai n-specific protein
s208) | LS ayG asCunr AUPn: e Sreneniicehiesprasmagrolsh sbageriticn ey
gl ut ani bé @dgmiidérddrﬁjpar%@?c Howe ver, m??bimuﬁaﬂ@%hsj §drhi'h&lfrkaision'plm;I HeCGoribiheqar cupi es
extrenme _anode positio urjng . el ect rgendosnpsi s, i n j scont i nuous
but fer SYRPRIRTES Moang ey otitltiong andigtisalid sosaes arratetlel eniBBERM A% at f on.
The Iool yctmmic-ipcftamidwﬂfoeﬁ\ df@n@%dd?@sl W&bgﬁ-ébew p@dd)tfélh @ﬂog%ﬁ! ml_ lr@KIgO@,
simlar nethodol o to_the _net hodol og escri r endothelia
synt has@CtB’ﬁquﬁ%‘H? t?fgfoﬁ@ %ﬁ"ﬁ%‘?cﬂ%satr‘?té./"d?m? '@Hﬁgrsé!” F%&J’Préf%'fed& 100 protein
nmay 20€e usedn agditioLILeBe ireafiént@E Rertige lof Lathist genekRNKAL BT . vegetdioyd ne
SlOOB(SE(g. | D, NO, 95) . I . .
vasCular dystonia, separate and simultaneous application (intake to organism) of the
declared pharmaceutical composition in the form of two separately prepared
medications both in the form of solutions and solid dosage forms (tablets) each of which
contains activated- potentiated form of antibodies to endothelial NO-synthase or to S-
25 100 protein is possible.

The medical product is prepared mainly as follows.

The combination pharmaceutical composition in accordance with the present
invention may be in the liquid form or in solid form. Each of the activated potentiated
forms of the antibodies included in the pharmaceutical composition is prepared from an

30 initial molecular form of the antibody via a process accepted in homeopathic art. The

starting antibodies may be monoclonal, or polyclonal antibodies prepared in accordance

20



Met Ser GQu Leu Qu Lys Ala Val Val Ala Leu Ile Asp Val Phe 1 5 10 15 Hi s
Gn Tyr Ser Ay Arg Qu Gy Asp Lys His Lys Leu Lys Lys 30 16 20 25 30 Ser
A u Leu Lwe282010%4 |l e Asn Asn Qu Leu Ser H s Phe Leupr8l/iB®mi#0024%s G u A u
Ile Lys Qu Gn Gu Val Vval Asp Lys Val Met Au Thr 46 50 55 60 Leu Asp
Ser Asp Ay Asp Ay Qu Cys Asp Phe G n Qu Phe Mt 61657075 Al a Phe Val
Ala Met Ile Thr Thr Ala Cys H's Qu Phe Phe Qu 76808590 5Hs Qu 91 92
Human S100B (SEQ ID. 10) Met Ser Qu Leu Gu Lys Ala Met Val Ala Leu lle
Asp Val Phe 10151015 His Gn Tyr Ser Ay Arg Gu Gy Asp Lys Hs Lys Leu

Y5 SIS anOBRAR oSS o EUmbl oOsbied L PR AR G s
46505560Meditsyagph 188M, PsP-38 {Huxa pA@ibpdsu Mopecibsal/ a?hbre@bmblaam Bhigbddids,
CLeoTOT Y Ay it ey I Tocthe 68 1 R 6808 By, g,
Leu G u idarpokbtedMereidtby rdflerericeu |1 e Asn Val 151015
5 Monoclonal antibodies may be obtained, e.g., by means of hybridoma technology.
The initial stage of the process includes immunization based on the principles already
developed in course of polyclonal antisera preparation. Further stages of work involve
production of hybrid cells generating clones of antibodies with identical specificity. Their
separate isolation is performed using the same methods as in case of polyclonal
10  antisera preparation.

Polyclonal antibodies may be obtained via active immunization of animals. For this
purpose, for example, suitable animals (e.g. rabbits) receive a series of injections of the
appropriate antigen: brain-specific protein S-100 and endotheliél NO synthase. The
animals’ immune system generates corresponding antibodies, which are collected from

15  the animals in a known manner. This procedure enables preparation of a monospecific
antibody-rich serum.

If desired, the serum containing antibodies may be purified, e.g., using affine
chromatography, fractionation by salt precipitation, or ion-exchange chromatography.
The resulting purified, antibody-enriched serum may be used as a starting material for

20 preparation of the activated-potentiated form of the antibodies. The preferred
concentration of the resulting initial solution of antibody in the solvent, preferably, water
or water-ethyl alcohol mixture, ranges from about 0.5 to about 5.0 mg/ml.

The preferred procedure for preparing each component is the use of the mixture of _
three aqueous-alcohol dilutions of the primary matrix solution of antibodies diluted

25 100%%, 100® and 100%® times, respectively, which is equivalent to centesimal
homeopathic dilutions C12, C30 and C200. To prepare a solid dosage form, a solid
carrier is treated with the desired dilution obtained via the homeopathic process. To
obtain a solid unit dosage form of the combination of the invention, the carrier mass is
impregnated with each of the dilutions. Both orders of impregnation are suitable to

30 prepare the desired combination dosage form.
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Phe Hs Ala H's Ser Ay Lys Gu Gy Asp Lys Tyr Lys Leu Ser 16202530 Lys
Lys GQu Leu Lys Qu Leu Leu Gn Thr Qu Leu Ser Ay Phe 3031354045 Leu Asp
Ala G n bye2emivah Asp Ala Val Asp Lys Val Met Lys 46905560)1Ghaz3tseu Asp
Gu Asn Ay Asp Ay @u Val Asp Phe Gn Qu Tyr 61657075 35Vval Val Leu Val
Ala Ala Leu Thr Val Ala Cys Asn Asn Phe Phe 76808590 Trp G u Asn Ser 9194
40Bovi ne S100A1 (SEQ ID. NO 12) Met Ay Set Qu Leu Au Thr Ala Met Gu
Thr Leu Ile Asn Val 1 5 10 15 Phe His Ala His Ser Ay Lys Gu Gy Asp Lys
Tyr Lys Leu Ser 16 20 25 30 Lys Lys Qu Leu Lys Gu Leu Leu Gn Thr Gu

Val Wt Lysmzgegials aimet, diisiehflo fdletal Rl etarfrelith e Ayl &

d u Tyr potepliateddardn Vet comprisetheadmbihatioN af the invEhtioVid polydor@ anfitsadidsn Phe

br ai n- spe o spetopfAiit S R 336 hddimeta V@ Sypnae sl EHMY pelkioryens)
i N conpwith canchnwnatidny bhtOshl th 8.0 mgmall isunsed d&sr tHee subseaquient peegpmnationi bh f ul |

Freupd' ' A red and added to all ocated brain-specific protein
S 108 \I\%I‘:@\%téa{@&%gﬁaﬁ%j feog{?%'d subdermally to a | aboratory animal - a rabbit

i nto area ofo Ipaepare rthguzharmagewdicall e@mpbsitidn psefarablb phlydapalr apittatdess to
I mruni zatd. | Se: . Bl a Lhg | s~nmad for exanple, froma vein in
e R L D R L

Polyclonal antibodies to endothelial NO synthase are obtained using adjuvant as

immunogen (antigen) for immunization of rabbits and whole molecule of bovine
10 endothelial NO synthase of the following sequence:

SEQ.ID. NO. 1
Met Gly Asn Leu Lys Ser Val Gly Gln Glu Pro Gly Pro Pro Cys
1 5 10 15
15 Gly Leu Gly Leu Gly Leu Gly Leu Gly Leu Cys Gly Lys Gln Gly
16 20 25 30
Pro Ala Ser Pro Ala Pro Glu Pro Ser Arg Ala Pro Ala Pro Ala
31 35 40 45
Thr Pro His Ala Pro Asp His Ser Pro Ala Pro Asn Ser Pro Thr
20 46 50 55 60
Leu Thr Arg Pro Pro Glu Gly Pro Lys Phe Pro Arg Val Lys Asn
61 65 70 75
Trp Glu Leu GLys er Ile Thr Tyr Asp Thr Leu Cys Ala Gln Ser
76 80 85 90
25 Gln Gln Asp Gly Pro Cys Thr Pro Arg Cys Cys Leu GLys er Leu
91 95 100 105
Val Leu Pro Arg Lys Leu Gln Thr Arg Pro Ser Pro Gly Pro Pro
106 110 115 120
Pro Ala Glu Gln Leu Leu Ser Gln Ala Arg Asp Phe Ile Asn Gln
30 121 125 130 135
Tyr Tyr Ser Ser Ile Lys Arg Ser GLys er Gln Ala His Glu Glu
136 140 145 150
Arg Leu Gln Glu Val Glu Ala Glu Val Ala Ser Thr Gly Thr Tyr
151 155 160 165
35 His Leu Arg Glu Ser Glu Leu Val Phe Gly Ala Lys Gln Ala Trp
166 170 175 180
Arg Asn Ala Pro Arg Cys Val Gly Arg Ile Gln Trp Gly Lys Leu
181 185 190 195
Gln Val Phe Asp Ala Arg Asp Cys Ser Ser Ala Gln Glu Met Phe
40 196 200 . 205 210
Thr Tyr Ile Cys Asn His Ile Lys Tyr Ala Thr Asn Arg Gly Asn
211 215 220 225

22



The obtained antiserumtitre is 1:500 - 1:1000, forns single precipitin
band with an extract of nervous tissue but does not react with extracts of
het er ol ogvoabi12mod7es and 20 forns single precipitin peakcaBiiwbia7gpour e
protein S-100 and with the extract of nervous tissue indicating that the
anti serum obt ai ned i s nonospecific. The activated potentiated form
of each conponent of the conbination nay be prepared froman initial

sol uti on by honeopat hic potentization, preferably using the nethod of
proportional concentration decrease by serial diIution of 1 part of each

25 precedi ngLéQ'%’zté %Qer( Qeggln_hé nﬂ]y\n\tatl tPhje n| téf\l g |a0@ '81 garts (for

decimal dilu rts (for cen 3y |on ? 99

parts (for WE eﬁg hed'Alrgti?Q Jf“r tpts%mé%t'g? S? Ofvaal r}’ Hfl%

starting wt ncentra he I Mt tlono the

sol vent re a , ur, t% range
fromgabou!to 0 £t%'l%t§;ol\3{?hgh RE acrﬁg% coupl edh\/\?tgp chl rnal fArEt%a%%]n Vel °
Pref er abl y, hgaglt@%th%q YL VS, I e yer bigaly gtwlswg
(dynam zat i o eac referably, sg e coln al Iner used
for each sub uze]%t il o e rs
di I ypi on facéf |E§l rrgtsh GaPpLéuo Etr{baécgg% eﬁeLP lgn%ﬁeg%gtﬁsg . See,

. 9.0V, Schvighs BHomREPRL 2o cies mebrolé%?meqtvtt 29, t;mq;aoprat ed

herein by reggfence for t pyir pose stated or exanple prepare

a 12- cent esi BB i i,0n; CIBPDL AL O12) Glgn%rgatrte Qe pbhi @l Q%jqel i al

soI ution of gpgibodies to bgajn- speC|f|c prote or to

NO 5Synt hasgiq Whid 1,48 aGaNESAUSAS 10N 9h1 259 »% L%'ul %Gdew parts
of neutral agyeous or aqueoyssal cohol sol vent erably, 15/ee 3

al cohol ) andgi fegy el gal! ¥nshakemn 5 A&anyrtlﬁt?é {10 candrip %rt@etcr_eate
the 1st centeggmal” dilutionz§glenoted as THes 2nd cent eS| mal gt on
(C2) is prepgeedrdy Mt heelsi oﬁm@@gmlsndttyt Koo P ﬁlprgt-‘&}dwre 'S

repegted 11 ggyres to preparggd he 12t h centesi o dilfution Cl12 t he

12th centesi ggh fid 4ehoB1E1Rsp CRIEFAN §23 EP4 Ltté@ms%th@hnggpbthZA rial
dilutions of3pge part of thegganitial matrix soigyion of antibodiegdo

br ai n- speci f gy it &l §e;!=09etwlmt¢p e 218 ﬁg@cmt Al 9310618 Pr1odY 1 n 99
parts of a ngeiral solvent ggsdifferent containgys, which is equiygd ent to

thezsent esi npby honeepat b6 ©id WdoneldinSLEY | Ara RRCedUr @8- W T Yhe
rel evant diluygégon factor argigperformed to obtajis dilutions C30, Gy and C

00. The intexsediad gidi hubi Ans 7Ry e best e iMe 1desHigdbhoA99iLal nodel
to check actawyity. The prefgsged activated potengiated forns for ppih

ant i bodi es conprdisi ngst Rea cordidiat iy el s1bré herd nepntrirgnagserspo Mxd ure of
C1230C30, angl34200 dil utiongg@r Cl12, C30 and Gaps di lutions. Wen 459 ng the
m xture of vedi aus PeBEOpat € Gwsutelroméu('@tﬁt nefd lwa1CeRtkegi §8t)n af1d he
active substesce as biologigesd |y active |iqui dggxpnponent, each cogmpnent of
the conposi tvéen Y @sn €2, 118GeC5r €200)14 SPHY eRar €¢rseparpt&las

accordi ng toséde above-descgided procedure unt4dis the next-to-lastagh | ution
is obtai ned P& (TrpyLysuoty! sédh1aCA%r €49 angl A% 1vespecthyeryy Ly@nd then
one part of gch conponent 4&s5 added in one contg ner according tamdshe

m Xt ure conpogd tihan pasdLyE Xerh Widih AlheasRoni 4 edh1quaiat iThy oérthea ssdwvent
(e.g. with 9%9¢parts for censesi mal dilution). s05 Thus, 510

act i vat ed- pateniMeat ed yf onm v antt Badi egstArdprainispeanti chproieinedS- 100 in
ultdd | ow doSEL i s obtained %y extra attenuati groof matrix sol uti @ggs
accordi ngly Tyr M@12er @bu 1038 @R ATG0208 ¢inessr aguahlbocrtentesimal Cl2,
030 and C2005x®l utions or 189802, 1003 and 100535 nes, equal to cesdceesi nal
Cl2, C30 andsGb(rrgpolLatii Phs Mcﬁp@rseeklenehermmpatdﬁlpﬁ:gt gabnokogyys Met Use
of active subsltance in the 348 m of m xture of s®ther various sol utisms on
homd&opat hi cAdrectinolrggyasp ovaleNatplSer teci il Hind/an aeat esimadl Kl2, C30,
0100; 30 C1295€230, C50; D2(Beac30, C100 or D10,56830, MLOO etc.) i ssqossible.
The effici erntal ivald@hiingelr edperfheedilal Ryn Gly Asp Pxt erpnatlpra€essliyng in

t he course of potentiation and concentration reduction can also be carried
out by means of ultrasound, of electrgmagnetic or any other physical

i nfl uence accepted in the honeopathic art. Preferably, the conbination
pharmaceutical conposition of the invention may be 5 in the formof a
liquid or in the solid unit dosage form The preferred liquid formof the
pharmaceutical conposition is a mxture, preferably, at a 1:1 ratio of the
activated potentiated form of antibodies to endothelial NO synthase and the
activated potentiated formof antibodies to protein S-100. The preferred
liquid carrier is water or water-ethyl alcohol m xture. 10The solid unit
dosage form of the phar ITB.CEUtI cal corrp05| t| on of the |nvent| on may be
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prepare the solid oral form 100-300 pm granul es of |actose are inpregnated
with WD 2012/ 010974PCT/ 1B2011/ 002378 aqueous or aqueous-al coholic

sol ut i onswofwidnaowat i vat ed potentiated form of anti bodi esTuB20h1/8d2ar8 ne,
activated-potentiated formof antibodies to endothelial NO synthase and the
activated potentiated formof antibodies to protein S-100 in the ratio of 1
kg of antibody solution to 5 or 10 kg of lactose (1:5 to 1:10). To effect

i npregnation, the 5 lactose granules are exposed to saturati on irrigation
in the fluidized boiling bed in a boiling bed plant (e.g. "Huttlin
Pilotlab" bycHuttlin GrbH) \%gh subsequent dry Vi a heat ed air w at a
t enperature QQEO 406 t'% gsli %eﬁexﬂlﬂ?enct't tgu ; 1 %rq.nulgs (10 to
h % é’d ormyof

34 wei ght par%g) saturat e acti vate
antlbodles I 3P dP t he X A t rts of
e S % §lo usedrn%%r%gts\rllvb g}gr T % cos? guct i on
hout
gharts

“non-; 10 satsggat ed pure I% ose

and sinplifigahi o0, apg as%“re EaééPr%QJ B3e 1LGC QP'%%%‘%r Wr%‘:ﬁ??g

decreasing tRegtreat ment ef i ency),” together

of mmgnes! UMy St ear ot a1 324020 Ml PRt S 3.5 QLS BET BE,

cellul ose. TRa;obtai ned tab gt mass is uni oM xe gi by

dirggt dry p S r ta ) m 150
3, S LA A e EDIeIon s 0] Sletugt a5 10 L

pills are obyainggt Lepgat t h u S ch_QJo 0 i@
(3.0-6.0 ny/ @Ehl?qeofa?} eelcog‘%gng%%olﬁ%o}%l%hgggcgfgajf%d pot éﬁ?l gfﬁéd ?urm of

anti bodi es. g@ghcp,grmﬂ%% atgt e, caubidiat keg. éffd%f.rp dlrpoﬁggegs the

carrjiser is igyghe Tormof aggpxture of centesi oneopat ons,

preferably, @Zg GP@%ﬁﬂ@lﬁngu BOPrsienall ¥ 11¥ tan GLty'% Qfal BEaC ﬁé med

phar maceuti cghiconpositi on ggg adm ni stered imes a day. 7d9e

combi nati on @finagid aleeROEeNt it eshd @fym Qféla@ii/b@ﬂl eSd Q1RraLe gpecific
protein S-109pand activatedspptentiated form of;@antibodies to endgjheli al

NO- gynt hase aia phgy rmqﬁu%Fcahecm@J I} 2LE RFSPH LG RCeLdhRg &Dn
honeopat hi c. 7pechnol ogy of 728 exponent| ation thfough repeated Subsequent

di lution in gegbtpatdQn rwit Be XtieF Nty MAGhanLcaly efdieGhin ear thgabrshaki ng
of every dil gggon (see, foryeyanple, V. Shwabe;jtloneopat hic drugsisgM,

1967, p. 14-29) tdhat1iRO$SeSTadChiyidng & %gSQQSbMeE hend eahnahagynefval
exp@sentiati 1w thin pharmgel ogi cal el s apgldor clinical methpgs of

treatment of Lygrédgwaaf cuar hoss.aenes serkkbet Dps Ssa@ndnegelahi ¥eryascul ar
dystoni a) 307pgovi des obtai naygmg of sudden synetgetic therapeutic gfdect
confirmed onradergiatiei( vabi deuexperinrental cirpdel s @nd @lyi Regabin Tyr

i nvestigationsithat consistggsn increase of efdpciency of treatnpsps of
bot IBoverti goGoh maAj id1ys AGENESE SI1KidI8t A3keSCcaBdpy¥e OBt Atisve n¥gSeHbat1y
dystoni a. Theseentioned techopcal result is preysded by enhancenegip of

neur opr ot ect Lye &l iotit g1af Lantidodas alrg PaOtEiw ASplAQ Lausedrbyridf | uence
on efficiencyginf interactiopi®f |ligands with sggem-1 receptor, vegefative
stabilizing ehfesly se¥ walmBlizatl anwbkivegetatiwvenyd aiys as bhs osgh
mani3best ati og2ef earlier nossexposed features @fsactivated- poteng4@ted
form of antibodi s tracbpabnssperid ivalpneyehsp PAdrmnd.esyrebgetsccyhf | uence
of both conpesents on neutradsplasticity and ags@ result of it thgsagh

i ncrease of Tesiktwmreg Ginbaba Ld0 ThaxiPbeebheclisu tAgt miepravesetr nkRgrati ve
activity andsséstores interfew spheric relatioges of brain, faciligaies

el i @nat i on Bfo c3ibriovardOLeh Sorudeyrs, Lehi uhates THpakat Are preocesses and
accel erates 8estoration of 8uhction of stabilig®s somatovegetati vess

mani f est at i ohsg Jarcicaasedncerrebslal Huocduf row wad, searespnachspebyo rdvi des
enl argement 886t herapeutic 8amge of nedicationgehd i ncrease of ef$dxi ency
of treatnentAof Ter GlgoGlki Niep dsiss Tapd PiegRt @t ¢ we-Rias Mhlraledyséontiu of

var 4bus gene%$ds includi ng vegetati ve-vascul ar @iyt oni a acconpani eglihy bot h
i ncrease andvdb IgeciGdasélof Plid g [Bees¥yuailerldbreao\iro Ale @eol aeedLelr ug and
its conmponen®$s6 do not posse$z0 sedative and m o?Z axation effect, @0 not
evoke addi ction and adaptation. The declared drug can al so be used as the
conmponent of conpl ex therapy. Moreovegs the declared drug broadens
assortnent of nedications designed for the treatnent of vertigo of various
genesi s, kinetosis and vegetative-vascular dystonia. 20 In addition, the
conbi nati on pharnaceuti cal conposition of the present invention may be used
for the treatnent of attention deficit hyperactivity disorder,

psychoor gani ¢ syndronme, encephal opathies of different origin, organic

di seases of nervous system including stroke, Alcheiner's disease,

Par ki nson' s di sease. For the treatnent of said disorders the conbination
phar ITB.CEUtI cal corrp05| t| on may cont a| n actl ve corrponents 25 | n vol umre
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Study of the effect of a conplex preparation containing ultral ow doses of
activated-potentiated forns of polyclonal affinity purified rabbit

ant i bodi esot012aned7a- speci fic protein S-100 (anti-S100) a@ow/1Brdobdeets al

NO synt hase (anti-eNOS), obtained 10 by super-dilution of initial matrix
solution (concentration: 2.5 ng/rnl) (10012, 1003, 100200 tines),

equi valent to a m xture of centesi mal honeopathic dilutions Cl2, C30, C200
(ratio: 1:1) ("ULD of anti-S100+anti-eNOS"), as well as its conponents:
activated-potentiated formof polyclonal affinity purified rabbit

anti bodi es t I I es_of i N- citC ' - , rified on
antigen, obt gggeﬁgﬁy&gu%gﬁ- %fu%%)ra]ﬂ% %Iqﬁl !tplgglg Oltr?gt'lt Fi:ly? §% uY?gngérlomz,
10030, 10020Q.ti peguiyahent iXtu t esi o} p iC
dilut] on C12espre &80 PH e Rr of Lt S0 e M en T p ORI

f or msof pol yglo rghbipt, a b@g]? Qul I ot hel

NO- synt hase, 9@p?€%un£ bytygug}g- [ EGtsllngn S%f tg:igi g%\gl?&xt#r}{ox%ggl E??oghglomz,
10030, 100208} iwEs)oyLQqui-Val e & HAt IR RL, GaNM eg) h hi ¢
di lution C_1297%:30, 00 % Ugg)o_g%r‘;zo anti -eN%"%%_n [ n%&rg?%yo%g%ioggg ng of
standard |1 9aag p3-clPeREAZOCT NF, [ NATBNPEECOIDIAANG. B 1EECERL OFrdias

evaljgat ed uspgg radi ol i gandgget hod. Potenti ategyhgli stilled water {gaxture of

horreopat hi ¢ glsh, U4 DMS,CH2aT 8PS (@R0)1 MAS US9d1 881 § 8o RNGPLAt sppstontrol .
The sigma-1 (ghg receptor hpgi@n 1 ntracellular {geeptor which is™ lized

in the cellsa?p ®fo Rt hal; By VOUS BYSTRM ciieatfllet ofist REpMPSL &y
peripheral tjgspes and i mMupgsconponént cells;pghiese receptors exgidit a
uni qye abi | gyr tQ, P& 1ty 20! OCAL L WLl bSmbPopght 40 e eRUSEH, yy TNy
psychotropi cigpglicati ons. Thgodynam cs of sigipgs receptors is diggetly
linked to vagi@usyd fdrugnaese Wi &h e 1REr ot Medy B\s Prcarakati ens Agting to
the sigma-1 fgeeptors. Theseseffects include, 1ife regulation of pggd vity 30
channel s, ecatyt®si $1uSh@gab1y rensimld ic1¢, aAbgnpdeling 0 hhg phass@
nmenbpane (foip®gion of rafgsypand |ipid transppygation/ metabolismgal |l of
whi ch can coptgidut @roakpese Pl @&d irGist ¥nef rpeW AN AdpbiabNLed NEFP 1S
evidence thatoghe sigma-1 fegeptors have a nogid@ting effect on ghdsthe

maj or neur onegh ad 1S 1MSheaBA1 A RANRNEeHILCAr§ VAL QRS @ye, LdQPerh NeFgi C,

chol inergi c sysé ens and NVDPeo adj ustable glutangg e effects. Signmarilp
receptors pleyyand meer bast viol ®yd sithaspalhopiysSiMitoa aOffthr ser val

neur odegenerative diseasesiibs(e.g., Al zhei nerisy di sease, Parki nspis S

di sease), psyehicid ithrandlatieciiyeid sendeis and @ity ekg; aapdvé heyral so
take part inithe processesiofpl earning and neppgy. |In this regarthad he
ability of dragsd dinf huencey tAw efdfli aiencyy ofal nir achl aBpo&1h igands with
signa-1 receptor is indicatiyge of the presenceisd neuroprotectiVveiss

anti-i schem zxg @y Gligt GCu AP | depreesant, asd P iLcasthedi cheosPONEY S i n
the spectrumndeits pharmacoémgi cal 10 activityemnd permits the 1170

consi der at i ovaDfTHha2e drygslaawf frct cia peepeHaticns.cpascihcel@ardyg for the
treat ment of1reErebrovascul ar7%li seases. Durdong the test (to nessure

t ot 46 bi ndi ngys 2@ plaref clheaTHnpllexepr epar als oPhOfaAsdL Brof Pro Gly Pro
anti-S100+antig8&NCS or 10 pioof ULD of anti-SiDgs or 10 pl of ULD zfo

anti - NOS weresm@adrned Pro Ghg Pnsubati on nmedi um Thus, the quantity of ULD of
anti-S100+ant26eNOCS 15 traasferred into the test basin when testing the
conpl ex preparation was identical to that of ULD of anti-S100 and ULD of
ant HONGCS t eRdlpclorsed antiaiies=ioa @tsyothase Widydie cbithioes uking the aboleanobleonieof t he

efficien f th (e tign to its, separate conponents. 20 pl and 10 pl
of pot eﬂﬁ“ﬁﬁ%’b%@%@?“a\?ﬁﬁsw §f°é|u?ee@ﬁ?‘ﬁpg SEA¥SRSScubat i on nedi um

Further, 16BEQIID.&N@@E 200pg of protein) of Jurkat cell |ine nenbranes
honbgenat e M (dlymasn| bekeny< Sed waphatyt €14 icie) Prandlli rabl pro 20yl  of
tritium| abel®ed radioligand § 3H] pentazoci ne (150m were transferrid.

In 4fder to Glpaswue Ghgnilepetly ilewiGlgi gy Qly plewfCysotilyabek eclln i@and-

hal operi dol (1® pM were transferred in the incfbati on nedi uminstaad of
the preparations or potentiated water. 25Radi oactivity was neasured using a
scintillometer (Topcount, Packard) angs scintillation blend (Mcroscint O,
Packard) follow ng the incubation within 120 mnutes at 22C in 50 nM
Tris-HCl buffer (pH = 7.4) and filtration using fiberglass filters (G- B,
Packard). Specific binding (during the test or control) was cal cul ated as a
di fference between total (during the test or control) and non-specific

bi ndi ng. 30Results are represented as percentage of specific binding
inhibition in control (distilled water was used as control) (Table 1). WO
2012/ 010974PCT/ 1 B2011/ 002378 Table 1



Test group Quantity per test basin % of radioligand specific binding in
control % of radioligand binding inhibition in control 1st test 2'd test
Aver age wobDDRomfo1eeTdi - SLI00+ anti-eNOS 20 pl 48.4 35.5 42pQTAB20Q1/0i2B780f
anti-S100 10 pl 67.3 63.1 65.2 34.8 ULD of anti-eNOS 10 pl

Pro Ala Thr Pro Ala Pro Glu Pro Ser Arg Ala Pro Ala Ser Leu

31 35 40 45

Leu Pro Pro Ala Pro Glu His Ser Pro Pro Ser Ser Pro Leu Thr

46 50 55 60

5 Gln Pro Pro Glu Gly Pro Lys Phe Pro Arg Val Lys Asn Trp Glu
61 65 70 75

Val GLys er Ile Thr Tyr Asp Thr Leu Ser Ala Gln Ala Gln Gln

76 80 85 90

Asp Gly Pro Cys Thr Pro Arg Arg Cys Leu GLys er Leu Val Phe

10 91 95 100 105
Pro Arg Lys Leu Gln Gly Arg Pro Ser Pro Gly Pro Pro Ala Pro

106 110 115 120

Glu Gln Leu Leu Ser Gln Ala Arg'Asp Phe Ile Asn Gln Tyr Tyr

121 125 130 135

15 Ser Ser Ile Lys Arg Ser GLys er Gln Ala His Glu Gln Arg Leu
136 140 145 150

Gln Glu Val Glu Ala Glu Val Ala Ala Thr Gly Thr Tyr Gln Leu

151 155 160 165

Arg Glu Ser Glu Leu Val Phe Gly Ala Lys Gln Ala Trp Arg Asn

20 166 170 175 180
Ala Pro Arg Cys Val Gly Arg Ile Gln Trp Gly Lys Leu Gln Val

181 185 190 195

Phe Asp Ala Arg Asp Cys Arg Ser Ala Gln Glu Met Phe Thr Tyr

196 200 . 205 210

25 Ile Cys Asn His Ile Lys Tyr Ala Thr Asn Arg Gly Asn Leu Arg
211 215 220 © 225

Ser Ala Ile Thr Val Phe Pro Gln Arg Cys Pro Gly Arg Gly Asp

226 230 235 240

Phe Arg Ile Trp Asn Ser Gln Leu Val Arg Tyr Ala Gly Tyr Arg

30 241 245 250 255
Gln Gln Asp GLy Ser Val Arg Gly Asp Pro Ala Asn Val Glu Ile

256 260 265 270

Thr Glu Leu Cys Ile Gln His Gly Trp Thr Pro Gly Asn Gly Arg
35 271 275 280 285
Phe Asp Val Leu Pro Leu Leu Leu Gln Ala Pro Asp Glu Pro Pro
286 290 295 300
Glu Leu Phe Leu Leu Pro Pro Glu Leu Val Leu Glu Val Pro Leu
301 305 310 315
40 Glu His Pro Thr Leu Glu Trp Phe Ala Ala Leu Gly Leu Arg Trp
316 320 325 330
Tyr Ala Leu Pro Ala Val Ser Asn Met Leu Leu Glu Ile Gly Gly
331 335 340 345
Leu Glu Phe Pro Ala Ala Pro Phe Ser Gly Trp Tyr Met Ser Thr
45 346 350 355 360
Glu Ile Gly Thr Arg Asn Leu Cys Asp Pro His Arg Tyr Asn Ile
361 365 370 375
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147.5 161.1 154.3 -54.3 Potentiated water 20 pl 98.1 75.8 86.9 13.1
Potentiated water 10 pl 140.1 106.2 123.2 -23.2 Effect of the preparations
and pot enwoavexbiwetier on bi ndi ng of standard |igand [ 31eCirpBriuasasisne to
human reconbi nant a 1 receptor 5Note: % of specific binding in control =
(specific binding during the test/ specific binding in control)* 100% % of
specific binding inhibition in control = 100% - (specific binding during
the test/specific binding in control)* 100%. 10The results reflecting

i nhi bition above 50% represents significant effects of the tested

conpounds; ’ﬂthd;% oA KA %?4)%;915&/3%@'S@L&'ﬁsé%@%@ gﬁ % Cts

I nhibition | 5/6|s nsidered to be #gnl I'cant ecty

Shoved fﬁZP%E@ oo p%“tg AP Nep e "alh@f%sﬂ&&\&i‘?l%?l ”‘.”Se'

norecefficie t £ t 0 dlDof
anti “eNCS) | gégnﬂélﬂ.*%ﬁgs%?ﬁﬁg a*ﬁ%@%%q%t %xé”b‘ l.egiéﬁ A8

[31-1] pent azﬂ%nﬁl%%l@u%&l E\‘EQ%@% igFGQEQrL g % Sé%f@
transferred e test En, y 10 I ngs Of
standard radL9£'§f§“th3%1§]8§9t@§90é£33&r% aggafrp Ala Trp Ile Val Pro
10 436 440 445 450
Pro Ile Ser GLys er Leu Thr Pro Val Phe His Gln Glu Met Val

451 455 460 465

Asn Tyr Phe Leu Ser Pro Ala Phe Arg Tyr Gln Pro Asp Pro Trp

466 470 475 480

15 Lys Gly Ser Ala Ala Lys Gly Thr Gly Ile Thr Arg Lys Lys Thr
481 485 490 495

Phe Lys Glu Val Ala Asn Ala Val Lys Ile Ser Ala Ser Leu Met

496 500 505 510

Gly Thr Val Met Ala Lys Arg Val Lys Ala Thr Ile Leu Tyr Gly

20 511 515 510 525
Ser Glu Thr Gly Arg Ala Gln Ser Tyr Ala Gln Gln Leu Gly Arg

526 530 535 540

Leu Phe Arg Lys Ala Phe Asp Pro Arg Val Leu Cys Met Asp Glu

541 545 550 555

25 Tyr Asp Val Val Ser Leu Glu His Glu Thr Leu Val Leu Val Val
556 560 565 570

Thr Ser Thr Phe Gly Asn Gly Asp Pro Pro Glu Asn Gly Glu Ser

571 - 575 580 585

Phe Ala Ala Ala Leu Met Glu Met Ser Gly Pro Tyr Asn Ser Ser

30 586 590 595 600
Pro Arg Pro Glu Gln His Lys Ser Tyr Lys Ile Arg Phe Asn Ser

601 605 610 615

Ile Ser Cys Ser Asp Pro Leu Val Ser Ser Trp Arg Arg Lys Arg

616 620 625 630

35 Lys Glu Ser Ser Asn Thr Asp Ser Ala Gly Ala Leu Gly Thr Leu
631 635 640 645

Arg Phe Cys Val Phe Gly Leu GLys er Arg Ala Tyr Pro His Phe

646 650 655 ) 660

Cys Ala Phe Ala Arg Ala Val Asp Thr Arg Leu Glu Glu Leu Gly

40 661 665 670 675
Gly Glu Arg Leu Leu Gln Leu Gly Gln Gly Asp Glu Leu Cys Gly

676 680 685 690

Gln Glu Glu Ala Phe Arg Gly Trp Ala Gln Ala Ala Phe Gln Ala

691 695 700 705

45 Ala Cys Glu Thr Phe Cys Val Gly Glu Asp Ala Lys Ala Ala Ala
706 710 715 720

Arg Asp Ile Phe Ser Pro Lys Arg Ser Trp Lys Arg Gln Arg Tyr
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reconbi nant al receptor, but the effect intensity is inferior to that of
the conplex 20 preparation of ULD of anti-S100+anti-eNOS; ULD of anti-eNGCS,
transf er rw0 20mvaod7he test well, nanely 10 pl, had no ef PeruBBni/dee7si ndi ng
of standard radioligand [3H] pentazoci ne to human reconbi nant al receptor;
potentiated water, transferred into the test basin, nanely 10 pl or 20 pl,
had no effect on the binding of standard radioligand [3Fllpentazocine to
human reconbi nant al receptor. 5 Exanple 2. The foll ow ng
preparation were used: 300 ng tablets inpregnated with aqueous al coholic
solution (3 pyjtab) of activated-potentiated fogm of polyclonal r%@it
antibodies (g fralh SREGhi 61 AP0 OroLENLANETs TPy RYGT £i5d QD an
antigen, in qg ra | ow dose ant1 - ) obtajpe y supéer ditu n of
initial soluthgng{W C ragl of,, 2. 0 ' 0 : 03,
1002Q0 timesy QfHeyé]Muia\r/lal%cei%t 59 x?%ﬁ gﬂ’osf M@én?géi %? é%%e%hﬁja?ﬁ%cgéglil 4 ons
Ciz, “C30, C205; 300 Auh tall €13 4opregnated suLt nEHEPUSALgONpLe oLt T ons
of (6 ng/tabygpf activated-pggentiated forns of,polyclonal affinify,
purified rabpit iedines LR, bEAlL N if L§,PEPL & 10 apti S 100) and
to eNOCS (anthge il ?r aggowﬁ%osép?ﬁufD alrjltgggi- 1‘%‘0%3%%5%%‘- )

obt gigned by gupex  dif;uti;qn i ipifi sal.ython Aty cerncenty, n of
2.5 mg/m) iRg 0081%, T 003, Séﬁo\éoo C?S%snej%,o o% eggis va enE{}Om'%)% uP%uo ‘if

centesi mi hempopal ik dLlLULLEng: £17:, GH0, 162000 300, o f @bbebsy | AP eonat ed

W th aqueousgaj cohol solutigps(3 ng/tab) of acgjyated-potentiatedgfHprm of

pol yel onal 1 akbi ya A GHESGRHTETS GLPRIANLIB! LB il Bay| gy oS¢ (ULD
anti;seNOS), gbgai ned by supgggdilution of initg sol ution (wth gy
concent rat | 08:of e %130AL) vkl H0P%%p 2001803, 100200 diyres, of ogul val ent
m xture of cgpiesimal "honeopgghi c” dil'utions ClgsqC30, C2007 and ags4pl acebo
300 ng tabl ehsq COMM 21l RGueRLE PhRD S e IRGL RSE (180HASEHORRBYHLAt &Iy - 267
ng, mcrocrygsgl cellulose ggg0 ng, magnesium gggarate - 3 ng. g70 The
ef f egti venessrofciha.cut diuelrgdriis rdh ke rtheald®n Licaidi g2Lness Avgrti go)
and other sygpions of notiogy§ickness was eval ggged on kinetosis ggglel or
notion 25 di §eases! M @NuSL.EKNESS S aMiethseECHT S A L3l AYS X??H‘iﬁi;' ar
vegetative dggerders. Dizziggss is the typicalgsdgn of |esion of §

vestibul ar apahyerr 1% mggl oHS BIRNESIS dyRchbudi figr dysf URGt Ee0 041 the,
vestisbul ar nesve and cochl eagssystem circul atefy enbarrassnent id¢ys
vertebral bagiharisseeMopsshof00n1ef 1khepesniialp LU sy st eMmuLCNS),
etc. Dizzinegseas a manifespagi on of ki netosi sgagconpani ed with ofter

30vest i bul arevegahatiree LdLspeded s WHLArghel Hdeyt Hae viipesroef eacd | ons:
the vesti bul agx notor (nystagsus and the reactygpn of deviation), gzs
vestobul ar - sepsger (Thr addi boOG1w 101281784 91087 4CTAHLB2RA14/ 0H2 3/

di zzi ness, nys¢agnmus is (oroggeacti on of post redstion), defensiveseo
nmovenents) anta vegetali var(opuses gNTEuNgly SMeatidig uipalrpit @l om1 heat
feeling, pulseland bl ood pressure fluctuationsdio Double blind plagepo
control | ed coypaset iThe Frpdiyewessr @anduehedys nppardly @lspSPpgboups manNsi Sti ng
of 35 somatieaély healthy ssppects - males andodemal es aged fromddpto 60
years (nean age B 30e7Aryeal$)AM tHrd @Wr( BES; ABB%ewPrzeabo( A 0prdH 7N
degree of npoepN Sickness ressstance in orderid@o test anti noti ormo®s ckness
properties ofewardwPsoCARpPOBld i1GNS . valr gup bryasl ginegncyDile Ala Pro

anti - S100+ant¢6@&NCS, G oupi@ioas gi ven ULD antiei3l00 and G oup 310®s given
ant 40eNCS. 1PH® Msigndlgt ehéherisaridi tdlanAely Debiwis Hsgknesscandsevalyat e t he
ef fectiveness02f studied drems the nost appropsi@te and recogni zeeks

ki net osi s no@ky SLeu tGadat Pwbt tha FeniMenu@hs Tamval inke efiffectysohrg Cys

accel erations0dy Coriolis (CAEAC) was used. Ini4s al tol erance of1@XIEAC test
in all studySsulflectisunwaspnidis Mmene TylraRr§ Asputas.valestinbakarAvegetmat i ve

di sébders prbvwked by kinetl%seffect (CCEAC) Wed® registered witinasage of
15 conpl ex ®fn diEyedgt Vel netdadly iArgl Weil nQes ullj 2 @tl'as Pexafenadtr@n;lu
guantitativel@fl uati on of ldiGorders of vestibul@ar-vegetative ser@aivity
(Hall e scale), analysis of heart rate variability (HRV), and self-esteem of
functional condition (WBAM - wel | -beisyg, activity, and nood). As the
criteria of efficiency of conducted therapy the dynam cs of tol erance and
extent of recovery period at kinetic influence were assessed as well as
alteration of 20 indexes' evidence of sensory-notor reactions (nystagnus),
HRV i ndexes (with usage of Bi ocom Wl | ness Scan system devel oped by AW5,
LLC in accordance with International Standard of European Cardi ol ogists
Associ ation and North Anmerican El ectrophysi ol ogy Associ ation) and WBAM
data. The safety criteria were character, evidence and terns of energence
of probabl e adverse events (AE) in the treatnent 25 period connected with

. S r



Al'l the subjects during 1 nonth before being involved into the study had
not taken any drugs. After screening the subjects were random zed into 4
groups ( Gvoupiz/1093uD anti - S100+anti-eNOS, G oup 2- ULD aotriBH100023@ oup 3-
ULD anti-eNCS, and Group 4 - placebo). 50n the first day of the study
(Misit 1) the initial functional and psycho- physiological state of the
subj ects was registered, the subjects were then given 5 tablets of the
respective ULD anti bodies, followed by adm nistration of the CCEAC test.
The duration of the test was registered; vegetative-vestibular disorders
and AEs rela noti on sick e t i th the | p.. of conpl ex
di agnostic e%gg A%I on e %%E ?ﬁzrsnfl\eﬁ! %fq E;gg EQ he s ejueétr%vxg?e E?fé/en 1
table three; (1 rps, 3. day.qf fhe, pr oss T /t; | ha.Tehoday LUST L 2)
the subjects;ygge given the dosage as on, rs ). The
conplsex of dj,agnost 'valsfcg,gl qpa[]td%&ette@e 95%@1% Af tv%p LQS C
test. The st 1 Was organi way as y Crew wou nly

9
with one SUbJr? ElyaiTha wgym@%aﬁrﬂ; %lhraetﬂcefg%gr?e%etn ey Lttré hal fof

a day with }Zgartlmpatl%w) , as a rule per son

for drug or cze%p speyiqt erd d t e end

of wgi ch theE uGglU(;‘ra g géé {(;Iﬁgssvf)slggcp?gg 0 sutbGjlglct é}go? g %gr oup;
hﬂuc%irs%lhn{lgk L a

the cycle oh@t%tﬁ L VS Q%”Ehée@ﬁ?‘tﬁg;y(ﬂ{r Egu

drug; Visit 2)s duri ghe st eac gct took part ing
cycl es of 5t§9¥ A@%tle' SrgCRGP SUDIKAL ppar EEE'B&S &gh o rt;l‘%a%*}ggt’;?HpLéMth a

t hree- week 29;yashout peri Qg between each cycif This al l oned thegs
resqar cher t@ré Sy} e viaaf t:y@nﬁ_e}p of1 4 ellevhdya r&et%' ry”S'e§SA91f> fof est
person on the;g¢eatnent ef he anal ysis pfq€lrug efficiency

conduct ed onpthesdats of aII the test subjects who has conpleted the full
course of stuglhed drapyg i ntake according to study protocol (n=15). The
evi dence factors of synptonms of notion sickness (vertigo, nausea,

i naghi Vity, T@%btdih HdARIdr enﬁB‘S‘&éé ENO ﬁfnfha)seafitt erangb rb%tssfué i lugnge

(CCEAC) agai nst the ‘background of single- I nt ake of studied drugs

evi denc&@gmgat od| endaieelist Y §¥ﬂ$h@§ﬁ sselggted gé@fnédamélﬁghﬂm}mt the sf@!l@é‘"@ ate of
motion gpgkdiees: as far as the evidence of assessed synptons of vegetative
dysfunction on Halle's scal e by physician-researcher was not differed
significantly in all groups (table 2, Visit 1). However, while the kinetic
affect 30 whgeghisauses simlar syrrptom; of notion sickness was different in
f ounsgroupspandrMas depgpdent on the drug which was taken by the subjects
of the study (Table 3, Visit 1). WD 2012/ 010974PCT/ 1B2011/ 002378 One- day
intake of ULEP@nti-S1869% anti-eNOS preparation led to nost clearly anti
noti on sickness effect which manifested itself not only in significantly
more time of§efo|emancg of CCEAC test (104.10 13.14 sec. vs. 68.50 6.57
sec. - in t QU aaf pULD anti-S100; 75.00 6.79 sec. - in the group of
UuLD ant| - and 61.30 3.15 5 sec. - in the placebo group) but also in
t he 3Peast tH‘ﬁeg of nystaddhus (9.90 1.20 sec. vs. 13.50 1.51; 16.10 1.68
and 13.30 4ed2ipee0.5respectively) and in maxi mal rapid recovery (96.90
13.54 sec. vs. 194.20 18.45; 202.50 21.72 and 241.70 38.41 secay
respectively). Roughly simlar indexes were registered at Visit gy gdter
recei ving a gourss @frg 1@1ng9§ .valo igehireyeni hepisd Md AP Sy BRLOEBy Opr J1OL i ON
sickpess (Tablgs 2, Visit 2)18de | ongest tinme pfokinetic inpact waso@pplied
to the subjegis MﬂOPH@SG@?etﬂrds ecei ving the conposition of ULD anti-S100 +
anti-eNOS (Tedde 3, Visit 2)odor 7 days. The nost pronounced anti notion

si ckness effect of the conposition of ULD anti-S100 + anti eNOS was
expressed igeqi miNoantly less tine of nystagnus (9,50 1,38 sec, p <0.01)
15 apd duration of the recovery period (11319%h4@5§>5 PSeCPrp ngoii])O The
nmonoconponent preparation ULD anti-S100 hadiesaiiggmti on sickness action as
better indexeso®of tolerance of CCEAC test, recovery tinme of nystagmus and
recovery thassg richerpl acgbprgr oup evi denced (Table 3, Visits 1 and 2), but
the efficacy of ULD anti-S100 was inferior to conposition of ULD anti-S100
+ anti-eNOS. The nonoconponent 20 pregaration ULD anti-eNOS did not show
anti notion sickness effect since the results of CCEAC tests and subsequent
recovery period had no significant difference fromthe placebo group (Table
3, Visits 1 and 2). Conparative analysis of indexes of CCEAC test in the
groups of ULD anti-S100 + anti-eNOS and ULD anti-S100 in one-day intake of
the drugs has shown that the addition of ULD anti-eNOS increased the

tol erance of 25 the kinetic effect on the 52% reduced the nystagnus tine
on 27% and contributed to the reduction the recovery period after the end
of the Ki net| c ef fect on 50%| ncI ud| ng the duration of di zzi ness - on 49%

T - T m o~ a1 " 1N~



Visit 1 (one-day intake) (n=15; MSE) Visit 2 (course intake) (n=15; MSE)
ULD anti-S100 + anti- eNOS 12.000.63 12.300.59 ULD anti-S100 13. 300. 65

12. 300. 46wOl212znbv974eNOCS 13. 100. 78 12. 000. 55 Pl acebo 13. 200482011/8023%0. 45 15
WO 2012/ 010974PCT/ 1 B2011/ 002378 Tabl e 3 The dynam cs of indexes of CCEAC
test depending on applied preparation Preparation Visit 1 (one-day intake)

1201 1205
SEQ. NO. 7
His Leu Arg Gly Ala Val Pro Trp Ala Phe Asp
5 1186 1190 11951196
SEQ. ID. NO. 8
His Leu Arg Gly Ala Val Pro Trp Ala Phe Asp Pro Pro Gly Pro
10 1186 1190 1195 1200
Asp Thr Pro Gly Pro
1201 1205

The exemplary procedure for preparation of starting polyclonal antibodies to NO

15  synthase may be described as follows: 7-9 days before blood sampling 1-3 intravenous

injections are made to the rabbits to increase the level of polyclonal antibodies in the

rabbit blood stream. Upon immunization, blood samples are taken to test the antibody

level. Typically, the maximum level of the immune reaction of the soluble antigen is

reached in 40-60 days after the first injection. After the termination of the first

20 immunization cycle, rabbits have a 30-day rehabilitation period, after which re-
immunization is performed with another 1-3 intravenous injections.

To obtain antiserum containing the desired antibodies, the immunized rabbits’
blood is collected from rabbits and placed in a 50ml centrifuge tube Product clots
formed on the tube sides are removed with a wooden spatula, and a rod is placed into

25 the clot in the tube center. The blood is then placed in a refrigerator for one night at the
temperature of about 4°C. On the following day, the clot on the spatula is removed, and
the remaining liquid is centrifuged for 10 min at 13,000 rotations per minute.
Supernatant fluid is the target antiserum. The obtained antiserum is typically yellow.
20% of NaNj3 (weight concentration) is added in the antiserum to a final concentration of

30 0.02% and stored before use in frozen state at the temperature of -20°C (or without
addition NaN3 — at temperature -70°C). To separate the target antibodies to endothelial
NO synthase from the antiserum, the following solid phase absorption sequence is
suitable:

(a) 10 ml of antiserum of rabbit is diluted twofold with 0.15 M NaCl, after which

35 6.26 g Na,SO,, is added, mixed and incubated for about 12-16 hours at 4°C;
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Tol erance of CCEAC test, sec. (n=15; MSD) Nystagnus tine, sec. (n=15; MSD)
Recovery tine, sec. (n=15; MSD) ULD anti-S100 + anti-eNOCS 104.1013. 14 **

9. 901. 20 w026129004%454 *** ULD anti-S100 68.506.57 x 13. p0Tabi011/66232018. 45 x
X X ULD anti-eNCS 75.006. 79 16.101. 68 202.5021.72 "x Placebo 61.303. 15
13.301.12 241,7038,41 P value on Kruskal-Vallis test | 0.0182 0.0658

(b)  the sediment is removed by centrifugation, dissolved in 10 ml of phosphate
buffer and dialyzed against the same buffer within one night at room temperature;

(c) after the sediment is removed by centrifugation, the solution is put on the
column with DEAE-cellulose, counterbalanced by phosphate buffer;

5 (d) the antibody fraction is determined by measuring the optical density of
eluate at 280 nanometers.

The isolated crude antibodies are purified using affine chromatography method
by attaching the obtained antibodies to endothelial NO synthase located on the
insoluble matrix of the chromatography media, with subsequent elution by concentrated

10 aqueous salt solutions.

The resulting buffer solution is used as the initial solution for the homeopathic
dilution process used to prepare the activated potentiated form of the antibodies. The
preferred concentration of the initial matrix solution of the antigen-purified polyclonal
rabbit antibodies to endothelial NO synthase is 0.5 to 5.0 mg/ml, preferably, 2.0 to 3.0

1S  mg/ml.

The brain-specific S100 protein, expressed by neurons and glial cells (astrocytes
and oligodendrocytes), directly or through interactions with other proteins executes in
the CNS a number of functions directed at maintaining normal brain functioning,
including affecting learning and memory processes, growth and viability of neurons,

20  regulation of metabolic processes in neuronal tissues and others. To aobtain polyclonal
antibodies to brain-specific protein S-100, brain-specific protein S-100 is used, which
physical and chemical properties are described in the article of M. V. Starostin, S. M.
Sviridov, Neurospecific Protein S-100, Progress of Modern Biology, 1977, Vol. 5, P.
170-178; found in the book M. B. Shtark, Brain-Specific Protein Antigenes and

25  Functions of Neuron, "Medicine", 1985; P. 12-14. Brain-specific protein S-100 is
allocated from brain tissue of the bull by the following technique:

- the bull brain tissue frozen in liquid nitrogen is converted into powder using a
specialized mill;

- proteins are extracted in the ratio of 1:3 (weight/volume) using an extracting

30 buffer with homogenization;
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0,0001 Visit 2 (course intake) ULD anti-S100 + anti-eNOCS 134, 7020, 24 **
9,501,38 ** 117,9015,65 ** ULD anti-S100 82, 7010, 33 13,501, 69 167,5014, 72 x
ULD anti -wdi@e12/408509, 49 x 17,302, 40 xxx 209, 2021, 62 xx Pcaashia1/6@37%03, 91
15, 001, 47 199, 6031, 19 P value on Kruskal-Wallis test 1 0,0341 0,0244 0, 0061
Notes: for determ nation of significant difference between groups the
Kruskal Wal I is test was used. If the test showed a significant difference of
p <0.05 for 5 conparison between groups agai nst each other the Mann- Wit ney
test was used. *the significant difference in conparison with placebo,

0 b o o PG BRI Ut I B i/t SPE AR oLl 4R BSERR 9pRS0: O

*** the signi ence 1 n conparison
X the sibgth;ficant difference in conparison with ULD ant|-8100 + anti - eNGCS,

<0, 05 10X 45 S BloRAY ol LIBIEH S ob-GEESK! SOn W th ULD anti-S100 +

- ammonium sulfate fractionation is carried out in stages, with subsequent
5 removal of precipitated proteins;

- the fraction containing S-100 protein is precipitated using 100% saturated
ammonium sulfate accomplished by pH drop to 4.0; the desired fraction is collected by
centrifugation;

- the precipitate is dissolved in a minimum buffer volume containing EDTA and

10 mercaptoethanol, the precipitate is dialyzed with deionized water and lyophilized;

- fractionation of acidic proteins is followed by chromatography in ion-exchanging
media, DEAE-cellulose DE-52 and then DEAE-sephadex A-50;

- the collected and dialyzed fractions, which contain S-100 protein, are divided
according to molecular weight by gel filtration on sephadex G-100;

15 - purified S-100 protein is dialyzed and lyophilized.
The molecular weight of the purified brain-specific protein S-100 is 21000 D.
Owing to the high concentration of asparaginic and glutaminic acids brain-specific
protein S-100 is highly acidic and occupies extreme anode position during
electroendosmosis in a discontinuous buffer system of polyacrylamide gel which
20 facilitates its identification.

The polyclonal antibodies to S-100 protein may also be obtained by a similar
methodology to the methodology described for endothelial NO synthase antibodies
using an adjuvant. The entire molecule of S-100 protein may be used as immunogen

(antigen) for rabbits’ immunization:

25
Bovine S100B (SEQ. ID. NO. 9)
Met Ser Glu Leu Glu Lys Ala Val Val Ala Leu Ile Asp Val Phe
1 5 10 15
His Gln Tyr Ser Gly Arg Glu Gly Asp Lys His Lys Leu Lys Lys
30 16 20 25 30
Ser Glu Leu Lys Glu Leu Ile Asn Asn Glu Leu Ser His Phe Leu
31 35 40 45
Glu Glu Ile Lys Glu Gln Glu Val Val Asp Lys Val Met Glu Thr
46 50 55 60
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x" the significant difference in conparison with ULD anti-S100 + anti-eNGCS,
p<0, 001. WD 2012/010974PCT/ 1B2011/ 002378 The anal ysis of HRV at the
rest condwoizore/iidgr4si tting position) before and after tireT@RMACI28 (Tabl e
4) detected that in subjects receiving study drugs had a tendency to an
increased rate of SDNN indicating an increase in heart rate variability due
to parasynpathetic influence on heart rhythm In response to a kinetic
effect in all 5 treatnent groups the value of RMS-SD increased which
characterizes the activity of the parasynpathetic conponent of autonom c

regul ati on. t u r I Vi t 0 Sitl U D anti-S100, +

anti - eNOS anggpL%?%g%e%- %%BOSggo%{A‘Lé%gGalﬁh?ﬁglr ggge%gloﬂl—e \l}:\hl:‘alnc%tlz‘il g%eiOMn?ﬁ cated a
shift in aut Qo Ralanse Pg%ﬂfﬂe PALASYIPAL ReLy & 4 Nle, TRUS, pRLLES,
conducti ng tests in al'fsgroups there was I'ncrease of

paragynmpat hei ¢ dQeffects on heart rate. Table 4 The HRV paraneters of the
study participantg, at rest before and after the kinetic action Paraneter
Visit 1 (one-day 1ntake) Visit 2 (course intake) After the drug intake
After the CCEAC test After the drug intake After the CCEAC test ULD
anti-S100 + HomiansNOSBBEG IDMIY) SDNN, nsec. 57.75.51 68.27.42 59.45.03

65. 64. 66 Met Ser Glu Leu Glu Lys Ala Met Val Ala Leu Ile Asp Val Phe
10 1 5 10 15
His Gln Tyr Ser Gly Arg Glu Gly Asp Lys His Lys Leu Lys Lys
16 20 25 30
Ser Glu Leu Lys Glu Leu Ile Asn Asn Glu Leu Ser His Phe Leu
31 35 40 45
15 Glu Glu Ile Lys Glu Gln Glu Val Val Asp Lys Val Met Glu Thr
46 50 55 60
Leu Asp Asn Asp Gly Asp Gly Glu Cys Asp Phe Gln Glu Phe Met
61 65 70 75
Ala Phe Val Ala Met Val Thr Thr Ala Cys His Glu Phe Phe Glu
20 76 80 85 90
His Glu
91 92

Human S100A1 (SEQ. ID. No. 11)

25 Met Gly Ser Glu Leu Glu Thr Ala Met Glu Thr Leu Ile Asn Val
1 5 10 15
Phe His Ala His Ser Gly Lys Glu Gly Asp Lys Tyr Lys Leu Ser
16 20 25 30
Lys Lys Glu Leu Lys Glu Leu Leu Gln Thr Glu Leu Ser Gly Phe
30 31 35 40 45
Leu Asp Ala Gln Lys Asp Val Asp Ala Val Asp Lys Val Met Lys
46 50 55 60
Glu Leu Asp Glu Asn Gly Asp Gly Glu Val Asp Phe Gln Glu Tyr
61 , 65 70 75
35 Val Val Leu Val Ala Ala Leu Thr Val Ala Cys Asn Asn Phe Phe
76 80 85 90
Trp Glu Asn Ser
91 94
40 Bovine S100A1 (SEQ. ID. NO. 12)
Met Gly Ser Glu Leu Glu Thr Ala Met Glu Thr Leu Ile Asn Val
1 5 10 15
Phe His Ala His Ser Gly Lys Glu Gly Asp Lys Tyr Lys Leu Ser
16 20 25 30
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RVESD, nsec. 43.16.77 51.49.22 47.06.21 47.65.33 TP, nsec. 2 979.0186. 06
1678.3397. 1 1# 1067.2167.24 1381.0166.30 LF, nsec. 2 437.5709.6 709.6178.72
391. 975. 684028R/0897448 HF, nsec 2 171.551.08 228.476.79 206aB:31/8R2378
218.543.96 LF/ HF, c.u. 4.20.82 4.90.83 3.30.83 4.20.91 ULD anti-S100 group
(MSD) SDNN, nsec.

Lys Lys Glu Leu Lys Glu Leu Leu Gln Thr Glu Leu Ser Gly Phe

31 35 40 45
Leu Asp Ala Gln Lys Asp Ala Asp Ala Val Asp Lys Val Met Lys
46 50 55 60
5 Glu Leu Asp Glu Asn Gly Asp Gly Glu Val Asp Phe Gln Glu Tyr
61 65 70 75
Val Val Leu Val Ala Ala Leu Thr Val Ala Cys Asn Asn Phe Phe
76 80 85 90
Trp Glu Asn Ser
10 o1 94

To obtain antiserum, brain-specific S-100 protein or the mixture of S-100 protein s
(antigens) in complex with methylated bull seralbumin as the carrying agent with full
Freund’s adjuvant is prepared and added to allocated brain-specific protein S-100 which

15 is injected subdermally to a laboratory animal — a rabbit into area of back in quantity of
1-2 ml. On 8th, 15th day repeated immunization is made. Blood sampling is made (for
example, from a vein in the ear) on the 26th and the 28th day. ‘

The obtained antiserum titre is 1:500 - 1:1000, forms single precipitin band with an
extract of nervous tissue but does not react with extracts of heterological bodies and

20 forms single precipitin peak both with pure protein S-100 and with the extract of nervous
tissue indicating that the antiserum obtained is monospecific.

The activated potentiated form of each component of the combination may be
prepared from an initial solution by homeopathic potentization, preferably using the
method of proportional concentration decrease by serial dilution of 1 part of each

25  preceding solution (beginning with the initial solution) in 9 parts (for decimal dilution), or
in 99 parts (for centesimal dilution), or in 999 parts (for millesimal dilution — attenuation
M) of a neutral solvent, starting with a concentration of the initial solution of antibody in
the solvent, preferably, water or a water-ethyl alcohol mixture, in the range from about
0.5 to about 5.0 mg/ml, coupled with external impact. Preferably, the external impact
30 involves multiple vertical shaking (dynamization) of each dilution. Preferably, separate
containers are used for each subsequent dilution up to the required potency level, or the
dilution factor. This method is well-accepted in the homeopathic art. See, e.g. V.
Schwabe "Homeopathic medicines", M., 1967, p. 14-29, incorporated herein by

reference for the purpose stated.
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60.94. 62 70.95.90 59.14.80 68.84.87 RVESD, 44.35.39 50.66.56 42.44.63
47.85. 57 nsec. TP, nmsec. 2 832.2124.93* 1342.8217.0 9 841.4149. 93
1288. 0163wB2012/d16974msec. 2 315. 252. 38* 550. 972. 44# 313. @66/1B2010dQ3787. 57#
HF, nsec. 2

For example, to prepare a 12-centesimal dilution (denoted C12), one part of the
initial matrix solution of antibodies to brain-specific protein S-100 (or to endothelial NO -
synthase) with the concentration of 2.5 mg/ml is diluted in 99 parts of neutral aqueous
or aqueous-alcohol solvent (preferably, 15%-ethyl alcohol) and then vertically shaken

5 many times (10 and more) to create the 1st centesimal dilution (denoted as C1). The
2nd centesimal dilution (C2) is prepared from the 1st centesimal dilution C1. This
procedure is repeated 11 times to prepare the 12th centesimal dilution C12. Thus, the
12th centesimal dilution C12 represents a solution obtained by 12 serial dilutions of one
part of the initial matrix solution of antibodies to brain-specific protein S-100 with the

10 concentration of 2.5 mg/ml in 99 parts of a neutral solvent in different containers, which
is equivalent to the centesimal homeopathic dilution C12. Similar procedures with the
relevant dilution factor are performed to obtain dilutions C30, C50 and C 200. The
intermediate dilutions may be tested in a desired biological mode! to check activity. The
preferred activated potentiated forms for both antibodies comprising the combination of

15 the invention are a mixture of C12, C30, and C200 dilutions or C12, C30 and C50
dilutions. ~ When using the mixture of various homeopathic dilutions (primarily
centesimal) of the active substance as biologically active liquid component, each
component of the composition (e.g., C12, C30, C50, C200) is prepared separately
according to the above-described procedure until the next-to-last dilution is obtained

20 (e.g., until C11, C29, C49 and C199 respectively), and then one part of each component
is added in one container according to the mixture composition and mixed with the
required quantity of the solvent (e.g. with 97 parts for centesimal dilution).

Thus, activated-potentiated form of antibodies to brain-specific protein S-100 in
ultra low dose is obtained by extra attenuation of matrix solution, accordingly in 1002,

25 100* and 100*° times, equal to centesimal C12, C30 and C200 solutions or 1002,
100% and 100%° times, equal to centesimal C12, C30 and C50 solutions prepared on
homoeopathic technology.

Use of active substance in the form of mixture of other various solutions on
homoeopathic technology, for example, decimal and/or centesimal, (C12, C30, C100;

30 C12, C30, C50; D20, C30, C100 or D10, C30, M100 etc.) is possible. The efficiency is

defined experimentally.
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151. 441.19 247.069. 53# 138.338.42 187.139.80 LF/HF, c.u. 3.00.54 4.00.72
2.80.53 4.00.52 ULD anti-eNOCS group (MsSD) SDNN, nsec. 67.47.73 78.66.14

65. 88. 68 wW0.20/@B7RMSSD, nsec. 53.08.86 58.47.68 59. 612pr¢31B2126023B TP,
meec. 2 1307.8324.2 4 1841.1359.7 9# 1232. 3292. 51 1275.4172. 47 LF, nsec. -2-
576. 5167. 07

External processing in the course of potentiation and concentration reduction can
also be carried out by means of ultrasound, of electromagnetic or any other physical
influence accepted in the homeopathic art.

Preferably, the combination pharmaceutical composition of the invention may be

5 in the form of a liquid or in the solid unit dosage form. The preferred liquid form of the
pharmaceutical composition is a mixture, preferably, at a 1:1 ratio of the activated
potentiated form of antibodies to endothelial NO synthase and the activated potentiated
form of antibodies to protein S-100. The preferred liquid carrier is water or water-ethyl
alcohol mixture.

10 The solid unit dosage form of the pharmaceutical composition of the invention
may be prepared by using impregnating a solid, pharmaceutically acceptable carrier
with the mixture of the activated potentiated form aqueous or aqueous-alcohol solutions
of active components that are mixed, primarily in 1:1 ratio and used in liquid dosage
form. Alternatively, the carrier may be impregnated consecutively with each requisite

15 dilution. Both orders of impregnation are acceptable.

Preferably, the pharmaceutical composition in the solid unit dosage form is
prepared from granules of the pharmaceutically acceptable carrier which was previously
saturated with the aqueous or aqueous-alcoholic dilutions of the activated potehtiated
form of antibodies. The solid dosage form may be in any form known in the

20 pharmaceutical art, including a tablet, a capsule, a lozenge, and others. As an inactive
pharmaceutical ingredients one can use glucose, sucrose, maltose, amylum,
isomaltose, isomalt and other mono- olygo- and polysaccharides used in manufacturing
of pharmaceuticals as well as technological mixtures of the above mentioned inactive
pharmaceutical ingredients with other pharmaceutically acceptable excipients, for

25 example isomalt, crospovidone, sodium cyclamate, sodium saccharine, anhydrous citric
acid etc), including lubricants, disintegrants, binders and coloring agents. The preferred
carriers are lactose and isomalt. The pharmaceutical dosage form may further include
standard pharmaceutical excipients, for example, microcrystalline cellulose, magnesium
stearate and citric acid.

30 The example of preparation of the solid unit dosage form is set forth below. To

prepare the solid oral form, 100-300 pm granules of lactose are impregnated with
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849.9194. 2# 527.2167. 07 562.189. 38 HF, nsec. 2 313.3139.90 285. 365. 92
218.974.78 216.363.72 LF/HF, c.u. 3.60.87 3.90.82 3.71.14 3.80.58 Pl acebo
group (VSED 200MW97MEEC. 64.66. 10 75.76.42 61.16. 72 70. 8®@CcTABRYB&ED37s"s€EC.
50.97.74 53.16.62 44.66.63 44.35.31 TP, nmsec. 2 1062.2150.0 2

aqueous or aqueous-alcoholic solutions of the activated potentiated form of antibodies
to histamine, activated-potentiated form of antibodies to endothelial NO synthase and
the activated potentiated form of antibodies to protein S-100 in the ratio of 1 kg of
antibody solution to 5 or 10 kg of lactose (1:5 to 1:10). To effect impregnation, the
5 lactose granules are exposed to saturation irrigation in the fluidized boiling bed in a
boiling bed plant (e.g. "Hittlin Pilotlab" by Huittlin GmbH) with subsequent drying via
heated air flow at a temperature below 40°C. The estimated quantity of the dried
granules (10 to 34 weight parts) saturated with the activated potentiated form of
antibodies is placed in the mixer, and mixed with 25 to 45 weight parts of “non-
10  saturated” pure lactose (used for the purposes of cost reduction and simplification and
acceleration of the technological process without decreasing the treatment efficiency),
together with 0.1 to 1 weight parts of magnesium stearate, and 3 to 10 weight parts of
microcrystalline cellulose. The obtained tablet mass is uniformly mixed, and tableted by
direct dry pressing (e.g., in a Korsch — XL 400 tablet press) to form 150 to 500 mg round
15 pills, preferably, 300 mg. After tableting, 300 mg pills are obtained that are saturated
with aqueous-alcohol solution (3.0-6.0 mg/pill) of the combination of the activated-
potentiated form of antibodies. Each component of the combination used to impregnate
the carrier is in the form of a mixture of centesimal homeopathic dilutions, preferably,
C12, C30 and C200.
20 Preferably, 1-2 tablets of the claimed pharmaceutical composition are administered
2-4 times a day.

The combination 6f activated-potentiated form of antibodies to brain specific
protein S-100 and activated-potentiated form of antibodies to endothelial NO-synthase
in pharmaceutical composition are prepared according to homeopathic technology of

25 exponentiation through repeated subsequent dilution in combination'with external
mechanical effect — vertical shaking of every dilution (see, for example, V. Shwabe
“Homeopathic drugs”, M., 1967, p. 14-29) that possess activity caused by the
technology of exponentiation within pharmacological models and/or clinical methods of
treatment of vertigo of various genesis, kinetosis and vegetative-vascular dystonia)

30 provides obtaining of sudden synergetic therapeutic effect confirmed on adequate

(valid) experimental models and clinical investigations that consists in increase of
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1917.8318.9 6# 898.8169.62 1418.5227.59 # LF, nsec. 2 440.677.30
832.4181. 15 334.875.94 611.4113. 64# HF, nsec. 2 253.959.95 266. 761. 94

166. 048. MOLé/d9¥496 LF/ HF, c.u. 3.40.72 5.01.33 3.40. 98T4B8A1/8R37d\ot €: *
the significant difference in conparison with the placebo, p50,05); # the
significant difference in conparison with baseline paraneters, p<0,05. WO
2012/ 010974PCT/ 1B2011/ 002378 The analysis of HRV in transition states
showed t hat one-day intake of conposition ULD anti-S100 + anti-eNCS

i ncreased the reaction tinme (13.9 1.14; p 5 0. 05) and t he stabilization

L1 Te 2y et Bkl L BB SRR e A S OARE,
group andsaflaredystordaki Tiee |merﬁbhedttewmloah l(eeulbmstptrmllmﬁ 1b|yee|1mmnemeet ef f ect
o et TRIRGRIE S ), b8k ko D8 AN AR5 GLBERRLCS
m ni numohe interactitine ofn ligheddr withh sigm 1( Tatdpdorf) vegma’am\rerrectaah#iegt effettal ance
Ot 32, bBPndlledliod AAEANE ALhELaL FHBLYN Hafredph Y BEITRS Hoh'SBos:

features of activated- potentiated form of antibodies to brain specific protein S-100 and

synergetic influence of both components on neutral plasticity and as a result of it

through increase of resistance of brain to toxic effects that improves integrative activity

and restores interhemispheric relations of brain, facilitates elimination of cognitive

10  disorders, stimulates reparative processes and accelerates restoration of function of
stabilizes somatovegetative = manifestations, increases cerebral blood flow and,
respectively, provides enlargement of therapeutic range of medication and increase of
efficiency of treatment of vertigo, kinetosis and vegetative-vascular dystonia of various
genesis including vegetative-vascular dystonia accompanied by both increase and

15 decrease of blood pressure. Moreover the declared drug and its components do not
'possess sedative and miorelaxation effect, do not evoke addiction and adaptation. The
declared drug can also be used as the component of complex therapy. '

Moreover the declared drug broadens assortment of medications designed for the
treatment of vertigo of various genesis, kinetosis and vegetative-vascular dystonia.

20 In addition, the combination pharmaceutical composition of the present invention
may be used for the treatment of attention deficit hyperactivity disorder, psychoorganic
syndrome, encephalopathies of different origin, organic diseases of nervous system,
including stroke, Alcheimer's disease, Parkinson's disease. For the treatment of said
disorders the combination pharmaceutical composition may contain active components

25 in volume ratio 1:1, thus, each component is used as the mixture of three matrix
solutions (mother tincture) of antibodies diluted 100'%, 100°° and 100%®° times,
respectively, which is equivalent to centesimal homeopathic dilutions (C12, C30, and
C200) or mixture of three matrix solutions of antibodies diluted 100'?, 100*® and 100%°
times, respectively, which is equivalent to centesimal homeopathic dilutions (C12, C30

30 and C50). The claimed pharmaceutical composition is recommended to be taken,
preferably in 1-2 tablets 2-6 times (preferably 2-4 times) a day.
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10 By the end of week course of therapy the stabilizing effect on the

bal ance of ANS after the CCEAC test (with orthostatic and breath test) is
al so not iweaoiznivdte group receiving the conposition ULDramtiB2031/0@2378
anti-eNOS (Tables 5 and 6). Table 5 15The HRV paraneters of participants of
the study at orthostatic test before and after kinetic action Paraneter
Visit 1 (one-day intake) Visit 2 (course intake) After drug intake After
CCEAC test After drug intake After CCEAC test ULD anti-S100 + anti-eNCS
(MSD) G 6up Exercise reaction, c.u. 1.300.06 1.400.04 1.300.06 1.400.06

Reaction tifke chfifed Jhathaddutitat 2ofbodition tb 88035 its components does not

possess sedative and myorelaxant effect, does not cause addiction and habituation.
EXAMPLES

Example 1.

Study of the effect of a complex preparation containing ultralow doses of
activated—potentiated forms of polyclonal affinity purified rabbit antibodies to brain-
specific protein S-100 (anti-S100) and endothelial NO-synthase (anti-eNOS), obtained

10 by super-dilution of initial matrix solution (concentration: 2.5 mg/ml) (100'%, 100%°, 100%®
times), equivalent to a mixture of centesimal homeopathic dilutions C12, C30, C200
(ratio: 1:1) ("“ULD of anti-S100+anti-eNOS"), as well as its components: activated—
potentiated form of polyclonal affinity purified rabbit antibodies to ultralow doses of
brain-specific protein S-100, purified on antigen, obtained by super-dilution of initial

15 matrix solution (100'2, 100%°, 100%® times, equivalent to a mixture of centesimal
homeopathic dilution C12, C30, C200 (“ULD of anti-S100"), and activated—potentiated
form of polyclonal rabbit antibodies to ultralow dose of endothelial NO-synthase,
obtained by super-dilution of initial matrix solution (100", 100%°, 100%°° times),
equivalent to a mixture of centesimal homeopathic dilution C12, C30, C200 (“ULD of

20 anti-eNOS”") on in vitro on binding of standard ligand [*H]pentazocine to human
recombinant o1 receptor was evaluated using radioligand method. Potentiated distilled
water (mixture of homeopathic dilutions C12+C30+C200) was used as test preparations
control.

The sigma-1 (01) receptor is an intracellular receptor which is localized in the cells

25  of central nervous system, the cells of the most of peripheral tissues and immune
component cells. These receptors exhibit a unique ability to be translocated which is
thought to be caused by many psychotropic medications. The dynamics of sigma-1
receptors is directly linked to various influences which are performed by preparations
acting to the sigma-1 receptors. These effects include, the regulation of activity

30 channels, ecocytosis, signal transferring, remodeling of the plasma membrane

(formation of rafts) and lipid transportation/metabolism, all of which can contribute to the
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11.71.09 Stabilization tinme, sec. 24.21.28*x 21.91.44* 20.60.74 22.41. 44*x
ULD anti-S100 (MsD) G oup Exercise reaction, c.u. 1.400.04 1.300.04

1. 300. 04 wo0/AB7Reacti on time, sec. 7.601.05 10.61. 55preTAR2021/0087901. 73
Stabilization tine, sec. 15.11.16* 18.31.43 18.01.18 18.01.80 ULD anti-eNGCS
(MSD) Group Exercise reaction, c.u. 1.300.04 1.300.04

plasticity of neurons in a brain. There is evidence that the sigma-1 receptors have a
modulating effect on all the major neuromediator systems: noradrenergic, serotonergic,
dopaminergic, cholinergic systems and NMDA- adjustable glutamate effects. Sigma-1
receptors play an important role in the pathophysiology of neurodegenerative diseases
5 (e.g., Alzheimer's disease, Parkinson’s disease), psychiatric and affective disorders and
stroke; and they also take part in the processes of learning and memory. In this regard,
the ability of drugs to influence the efficiency of interaction of ligands with sigma-1
receptor is indicative of the presence of neuroprotective, anti-ischemic, anxiolytic,
antidepressant and anti astenic components in the spectrum of its pharmacological

10 activity and permits the consideration of these drugs as effective preparations
particularly for the treatment of cerebrovascular diseases.

During the test (to measure total binding) 20 pl of the complex preparation of ULD
of anti-S100+anti-eNOS or 10 ul of ULD of anti-S100 or 10 ul of ULD of anti-NOS were
added to the incubation medium. Thus, the quantity of ULD of anti-S100+anti-eNOS

15 transferred into the test basin when testing the complex preparation was identical to that
of ULD of anti-S100 and ULD of anti-NOS tested as monopreparations, which allows for
a comparison of the efficiency of the preparation to its separate components. 20 pl and
10 ul of potentiated water were transferred into the incubation medium.

Further, 160 pl (about 200ug of protein) of Jurkat cell line membranes homogenate

20 (human leukemic T-lymphocyte line), and finally, 20 pl of tritium-labeled radioligand
[3H]pentazocine (15 nm) were transferred.

In order to measure non-specific binding, 20 ul of non-labeled ligand- haloperidol
(10 pM) were transferred in the incubation medium instead of the preparations or
potentiated water.

25 Radioactivity was measured using a scintillometer (Topcount, Packard) and
scintillation blend (Microscint 0, Packard) following the incubation within 120 minutes at
22°C in 50 mM Tris-HCI buffer (pH = 7.4) and filtration using fiberglass filters (GF/B,
Packard). Specific binding (during the test or control) was calculated as a difference
between total (during the test or control) and non-specific binding.

30 Results are represented as percentage of specific binding inhibition in control

(distilled water was used as control) (Table 1).
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1.50 0.12 1.300.04 WO 2012/010974PCT/1B2011/002378 Reaction tinme, sec.
8.200.94 9.101.12 9.2 0.77 8.30.70 Stabilization tinme, sec. 16.51.02
17.11. 33 WB.2012/@09%4 16. 70. 98 Pl acebo group (MSD) Exerci seTnBaai/H@a7s c. u.
1.300.04 1.300.04 1.40 0.06 1.300.06 Reaction tine, sec. 9.51.28 8.10.90
10.4 1.58 8.81.09 Stabilization time, sec. 18.30.94

Table 1
% of radioligand specific binding | % of
Quantity per in control radioligand
Test group ¢ Y PeT T est 2" test Average | binding
est basin RS
inhibition in
control
ULD of
anti-S100+
anti-eNOS 20 pl 48.4 35.5 42.0 58.0
ULD of -
anti-S100 10 yl 67.3 63.1 65.2 34.8
ULD of
anti-eNOS 10 pl 147.5 161.1 154.3 -54.3
Potentiated
water 20 pl 98.1 75.8 86.9 13.1
Potentiated
water 10 pl 140.1 106.2 123.2 -23.2

Effect of the preparations and potentiated water on binding of standard ligand
[ H]pentazocine to human recombinant o 1 receptor

5 Note: % of specific binding in control = (specific binding during the test/ specific
binding in control)* 100%;
%_of specific binding inhibition in control = 100% - (specific binding during the
test/specific binding in control) * 100%).

10 The results reflecting inhibition above 50% represents significant effects of the
tested compounds; inhibition from 25% to 50% confirms mild to moderate effects;
inhibition less than 25% is considered to be insignificant effect of the tested compound

* and is within background level.
Therefore, this test model showed that the complex preparation of ULD of anti-

15 S100+anti-eNOS is more efficient than its separate components (ULD of anti-S100 and
ULD of anti-eNOS) in inhibiting the binding of standard radioligand [>H]pentazocine to
human recombinant o1 receptor; ULD of anti-S100, transferred into the test basin,
namely 10 pl, inhibit the binding of standard radioligarid [3H]pentazocine to human
recombinant o1 receptor, but the effect intensity is inferior to that of the complex

20 preparation of ULD of anti-S100+anti-eNOS; ULD of anti-eNOS, transferred into the test
well, namely 10 pl, had no effect on the binding of standard radioligand [3H]pentazocine

to human recombinant o1 receptor; potentiated water, transferred into the test basin,
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16.81.09 18.0 1.37 16.51.11 Note: * the significant difference in
conpari son with placebo, p50.05); x the significant difference in

conpar i sonowntibdzd anti- S100, 1350.05. Table 6 5The HR¥CpaBzmeb@ss of
participants of the study at breath test before and after kinetic action
Paranmeter Visit 1 (one-day intake) Visit 2 (course intake) After drug

I ntake After CCEAC test After drug intake After CCEAC test ULD anti-S100 +
anti-eNOS (MsD) G oup Corellation max HR/ mn HR c.u. 1.5 0.05*

namely 10 pl or 20 pl, had no effect on the binding of standard radioligand

[3H]pentazocine to human recombinant a1 receptor.

5 Example 2.

The following preparation were used: 300 mg tablets impregnated with aqueous
alcoholic solution (3 mg/tab) of activated-potentiated form of polyclonal rabbit antibodies
to brain specific S-100 protein (anti-S-100), purified on an antigen, in ultra low dose
(ULD anti-S100) obtained by super dilution of initial solution (with concentration of 2.5

10 mg/ ml)in 100'%, 100%, 100°® times, of equivalent mixture of centesimal homeopathic
dilutions C12, C30, C200; 300 mg tablets impregnated with aqueous-alcohol solutions
of (6 mg/tab) of activated—potentiated forms of polyclonal affinity purified rabbit
antibodies to brain-specific protein S-100 (anti S-100) and to eNOS (anti-eNOS) in ultra
low dose (ULD anti-S-100 + ULD anti-eNOS), obtained by super dilution of initial

15 solution (with concentration of 2.5 mg/ml) in 100", 100*°, 100%°° times, of equivalent
mixture of centesimal homeopathic dilutions C12, C30, C200; 300 mg tablets
impregnated with aqueous-alcohol solution (3 mg/tab) of activated-potentiated form of
polyclonal rabbit anti-eNOS purified on an antigen in ultra low dose (ULD anti-eNOS),
obtained by super dilution of initial solution (with concentration of 2.5 mg/ml) in 1002,

20 100*, 100*® times, of equivalent mixture of centesimal homeopathic dilutions C12,
C30, C200; and as placebo 300 mg tablets containing excipients: lactose (lactose
monohydrate) - 267 mg, microcrystal cellulose - 30 mg, magnesium stearate - 3 mg.

The effectiveness of the studied drugs in the treatment of dizziness (vertigo) and
other symptoms of motion sickness was evaluated on kinetosis model or motion

25 diseases/motion sicknesses which occurs by various vestibular vegetative disorders.
Dizziness is the typical sign of lesion of the vestibular analyzer of various genesis
including dysfunction of the vestibular nerve and cochlear system, circulatory
embarrassment in vertebral basilar system, pathology of the central nervous system
(CNS), etc. Dizziness as a manifestation of kinetosis accompanied with other

30 vestibular-vegetative disorders which include three types of reactions: the vestibular-

motor (nystagmus and the reaction of deviation), vestibular-sensory (in addition to
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1.5 0.06 1.5 0.05 1.5 0.05 Difference max HR - mn HR, beats/mn. 25.1
2.66* 26.5 2.77 26.5 2.37 24.9 2.24* ULD anti-S100 (MsD) G oup

Corel |l atiwo 2020164/ mn HR, c.u. 1.50.06 1.60.05 1.50. @4¢TABBA1/0@378
Difference max HR - mn HR beats/mn. 27.72.68 27.22.40 25.72.24 26.92.67
ULD anti-eNOS (MSD) Group Corellation

dizziness, nystagmus is (or reaction of post rotation), defensive movements) and
vegetative (nausea, vomiting, sweating, palpitation, heat feeling, pulse and blood
pressure fluctuations).
Double blind placebo controlled comparative study were conducted in parallel
5 groups consisting of 15 somatically healthy subjects — males and females aged from 15
to 60 years (mean age 33.3+0.75 years) with low (n=5; 33%) or mean (n=10; 67%)
degree of motion sickness resistance in order to test anti motion sickness properties of
various compositions. Group | was given ULD anti-S100+anti-eNOS, Group 2 was
given ULD anti-S100 and Group 3 was given anti-eNOS.

10 To simulate the condition of motion sickness and evaluate the effectiveness of
studied drugs the most appropriate and recognized kinetosis models - test with a
continuous cumulative effect of accelerations by Coriolis (CCEAC) was used. Initial
tolerance of CCEAC test in all study subjects was not more than 5 minutes. Vestibular-
vegetative disorders provoked by kinetic effect (CCEAC) were registered with usage of

15 complex of diagnostic methods including subject’s examination, quantitative evaluation
of disorders of vestibular-vegetative sensitivity (Halle scale), analysis of heart rate
variability (HRV), and self-esteem of functional condition (WBAM — well-being, activity,
and mood). As the criteria of efficiency of conducted therapy the dynamics of tolerance
and extent of recovery period at kinetic influence were assessed as well as alteration of

20 indexes’ evidence of sensory-motor reactions (nystagmus), HRV indexes (with usage of
Biocom Wellness Scan system, developed by AWS, LLC in accordance with
International Standard of European Cardiologists Association and North American
Electrophysiology Association) and WBAM data. The éafety criteria were character,
evidence and terms of emergence of probable adverse events (AE) in the treatment

25 period connected with medication intake; influence of studied drugs for indexes which
characterize the function of central nervous system (CNS) (reaction on moving object
(RMOQ)), the time of simple motor reaction (TSMR); the dynamics of physical and
functional factors (heart rate (HR), systolic and diastolic blood pressure (SBP, DBP),
Stange’s test; exercise tolerance (index of Harvard step-test). Safety was assessed

30 after single dose administration and after 7-day course administration of the
combination ULD anti-S-100 and ULD anti-eNOS.
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max HR/ mn HR c.u. 1.50.05 1.50.04 1.50.06 1.60.05 Difference max HR -
mn HR, beats/mn. 26.72.44 26.22.04 27.72.47 27.32.12 WO

2012/ 0109voRGR/I1BZ@11/ 002378 Pl acebo group (MSD) Corel | acirap20ma®o2Bi® / m n
HR, c.u. 1.60.07 1.60.06 1.50.05 1.60.05 Difference max HR - m n HR
beats/mn. 31.23.06

All the subjects during 1 month before being involved into the study had not
taken any drugs. After screening the subjects were randomized into 4 groups (Group1
— ULD anti-S100+anti-eNOS, Group 2 — ULD anti-S100, Group 3 - ULD anti-eNOS, and
Group 4 - placebo).

5 On the first day of the study (Visit 1) the initial functional and psycho-
physiological state of the subjects was registered, the subjects were then given 5 tablets
of the respective ULD antibodies, followed by administration of the CCEAC test. The
duration of the test was registered; vegetative-vestibular disorders and AEs related to
motion sickness were detected with the help of a complex diagnostic examination. In

10 the next 2-6 days the subject were given 1 tablet three times a day of the prescribed
drug. At the 7" day (Visit 2) the subjects were given the same dosage as on the first
day (Visit 1). The complex of diagnostic studies was conducted before and after the
CCEAC test. The study was organized in such way as study crew would work only with
one subject. The study was parallel and conducted in the first half of a day with

15  participation of, as a rule, 4 persons in a day, one person for drug or placebo. The next
three weeks were washout period, at the end of which the new drug or placebo was
prescribed to subjects of each group; the cycle of study was being repeated (Visit 1, the
course intake of a drug; Visit 2). Thus, during the study each subject took part in four
cycles of study. That is, each subject participated in each group with a three-week

20 washout period between each cycle. This allowed the researcher to level the influence
of individual peculiarities of a test person on the treatment effect. The analysis of drug
efficiency was conducted on the data of all the test subjects who has completed the full
course of studied drug intake according to study protocol (n=15).

The evidence factors of symptoms of motion sickness (vertigo, nausea, inactivity,

25  skin pallor, sweatiness, etc.) after kinetic influence (CCEAC) against the background of
single-day intake of studied drugs evidenced that all the study subjects have gained
roughly the same state of motion sickness as far as the evidence of assessed
symptoms of vegetative dysfunction on Halle's scale by physician-researcher was not
differed significantly in all groups (table 2, Visit 1). However, while the kinetic affect

30  which cause similar symptoms of motion sickness was different in four groups and was

dependent on the drug which was taken by the subjects of the study (Table 3, Visit 1).
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28.22.50 27.72.37 29.22.44 Note: * the significant difference in

conpari son with placebo, p50, 05 The results of self-esteem of

functi onavoxvetaoqnel | - bei ng, activity, nood) of the sulpCeaBmiwhi2e’s was
conducted by the participants of the study after the simulation of 5 notion
si ckness (CCEAC tests) at the beginning and at the end of therapy showed
that the subjects of all the groups have given 'average' points for each of
the paraneters (Table 7). Thus, on the background of drugs intake the CCEAC
tol erance was satisfactory. The highest growth rates conpared with data of

obser vod o ket QEoCRt-Slod Hoalti NER piRbeldibR & o S IR 735 ¢
7 The dmencsclcsfeSpaaff&nbwm olanifested disel gt afnlyf im signifinamtlyc ovedé ttingn of
(oo Ry 5 S0 SR 6] A B LS TRETELS! sty e 0o
Vel | - beillidp ant38106; 25.60 +2879\(s’ecv1-tnytl7th @®upof4JIdD apft-eMiifl abd ®1.AB6+3.PH. 13
ULD gnt iséél-olﬂ tr(évﬁg):et% &%BpMS* aléj i'nrme ?eaéptn%% of nystagmus (9.90 £ 1.20 sec. vs.

13.50 + 1.51; 16.10 + 1.68 and 13.30 + 1.12 sec., respectively) and in maximal rapid

recovery (96.90 + 13.54 sec. vs. 194.20 + 18.45; 202.50 + 21.72 and 241.70 + 38.41

sec., respectively).

Roughly similar indexes were registered at Visit 2 after receiving a course of

10 drugs. To achieve the similar symptoms of motion sickness (Table 2, Visit 2) the
longest time of kinetic impact was applied to the subjects who has been receiving the
composition of ULD anti-S100 + anti-eNOS (Table 3, Visit 2) for 7 days. The most
pronounced anti motion sickness effect of the composition of ULD anti-S100 + anti-
eNOS was expressed in significantly less time of nystagmus (9,50 + 1,38 sec, p <0.01)

15 and duration of the recovery period (117.90 + 15.65 sec; p <0.01). The
monocomponent preparation ULD anti-S100 had anti motion sickness action as better
indexes of tolerance of CCEAC test, recovery time of nystagmus and recovery than in
the placebo group evidenced (Table 3, Visits 1 and 2), but the efficacy of ULD anti-S100
was inferior to composition of ULD anti-S100 + anti-eNOS. The monocomponent

20 preparation ULD anti-eNOS did not show anti motion sickness effect since the results of
CCEAC tests and subsequent recovery period had no significant difference from the
placebo group (Table 3, Visits 1 and 2). Comparative analysis of indexes of CCEAC
test in the groups of ULD anti-S100 + anti-eNOS and ULD anti-S100 in one-day intake
of the drugs has shown that the addition of ULD anti-eNOS increased the tolerance of

25 the kinetic effect on the 52%, reduced the nystagmus time on 27% and contributed to
the reduction the recovery period after the end of the kinetic effect on 50% including the
duration of dizziness - on 49%. HoWever, the greatest contribution of the component of
ULD anti-eNOS introduced the effectiveness of combined preparation (compositions of
ULD anti-S100 + anti-eNOS) in course intake of a drug which was expressed in excess

30 of 30% of the result achieved in the group of ULD anti-S100 by factors of tolerance of

kinetic effect and nystagmus duration (in each of the parameters). In addition, the

45



4.30.22 Activity 3.60.17 4.00.19 Mood 4.50.16 4.90.19 ULD anti - eNOS ( MSE)
G oup Vel | -being 3.90.25 4.10.26 WD 2012/ 010974PCT/ | B2011/ 002378 Activity
3. 80. 25 3weQ2M1IMIed 4. 40.19 4.60.19 Placebo group ( MSEPCWBioibeizas 4. 00. 24
4.00.24 Activity 3.80.20 3.70.26 Mod

growth of the effect on Visit 2 by indexes of tolerance of CCEAC test and duration of the
nystagmus in relation to data of Visit 1 when taking the composition ULD anti-S100 +
anti-eNOS in comparison to monocomponent preparation ULD anti-S100 was
expressed in a greater degree as confirmed by alteration of these indexes on 30% and
S 4% (versus 21% and 0% in the ULD anti-S100 group). In assessing the effectiveness of
anti motion sickness properties of drugs the special attention was paid to the possible
impact of drugs on the stability of autonomic nervous system (ANS) in particular, shifting
of the balance between its sympathetic and parasympathetic divisions. For this
purpose, at each visit HRV parameters were analyzed at the rest condition and when
10  performing the functional tests (breathing and orthostatic tests).

Table 2
Indexes of Halle’s scale depending on applied preparation after the
performance of CCEAC test

Halle’s scale (points)
Preparation Visit 1 Visit 2
(one-day intake) (course intake)
(n=15; MtSE) (n=15; M+SE)

ULD anti-S100 + anti- 12.00+0.63 12.30+0.59
eNOS

ULD anti-S100 13.30+0.65 12.30+£0.46
ULD anti-eNOS 13.10+0.78 12.00+0.55
Placebo 13.40+0.77 13.301£0.45

15
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4.30.20 '4.70. 24 The safety analysis included data fromall the
subj ects who participated in the study. During the observation period a
wel | tol ewenor/mbdo7st udi ed preparati ons was noti ced. No 20TABE1/80287T8 S
associated with drug adm nistration identified. All the 5 subjects of
studi ed groups conpleted treatnent in the terns established by the study
protocol; there was not persons early dropped out. According to the
results of physical exam nation including indicators of heart rate,
systolic and diastolic blood pressure and according to the Harvard step
test data the subjects were not recor ﬂ s wth any abnormalities during
the study (Table 8). Al 10identified changes were not beyond the normal
range. |n thThe dpsanicsudfjindexesbf/CEEACstelst dependiag@mt applieat prepacatiory

wel | -being. Table 8 The dynam cs of physical paraneters and
exerci se|tol erance of study 15part|chparit(s>nlasiayrletaked after k| netlc action

Par anet ef ' . (one A se—HRtake) n. Le ef ug
i nt ake Al t\eﬁrrgbéfke t ept A ?Iewngrug i nt )éslf%ﬁ] t"&E:EACEk CEVEMUIF %S | s100 +
anti-eNOS (MSE) G oup| HRCH#E A test, rsen) 74. 61: 8e@6 68. 43. GR=T8;. IBSDP

67.71:2. 62 (n=15; M+SD) (n=15; M£SD)
ULD anti-S100 104.10+13.14 ** 9.90+1.20 * 96.904£13.54 ***
+ anti-eNOS
ULD anti-S100 68.5016.57 x 13.50+1.51 194.20£18.45 xxx
ULD anti-eNOS 75.00+6.79 16.10+1.68 202.504£21.72 "
Placebo 61.30£3.15 13.30+1.12 241,70+38,41
P value on 0.0182 0.0658 0,0001
Kruskal-Wallis
test

Visit 2 (course intake)

ULD anti-S100 134,70+20,24 ** 9,50+1,38 ** 117,90+£15,65 **
+ anti-eNOS
ULD anti-S100 82,70+10,33 13,50+1,69 167,50+14,72 ~
ULD anti-eNOS 74,3049,49 " 17,30+2,40 ™ 209,20+21,62
Placebo 63,70+3,91 15,00+1,47 199,60+£31,19
P value on 0,0341 0,0244 0,0061
Kruskal-Wallis
test '

Notes:' for determination of significant difference between groups the Kruskal-
Wallis test was used. If the test showed a significant difference of p <0.05 for
5 comparison between groups against each other the Mann-Whitney test was used.
*  the significant difference in comparison with placebo, p<0,05;
the significant difference in comparison with placebo, p<0,01;
*** the significant difference in comparison with placebo, p<0,001.
the significant difference in comparison with ULD anti-S100 + anti-eNOS, p<0,05;
10 ™ the significant difference in comparison with ULD anti-S100 + anti-eNOS, p<0,01;
™ the significant difference in comparison with ULD anti-S100 + anti-eNOS, p<0,001.

**
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Systolic blood pressure (mrhg.) 123.42.83 125.94.08 121.82.65 128. 34. 25
Di astolic blood pressure (mrhg.) 74.03.09 79.32.62 76.22.43 80.33.30 WO
2012/ 0109voRGR/1BZ@11/ 002378 Step-test index - 53.62. 60 PeTAB2032002978JLD
anti-S100 (MSE) G oup HR (beats/ m n)

The analysis of HRV at the rest condition (in sitting position) before and after the
CCEAC test (Table 4) detected that in subjects receiving study drugs had a tendency to
an increased rate of SDNN indicating an increase in heart rate variability due to
parasympathetic influence on heart rhythm. In response to a kinetic effect in all
5 treatment groups the value of RMS-SD increased which characterizes the activity of the
parasympathetic component of autonomic regulation. In the groups receiving the
composition ULD anti-S100 + anti-eNOS and ULD anti-S100 showed an increase in HF
which also indicated a shift in autonomic balance toward parasympathetic link. Thus,
after conducting CCEAC tests in all groups there was an increase of parasympathetic

10 effects on heart rate.

Table 4
The HRV parameters of the study participants at rest

before and after the kinetic action

Visit 1 (one-day intake) Visit 2 (course intake)

Parameter After the After the After the drug After the

drug intake CCEAC test intake CCEAC test

ULD anti-S100 + anti-eNOS group (M+SD)
SDNN, 57.7+£5.51 68.217.42 59.4+5.03 65.614.66
msec.
RMSSD, 43.116.77 51.419.22 47.046.21 47.645.33
msec.
TP, msec.” |[979.0+186.06 |1678.3£397.1 [1067.2+167.24 | 1381.0+166.30
1#
LF, msec.” |437.5+709.6 709.6£178.72 | 391.9+75.61 588.5+87.48
HF, msec* |171.5+51.08 228.4+76.79 206.5£58.32 218.51+43.96
LF/HF, c.u. |4.2+0.82 4.9+0.83 3.310.83 4.2+0.91
ULD anti-S100 group (M+SD)

SDNN, 60.944.62 70.945.90 59.1+4.80 68.814.87
msec.
RMSSD, 44.315.39 50.616.56 42.41+4.63 47.8+5.57
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73.52.57 69.72.78 72.12.84 67.72.39 Systolic blood pressure (nmrhg.)
127.52.55 133.54. 77 127.12.55 129.95.06 Di astolic bl ood pressure (nmhg.)
75. 52. 65 80.26R/@19744. 92. 41 82. 33.19 Step-test index - 5@CEHABN11/0023& 01. 63
ULD anti-eNOS (MSE) G oup

msec.
TP, msec.” |832.2+124.93* | 1342.8+217.0 |841.4+149.93 1288.0£163.52
9 #
LF, msec.? | 315.252.38* | 550.9+72.44% | 313.6+66.71 540.7+87.57#
HF, msec.” | 151.4t41.19 247.0+69.53# | 138.3+38.42 187.1£39.80
LF/HF, c.u. |3.0+0.54 4.0£0.72 2.840.53 4.0+0.52
ULD anti-eNOS group (M+SD)
SDNN, 67.4+7.73 78.616.14 65.8+8.68 69.0£5.23
msec.
RMSSD, 53.0+8.86 58.417.68 59.6+£12.45 52.215.30
msec. '
TP, msec.” [ 1307.8£324.2 | 1841.1x359.7 [1232.3+292.51 | 1275.4+172.47
4 o#
LF, msec.” |576.5£167.07 |849.9+194.2# |527.2+167.07 562.1£89.38
HF, msec.® | 313.3x139.90 | 285.3+65.92 218.9+74.78 216.3163.72
LF/HF, c.u. 3.610.87 3.9+0.82 3.7¢1.14 3.8+0.58
Placebo group (M£SD)
SDNN, 64.6+6.10 75.74£6.42 61.116.72 70.846.79
msec.
RMSSD, 50.9+7.74 53.146.62 44.6+6.63 44.345.31
msec.
TP, msec.® | 1062.2+150.0 | 1917.8+318.9 | 898.8+169.62 | 1418.5+227.59
2 6# #
LF, msec.” | 440.6+77.30 | 832.4+181.15 334.8+£75.94 611.41113.64#
HF, msec.” | 253.9+59.95 266.7161.94 166.0£48.14 174.1+44.96
LF/HF, c.u. 3.4+0.72 5.0£1.33 3.4+0.93 4.8+0.83

Note: * the significant difference in comparison with the placebo, p<0,05);

# the significant difference in comparison with baseline parameters, p<0,05.
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HR (beats/mn) 76.52.59 67.31.98 77.32.02 70.13.23 Systolic blood pressure
(nmhg.) 127.33.14 131.55.16 123.53.06 129.34. 13 Diastolic blood pressure
(mhg. ) 7AS0281224097480. 32. 66 73.92. 83 81. 03. 22 St ep-t est pcmdB2011/06237882. 12

The analysis of HRV in transition states showed that one-day intake of
composition ULD anti-S100 + anti-eNOS increased the reaction time (13.9 £ 1.14; p <
0.05) and the stabilization time (24.2 + 1.28; p < 0.05) in comparison with the ULD anti-
S$100 and placebo (Table 5). The same factors exceeded the value of the placebo

5 group and after the kinetic effect which demonstrated the positive effect of the combined
drug on the reactivity of the ANS (increase of tolerance to changes in body position).
The smallest difference between the maximum and minimum heart rate in the breath
test (Table 6) confirmed a better balance of the two divisions of ANS after receiving a
one-day composition ULD anti-S100 + anti-eNOS (25.1 + 2.66 beats / min, p < 0.05).

10 By the end of week course of therapy the stabilizing effect on the balance of ANS after
the CCEAC test (with orthostatic and breath test) is also noticed in the group receiving
the composition ULD anti-S100 + anti-eNOS (Tables 5 and 6).

Table 5
15 The HRV parameters of participants of the study

at orthostatic test before and after kinetic action

Visit 1 (one-day intake) Visit 2 (course intake)
Parameter After drug After CCEAC After drug . After
intake test intake CCEAC
- test
ULD anti-S100 + anti-eNOS (M+SD) Group
Exercise 1.30+0.06 1.40+0.04 1.301£0.06 1.4010.06
reaction, c.u.
Reaction time, 13.941.14*x 12.7£1.24* 11.810.57 11.7£1.09
sec.
Stabilization 24.241.28*x 21.9+1.44* 20.610.74 22.41+1.44*~
time, sec.
ULD anti-S100 (M+SD) Group
Exercise 1.40+0.04 1.30+0.04 1.3010.04 1.30+0.05
reaction, c.u.
Reaction time, 7.601£1.05 10.6+1.55 9.7+1.21 10.0£1.73
sec.
Stabilization 15.1£1.16* 18.3+1.43 18.0+£1.18 18.0£1.80
time, sec.
ULD anti-eNOS (M+SD) Group
Exercise 1.301£0.04 1.30+0.04 1.50+£0.12 1.30+0.04
reaction, c.u.
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- 51.22.21 Placebo grou. (MSE) 73.93.23 72.33.58 HR (beats/mn) 74.52.78
68. 93. 46 Systolic blood pressure (nmhg.) 125.33.30 133.34.73 124.32.83
126. 93. 95wDizastmbd7¢ bl ood pressure (mmhg.) 76.22. 15 81. P2TAB207 06237836
79.73.03

Reaction time, 8.2010.94 9.10+1.12 92+077 8.3+0.70
sec.
Stabilization 16.5£1.02 17.1£1.33 19.0 £ 2.04 16.7+0.98
time, sec.

Placebo group (M+SD)
Exercise 1.30+0.04 1.30+0.04 1.40 £ 0.06 1.30£0.06
reaction, c.u.
Reaction time, 9.5+1.28 8.1+£0.90 10.4 + 1.58 8.8+1.09
Sec.
Stabilization 18.310.94 16.811.09 18.0 £ 1.37 16.5+1.11
time, sec.

Note: * the significant difference in comparison with placebo, p<0.05);

x the significant difference in comparison with ULD anti-S100, p<0.05.

Table 6
5 The HRV parameters of participants of the study

at breath test before and after kinetic action

Visit 1 (one-day intake) Visit 2 (course intake)

Parameter After drug After CCEAC After drug After
intake test intake CCEAC test

ULD anti-S100 + anti-eNOS (M+SD) Grou
Corelliation
max HR / min 1.5+ 0.05* 1.5+ 0.06 1.5+0.05 1.5+0.05
HR, c.u.
Difference

max HR — min 25.1 £ 2.66* 265+ 277 26.5+2.37 24.9 + 2.24*
HR, beats/min.

ULD anti-S100 (M+SD) Group

Corellation
max HR / min 1.5+0.06 1.6+0.05 1.5+0.04 1.6+£0.06
HR, c.u.
Difference
max HR — min 27.7+2.68 27.2+2.40 25.7+2.24 26.912.67

HR, beats/min.

ULD anti-eNOS (M+SD) Group

Corellation
max HR / min 1.51£0.05 1.5£0.04 1.5+0.06 1.6+0.05
HR, c.u.
Difference
max HR — min 26.7+2.44 26.2+2.04 27.7+2.47 27.3x2.12
HR, beats/min.
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Step-test index - 50.02.03 - 50.11.99 In addition to the henpdynam c
paraneters, for evaluation of the safety of studied drugs and its possible
negat i ve woparto1e9v4t he central nervous functions, the PorhBMi1Ng2378
physi ol ogi cal paraneters were exam ned in subjects: (RMO (reaction on
novi ng object), SMRT (sinple notor reaction tine), RA (range of attention),
attention span (AS), and attention stability factor (ASF)). In addition,
the Stange's test was conducted to assess tol erance to hypoxia. 5According
to received results (Tabl e 9) nelther one-day or course drug i ntake had a

si gni fi cgnt—effect—on—the—estd f ‘6 par a*.m G55 Hdexes—ef—Sensory tor
coor di nat %. IR L o L .f oA mc restts—ef—the—platebo
ti P o e
group beforeé%éE 2Pt er C fest ngé%o visi_ts...Study, data of [such
conpl i cat ed"s cﬁ’d"&'ﬂs i 1e6+ me | and- ity Pigtotse tfi oﬁ%§h dft hat
[Fa o t

the studi ﬁ.bef e+e—and m‘fm t-he—JCEAG—10 di-d—noet—¢hange

hnt C
the degre % H(‘:‘%nt at shi f tenti 0 €in ifferent from
t he pl acebg'a@(b 5/m.|n 5%%633% és%*nz g({’ Tldarzgn@%e%c's 'ﬁ%eg% g\ll h
breath h Rm Séwgd a fnndnnhv 1n ipcre ange_gi_h¥aox|a by
t he subj ect Not(eTabiees@')lflcdﬁhﬁiffel‘micdIlrﬁlgomb@nsbfn@ﬁtmplbbébdﬂbEGDL’SOI’\ of Stange's
test grew after taking all study drugs. However, only intake of 15 the

combi nati on conposition ULD anti-S100 + anti ~eNOS showed si gnificantly

| onger time TRe trésultsdf deligestfent fa;eﬂhfoﬁaﬁa @étbe(Weulb@uig raetw@ aiéd@t;tof tes. 1
18.8 sec.  at baﬁel ine and 91.7 ec. after <0, 05)

The i ncrybiggtsg 'F'?)I‘”@Sa?ﬂf‘éluﬁtﬁdlﬂ)/p jRantp f tﬁ%tsé‘lijyvq\igfgﬁA tf"ﬁé"@%‘ﬁg thest

( St ange rﬁottoassiaknébs gathADabstsNgt the b@ﬁmhrn@tdrﬁﬂat the efd @F theragy sisswbd #at Tabl e
9 The d%nam CS .0

p net ers of si ol ogical state of stud
par 11 c1 S PUSIBER o GAAG Qi PRV B PR B PR IR 3260 8 P (PATSTTBIRES day
:j nt ake) (‘vwetnz (mur%a th@t BK@grOLﬁfd of dHugd intakékRe ALCEBACCHIISYanteSkhadMf t er
rug int a{g sﬁ’actory The hlghest growth rates compared with data of the placebo group by the
end of the 7" day of intake (more than 10%) was observed in the group of composition

10 of ULD anti-S100 + anti-eNOS.

Table 7
The dynamics of parameters of self-esteem of functional

condition (well-being-activity-mood) of study participants

Parameter Visit 1 (one-day intake) Visit 2 (course intake)
ULD anti-S100 + anti-eNOS (MxSE) group
Well-being 4.3+0.26 4.6+0.27
Activity 4.2140.20 4.2+0.22
Mood 5.0£0.16 5.240.13
ULD anti-S100 (M+SE) group
Well-being 3.7+0.21 4.3+0.22
Activity 3.610.17 4.0£0.19
Mood 4.5+0.16 4.910.19
~ ULD anti-eNOS (M+SE) Group

Well-being 3.940.25 4.1+0.26
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ULD anti-S100 + anti-eNOS (MSE) G oup SMRT 257.58.67 268.910. 18 269. 69. 75
279.912. 24 RMO, c.u. 50.13.92 49.54.50 47.34.86 47.03.54 RMO, % of 3.00.95

4.51. 15 S5wékobAi1da701. 11 target hit AS, sec. 5.20. p¢TABRG1/8823% 20. 41
Activity 3.810.25 3.910.23
Mood 4.4+0.19 4.6+0.19
Placebo group (M+SE)
Well-being 4.010.24 4.0+0.24
Activity 3.810.20 3.7£0.26
Mood 4.3+0.20 4.710.24

The safety analysis included data from all the subjects who participated in the
study. During the observation period a well tolerance of studied preparations was
noticed. No adverse events associated with drug administration identified. All the

5 subjects of studied groups completed treatment in the terms established by the study
protocol; there was not persons early dropped out.

According to the results of physical examination including indicators of heart rate,
systolic and diastolic blood pressure and according to the Harvard step test data the
subjects were not recorded as with any abnormalities during the study (Table 8). All

10 identified changes were not beyond the normal range. In this case, subjectively all
subjects reported satisfactory well-being.

Table 8
The dynamics of physical parameters and exercise tolerance of study
15 participants before and after kinetic action
Visit 1 (one-day intake) Visit 2 (course intake)
Parameter | After drug After CCEAC | After drug After
intake test intake CCEAC test
ULD anti-S100 + anti-eNOS (M+SE) Group
HR 74.613.36 68.4+3.67 74.1£3.10 67.712.62
(beats/min)
Systolic 123.4+2.83 125.914.08 121.81£2.65 128.3+4.25
blood
pressure
(mmhg.) ,
Diastolic 74.0+£3.09 79.3+2.62 76.242.43 80.3+3.30
blood
pressure
(mmhg.)
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5.10.40 Range of attention, sec. 41.72.36 39.92.38 38.12.17 37.52.04 ASF
17.41.66 17.21.51 18.01.71 18.81.72 Stange's test 68.14:85 91.77.07*

71. 86. 02 86.26/@67&Nnch' s test 47.14.03 50.13. 94 46. 73. P8TAB2014/0@378ULD
anti-S100 (MSE) Group SMRT 258.99.95 282.413.56 268.411. 37 279.19. 20

Step-test
index

53.6+2.60

52.3+2.09

ULD anti-S100 (M+SE) Group

HR
(beats/min)

73.512.57

69.7+2.78

72.1+2.84

67.712.39

Systolic
blood

" pressure

(mmhg.)

127.6£2.55

133.5+4.77

127.1+£2.55

129.9+5.06

Diastolic
blood
pressure
(mmhg.)

75.51£2.65

82.6+3.31

74.912 41

82.3+3.19

Step-test
index

50.6+£1.71

53.0+1.63

ULD anti-eNOS (M+SE)

Group

HR
(beats/min)

76.5£2.59

67.3+1.98

77.3+2.02

70.1+3.23

Systolic
blood
pressure
(mmbhg.)

127.3+3.14

131.5+5.16

123.5+3.06

129.3+4.13

Diastolic
blood
pressure
(mmhg.)

75.2+2.24

80.3+£2.66

73.9+2.83

81.03.22

Step-test
index

51.8+2.12

51.212.21

Placebo group (M+SE)

HR
(beats/min)

74.5+2.78

68.913.46

73.9+3.23

72.3+3.58

Systolic
blood
pressure
(mmhg.)

125.31£3.30

133.3+4.73

124.3+2.83

126.9+3.95

Diastolic
blood
pressure
(mmhg.)

76.212.15

81.7£2.83

75.41£1.86

79.713.03

Step-test
index

50.0+2.03

50.1£1.99

In addition to the hemodynamic parameters, for evaluation of the safety of

studied drugs and its possible negative impact on the central nervous functions, the
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RMO, c.u. 58.16.40 57.56.34 55.15.06 53.85.02 RMO, % of target hit 3.71.50
2.00.82 2.30.83 5.01.69 AS, sec. 6.00.40 6.40.52 6.20.42 6.00.41 Range of
attenti onyoer/01492462. 68 42.12. 27 42.72.30 41.92. 52 ASFri4/18%011/602378 91. 26
15.31.13 15.41.18 Stange's test 59.04.09

following physiological parameters were examined in subjects: (RMO (reaction on
moving object), SMRT (simple motor reaction time), RA (range of attention), attention
span (AS), and attention stability factor (ASF)). In addition, the Stange's test was
conducted to assess tolerance to hypoxia.

5 According to received results (Table 9) neither one-day or course drug intake had
a significant effect on the estimated parameters. Indexes of sensory motor coordination
(SMRT, RMO) did not differ from the results of the placebo group before and after the
CCEAC test at both visits. Study data of such complicated functions like volume and
stability of attention showed that the studied drugs both before and after the CCEAC

10 test did not change the degree of concentration and shift in attention not being different
from the placebo group.

The analysis of standard exercise tests with breath holding showed a tendency to
increase of the tolerance of hypoxia by the subjects (Table 9). When holding the breath
the duration of Stange’s test grew after taking all study drugs. However, only intake of

15 the combination composition ULD anti-S100 + anti-eNOS showed significantly longer
time in the holding of the breath after the kinetic effect (68.1 + 18.8 sec. at baseline and
91.7 + 27.4 sec. after the CCEAC test; p <0.05). The increase of tolerance of hypoxia
was also noted when the Gench’s test (Stange’s test) (breath holding at expiration, P>
0.05) was used.
20
Table 9

The dynamics of parameters of psycho-physiological

state of study participants before and after kinetic action

Visit 1 (one-day intake) Visit 2 (course intake)
Parame | After drug After CCEAC | After drug After CCEAC
ter intake test intake test
ULD anti-S100 + anti-eNOS (M+SE) Group
SMRT 257.5+8.67 268.9+10.18 | 269.6+9.75 279.9+12.24
RMO, c.u. 50.1£3.92 49.5+4.50 47.3+4.86 47.0+£3.54
RMO, % of 3.01£0.95 4.5¢1.15 5.3+1.58 4.0+1.11
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72.66.19 64.54.93 75.95.67 Gench's test 47.14.48 49..44.69 48.34. 30
48. 84. 14 ULD anti-eNOS (MSE) group SVRT 257.78.49 279.414.23 266. 713. 19
275. 511. 440RMD/01097w. 48. 33. 67 51.94.39 52.54.79 49. 64. 2PCR¥ME201%002B78 ar get

hit 2.30.83 2.00.82 3.31.26 5.71.68 AS, sec. 5.90.25 6.00.34
target hit
AS, sec. 5.240.34 5.2+0.35 5.2+0.41 5.1+£0.40
Range of 41.7+2.36 39.9+2.38 38.1£2.17 37.5+2.04
attention,
sec.

ASF 17.4+1.66 17.2+1.51 18.0+1.71 18.8+1.72
Stange’s test 68.1+4.85 91.7£7.07* 71.846.02 85.5+£9.36
Gench'’s test 47.114.03 50.1+3.94 46.7+3.28 48.1+4.52

ULD anti-S100 (M+SE) Group
SMRT 258.9+9.95 282.4+13.56 | 268.4+11.37 279.1£9.20
RMO, c.u. 58.116.40 57.5+6.34 55.1+5.06 53.8145.02
RMO, % of 3.7£1.50 2.04£0.82 2.3+0.83 5.0+1.69
target hit
AS, sec. 6.0+0.40 6.410.52 6.2+0.42 6.010.41
Range of 42.61+2.68 42.1+2.27 42.7+2.30 41.9+2.52
attention,
sec.

ASF 14.5+£1.16 14.9+1.26 15.31£1.13 15.4+1.18
Stange’s test 59.0+4.09 72.616.19 64.5+4.93 75.915.67
Gench'’s test 47.124.48 49.4%+4.69 48.3+4.30 48.8+4 .14

ULD anti-eNOS (MtSE) group

SMRT 257.7+8.49 279.4+14.23 | 266.7+13.19 275.5¢11.44
RMO, c.u. 48.313.67 51.9+4.39 52.5+4.79 49.614.22
RMO, % of 2.3+0.83 2.0£0.82 3.3+1.26 5.7+1.68
target hit
AS, sec. 5.910.25 6.010.34 5.5+0.24 5.910.33
Range of 41.9+2.10 43.8+£2.39 41.3+2.00 42.5+2.22
attention,
sec.

ASF 13.7+1.34 14.8+1.31 15.6+1.24 14.1+£1.40
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5.50. 24 5.90. 33 Range of attention, sec. 41.92.10 43.82.39 41.32.00
42.52.22 ASF 13.71.34 14.81.31 15.61.24 14.11.40 WO

2012/ 0109voRCI/1BZ@11/ 002378 Stange's test 62.55.49 69. P6TAB208600237834
73.17.98 Gench's test 43.13.51 45.73.15 43.43.77 45.84.03 Pl acebo group

(MSE) SMRT 267.67. 64

Stange’s test 62.5+5.49 69.515.09 56.7+3.34 73.1£7.98
Gench's test 43.1+3.51 45.7+3.15 43.4+3.77 45.8+4.03
Placebo group (MtSE)

SMRT 267.6+7.64 | 290.1+11.33 | 281.1+9.78 263.3+6.85

RMO, c.u. 60.718.31 54.1+5.57 51.1+£3.69 52.615.38

RMO, % of 3.7+£1.03 3.741.24 3.3+0.93 4.3+1.61

target hit

AS, sec. 6.110.71 5.710.36 5.5+0.32 5.9+0.71

‘Range of 41.9+2.09 42.412.81 41.3+2.18 39.6+2.26

attention,

sec.

ASF 14.5+1.64 14.5£1.79 15.3+1.55 15.9+1.58

Stange’s test 63.7+4.71 67.9+6.90 64.8+5.94 83.0+12.24

| Gench's test 44.7+2.52 47.1+£3.30 43.7+2.71 47.8+3.78

Thus, the study using an experimental motion sickness demonstrated the
effectiveness of the combination composition ULD anti-S100 + anti-eNOS and
monocomponent preparation ULD-S100. The studied drugs increase the stability of the

5 subjects to the kinetic effect after simulation of the clinical and physiological effects of
motion sickness contributing to more mild clinical process of motion sickness and earlier
recovery of the subjects after cessation of treatment. In addition, it was shown that the
anti motion sickness effect of the combination composition (compositions ULD anti-

The

10 effectiveness of the combination composition ULD anti-S100 + anti-eNOS in the control

S100 + anti-eNOS) increases the efficiency of individual components.

of the vestibular-autonomic and sensory reactions of a body in experimental motion
sickness increases at course intake. It should be noted that ULD anti-eNOS in the form
of monopreparation does not have a protective effect against motion sickness but when
combined with ULD anti-S100 significantly enhances the anti motion sickness effect of
15 the last one which manifests itself as at one-day so at short course intake of the drug.
The best ability to adjust the transient processes that is to influence to the reactivity of
the parasympathetic and sympathetic parts of CNS as well as adaptive capabilities of
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290.111. 33 281.19.78 263.36.85 RMO, c.u. 60.78.31 54.15.57 51.13. 69
52.65.38 RMO, % of target hit 3.71.03 3.71.24 3.30.93 4.31.61 AS, sec.
6.10. 71 5voQo2H18730. 32 5. 90. 71 Range of attention, secPCHABYA1/0@2372. 42. 81
41.32.18 39.62.26 ASF 14.51.64 14.51.79 15.31.55

ANS in a state of motion sickness (to increase the tolerance to sudden changes in a
body position) was observed in the composition ULD anti-S100 + anti-eNOS which is an
important component of anti motion sickness properties of the drug. Composition ULD
anti-S100 + anti-eNOS and monocomponent preparation ULD anti-S100 when using
5 them as anti motion sickness preparation including when performing an operator
functions are safe and do not adversely impact on the physical and psycho-
physiological parameters.
Combination composition ULD anti-S100 + anti-eNOS and ULD anti-S100 can be
recommended for the prophylaxis and relief of kinesia in motion disease (including sea,
10 air and car sicknesses) to persons with low and moderate degree of stability. The
combination composition has high safety and no adverse effects on the quality of

professional activity.

Example 3.

15 Tablets weighing 300 mg were used to assess efficacy of the treatment of
subjects with vegetative dysfunction syndrome (VDS) of psychophysiological and
hormonal imbalance origin with the combination pharmaceutical composition ULD anti-
S100 + anti-eNOS and ULD anti-S100. The tablets were saturated with pharmaceutical
composition containing water-alcoholic solutions (6 mg/tablet) of activated — potentiated

20  forms of polyclonal affinity purified rabbit antibodies to brain-specific protein S-100 (anti-
S100) and endothelial NO-synthase (anti-eNOS) in ultralow doses (ULD) obtained by
ultradilution of the starting stock solution (with concentration 2.5 mg/mL) by 1002, 100%°,
100%° times equivalent to the mixture of centennial homeopathic dilutions C12, C30,
C200 (ULD of anti-S100+anti-eNOS).

25 The reference group included the subjects receiving tablets weighing 300 mg
saturated with water-alcoholic solution (3 mg/tablet) of activated—potentiated form of
polyclonal rabbit antibodies to brain-specific protein S-100, purified on antigen, in
ultralow dose (ULD of anti-S100) obtained by ultradilution the starting stock solution
(concentration 2.5 mg/mL) by 100", 100%°, 1002 times, equivalent to the mixture of

30 centennial homeopathic dilutions C12, C30, C200.
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15.91.58 Stange's test 63.74.71 67.96.90 64.85.94 83.012. 24 CGench's test
44,72.52 47.13.30 43.72.71 47.83.78 Thus, the study using an
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30 72.75+1.64, p<0.01) as well statistically significant reduction of the total score of Beck
Depression questionnaire (from 11.0+1.4 to 5.5¢1.37, p<0.02)
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origin and VDS of hornonal inbal ance origin, aged 23-61 years. Mean age of
t he subj ects was 49.25 12.63 years. After confirmation of the
subject's co i I r e su ects
wer e random ggdéﬁ%ﬁfe tWéfﬂ’C BH}‘EB ci?%gﬁ%%%%stﬂaa?élnvqé gyTEtB QI

ant i - S1GOxieht antéNeﬁegsweupusqrmrlsuBedk ®epm;]sm sue(sﬁosmsbqeece\aea!m rmptsmed)f

or ) gi ) ) GONEPkeRohphaled ik BB Sohid Ebe "By R Toral RESEG°

82. 3% f aabtEnairér saque 2(subs,¢a])3 ofphgsital- B¢alth"gfroop, 56 e 41dkal t6 3004395 (3

hor manal S} anve: o BR8P et ae R PP, B HRb A s Bt il 7 16

4. 35 yeareup Was Eportafles and 82. 3% f enal es) . Four visits to the study

ot O SpalHl ks B ey B LEBRS R B AULETE bl 1o

f ol | ow gpoupsargeealed sttistidatiy signifidaotwedoctidragiethieastat dcdrie| df BéckiDepteédiry 845) .

Saf ety i s |ncl dat f al Lects enrolled into the study
(n=12). %ﬂ%ﬁ'o%aﬁlr%gﬂ{rﬁqﬁg)ﬁb{b?,(ato%bgs $aP<hﬁ§Eﬁ$bg%§8 bj ects denonstrated good
drudOtol erability. No adverse events were reported. One subject did not
attend Visit 2 and was not i ncl uded.[ qﬁgoanal ysis. Al other study subjects
conpleted the treatnent within the A est abli shed by the study protocol.
No subject who withdrew fsr-'om (irgsibLdy SHhBeagmehtat he teB@&maéprbeﬁan
regi stered. 25Assessnent ffect of |[ULD of anti -8100+ant| -eNOS on the
mai n synptons of VDS as \R@ ithas  anxi ety’ MY depr essi vieQHpiongare (Beck

Depr essi onUigDies amtpnnali re) rgseadeqq | nrovesy gpaala4y of Tifieoef 4t he|subjects
dermnstratﬁc’i%) @ glt ilcal ly si gnifidant increase infthe total SF-36
guesti onn@ BYE Q ubscal e "physicdl health"” from@38.042.44 to
47.841. 27, priorfo f@atmentibgcal e "nental Health" - from 57.883.94 to

3072. 751. 6@—940—9-19—6\-3- . wel | statistig i reduction ofl the
total scofe-Bef @dkk Depres§1i7c§41dt?gs*ti cnnai?-@%\‘ PHm 11 015213785751 |37,
p<0. 02) S100+aheemteent of effect off ULD of anti-S100 on the main VDS
synpt ons asf wel | as anxifety and depregdsi ve disorders |(Beck Depressijon
quest i onnlATEEJERERM| ed |i npr oved qual ity of life demonstrated as

statisti caJLwOsaﬂnsﬁwant | 4806500 | N [T Ne5g QL1 3~ 30 quaglg ARl e score
(subscal ¢ " si cal heallth" from 56. 1C71 36 to 70.71.39, 5 p<0.001). No
t endency fRﬂor HEPUASBH total score of ["physical health" subscale in this
group was UEPBIAAFST00 I ATYZE 88 Of [CIEEIFEY Sgv-axT BT V5 3upy gapregsi ve
di sorders| in ULD of antil-S100 groups rleveal ed stati st| call y signifilcant
reduct i onf ater tratmestt 4 gcore of Beck Depre55| on questl onnaire (from
10.51. 04 U0 5p 98 %h @ba&ﬂﬂ obg abie 10)- 10 Tabte 10 SF36(physical
heal t h) SF-36 (nent al heal Beck Depression Questionnaire ULD of anti -
S100+ant i - eNEsVerthe basglinerda@hent 38. 042. 44

***- p vs. the baseline <0.02
15 ****. p vs. the baseline <0.001

Significant intergroup differences in these parameters after treatment have not
been determined. During the planning of the study and enrolment of the subjects the
groups were divided into the following subgroups:
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57.883.94 11.01.4 ULD of anti- S100+anti-eNCS after treatnent 47.841.27*
72.751.64** 5,51.37*** ULD of anti-S100 prior to treatnent 46.998. 09
56. 1071. 38020120934 ULD of anti-S100 after treatnent 49ptTABLHR1/FR3IRL. 39****

5.331.5*** * - p vs. the baseline = 0.005 **- p vs. the baseline <0.01 ***-
p vs. the baseline <0.02 15****- p vs. the baseline <0.001
Significant intergroup differences in these paraneters after treatnent have

not been determ ned. During the planning of the study and enrol rrent of the
subj ects the groups were divided into the foll ow ng subgroups:
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subj ects wi t A Vegabiectsy wity¥egatativeo By SyundtianSyodrons wbmslychorihgbialugical

NCS
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to the nesin g anar ey Wer e l'ess stgniTrtant
t hat was probabl ysuaEstscwahéébgmtatwesmfuncﬁwanynctmbmebsfehmmonahsrn(:é1abd:ea 11,

12) . Tablhgndphus¥yBrigh Wi WBRAL ARG BL6%f GHE2A08'SR0asthbftRerapy.
10 Subgroup tendencies in data analysis corresponded to the ones in general group
analysis, though they were less significant that was probably associated with small
number of observations (Table 11, 12).

Table 11. VDS of Hormonal Imbalance (menopausal) origin

SF-36 SF-36 Beck Depression
(physical health) (mental health) Questionnaire
ULD of anti- 38.5+2.99 57.9+4 .42 11.0£2.0
S100+anti-eNOS
prior to treatment
ULD of anti- 47.99+1.48* 72.75+1.85* 5.33 £0.57***
S100+anti-eNOS
after treatment
ULD of anti-S100 47.39+8.35 56.79+1.23 10.0£1.0
prior to treatment
ULD of anti-S100 48.96+3.16 70.71+1.68** 4.6610.057****
after treatment

* - p vs. baseline <0.05

**_p vs. baseline <0,005

*kik

ek ke

- p vs. baseline =0,053

- p vs. baseline =0,01

Table 12. VDS of Hormonal Imbalance (chronic stress) origin




SF- 36 (physi cal
ULD of anti -

basel i ne <0.05 15 **-

* Kk Kk k _

p Vvs.
stress) origin

p Vvs.

heal th) SF-36 (nental

p Vvs.

heal t h) Beck Depression Questionnaire
S100+anti-eNCS prior to treatnment 38.52.99 57.94.42 11.02.0

ULD of amwo-20f210GM7anti-eN OS after treatnent 47.991. 48* pC2ABH11/8828785. 33

0.57*** ULD of anti-S100 prior to treatnment 47.398.35 56.791.23 10.01.0 ULD
of anti-S100 after treatnent 48.963.16 70.711.68** 4.660.057**** * .
basel i ne <0, 005 ***-
basel i ne =0, 01 Table 12. VDS of Hornonal
WO 2012/ 010974PCT/ 1 B2011/ 002378

basel i ne =0, 053
| mbal ance (chronic

SF-36 (physical SF-36 (mental Beck Depression
health) health) Questionnaire
ULD of anti- 37.57+2.31 57.85+4.39 11.041.0
S100+anti-eNOS
prior to treatment
ULD of anti- 47.69+1.32* 72.73+1.82** 5.66 £2.08****
S100+anti-eNOS
after treatment .
ULD of anti-S100 47.39+8.35 55.42+1.31 11.0£1.0
prior to treatment
ULD of anti-S100 48.96+3.16 70.69+1.65**" 6.0+£2.0****
after treatment

* - p vs. baseline <0,02
**- p vs. baseline <0,05
***- p vs. baseline =0,002
****. p vs. baseline =0,082

Intergroup and intragroup analysis of changes in arterial pressure, integrative
vegetative parameters, and variation pulsometry values indicated no statistically
significant tendencies, except for reduced Vegetative Bélance Index (VBI). Most
probably, this is associated with inadequate number of observations.

10 VBl is an integrative parameter calculated as Mo amplitude (number of
cardiointervals corresponding to mode range) and Variation range (difference between
maximal and minimal R-R values) ratio. Reduction of this parameter evidences

displacement of vegetative balance from sympathicotonia to normo- and vagotonia, i.e.

enhanced effect of parasympathetic segments of vegetative nervous system (VNS).

15 In the hormonal imbalance VDS group a statistically significant tendency for

\ reduced VBl was noted in ULD of anti-S100+anti-eNOS subgroup. A statistically
significant (p<0.05) difference between ULD of anti-S100+anti-eNOS and ULD of anti-
S$100 subgroups has been noted (Table 13).
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SF- 36 (physical health) SF-36 (nental health) Beck Depression Questionnaire
ULD of anti- S100+anti-eNOS prior to treatnent 37.572.31 57.854.39 11.01.0
ULD of amwD-20f31dd0v7anti - eNOS after treatnment 47.691. 32* pCcTABR31/0@278 5. 66
2.08**** ULD of anti-S100 prior to treatnent 47.398.35 55.421.31 11.01.0
ULD of anti-S100 after treatnment 48.963.16 70.691. 65*** 6.02. 0**** * .

vs. baseline <0,02 **- p vs. baseline <0,05 ***- p vs. baseline =0,002
****. p vs. baseline =0,082 5 Intergroup and intragroup anal ysis of
changes in arterial pressure, integrative vegetative paraneters, and

vari ation pul sonetry val ues ndi cat tiSti y significant
tendencies? except ?or reduéggﬁ@ggéﬁgyﬂgg§ﬁgﬁi%E@Rﬁ% ex (VBI). Most
probably, this is associ at ed| W8t prionadegtraéet numbgvBifaftebsedtarrint ong. 10VBI

I s an i ntregtative-paraneter—¢al-culated-as-M—anpHitude{purber—of

ULD of anti-$f00+anti- 721.7£38.52 416.86£73.72°#
eNOS
ULD of anti-S100 735.4£58.42 696.26+61.85

* - p vs. baseline <0.05
# - p vs. ULD of anti-S100. <0.05

5 Therefore, the clinical study of the combination pharmaceutical composition ULD
of anti-S100+anti-eNOS demonstrated positive effect on the quality of life of subjects
with Vegetative Dysfunction Syndrome (VDS) of psycho-physiological and hormonal
imbalance origin, positive effect on anxiety and depressive disorders of subjects.
Positive effect of the combination pharmaceutical composition of the present invention

10 on vegetative nervous system has been registered. Furthermore, high tolerability of the
combination pharmaceutical composition of the present invention was noted. No

adverse events have been reported.

Example 4.

15 Alzheimer's disease (AD) is a neurodegenerative disease that is characterized by
lowering of cognitive functions, memory deterioration, confused consciousness, and
emotional changes. Although the main cause of this pathology is nowadays considered
the accumulation of beta amyloid which leads to the formation of beta-amyloid plaques
and neurofibrillary tangles in brain tissues; AD is also accompanied by a deficiency of

20  cholinergic system. This is the basis of a most common way of modeling of AD in
animals with the help of antagonist of cholinergic system of scopolamine. Injection of
scopolamine into experimental animals (usually rats or mice) interrupts the ability to
learn and leads to deterioration of memory.

Various methods were used to assess cognitive functions of rats and mice,

25 including Morris water maze. The essence of this test is that the animals are released
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cardi ointerval s corresponding to node range) and Vari ation range
(difference between maximal and mnimal R-R val ues) ratio. Reduction of
t hi s par aneter2/avizdences di spl acenent of vegetative bal aocaBimone237s
synpat hi cotonia to norno- and vagotonia, i.e. enhanced effect of

par asynpat heti c segnents of vegetative nervous system (VNS). 15In the
hor nonal i nbal ance VDS group a statistically significant tendency for
reduced VBI was noted in ULD of anti-S100+anti-eNOCS subgroup. A
statistically significant (p<0.05) difference between ULD of
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control group 1), or ULD anti-S100 (7.5 mi / kg, n = 12, group 2) or ULD anti-S100 +
20 anti-eNOS (7.5 ml / kg, n = 12, group 3) intragastrically for 9 days (4 days prior to the
injection of scopolamine, 4 days against the background of scopolamine and 1 day after
the last scopolamine injection).
The training session in the Morris water maze was conducted within 4 days of the
scopolamine injection through 60 minutes after administration of tested drugs and 30
25 minutes after administration of scopolamine (4 sequential tests at interval of 60
seconds). Morris’ maze is a round reservoir (diameter - 150 cm, height - 45 cm) at 30
cm filled with water (26-28 ° C). At 18 cm from the edge of the container there is hidden
platform (diameter - 15 cm) buried on 1.5 cm below the water level. Cloudy water made
by adding a non-toxic dye (e.g., milk powder) makes the platform invisible. For each
30 . test the animal was placed in a maze in one of the initial points that are equidistant from

the hidden platform and the animal was allowed to find the platform. If the animal could
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3rd day 4th day Intact, n=12 54.76.2 30.82.8 26.95.1 20.53.6 Control, n=12
100. 16. 8*** 92.49. 3*** 81.410. 7*** 77.79.4*** ULD anti-S100, n=12 106.87.0
99. 37. 8 95069120180¥4411. 1 ULD anti-S100 + anti-eNGCS, n=1PC®4AB%i1/8029% 78. 2
78.38.6 60.110.2 WD 2012/010974PCT/1B2011/002378 ' - difference from
intact is significant, p<0.05 Table 15.

*** - difference from intact is significant, p<0.05

Table 15.
Distance overcome to search the platform, cm
Group Training
1% day 2" day 3" day 4" day
Intact, n=12 1055.7194.6 659.5+62.2 564.8+119.3 | 406.1+61.2
Control, n=12 | 2587.1+217.2** | 2559.6+250.5* | 2397.9+312.6 | 2366.1+293.8*
ULD anti- 2797.2+208.9 | 2865.2+255.1 | 2857.0+300.8 | 2457.41344.4
S$100, n=12
ULD anti-_ 2434.3+222.8 | 25629.9+282.7 | 2344.2+283.0 | 1905.1+343.7
S100 + anti- '
eNOS, n=12
5 *** .- difference from intact is significant, p<0.05
Table 16.
Time spent in a place where the platform used to be located, sec.
Group Test
0-30 sec. 30-60 sec. 0-60 sec.
Intact, n=12 40.814.1 36.813.6 38.5+2.6
Control, n=12 18.412.8*** 18.8+1.9*** 18.8+1.7***
ULD anti-S100, n=12 13.3+2.1 21.5+2.6 17.6+1.3
ULD anti-S100 + anti-eNOS,
=12 19.114.8 23.8+2.2 21.2¢2.5

*** - difference from intact is significant, p<0.05
10
Thus, in model of Alzheimer’s disease, the administratoin of the complex ULD
anti-S100 + anti-eNOS was more effective in comparison with administration of ULD
anti-S100 and vehicle.
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D stance overcone to search the platform cm G oup Training

day 3rd day 4th day Intact, n=12 1055.794.6 659.562.2 564.8119. 3 406. 161. 2

1st day 2nd

Control, WeLRB122689741217. 2** 2559. 6250. 5* 2397. 9312. 6 2306TARS31/802318L.D anti -

S100,

n=12 2797.2208.9 2865.2255.1 2857. 0300. 8 2457.4344.4 . ULD anti -

+ anti eNOS, n=12 2434.3222.8 2529.9282.7
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What is claimed is:

1. A combination pharmaceutical composition comprising a) an activated-
potentiated form of an antibody to brain-specific protein S-100 and b) activated-
potentiated form of an antibody to endothelial NO synthase.

2. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to brain-specific protein S-100 is to the entire

bovine brain-specific protein S-100.

3. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to brain-specific protein S-100 is to brain-
specific protein S-100 having SEQ ID NO: 9, SEQ ID NO: 10, SEQ ID NO: 11, or SEQ ID
NO:12.

4. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to endothelial NO synthase is to the entire

bovine NO synthase.

5. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to endothelial NO synthase is to the entire

human NO synthase.

6. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to brain-specific protein S-100 is in the form of a
mixture of C12, C30, and C50 homeopathic dilutions impregnated onto a solid carrier and
the activated-potentiated form of an antibody to endothelial NO synthase is in the form of
mixture of C12, C30, and C50 homeopathic dilutions impregnated onto the solid carrier.

7. The combination phammaceutical composition of claim 1, wherein the

activated-potentiated form of an antibody to brain-specific protein S-100 is in the form of a
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2344.2283.0 1905.1343.7 5*** - difference fromintact is significant,
p<0.05 Table 16. Tine spent in a place where the platformused to be
| ocat ed, woeo12Emorp Test 0-30 sec. 30-60 sec. 0-60 secPcirmBaai/No2078l2
40.84.1 36.83.6 38.52.6 Control, n=12 18.42.8*** 18.81.9*** 18.81. 7***

anti-S100, n=12 13.32.1 21.52.6 17.61.3 ULD anti-S100 + anti-eNGCS, n=12
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mixture of C12, C30, and C200 homeopathic dilutions impregnated onto a solid carrier and
the activated-potentiated form of an antibody to endothelial NO synthase is in the form of
mixture of C12, C30, and C200 homeopathic dilutions impregnated onto the solid carrier.

8. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to endothelial NO synthase is in the form of
mixture of C12, C30, and C50 homeopathic dilutions impregnated onto a solid carrier and
the activated-potentiated form of an antibody to brain-specific protein S-100 is in the form
of mixture of C12, C30, and C50 hdmeopathic dilutions impregnated onto the solid carrier.

9. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to endothelial NO synthase is in the form of
mixture of C12, C30, and C200 homeopathic dilutions impregnated onto a solid carrier and
the activated-potentiated form of an antibody to brain-specific protein S-100 is in the form

of mixture of C12, C30, and C200 homeopathic dilutions impregnated onto the solid carrier.

10. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to brain-specific protein S-100 is a monoclonal,
polyclonal or natural antibody.

11.  The combination pharmaceutical composition of claim 10, wherein the
activated-potentiated form of an antibody to brain-specific protein S-100 is a polyclonal
antibody.

12. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to brain-specific protein S-100 is prepared by

successive centesimal dilutions coupled with shaking of every dilution.

13. The combination phammaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to endothelial NO synthase is a monoclonal,

polyclonal or natural antibody.
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*** - difference fromintact is significant, p<0.05 Thus, in nodel of
Al zhei nmer's di sease, the admnistratoin of the conplex ULD anti-S100 +

ant i - eNOSvoasiymoeg4ef f ective in conparison with adm ni stcatiBoni/ed23td D
anti-S100 and vehicle. What is clained is: 1. A conbination
pharmaceutical conposition conprising a) an activated- potentiated form of
an anti body to brain-specific protein S-100 and b) activated- 5potentiated
formof an antibody to endothelial NO synthase. 2. The conbination
phar maceuti cal conposition of claim1, wherein the activated-potenti ated
formof an antibody to brain-specific protein 5-100 is to the entire bovine
brai n-specific protein S-100. 3. The conbi nation

phar maceut i ca#. coifeosomboatiof phaahacellicalheamepasitiheofactaing al &dwpeteimithat ed
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NO 12. antibody. 4. The conbi nati on pharmaceutical conposition of claiml,
vvherﬁi n the activated-potentiated formof an antibody to endothelial NO
synthase is to the entire bovine NO synthase. 205. The conbi nati on

phar maceut i cdb. cdlfeosbimbmatiod miaamacél.:,tlcaWeorabm\sutﬁdne o&cd:la'amaﬂedwperte&nttlhat ed
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Cl2, C30, ang‘CS %%h "HFI lé\l%n Wb?ébﬁﬁé’g” '??ﬁ‘PB RPaBALCEURCEt r i er
and the cambeﬂctrE(irzﬁlﬁﬁlﬂmeréﬂ adoﬁ@rtmm upit deBaddiMs! Sadi &f thesdiRapé ifémpr ot ei n

S-100 i n
%e’ng admlnlstererg from once daily to four times daily.

25 20. The method of claim 19, wherein the combination pharmaceutical
composition is administered in one to two unit dosage forms, each of the dosage form
being administered twice daily.

21. A pharmaceutical composition for use in treating a patient suffering from vertigo
30 of various genesis, kinetosis and vegetative-vascular dystonia, said composition having

been obtained by providing a) an activated-potentiated form of an antibody to brain-specific

69



150f m xture of Cl2, C30, and C200 honeopathic dilutions inpregnated onto
the solid carrier. 10. The conbi nation pharnaceuti cal conposition of
claiml, wbeoermoishe activated-potentiated form of an amCirhBziyi1/b@378

brai n-specific protein S-100 is a nonocl onal, polyclonal or natural

anti body. 20 11. The conbi nati on pharmaceutical conposition of
claim 10, wherein the activated-potentiated formof an antibody to
brain-specific protein S-100 is a pol yclonal antibody. 2512. The conbi nati on
phar maceuti cal conposition of claim1, wherein the activated-potenti ated

f or m of Nial brakn:s ifi r i - 100. repared b
successip\?&;te@e% ﬂg{jﬁgfj Obd)i %gt;\{%éenagg@ghﬁigg f\%}'ﬁh&s A '8°§¥ Rgv%}({?%"f"ﬁ“%n.

13. The cynthasatéaph phparetdyuwtonsedutive mpmesited dilutioh andanaitidle shhkingiofl eable 30
acti vat ed: not i f of an antibody. to,endothel.ial synthase is a
ronoot ori e rBh 1A of e, i Alinp bl WenGRR, o flon BHhePimiiiRg

2012/ 0109 pirertiatddP el dtiof® B n8xing them, or,lalternBitiecly, ompregatiirgia phraenmeassiwitic al

conp@si tj .clai m. erein, t.he activated-potentiated formof an

ant i godfa@gtogﬁ)c'{]@tdﬁsgmté%bf\@“&@‘ﬁﬁ?&' % %epfr%%yycl onal antibody. 5 : 15.
The conbi nati on pharmaceutical conposition of claim1, wherein the
activated-potentiated formof an anti body to endothelial NO synthase is
prepared by successive centesinmal dilutions coupled with shaking of every
dilution. 1016. A nethod of treating vertigo of various genesis, kinetosis
and vegetative- vascul ar dystonia by adm nistration of the conbination

phar maceuti cal conposition of claiml. 17. A nethod of reducing
ki net osi s as neasured by the CCEAC test by 15adm nistration of the
conbi nati on pharmaceutical conposition of claim1l. 18. A met hod of

stabilizing the effect on the inbal ance of autonom c nervous system as
nmeasured by the CCEAC test by adm nistration of the conbination
pharmaceutical conposition of claiml. 20 19. The method of clains
16-18, wherein the conbination pharnaceutical conposition is adm nistered
in one to two unit dosage forns, each of the dosage form bei ng adm ni stered
fromonce daily to four tines daily. 2520. The nethod of claim 19, wherein
t he conbi nati on pharmaceutical conposition is adm nistered in one to two
unit dosage forms, each of the dosage form being adm nistered tw ce daily.
21. A pharmaceutical conposition for use in treating a patient suffering
fromvertigo 30 of various genesis, kinetosis and vegetative-vascul ar
dystoni a, said conposition having been obtained by providing a) an
activated-potentiated formof an antibody to brain-specific protein S 100
and b) activated-potentiated formof an anti body to endothelial NO

synt hase, each prepared by consecutive repeated dilution and nultiple
shaki ng of each obtained solution in accordance with honeopat hi c

technol ogy, and then either conbining the potentiated solutions by m xing
them or, alternatively, inpregnating a carrier mass wth 5said conbi ned
solution or with the solutions separately.
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