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AND METHODS OF TREATI NG GENI TOURI NARY SYSTEM DI SORDERS FI ELD The
preset inwenbixnm7ssel ates to a conbi nati on pharnaceut i calPctapmasbizdons and
met hod of treating genitourinary systém di sorders. BACKGROUND The

invention refers to the field of nmedicine and can be used to treat
genitourinary systemdisorders, including prostate gland disorders,

i ncl udi ng benign prostatic hyperplasia of | and Il degree, acute and
chronic prostatitis, and erectile dysfunction of various origins.
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| i quefying the semnal clot shortly after ejaculation. The physi ol ogic
consequences of the cl eavage of sem nogelins are not known, although this
process does increase spermcell notility. Qher investigators have
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3 be considered as a "cancer fighter" at the tissue |level and as a

"val uabl e nessenger" (indicator) at the level of the system c circulation,
whi ch carwbeoizsed4vo eit her detect or nonitor cancer. ApCeEMBZilve24172ports

have suggested that PSA is an insulin2like growh factor binding protein-3
(I GFBP-3) protease that, through its proteolytic action, rel eases free,

bi oactive insulin-like gromh factor I (I G~1) previously bound to | GFBP3.
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cont enpl @nticarcinageni¢{antigngiogenisdnplecetaraasean induearail apaptesisi BSdyshooldor ost at e
specific antigen is a polyclonal antibody. The activated-potentiated form
of an anti body to endothelial NO synthase may be a nonocl onal, polyclonal
or natural antibody. It is specifically contenplated that the
activated-potentiated formof an antibody to endothelial NO synthase is a
pol ycl onal antibody. The invention provides activated-potentiated forns of
anti bodies to antigen(s) having sequences described in the specification
and clained in the appended clains. W) 2012/ 007849PCT/ 1B2011/ 002417 5

In a variant, the conbination pharmaceutical conposition includes
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I n anot her aspect, the invention provides a nethod of treating
genitourinary systemdisorders, said nmethod conprising adm nistering to a
pati ent iwoneedorsier eof a) an activated-potentiated for mcofiBzni/entibody to
prostate specific antigen and b) an a8tivated-potentiated form of an

anti body to endothelial NO synthase in the form of conbi ned pharnmaceuti cal
conposi tion. In an enbodi nent, the conbination pharmaceutica
conposition is admnistered in the formof a solid oral dosage form which
conprises a pharnmaceutically acceptable carrier and said
activated-potentiated form of an antibody to prostate specific antigen,

i npregnated onto said garrier, sai d activated-potentiated formof an

ant i body R&cUsHisretes a| C?@eéfjﬂ?tﬁbsaé the tissue fpyel aed ameovaypble MesseRger | n a

variant, @iichtsrpht theQewd! of eagRtdmiit Birt@atior!, AHicH canvBé LSEd o aifikreshadi nent s
are provided. I n afﬁcordance wi th the nethod aspect of the invention,
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messenger? Clin Chem. 2000 Jul;46(7):896-900.)

Treatment of prostate gland disorders based on ultra-low doses of antibodies
to prostate specific antigen is known in the art (U.S. Patent No. 7,582,294). However,
this medication does not guarantee sufficient therapeutic effectiveness in treating
genitourinary system disorders, accompanied by erectile problems of various origins
(erectile dysfunctions).

The therapeutic effect of an extremely diluted form (or ultra-low form) of
antibodies potentized by homeopathic technology (activated potentiated form) has
been discovered by Dr. Oleg |. Epshtein. For example, U.S. Patent No. 7,582,294
discloses a medicament for treating Benign Prostatic Hyperplasia or prostatitis by
administration of a homeopathically activated form of antibodies to prostate specific
antigen (PSA). Ultra-low doses of antibodies to gamma interferon have been shown
to be useful in the treatment and prophylaxis of treating diseases of viral etiology.
See U.S. Patent No. 7,572,441, which is incorporated herein by reference in its
entirety.

The present invention is directed to a combination pharmaceutical composition
and methods of its use in treatment of genitourinary system disorders, including benign
prostatic hyperplasia of | and Il degree, acute and chronic prostatitis, and erectile
dysfunction of various origins.

The solution to the existing problem is presented in form of a combination
pharmaceutical composition for treatment and prophylaxis of genitourinary system

disorders which comprises activated-potentiated form of antibodies to prostate



- 3 pills 2 tinmes/day; - 3 pills 3 times/day; - 3 pills 4 tinmes/day; - 4
pills 1 tine/day; - 4 pills 2 tinmes/day; - 4 pills 3 tines/day. Al
vari ant s wocoenbesivrent s descri bed with respect to the eompBmIll/H@A17aspect
of the invention may be used with the4nethod aspect of the invention.
Co-adm ni stration of the conbi nati on pharmaceutical conposition wth an
additional active ingredient is specifically contenplated. In a variant,
the additional active ingredient is approved for treatnent of genitourinary
system di sorders. Variants and enbodi nents are contenpl ated. DETAI LED
DESCRI PTI ON The invention is defined with reference to the appended
clains. Wth_ respect to the clainms, the Iossar that foll ows provides the
rel evant %f@clﬁﬁiarnf%?fb(': SA) and ﬁ%‘éatﬁérﬂﬂte’ﬁ'ﬁ? dofBEWO aatihegies tasndpinelidl NG nean
an i munogyntidsel N that specifically binds to, and is thereby defined as
conplementary with, a particular spatial and pol ar organi zati on of another
nol ecul e. Antibodies as recited in the clainms may include a conplete

i mrunogl obulin or fragnment thereof, ngymlkgr¥tural, pol ycI onal or
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8 For exanple, the activated potentiated form of antibodies may be
prepared by subjecting an initial, isolated antibody in a nolecular formto
consecut iwe agiargabe di |l uti ons coupl ed with an external pcapBzKil/o4Th as
mechani cal shaking. The external treafnment in the course of concentration
reducti on may al so be acconplished, for exanple, by exposure to ultrasonic,
el ectromagnetic, or other physical factors. V. Schwabe "Honeopathic

medi ci nes", M, 1967, U S. Patents Nos. 7,229,648 and 4, 311,897, which are
incorporated by reference in their entirety and for the purpose stated,
descri be such processes that are well-accepted nmethods of homeopat hic
potentiation in the honeopathic art. This Procedure gives rise to a uniform
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In one variant, the genitourinary systemdisorder includes prostate gland
di sorders, including benign prostatic hyperplasia of | and ||l degree, acute
and chronwo 2prxmtswi tis, and erectil e dysfunction of varcoaB201/H@4IS. | n
one variant the genitourinary systemdisorders is prostate gland di sorder.
In one variant of this aspect of the invention the prostate gl and di sorder
I s benign prostatic hyperpl asi a. I n anot her variant of this aspect of
the invention the prostate gl and disorder is benign prostatic hyperplasia
of |l degree. I n another variant of this aspect of the invention the
prostate gland disorder is acute or chronic prostatitis. | n anot her
variant the genitourinary systemdisorders is erectile dysfunction of
various ori grﬁé’."'sW%:dLgy;007849PCT/ 1B2011/ 002417 12 I n accordance
with the et hogirs@aés/@dy;t he i nvention, the conbination pharmaceutica
conposition nEy_be adm nistered in one to four unit dosage forns, each of
the dosage fofmilsd HPe{BRN ni stered fromonce daily to six times daily. In
accordance W Bhillshetimefdagd aspect of the invention, the conbination
phar maceut i cal coqposition may be adm nistered as follows: 1 pill 1
time/day; - 13pSI2YMes/d@%s/ day: - 1 pill 3 times/day: - 1 pill 4 tines/day:
1 pill 5 tinmes/pir)3 timesid@y;|| 6 tinmes/day; - 2 pills 1 tinme/day; 2 pills 2
ti mes/ day; ?S%Iillslftirgest/bgﬁy day; 2 pills 4 tinmes/day;

- 4 pills 1 time/day;

- 4 pills 2 times/day;

- 4 pills 3 times/day.

All variants and embodiments described with respect to the composition
aspect of the invention may be used with the method aspect of the invention.

Co-administration of the combination pharmaceutical composition with an
additional active ingredient is specifically contemplated. In a variant, the additional
active ingredient is approved for treatment of genitourinary system disorders. Variants

and embodiments are contemplated.

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
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 include a complete immunoglobulin or fragment thereof, may be natural,
polyclonal or monoclonal, and may include various classes and isotypes, such as
IgA, 1gD, IgE, 1gG1, 1gG2a, IgG2b and IgG3, IgM, etc. Fragments thereof may include
Fab, Fv and F(ab'),, Fab', and the like. The singular “antibody” includes plural
“antibodies.”

The term “activated-potentiated form” or “potentiated form” respectively, with
respect to antibodies recited herein is used to denote a product of homeopathic

potentization of any initial solution of antibodies. “Homeopathic potentization”



2 pills 5 tinmes/day; - 2 pills 6 tinmes/day; - 3 pills 1 tinme/day; - 3 pills
2 tinmes/day; 3 pills 3 tinmes/day; 3 pills 4 times/day; - 4 pills 1

ti me/ day;we 2d1qmobd4s 2 tines/day; - 4 pills 3 tinmes/day. PCT/IB2011/0d2817
pharmaceutical conposition of the pre%ent invention for the purpose of
treatment of genitourinary system di sorders contains active conponents in
volume primarily in 1:1 ratio. The nedical product is prepared mainly as
fol |l ows. The conbi nati on pharmaceutical conposition in accordance with
the present invention may be in the liquid formor in solid form Each of
the activated potentiated fornms of the antibodi es included in the
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m xture, isr ﬁggue in tfhe cal%go { t%rr?l tuf?raalbouéoses |snl11:§/eg1 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.
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 a product of a preparation process well accepted in the homeopathic art.
Second, the “activated-potentiated” form of antibody must have biological activity
determined by methods well accepted in modern pharmacology. And third, the
biological activity exhibited by the “activated potentiated” form of the antibody cannot
be explained by the presence of the molecular form of the antibody in the final

product of the homeopathic process.



The preferred procedure for preparing each conmponent is the use of the

m xture of three aqueous-al cohol dilutions of the primary matrix sol ution
of anti bospesiadiorssved 10012, 10030 and 100200 tinmes, reepeaBiuebozdsimhi ch is
equi val ent to centesi mal honmeopathic 8ilutions Cl12, C30 and C200. To
prepare a solid dosage form a solid carrier is treated with the desired
dilution obtained via the honeopathic process. To obtain a solid unit
dosage form of the conbination of the invention, the carrier mass is

i mpregnated with each of the dilutions. Both orders of inpregnation are
suitable to prepare the desired conbination dosage form WO
2012/007849PCT/182011/002417 14 ef erred enbodi ment
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initial molecular form of the antibody. This procedure is repeated until the desired
homeopathic potency is obtained. For the individual antibody, the required homeopathic
potency can be determined by subjecting the intermediate dilutions to biological testing in
the desired phamacological model. Although not so limited, ‘homeopathic
potentization” may involve, for example, repeated consecutive dilutions combined
with external treatment, particularly vertical (mechanical) shaking. In other words, an
initial solution of antibody is subjected to consecutive repeated dilution and multiple
vertical shaking of each obtained solution in accordance with homeopathic
technology. The preferred concentration of the initial solution of antibody in the
solvent, preferably, water or a water-ethyl alcohol mixture, ranges from about 0.5 to
about 5.0 mg/ml. The preferred procedure for preparing each component, i.e.
antibody solution, is the use of the mixture 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 mixture of three aqueous or aqueous-alcohol
dilutions of the primary matrix solution (mother tincture) of antibodies diluted 100'?,
100% and 100% times, respectively, which is equivalent to centesimal homeopathic
dilutions C12, C30 and C50. Examples of how to obtain the desired potency are also
provided, for example, in U.S. Patent Nos. 7,229,648 and 4,311,897, which are
incorporated by reference for the purpose stated. The procedure applicable to the
“activated-potentiated” form of the antibodies described herein is described in more detail

below.



Pro Ala Pro Qu 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 46 50 55 60 Leu Thr Arg Pro Pro
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There has been a considerable amount of controversy regarding homeopathic
treatment of human subjects. While the present invention relies on accepted
homeopathic processes to obtain the “activated-potentiated” form of antibodies, it
does not rely solely on homeopathy in human subjects for evidence of activity. It has
been surprisingly discovered by the inventor of the present application and amply
demonstrated in the accepted pharmacological models that the.solvent ultimately
obtained from consecutive multiple dilution of a starting molecular form of an antibody
has definitive activity unrelated to the presence of the traces of the molecular form of
the antibody in the target dilution. The “activated-potentiated” form of the antibody
provided herein are tested for biological activity in well accepted pharmacological
models of activity, either in appropriate in vitro experiments, or in vivo in suitable
animal models. The experiments provided further below provide evidence of
biological activity in such models. Human clinical studies also provide evidence that
the activity observed in the animal model is well translated to human therapy.
Human studies . have also 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 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
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 by any specific theory, the biological activity of the “activated-potentiated’ form
of the antibodies of the present invention is not attributable to the initial molecular
form of the antibody. Preferred is the “activated-potentiated” form of antibody in
liquid or solid form in which the concentration of the molecular form of the antibody is
below the limit of detection of the accepted analytical techniques, such as capillary

electrophoresis and High Performance Liquid Chromatography. Particularly
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Al a Ser Leu§%3540 ﬁProPr AIaPoGjQ%rgﬁ bPoProSer Ser Pro
Leu Thr 46 5OM3%S §BME; Mgt eFBi“EP"ée igygptipn is £ 8264 BY & Yidgene5 Of Asn Trp
du 61 65th€rapé’5ncvare<ﬂ¢meseranblcfanﬁbw udad toAGgat variety oSgénllNu&nQyﬂsyélefm Gn Gn
76 80 85 90 WO 2012/ 00784 PCT/ B l%/ 02417 18 A(f)g |Yed %s Thr Pro Arg
Arg COys LEIPTEEsaEropRANIRa, Py pfgsta Prebgmeo brEHigy Y_%?%“ "o0S.Ph Ay
Arg Pro Seélliérnaraaycd?ﬁmef’trmré\;b)a Pro 106 110 115 120 A u G n Leu Leu Ser
Gn Ala Arg Phe Ile Asn G n 121 125 130 135 Ser _Ser Jlle Lys
AQ Set Gys TP eifmacBuled carpagtienabl; themvaigr #pariB Tienamenatel va

G u Al a (@reparationdl avdilableltfisr ey trEatmdntr afd 1préshylaxisS bf Igenitduridar/6systeng G u
Ser Gu u VaI Phe Gy Ala Lys A n Ala Trp Arg Asn 166 170 175 180 Al a
Pro Arg éﬁ‘é’ "dy Arg lle dn Trp Gy Lys Leu dn Val 181 185 190 195
Phe Asp Al a AﬂrgaﬁetpeQSpe@st gh&dniveptian Praviddsua Withdehef fréditingya gedidGripp 205
210 Ile Asn His |1 sTrAlaThr Asn Arg Gy Asp.leu Ar 11 215
220 225 %?‘eﬂﬁs"l“?eé ‘?"’\%° °é“ﬁ?5%"gcfﬁ’{“ﬂséer&gg%r%atlﬁng'"A'P"ge‘fé"greRiﬁ} 226
230 235 Zh0adtivatedrmpténtiatelt forrsof éiebnﬁhadyl.tewrbﬁibteﬁs;gac]f;cranﬁgan Gny B)ysn Ar g

241 245 25 N, rg.d, Pro Al a Val Ile
256 260 %@V%?%pﬁwm%eﬁ é‘? g?é 3 %é ék} i‘g"“ﬁ'é" @?’Bswﬁaﬁ'& tgs“‘3°rﬂéﬁ’fc; y Arg

271 275 ZB8MhbREH praemAsgutidal cdoeposiion. Leu Leu Leu @n Ala Pro Asp d u Pro Pro

286 290 295 300 u lLe u lLeu Leu
301 305 310 3?’75 ge v, H‘% gt § ’9 gﬁ%"’ﬁf é"%aaesLBWSgtﬁl %’EP Arg Trp
316 320 3IOr@as, imgludiAb dehign prostatid hypéa;blagatof Asmd NMelegtes | atiete aBdichtdric Ay G y

331 335 he Ser Ay Trp Tyr Met Ser Thr
346 350 ﬁ%@@g lt’iwe%c{f'eé}gf“%&'ﬂrﬂa%&gﬁ %/s Asp Pro His Arg Tyr Asn Ile
361 365 370 SYrﬁon_esvar‘nUthesgeannadyaysfah ddpries pmstatd:glandsipso‘fdmfr Arg Thr Thr

301 395 400 alsoa LA of tisGafbenfbr 8 ipkhich Shepoatils o bisEil adpy 1 o

406 410 4epighlostatc ermaaThr AI a Set Phe Met Lys His Leu Qu Asn Qu dn

456 440 495 abperisriient S rleser s ThB00b T e GofRR flae Bidragri Vo) To

Thr Pro \zghigpmsostatic Iipergthsia OBl degtee451 455 460 465 Asn Tyr Phe Leu Ser Pro

Gy thr @y 1 FLerdeiatr i ackibt die fanfdp okl ke dfrdiie y 2 AL

Al a Val |agyte|qrehguic plostaiils. Leu Met 496 500 505 510 Ay Thr Val Met Ala Lys

Arg Val Lys A Arg Al a

Arg val Alradbihet | idrf el gan@uunaﬁgéym dibiters {r%&mgrggsfya&.c@yéf AR
NEt AQu

Asp Pro A(uagoufaqmg_% Q/s Asp 541 545 550 555 Tyr Asp Val Val Ser Leu
GQu Hs Qu Thr Leu Val Leu Val Val 556 560 565 570 Thr Ser Thr Phe Ay Asn
Gy Asp Pro Pro Qu Asn Ay Gu Ser 571 575 580 585 Phe Ala Ala Ala Leu Met
Gu Met Ser Ay Pro Tyr Asn Ser Ser 586 590 595 600 Pro Arg Pro Qu Gn H's
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 Lys G u Ser Ser Asn Thr
Asp Ser Ala Gy Ala Leu Ay Thr Leu 631 635- 640 645 Arg Phe Cys Val Phe

Gy Leu GLys er Arg Ala Tyr Pro Hi s Phe 646 650 655 660 Cys Ala Phe Ala Arg
Ala Val Asp Thr Arg Leu Au GQu Leu Gy 661 665 670 675 Gy Glu Arg Leu Leu

o~ M ™ ~~ A ~ o e~ D e . .= . Y. V.- - A o ~



WO 2012/ 007849PCT/ 1B2011/ 002417 21 Ser Arg Ile Arg Thr G n Ser Phe Ser Leu
Gn Ju Arg Gn Leu 1171 1175 1180 1185 Arg Ay Ala Val Pro Trp Ala Phe Asp
Pro Pro Gvg28evo02sip Thr 1186 1190 1195 1200 Asn Ser Proprt208%320802417 To
obtai n pol yclonal antibodies to endot®2zelial NO synthase, it is also
possible to use a fragnent of endothelial NO synthase, selected, for
exanple, fromthe follow ng sequences: SEQID NGO 3 Pro Trp Al a Phe
11921195 SEQID NO 4 Gy Ala Val Pro 11891192 SEQID NO 5 Arg

1185 His Leu Arg Gy Ala Val Pro Trp Ala Phe Asp Pro Pro Ay Pro 1186 1190
1195 1200 Asp Thr Pro Ay Pro 12011205 SEQ ID NO. 6 Ala Phe Asp Pro Pro Gy

Pro 119411951200 Asp Thr Pro Ay Pro
In accordance with the method aspect of the invention, the combination

pharmaceutical composition may be administered in one to four unit dosage forms,
each of the dosage form being administered from once daily to six times daily. In
accordance with the method aspect of the invention, the combination pharmaceutical
composition may be administered as follows:

- 1 pill 1 time/day;

- 1 pill 2 times/day;

- 1 pill 3 times/day;

- 1 pill 4 times/day;

- 1 pill 5 times/day;

- 1 pill 6 times/day;,

- 2 pills 1 time/day;

- 2 pills 2 times/day;

- 2 pills 3 times/day;

- 2 pills 4 times/day;

- 2 pills 5 times/day;

- 2 pills 6 times/day;

- 3 pills 1 time/day;

- 3 pills 2 times/day;

- 3 pills 3 times/day;

- 3 pills 4 times/day;

- 4 pills 1 time/day;

- 4 pills 2 times/day;

- 4 pills 3 times/day.

The pharmaceutical composition of the present invention for the purpose of
treatment of genitourinary system disorders contains active components in volume
primarily in 1:1 ratio.

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



12011205 SEQID NO 7 H's Leu Arg Ay Ala Val Pro Trp Ala Phe Asp
1186119011951196 SEQ ID NO 8 His Leu Arg Ay Ala Val Pro Trp Al a Phe Asp
Pro Pro Gvg 22001486 1190 1195 1200 Asp Thr Pro Ay Proprt208%32 06024140

2012/ 007849PCT/ 1B2011/ 002417 22 13The exenpl ary procedure for
preparation of starting polyclonal antibodies to NO synthase may be
described as follows: 7-9 days before bl ood sanpling 1-3 intravenous
injections are nade to the rabbits to increase the | evel of polyclonal

anti bodies in the rabbit blood stream Upon inmunization, blood sanples are
taken to test the antibody level. Typically, the maximum|evel of the

I mune reaction of the soluble antlgen I's reached in 40-60 days after the

first inj&chitighmoleculdr ferArot berAntifedhMiand Piasess preartedinheraeerathic &l e,
rabbits henéeesmartig- Satibodfizamial i BeadiacieAgl, . paldidial \Mm.s&ulé@vréa%u FRtion is

performed with another 1-3 intravenous injections. To obtain
ant i ser uric€BIARFH MG KAYWN REQSEsEes. dAk ?’fﬁf@ﬁ'%sas goReribagimImBHNetEEMIgUes. bl ood

i's col | eategrifdedmu. abthba@syaad pogrces ionz:R FAH. mnbéd/éygmchuasné?r ghmct
clots formed on the tube sjides are renpved with a wooden spatula and a rod

i s pl acedeFHPRNERAntbadies. 0 xaars i Py hatly E. Sodoysl Bon 2085 rivah 19 adkd in a

refri gel’alLQI’P3915506&hﬁm@ﬁ‘§0ra{edtﬁwe|h@WQf’eaéﬂd;ée of about 4C. On the foll ow ng
day, the clot, on the SR‘ét Jla is removed, . and the renaining I|gU|d i s

centri fuged oglgnal; A es JBY r o] aPR1BRED et I-mi Pt Beang, Rfr KEPEGAT | Ui d i s

t he targaécrmtdg@ermm .nﬁbes@lgtaad;fnmd PidceSE ineldes imnMiriadtio b’a@ehoﬂh tR8 % of
NaN3 (wei oncent r }é [}) added |gn the antiserumto a final
concentr 'PB'R et alteagyo pgﬁdﬁ’ &QUisEr ¢y ROlYenal “F'?‘er‘?feg?ré‘f'%" atruriher

t enper at wtagesfof wotkfavove prbdttioh obHgthrid els @Wralnghlﬁéméﬁﬁwdﬁbsﬂm) To

separate .the targe n i es to, endotheli nt hase fro

o o e EingY Tho SeparelsisSBian SresRrBRT YaHa NG Some etk P

(a) 10 nlin Gés@diﬂnomldm aitisepdpriepaiationi | uted twofold with 0. 15 M NaCI af ter
which 6.26 g ded, m xed agd i ncubat ed for ab hours at

4C, B?R'%'Rgalsaéﬁ'ﬁﬂ@ﬁf may be.ARiGing B@la E%WFr'FF“L}(j%%t'BH of C?f" ?v 8in 10
m  of thlﬂpipat;&)sbuﬁof' exarapld, slnab;ezadmaga(e@staﬁblne) 1236Re BLFekies oninjditionone

Centr i ugLan APPERE GofBeg PIestasaRbATE 128t0c R AP PRAOCOPTAse.
count er ba1h&n(aaﬁlnd1§’ phmpéai;ystémf fetierates correipﬂ>)1dtnbe adtibodiex]ywhicAclreon i s
det erm n%%llge(eérﬁgr%%e alc'llmat?s |n rI\o%r! mgﬁﬂgr tI'Mls 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 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
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

prepare the desired combination dosage form.



eluate at 280 nanoneters.

endot hel b 2hR/®yswhase | ocated on

The isolated crude anti bodies are purified
using affine chromatography nethod by attaching the obtained antibodies to

WD 2012/ 007849PCT/ 1B2@Ak2000R62477 23 t he

i nsol uble matrix of the chromat ography nmedia, with subsequent el ution by
concentrated aqueous salt sol utions.

Is used as the initial
to prepare the activated potentiated form of the antibodies.

concentration of the initial
pol ycl onal rabbit antibodies to endothelial
nmg/ M, preferably, 2.0 to 3.0 m_:t;
prostate spel) fi Brefgfiadymbedimen sg‘%étaﬂlﬂgam?é?f'%JOB the Areraratigh RbAB® ogy to

the nmet hagalsey &ﬁéﬁtrat@@dfoﬁﬁrtr@ﬂdéam&tsleahhmﬁmﬁélmeoanhebﬁdbﬁﬁomsg ng an

adj uvant .

i muni zatjhig:

Thr Trp Ile &510
Gu 162688eAueptPrepar

The entire nol ecu

fol | owi ngPodsinnehartibagiesyio B@é@t%§pﬁﬂﬂﬂﬁ8§j%?f‘ aad engethelialoh

The resulting buffer solution
solution for the honmeopathic dilution process used

The preferred

matri x solution of the antigen-purified
NO synthase Is 0.5 to 5.0
pol ycl onal

human

prostate specific

ant i

bodies to

en of the

Al

3s¢ an

rfix) Boftifibn %N‘Btcoﬁééht?é%bn Ps00Mako \510 RBenILeu udbd fbeunser Val

15 d

afige ofpet

Ala Pro Leu Ile Leu Ser Arg Il e Val
valad-petentiated BFHSG n val Leu Val Ala Ser Arg

Gy Ay Trp

31354045 G yTéIpgepira tN@Ithxﬁ%c@tjﬁcaGcbm‘ﬁalsmbﬁt;bréfa}abw BolfEIendH dntibbdley/dd

Il e Leu Leu

46505560 Leu Thr

Ala Ala H s

prostate specific antigen and
Polyclonal antibodies to endothelial NO synthase are obtained using adjuvant

ec%othellal NOgsynthas

n Lys Ser Val
e%re used.

as immunogen (antigen) for immunization of rabbits and whole molecule of bovine

endothelial NO synthase of the following sequence:

SEQ.ID. NO. 1

Met
1
Gly
16
Pro
31
Thr
46
Leu
6l
Trp
76
Gln
91
Val
106
Pro
121
Tyr
136
Arg
151
His
166
Arg
181
Gln
196
Thr
211
Leu
226

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

Arg

Asn
Gly
Ser
His
Arg
Leu
Asp
Pro
Glu
Ser
Gln
Arg
Ala
Phe
Ile

Ser

Leu Lys
5

Leu Gly
20

Pro Ala
35

Ala Pro
50

Pro Pro
65

GLys er
80

Gly Pro
95

Arg Lys
110

Gln Leu
125

Ser Ile
140

Glu val
155

Glu Ser
170

Pro Arg
185

Asp Ala
200

Cys Asn
215

Ala Ile
230

Ser
Leu
Pro
Asp
Glu
Ile
Cys
Leu
Leu
Lys
Glu
Glu
Cys
Arg
His

Thr

Val
Gly
Glu
His
Gly
Thr
Thr
Gln
Ser
Arg
Ala
Leu
vVal
Asp
Ile

val

Gly Gln
Leu Gly
Pro Ser
Ser Pro
Pro Lys
Tyr Asp
Pro Arg
Thr Arg

Gln Ala

Glu
10
Leu
25
Arg
40
Ala
55
Phe
70
Thr
85
Cys
100
Pro
115
Arg
130

Ser GLys er

Glu Vval
Val Phe
Gly Arg
Cys Ser
Lys Tyr

Phe Pro

145
Ala
160
Gly
175
Ile
190

Ser

205
Ala
220
Gln
235

Pro
Cys
Ala
Pro
Pro
Leu
Cys
Ser
Asé
Gln
Ser
Ala
Gln
Ala
Thr

Arg

Gly
Gly
Pro
Asn
Arg
Cys
Leu
Pro
Phe
Ala
Thr
Lys
Trp
Gln
Asn

Ala

Pro
Lys
Ala
Ser
vVal

Ala

Pro
Gln
Pro
Pro
Lys

Gln

GLys er

Gly
Ile
His
Gly
Gln
Gly
Glu
Arg

Pro

Pro
Asn
Glu
Thr
Ala
Lys
Met
Gly

Gly

Cys

15
Gly

30
Ala

45
Thr

60
Asn

75
Ser

90
Leu
105
Pro
120
Gln
135
Glu
150
Tyr
165
Trp
180
Leu
195
Phe
210
Asn
225
Arg
240



61657075 Ay Arg H's Ser Leu Phe Hs Pro u Asp Thr Ay G n Val Phe
76808590 G n Val Ser His Ser Phe Pro His Pro Leu Tyr Asp Met Ser Leu 91
95 100 10&0Lel/doys9Asn Arg Phe Leu Arg Pro Ay Asp Asp Bem/igmni/bizgi’Asp 106
110 115 120 Leu Met Leu Leu Arg Leu Sér Qu Pro Ala Gu Leu Thr Asp Al a
121. 125 130 135 Val Lys Val Met Asp Leu Pro Thr Gn GQu Pro Ala Leu Ay
Thr 136 140 145 150 Thr Cys Tyr Ala Ser Ay Trp Ay Ser Ile u Pro Qu

G u Phe 151 155 160 165 Leu Thr Pro Lys Lys Leu G n Cys Val Asp Leu His
Val Ile Ser 166 170 175 180 Asn Asp Val Cys Ala Gn Val Hs Pro Gn Lys
Val Thr Lys Phe 181 185 190 195 Met Leu Cys Ala Ay Arg Trp Thr Ay Qy
Lys Ser Thr Cys Ser 210 WO 2012/ 007849PCT/ 182011/ 002417 24
Gy Asp Ser C&E/yA® fhiﬁr &rEeal‘%/aTrqussnAéﬁrd%n\)a%u IYét} &rd &Yy ]231f 215 220
225 1l e Thr %r Trp ‘¥ u Pro s_Ala ro du Arg Pro?2°26 230
235 240 Ser K Gf‘h?v31Ey SK/afLXfaleTH §1T9Fg Aﬁg EV? ?FB N‘g %V&slp 241
245 250 255%3fr IIe val 6%sn Pro 25626 obt aj n gd’ ycI onal
anti bodi es £9%ptbstEtte G&Be%‘? i & anftiSgénn flfs gyalTsr(? 68§SFB‘P eG]%

;g??mntngo; }olgt atSP%eSEem antl f"n?‘eiel ectet, for exappl Asp A the ‘

193195 Met u §AI Tr Thr GI¥ PLys 1&62@8205208 SEQ
ID NO 11 ?5 % tHo eé‘up%’ll By ry{‘ a%/a e‘t Gijay 211
235 220 225l 2. gj B8 S CtuPie, O Ak ke i By K o
5 320 325 330
Arg Trp Tyr Ala Leu Pro Ala Val Ser Asn Met Leu Leu Glu Ile
331 335 340 345
Gly Gly Leu Glu Phe Ser Ala Ala Pro Phe Ser Gly Trp Tyr Met
346 350 355 360
Ser Thr Glu Ile Gly Thr Arg Asn Leu Cys Asp Pro His Arg Tyr
361 365 370 375
Asn Ile Leu Glu Asp Val Ala Val Cys Met Asp Leu Asp Thr Arg
376 380 385 390
Thr Thr Ser Ser Leu Trp Lys Asp Lys Ala Ala Val Glu Ile Asn
391 395 400 405
Leu Ala Val Leu His Ser Phe Gln Leu Ala Lys Val Thr Ile Val
406 410 415 . 420
Asp His His Ala Ala Thr Val Ser Phe Met Lys His Leu Asp Asn
421 425 430 435
Glu Gln Lys Ala Arg Gly Gly Cys Pro Ala Asp Trp Ala Trp Ile
436 440 445 450
Val Pro Pro Ile Ser GLys er Leu Thr Pro Val Phe His Gln Glu
451 455 460 465
Met Val Asn Tyr Ile Leu Ser Pro Ala Phe Arg Tyr Gln Pro Asp
466 470 475 480
Pro Trp Lys GLy Ser Ala Thr Lys Gly Ala Gly Ile Thr Arg Lys
481 485 490 495
Lys Thr Phe Lys Glu Val Ala Asn Ala Val Lys Ile Ser Ala Ser
496 500 505 510
Leu Met Gly Thr Leu Met Ala Lys Arg Val Lys Ala Thr Ile Leu
511 515 510 525
Tyr Ala Ser. Glu Thr Gly Arg Ala Gln Ser Tyr Ala Gln Gln Leu
526 530 535 540
Gly Arg Leu Phe Arg Lys Ala Phe Asp Pro Arg Val Leu Cys Met
541 545 550 555
Asp Glu Tyr Asp Val Val Ser Leu Glu His Glu Ala Leu Val Leu
556 560 565 570
Val vVal Thr Ser Thr Phe Gly Asn Gly Asp Pro Pro Glu Asn Gly
571 575 580 585
Glu Ser Phe Ala Ala Ala Leu Met Glu Met Ser Gly Pro Tyr Asn
586 590 595 600

Ser Ser Pro Arg Pro Glu Gln His Lys Ser Tyr Lys Ile Arg Phe



SEQID NO 12 Pro G n Lys Val Thr Lys Phe 189 190195 Met Leu Cys Ala Ay
196200 SEQ ID NO 13 Ile Arg Asn Lys Ser Val

67 70 75 V@ORorwm74dps Ser

Ile Leu Leu
Leu Phe H's Pro Au Asp Thr G yCGIBabo2Riee 76 80

85 90 Gn Val Ser H's Ser Phe Pro Hist6Pro Leu Tyr Asp Met Ser Leu 91 95
Leu Lys Asn Arg Phe Leu Arg Pro Ay Asp Asp Ser Ser Hi's Asp 106
120 Leu Met Leu Leu Arg Leu Ser
130 135 WD 2012/ 007849PCT/ 1B2011/ 002417 25 Val

100
110
121
Pro
Ay
Lys
Cys
Pro
Hi s

105
115
125
Thr
Trp
Leu
Al a
du
Pro

Gn du Pro Ala Leu dy Thr

Gy Ser Ile Au Pro Au Gu Phe
Gn s Val Asp Leu His Val Ile Ser
| D NG
Pr??E‘BS‘g’ZD;éeﬁ

Gn%%Al Hs Pro GA%281185190 SE

ASpATRISEd 134 RevafYPrieT AsP

919588 SEQ ID N 8V
Lys Arg Lys Glu Ser Ser Asn

631 635

Thr Leu Arg Phe Cys Val Phe

646 650

His Phe Cys Ala Phe Ala Arg

661 665

Leu Gly Gly Glu Arg Leu Leu

676 680

Cys Gly Gln Glu Glu Ala Phe

691 695

Gln Ala Ser Cys Glu Thr Phe

706 710

Ala Ala Gln Asp Ile Phe Ser

721 725

Arg Tyr Arg Leu Ser Thr Gln

736 740

Gly Leu Ile His Val His Arg

751 755

Leu Ser Val Glu Asn Leu Gln

766 . 770

Ile Leu Val Arg Leu Asp Thr

781 785

Gln Pro Gly Asp His Ile Gly

796 800

Leu Val Glu Ala Leu Leu Ser

811 815

Thr Glu Ser Val Ala Val Glu

826 ' 830

Gly Pro Pro Pro Ser Trp Val

841 845

Thr Leu Arg Gln Ala Leu Thr

856 860

Pro Ser Pro Arg Leu Leu Arg

871 875

Pro Ser Glu Gln Gln Glu Leu

886 890

Arg Tyr Glu Glu Trp Lys Trp

901 905

Val Leu Glu Gln Phe Pro. Ser

916 920

Leu Thr Gln Leu Pro Leu Leu

931 935

Ser Ala Pro Asn Ala His Pro

946 950

Val Leu Ala Tyr Arg Thr Gln

961 965

Thr
Gly
Ala
Gln
Arg
Cys
Pro
Ala
Arg
Ser
Ala
Ile
Arg
Gln
Arg
Phe
Leu
Glu
Phe
Val
Gln
Gly

Asp

GQu Pro Ala Qu Leu Thr Asp Ala

Lys Val Met Asp Leu

136 140 145 150 Thr Cys Tyr Al a Ser

151 155 160 165 Leu Thr Pro Lys
166 170 175 180 Asn Asp Val

Asp
Leu
val
Leu
Gly
Val
Lys
Glu
Lys
Ser
Gly
Cys
Val
Leu
Asp
Phe
Leu
Thr
Arg
Ala
Pro
Glu

Gly

Ser
640
GLy
655
Asp
670
Gly
685
Trp
700
Gly
715
Arg
730
Gly
745
Met
760
Lys
775
Gln
790
Pro
805
Glu
820
Glu
835
Pro
850
Leu
865
Ser
880
Leu
895
Cys
910
Leu
925
Arg
940
Val
955
Leu
970

14

Ala
Ser
Thr
Gln
Ala
Glu
Ser
Leu
Phe
Ser
Glu
Pro
Asp
Lys
Arg
Asp
Thr
Ser
Pro
Pro
Tyr
His

Gly

A
Gly
Arg
Arg
Gly
Lys
Glu
Trp
Gln
Gln
Thr
Gly
Asn

Pro

H s Ser 83u Phe Hi s
TP A% g%r Phe Pro

Ala Leu Gly
645

Ala Tyr Pro
660

Leu Glu Glu
675

Asp Glu Leu
690

Ala Ala Phe
705

Ala Lys Ala
720

Lys Arg Gln
735

Leu Leu Pro
750

Ala Thr Val
’ 765
Arg Ala Thr
780

Leu Gln Tyr
795

Arg Pro Gly
810

Pro Pro Pro
825

GLys er Pro Gly

Leu
Ile
Leu
Gln
Thr
Ala
Tyr
Leu

Pro

840

Pro Pro Cys
855

Thr Ser Pro
870

Ala Glu Glu
~ 885

Asp Pro Arg
900

Leu Leu Glu
915

Pro Leu Leu
930

Ser Val Ser
945

Thr val Ala
960

Leu His Tyr
975



Tyr Asp Met Ser Leu 101 105
Leu Lys Asn Arg Phe Leu Arg Pro Gy Asp Asp Ser Ser H's Asp 106 110 115
120 Leu MWeO 2008200 Arg 121125 SEQ ID NO 16 Met Leu LeecAnBoienn$er G u
Pro Ala Gu Leu Thr Asp Ala 12212513035 SEQ ID NGO 17 Val Val Phe Leu Thr

Leu Ser Val Thr Trp Ile 51015 Ay Ala Ala Pro Leu
Ile Leu Ser Arg Ile 162025 SEQ ID NO 18 Lys Asn Arg Phe Leu Arg Pro Ay
Asp Asp Ser Ser His Asp 107 110 115 120 Leu Met Leu Leu Arg Leu Ser

Qu Pro Ala Gu Leu Thr Asp Ala 121 125 130 135 Val Lys Val Met Asp Leu
Pro Thr Gn Qu Pro Ala Leu Gy Thr 136 140 145 150 Thr Cys Tyr Al a Ser
Ay Trp Gly Ser Pro Qu Gu Phe 151 155 160 165 Leu Thr Pro Lys
Lys Leu G nS Va\}alcyﬁsﬁeEeﬁhH '%rF\/eHeul Fersein Lsgp Lypo Thy5GiBRsSRABLO

2012/ 007849?’ /1B2011/ 00249%%26 Asn Asp Val gﬁé a Gn Val Hs®% Gn Lys
val Thr Lys/ i—*’heprl%fyf8§ igélq_g’sfqv&lYLé\aad}’é° S @h? 25g2beM Pmmos

Asp Pro Tyr Val Pro Cys Ile Leu Val Gly Pro Gly Thr Gly Ile

1006 1010 1015 1020
Ala Pro Phe Arg Gly Phe Trp Gln Glu Arg Leu His Asp Ile Glu
1021 1025 1030 1035
Ser Lys Gly Leu Gln Pro Ala Pro Met Thr Leu Val Phe Gly Cys
1036 1140 1145 1050
Arg Cys Ser Gln Leu Asp His Leu Tyr Arg Asp Glu Val Gln Asp
1051 1155 1160 1065
Ala Gln Glu Arg Gly Val Phe Gly Arg Val Leu Thr Ala Phe Ser
1066 1170 1175 1080
Arg Glu Pro Asp Ser Pro Lys Thr Tyr Val Gln Asp Ile Leu Arg
1081 1185 1190 1095
Thr Glu Leu Ala Ala Glu Val His Arg Val Leu Cys Leu Glu Arg
1096 1100 . 1105 1110
Gly His Met Phe Val Cys Gly Asp Val Thr Met Ala Thr Ser Val
1111 1115 1120 1125
Leu Gln Thr Val Gln Arg Ile Leu Ala Thr Glu Gly Asp Met Glu
1126 1130 1135 1140
Leu Asp Glu Ala Gly Asp Val Ile Gly Val Leu Arg Asp Gln Gln
1141 1145 1150 1155
Arg Tyr His Glu Asp Ile Phe Gly Leu Thr Leu Arg Thr Gln Glu
1156 1160 1165 1170
Val Thr Ser Arg Ile Arg Thr Gln Ser Phe Ser Leu Gln Glu Arg
1171 1175 1180 1185
His Leu Arg Gly Ala Val Pro Trp Ala Phe Asp Pro Pro Gly Pro
1186 1190 1195 1200
Asp Thr Pro Gly Pro

1201 1205

Polyclonal antibodies to endothelial NO synthase may be obtained using the
whole molecule of human endothelial NO synthase of the following sequence:

SEQID NO: 2
Met Gly Asn Leu Lys Ser Val Ala Gln Glu Pro Gly Pro Pro Cys
1 5 10 15
Gly Leu Gly Leu Gly Leu Gly Leu Gly Leu Cys Gly Lys Gln Gly
16 20 25 30
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
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



SEQIDNO 19 Ile Val Gy Gy Trp Qu 2530 Cys Qu Lys Hs Ser Gn Pro Trp
Gn Val Leu Val Ala Ser Arg 31 Ay Arg Ala val 35 Cys 4045 Gy dy Val Leu
Val H s Rvo2&wm0T84p Val 46 50 5560 Leu Thr Al a Al a Hi sPCyaBtdieoodaty Asn Lys
Ser Val Ile Leu Leu 61 65 18

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

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
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
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
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
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
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
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
346 350 355 360
Glu Ile Gly Thr Arg Asn Leu Cys Asp Pro His Arg Tyr Asn Ile
361 365 370 375
Leu Glu Asp Val Ala Val Cys Met Asp Leu Asp Thr Arg Thr Thr
376 380 385 390
Ser Ser Leu Trp Lys Asp Lys Ala Ala Val Glu Ile Asn Val Ala
391 395 400 405
Val Leu His Ser Tyr Gln Leu Ala Lys Val Thr Ile Val Asp His
406 410 415 420
His Ala Ala Thr Ala Ser Phe Met Lys His Leu Glu Asn Glu Gln
421 425 430 435
Lys Ala Arg Gly Gly Cys Pro Ala Asp Trp Ala Trp Ile Val Pro
436 440 445 450



7075 Gy Arg H's Ser Leu Phe H's Pro Qu Asp Thr Gy G n Val Phe 76 80
8590 G n Val Ser Hs Ser Phe Pro H's Pro Leu Tyr Asp Met Ser Leu 91 95

100105 Lewolyr/Wsa9Ar g Phe PCT/IB2011/002417
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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
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
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
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
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
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
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
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
721 725 730 735
Arg Leu Ser Ala Gln Ala Glu Gly Leu Gln Leu Leu Pro Gly Leu
736 740 745 750
Ile His Val His Arg Arg Lys Met Phe Gln Ala Thr Ile Arg Ser
751 755 760 765
Val Glu Asn Leu Gln Ser Ser Lys Ser Thr Arg Ala Thr Ile Leu
766 770 775 780
Val Arg Leu Asp Thr Gly Gly Gln Glu Gly Leu Gln Tyr Gln Pro
781 785 790 795
Gly Asp His Ile Gly Val Cys Pro Pro Asn Arg Pro Gly Leu Val
796 800 805 810



Leu Arg Pro Ay Asp Asp Ser Ser His Asp 106110115120 Leu Met Leu Leu Arg

Leu Ser Qu Pro Ala Qu Leu Thr Asp Ala 121 125 130 135 Val Lys Val Met Asp
Leu Pro WO 2Gi200@49 Pro Ala Leu Gy Thr 136 140 145 150prCThnBfiysoodyr7 Al a Ser
Gy Trp Ay Ser Ile Qu Pro Gu Gu Pee 151 155 160 165 Leu Thr Pro Lys Lys
Leu Gn Cys Val Asp Leu His Val Ile Ser 166 170 175 180 Asn Asp Val Cys Al a
Gn Val Hs Pro Gn Lys Val Thr Lys Phe 181 185 190 195 Met Leu Cys Ala Ay
Arg Trp Thr Ay Gy Lys Ser Thr Cys Ser 196 200 205 210 Gy Asp Ser Ay Ay
Pro Leu Val Cys Asn Gy Val Leu Gn Gy 211 215 220 225 Ile Thr Ser Trp Ay
Ser Au Pro Cys AI a Leu Pro AQu Arg Pro 226 230 235 240 Ser Leu Tyr Thr Lys

Val Val H s Tyr A %Ly glle % g S Thr Ile Val Ala Asn
Pro 256260 Eb'i Ala euTh@“a $3 \fartge adof Ht?‘%& ePcF‘T c?rrﬁ] Bilae%’f:‘h %ﬁ&ﬁent of
the conbi naft froman initi Lution by h médpat hi ¢
potenti zat i §2 %&Paﬁ %&rfgl“t & nEL Holl DSt 56& Fronat c%ﬁ'cé’ﬁf’r ation
decrease by %I’I | | yti o) art _of eac ecedi ng sol ut| 0 4Qbegl nni ng
with the in L¥t T 6R) v ﬁﬂpggpé\tsf’sP(?ol?r%l “nﬁFOdFth%‘h) ;
2012/ 007849 1/ 0024 { or_in_99 art f ent tion),
or in 999 p g ‘9’( 2‘& mgFFe%"arg"hedlpf‘lﬁt FSH) ehérgt‘:r Frs ]f?/tr?riﬁ I ;rlti n)g
bref er abl y. CHAIGT OFUa GhCRES Gy Eo Shol i e TR I aﬁgg rom about
0.5to aboug c,QLn”Q,jl G1§ou ?e.g] Atlh xte naIG rr;l',g‘actP Przef er abI 8 the
ext er nal i I nvo vesu@f e Vertrears n|ng d§%arﬁ%aﬁ of each
dilution. LPlky 260%f eph%oa&g'e gsp%er sed,f L, eafh \Fa‘ibi%iil“e”t

8 ? ot ency g , }{ EM? tion fact Thi s

dilution upg
mst hod is V‘@ff (;?. C%’Pltaegrb “séii%gagoﬁgpﬁ%g %éc?‘ Ala %?8 Lgu delh Le%cqwgbe

" Horreopat hi g; gedi ci nes'’ Jicorporat ed herel

refer ence f p =
sTeence gl e Sl sggtes SR e R

sol uti on of paNtdhodhesyi9 PrOHRt 818088 Futs Aty g8p Wi fhfahevacloa%entrat' on
of 3.0 no/nbgés diluted ingDP parts of neutralgsaqueous or aqueoygpal cohol
sol vent (preferall wrglofe edhyiasp! 6eholdu aiid, theN g ki saty ARkakgd many
times (10 aggh nore) to cresge the 1st centesigm dilution (denoked as C).

The 2nd centesige Tdil gip oted G GInpLeRaRA Hrho@Ly hesd SérLanhesigal
dilution Cog7dhis procedureggs repeated 11 tigges to prepare thegdgth

centesi mal ¢yd WHeoN1€1Rrg TS Al6herd256r B esigmabuditaits .o aGh2 pkgpr esent s
a solution ot ained by 12 s&yial dilutions afpppgne part of the ihpoti al

matri X sol usé®rLeaf past chodies naiut krat hel ¢ omeeriivatrhenc oy Bl AT/ Bhoi N 99
parts of a neadral sol ventoion different contaioners, which is eqgpgal ent to
the centesipmd Argmeaparhe croh Qi gnuCd2g SiuviHiar Appocesusias seirt Ryt he

rel evant diledi on factor B2 perforned to ohltosion the desired dibgsi ons. The
i nt er medi at@l @illeut GdnsPn@myIire PresMed Thr aL«lesianedhbi ol pgiwealargodes t o check
activity. Thesgreferred acrtdovat ed potentiatadasorm for anti bodiieso

conpri si ng $de Wanbenadspriigd Lelne TynvAeng i20ep i wavel 261 C3HEmnd aC200
dilutions fbe5lkeach acti vatld potenti ated forim60When using the mdgbure of
vari ous hon@bpdirgi €1 Vat iRives Glpr RPrarVay IgentThsi Ahb)Plod ddre Aagt Gle

subst ance ak0dfi ol ogi cal | yllakk i ve |iquid conpdriént, each conponépnsOof the
conposi ti onP{e Agp, Aen2PrCIys @THOY, TCR20W3 1 iGlmrepaléd kapaat dhy &teording to
t he above- d¥&%k i bed procedifi%e until the nextl-1t96-1 ast dil ution L89%6bt ai ned
(e.g., untilewCcpla 629 Ghnhd/ad1%d sr Asge¥al ey CysahdutGlan 2ome Gaar Hisf each
conponent i 0%dded in onelX®nt ai ner accor di Ag0So the mi xture cdipdsition
and mi xed vﬁletth ﬁhﬁevﬁéq‘ﬁY? &dygdant Vey Bir et dbvEht Xwn g/alnileh 9¥nparts for
cent esi nal tlonl WG 412/ 007849PCT/ 1B2329/ 002417 28 1125 s

possi bl e toT*Lrsé/atlhé ackry e isubstafte Brr Al ¢l d$P\WMet Gils heredpat hic

di | uti ons, 361296. deci mal andfr centesimal (3285 C30, C100 or Ci?40030, C50
or 012, cs 1y2de, GéYcAﬁp ‘{aHe Tdef FEv YRy o WiBCASP G kret@mmPagdTyT

experi ment ’r%l y, Lesti ngti%’e dilution in ald@Ptabl e biol ogi callpddel, for
exanpl e, i mibFesAdRstrg bPe‘(T Gt vt hev elirdiedls Agr 8k Gln Glu Valt BRr course of
pot ent i at| ont¥nd concent r'dt%%n decrease, thél$értical shaking KAy be
substituted for external exposure to ultrasound, electromagnetic field or
any simlar external inpact procedure accepted in the honeopat hic art.

The solid unit dosage form of the pharmaceutical conposition of the
invention may be prepared by using inpregnating a solid, pharmaceutically
acceptable carrier with the m xture of the activated potentiated form
aqueous or aqueous-al cohol solutions of active conponents that are m xed,
primarily in 1:1:1 ratio and used in |liquid dosage form Alternatively, the
carri er may be i npr egnat ed consecutl veI y WI t h each reqw 5| te d| | ution.

-~ . o " o o o s =



WO 2012/ 007849PCT/ 1B2011/ 002417 29 endot helial NO synthase in the ratio of
1 kg of antibody solution to 5 or 10 kg of lactose (1:5 to 1:10). To effect
i mpr egnatworngpi1dogsdbact ose granul es are exposed to sat ur @CraB2011/n02get i on i n
the fluidized boiling bed in a boilimg bed plant (e.g. "Mttlin Pilotlab"
by Mfflin GroH) with subsequent drying via heated air flow at a
tenperature bel ow 40C. The estimated quantity of the dried granules (10 to
34 weight parts) saturated with the activated potentiated form of A
antibodies is placed in the mxer, and m xed with 25 to 45 wei ght parts of
"non-saturated" pure |actose (used for the purposes of cost reduction and
sinplification and accel eration of the technol ogi cal E_)r ocess w t hout

decr easi ng £RE 27 dtifeALIeT T FEhSPF, PhBgethereiin 61 2¥9 1G1\K)eilgl’ft parts
of magnesi u earate, andl®to 10 weight pat}& of nicrocrystallilifre

it &t
cel | ul ose. ‘z?’f}ﬁ%g%]cﬁ ditfed2t abr 2t THdd 4 ?gﬁnf‘?gr@;(;/ PFoxEdY 3% AsthT®fed by

direct dry Si ngt1 e.g.,ll?(ﬁ a Korsch - XL ¥ t abl et press) t1¢%or m 150
to 500 ng r gl@ i 1758, preferably, 300 ny. After tableting, 300 ng pills
are obtaine at 4% saturated with aqueous- al cohol solution (3.0-6.0

nmg/pill) of t nbi natj on of . the activated- entlated formof .

ot Tbod, es.  EAGIPHIMmABREINaLTbades dRntaheta i Sthasd s itbessitie
carrier ite use ahkagmemn of eaddthalial O ofyntiesske Selaledh dor epahpler fidinl Whe ons,
preferablf¥ C12. C30 and C200. While the invention is not limted to
any speciPIWPAERIYFNCEY i s believed that the activated-potentiated form of
t he anti bodi es descri bed herein do not contain the nolecular formof the
anti body in gg“ n@ .n& sufficient to have biological activity attributed to
such nol ecuEro ,Eo %laT?gebi ol ogical activity of the conbination drug

(conbi nati on” pharmaceuti cal conposition) of the invention is anply
denonstratetl®n the appéhded exanpl es. The invention is further
illustrated with reference to the appended non-limting exanpl es. EXAMPLES
Exanpl e 1. SEQ | N e4experi mental study | ooked at the efficacy of

acti vat ed- pgf;r}fliaa 24 papbit polyclonal affinity purified on antigen

anti bodies to prostate specific antigen (anti PSA) and to endothelial NO
synt hase (aht$2eNOS) LA%@ltra-|ow doses (ULD), obtained by a ultra dilution
of the init]i%%&?,?gg%jg solution (with 2.5 ng/m concentration) 10012, WO
2012/ 007849PCT/ 11/002417 30 10030, 100200 ti nes, equivalentAgg a

m xture of centesi mal honeopathic dilutions C12, C30, C200 (ULRp,g .
anti - PSAtani;j s eN@Shrigncay ielval paobep) ot Preast akpcphy s PlAs) 8.0BPH) in
rats. BPssis one of {heyw dely spread ur@sogi ¢ di sorders ijBggen. The
ri sk of devglopimente Qf ciyisy4li sorder increases with age: approximtely 10%
of nmen over; years old fwye BPH, after 60 years old their nunber

i ncreases up to 30-40% Benign Prostatic Hypopl asia can be defined as
hyperpl asia of prostate tissues, acconpani ed by urination problens

(i ncluding spgoneaseds uri nati on frequency, false urges, nocturia, weak or
intermttent urine stream and a sensati omlc-pfpyjen@ggpbg(g ey adgepgnptyi ng).
BPH synmptons significantly affect qualityxofsailiigce 1n patients. Thps is a
progr essi nga &k SEaseroagdy widout an adequate treatnment can |ead to such
serious conptoxations as ezage urinary retention, disruption of the voiding
cycle, kidney failure. One of BPH nodels in rodents is hornone-induced
prostate i nfE@nmDwOon, causing its enlargenment. To achieve that,

hyper pr ol actiisarsuaarg chguxked van pedents,Aly Bhej @aepi ng themwith sul piride
in the anmounts®f 40 ng/ kgirRoing 60 days i ntnapsenbsoneal |y (Coppenolle V. F.
et al. Effects of hyperprolactinema on rat prostate growth: evidence of
andr ogeno- dependence // Am J. Physiol. Endocrinol. Metab. 2001. 280: E
120- E129). SEQIDD@ithg the study on effectiveness of ultra | ow doses of
ant i - PSA +aiiis -LeNOBrgnGivislaredl Pob DemiAie pheshap ePhy paroplGdgi ar¢ BPH) in
rats, 30 nmalk8én star ratsiyv@re used (8 nont Hg.95wei ghi ng 600-65029. Ten
rats were idmsmchhr Phe GkgtPmeere induced with prostatic hyperplasia
(sulpiride Wkl i nj ected iGaperitoneally in the amount of 40 ng/ kg for 60
days) and sinultaneously with sulpiride distilled water was added
endogasdtrically (control group, n=10; 10 m/kg) or ultra | ow doses of
anti-PSA +anti eNOS (n= 10; 10 m/kg). In 60 days, the prostatic weight
coefficient was neasured (rati o between the weight of prostate and the

wei ght of the rodent), prostate volunme and density, stromal-epithelial
ratio in the prostate (value representing rati o between connective and
secreting tissues in the organ), as well as a concentration in the bl ood of
prolactin receptor (indirect indicator of hyperprolactinema). As a
result of injecting sulpiride, the rats devel oped hyperprolactinem a (the

" | Y N T e T Y 1 o, ) T [ o



31 the control group by 83.3% conpared to the intact group), causing an

I ncrease of weight coefficient of prostate by 51.9% (p<0.05) and its vol une
by 33. 3%Wp<0120®ys49conpared to the control group (Tabl erEXxiaBAu1/HIG1SaME
time, replacenment of secreting tissue2with connective takes pl ace

(stromal -epithelial ratio would decrease by 29.6% p<0.05), indicating an

I nf |l ammati on. Introduction of ultra | ow doses of anti-PSA +anti-eNOS
inrats with prostatic hyperplasia |led to reducing | evels of prolactin
receptor (by 40.6% p<0.05, conpared to the control group), decreasing the
prostate wei ght coefficient and volunme (by 22. 0% and 41. 7%

correspondi ngly, p<0.05), and al so di sappearance_of inflamation
(stromal - epit Hbéreieaqe"}péawrawumﬁorcnrﬁwa ion ghstaringceolyglena! antibodiesrigy e 1.

Ef f ect ofNOI §ynthdseWnd@IRS deécrdill i aPfbast 'v=938@?s PRfdré bIfsP Shabng/Nder t he
condi tions of hornone i nduced prostatic hyperplasia. Wight coetficient of

prost at e, NFRYEFOVR IIRIREIONE FRJBRdR do thydatpifsoionincrease tthe | leval of Ralvslansht ent  of
recept or 4rivedids M thk datbitblodWtdam. 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 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 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 0.02% and stored before use in frozen state at the temperature of -
20°C (or without addition NaN; — at temperature -70°C). To separate the target
antibodies to endothelial NO synthase from the antiserum, the following solid phase
absorption sequence is suitable:

(@) 10 ml of antiserum of rabbit is diluted twofold with 0.15 M NaCl, after
which 6.26 g Na,SO,, is added, mixed and incubated for about 12-16 hours at 4°C;

(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;

(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



Intact 0.270.01 0.090.01 1.250.09 0.0900.010 Control 0.410.02 * 0.120.01 *
0.880.07 * 0.1650.033 ULD anti-PSA + anti-eNOS 0.32+0.02 *# 0.07+0.01 #

1. 190. 05 woQoDaM@4005 Note: * - difference vs intact | ®cCyiigmii/mHeam at
p<0.05; - difference vs control is siynificant at p<0.05 Ther ef or e,

t he proposed pharnmaceutical product of ultra | ow doses of

anti PSA+anti-eNGCS, is effective under the conditions of an experi nental
nodel of benign prostatic hyperplasia (hornone-induced inflammation).
Exanpl e 2.

the insoluble matrix of the chromatography media, with subsequent elution by
concentrated 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 mg/ml.

The polyclonal antibodies to prostate specific antigen may also be obtained by
a similar methodology to the methodology described for endothelial NO synthase
antibodies using an adjuvant. The entire molecule of human prostate specific antigen
of the following sequence may be used as immunogen (antigen) for rabbits’

immunization:

SEQID NO: 9
Met Trp Val Pro Val Val Phe Leu Thr Leu Ser Val Thr Trp Ile
1 5 10 15
Gly Ala Ala Pro Leu Ile Leu Ser Arg Ile Val Gly Gly Trp Glu
16 20 25 30
Cys Glu Lys His Ser Gln Pro Trp Gln Val Leu Val Ala Ser Arg
31 35 40 45
Gly Arg Ala Val Cys Gly Gly Val Leu Val His Pro Gln Trp Val
46 50 55 60
Leu Thr Ala Ala His Cys Ile Arg Asn Lys Ser Val Ile Leu Leu
61 65 70 75
Gly Arg His Ser Leu Phe His Pro Glu Asp Thr Gly Gln Val Phe
76 80 85 90
Gln Val Ser His Ser Phe Pro His Pro Leu Tyr Asp Met Ser Leu
91 95 100 ' 105
Leu Lys Asn Arg Phe Leu Arg Pro Gly Asp Asp Ser Ser His Asp
106 110 115 120
Leu Met Leu Leu Arg Leu Ser Glu Pro Ala Glu Leu Thr Asp Ala
121. 125 130 135
Val Lys Val Met Asp Leu Pro Thr Gln Glu Pro Ala Leu Gly Thr
136 140 145 150
Thr Cys Tyr Ala Ser Gly Trp Gly Ser Ile Glu Pro Glu Glu Phe
151 155 160 165
Leu Thr Pro Lys Lys Leu Gln Cys Val Asp Leu His Val Ile Ser
166 170 175 180
Asn Asp Val Cys Ala Gln Val His Pro Gln Lys Val Thr Lys Phe
181 185 190 195
Met Leu Cys Ala Gly Arg Trp Thr Gly Gly Lys Ser Thr Cys Ser
196 200 205 210



To study properties of the proposed pharnmaceutical conposition in the
treatnent of patients with a benign prostatic hyperplasia, 300 ng pills
wer e usedwo=atxmzi4ed with t he pharmaceutical conpositi oRCTARLEL/N2ATY

wat er - al cohol solutions (6 ng/pill) of# activated - potentiated rabbit
polyclonal affinity purified antibodies to prostate specific antigen
(anti-PSA) and endot helial NO synthase (anti-eNOS) in ultra | ow doses
(ULD), produced by ultra dilution of the initial matrix solution 10012,
1003, WD 2012/007849PCT/ 1B2011/ 002417 32 100200 tines, equivalent to the
m xture of centesiml honeopathic dilutions Cl2, C30, C200 (ULD anti-PSA
+anti -eNOS), and 300 ng pills, saturated with the_ pharnaceuti.cal

conposi ti onCEeRSR FPAgCWAt &Y ATCoRSH ¥t tYDRST §liyY Bt | ¥§Y G rabtivvat ed

pot enti at ed®}abhit polvcl ol affinit %uri fi%d anti bodies to préstate
specific an; ey feal ¥F% ]o\(NS&fsg’éu(éE )CYDBE Y88 BYC aht A %a BgPI uti on of
the initial trix _soluti 0100312,v &0030, 100250 t | mes, eguival éil to the
m xture of 68 R hBhebmattdc Vaill Bt? ohs , Lééo?r%zb’ge (L@LSD;@ ti-PSA).
Beni gn pros ic h rpl as (BPH) is one of e nost frequentl ccurring
di sorders i hg‘rallclgsy’ggrgg‘l}e gzg;ﬁ C., 2003; Rosen R, 2003): on the one
hand, epi deni ol ogi cal studres, darried out in Russi a, point to a gradual
increase in frequency of BPH from 11.3%in 40-49 year olds to 81.4%in 80
year ol ds ( Golfolobtedik pyglyclonddl antib8dig} sto prostdte spetific ahtigeh, itde misgr @gssibte st udi es

conducteg_b confi.r j.gni ficant_increase | he _popul ation,over 60
years ol d, l}slsﬁ\r/%i%asq%ﬁe tacr?;?ysrcg’?t?g? sgﬁgﬁﬁr%'ﬂe@’r 83\'/?%.88’ tfor e%{ﬁb‘ﬁ’algrﬂ"%%tons of
beni gn praiowirig sequegpeepl asi a are | ower urinary tract synptons, which can
cause significant disconfort and decrease quality of life (Bruskewitz R C.,
2003; Lepor H., 2004; O Leary MP., 2005). In severe cases, the disease can
be acconpansE@ IDWNQ@ootpl i cati ons, such as acute urinary retention, urinary
tract infection, erythruria, kidney failure (Stepanov, \VHY Ly$9®8e Jacobsen
S.J., 1997; Lepor H, 2004). BPH is al so associated w th3evel opfént of
erectil e dyddtudeni usi Alpdiiwedtrg TBpudtkevkly GRyCLys2808;THial y MP, 2005).

An open-| abEl6 conparative #Hrall el group stu@PSof efficat®B and safety the
of pharmaceutical comnpositions containing ULD anti-PSA + ULD anti-eNOS and
ULD anti- PSehipqee!{orating urinary disturbances to caused by benign
prostatic hypenRbasea EBPHLy il udedyaD A el 81 5ol eElat id)aagegrdance

wi th inclusjpons/exclusionsyGgiteria. Patientgyyere” random zed iB,2 groups,
one group receithedsd Pl @y ist®@SGRE! pARYCHURIR0LeZ ¥RSks  RTglb, 0 @ ULD
anti - PSA +ajid eNCS, and anpjoher one 1 pill” 3y3i5nes per day duripggl2 weeks
(n=19) of &ad D anti PSA. The groups were conparable in age, severity of BPH
synpt ons, uw4ination paraneters and prostate vol une. The study

i ncl uded patients over 45 years old with a history of BPH with

correspondin tons of |ower urinary tract for no |l ess than 6 nonths,

| PSS13, V@'g@ié%ﬂ&gPCT/ 1B2011/ 002417 33 prostate vol unme according to
transrectal ultrasonography 30 cnB, with FRXChantusi Y ' Ws%@%d of NI

m /s and 515 m./sc_and. pi ni.mum resi dual  urd°né Yol une equal to 1 B5m, with
PSA | evel gFH CYA ‘hg%ﬁgary inclusion criterion was absence of intake
of the fol l'o ng medi cati in the nedical records: finasteride,
dutasteride, or other experinental drug 6 nonths prior to inclusion in the
study, al -SediemND:e3eptor bl ockers and herbal nedications 4 weeks prior to
the inclusion into the study, anyIllahibg trans 19k papspdiodilestenaseut ype 5
and other erectile dysfunction treatnents 4 weeks prior to the imglusion
into the stdidy Arg His Sdéwe IsfuudhpredHdls neito iGicl ade pat i @ GlwndalgpRe | nvasi ve
nmet hods of t#*eeat mnent of BPHO i ncl uding transuBéthral prostatic regection,

t her not her dpyn, VedaBsuri@thrSelr RbedPeo ald satHron Lest Bnt AspgiMepl astyLamd ot her;
with malignd¥t oncol ogi cal 9% sease, acute uril@ftion del ay, bl adtles stones,
uret hral sthdwctlyseAsivekioiPhe devease, Preflivodspnasy $ustSem HhaBeAspons in

t he phase dff€ctive inflai®ion and others. 115 dinical effica2y of

phar maceut ile Mebnposi k¢bdsondsvassessed Hyp Phe Ghpriceverfbnt Aop &lani cal
synpt ons ofl3lower urinary 42%act, eval uated udBBg | PSS questionnéd%e
(I'nternational Prostate Synptom Score), urination paraneters (maxi mum and
average urinary flow speed, urination volunme, volunme of residual urine) and
prostate volunme based on the data of transurethral ultrasound (TU), and

al so erectile function was eval uated based on the data obtained fromlIIEF
questionnaire (International Index of Erectile Function). Results of the
study are shown in tables 2 and 3. Table 2. ULD anti-PSA ULD anti-PSA +
ULD anti - eNOS
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Val Lys Val Met
136
Thr Cys Tyr Ala
151
Leu Thr Pro Lys
166
Asn Asp Val Cys
181

SEQ ID NO: 14
Arg His Ser
77
Gln Val Ser His
91

SEQ ID NO: 15

Leu Lys Asn Arg
106
Leu Met Leu Leu
121

SEQ ID NO: 16
Met Leu Leu
122

SEQ ID NO: 17

Gly Ala Ala Pro
16

SEQID NO: 18
Lys Asn Arg
107

Leu Met Leu Leu

121

Val Lys Val Met

136

Thr Cys Tyr Ala

151

Leu Thr Pro Lys

166

Asp
140
Ser
155
Lys
170
Ala
185

Leu
80
Ser
95

Phe
110
Arg
125

Arg
125

vVal

Leu
20

Phe
110
Arg
125
Asp
140
Ser
155
Lys
170

aver.

score 19/19

Leu
Gly
Leu

Gln

Phe

Phe

Leu

Leu

Val

Ile

Leu
Leu
Leu
Gly

Leu

Pro
Trp
Gln

Val

His

Pro

Arg

Ser

Phe

Leu

Arg
Ser
Pro
Trp

Gln

25

Thr
Gly
Cys

His

Pro

His

Pro

Glu

Leu

Ser

Pro
Glu
Thr
Gly

Cys

Gln
Ser
Val

Pro

Glu

Pro
99

Gly

Pro

Thr

Arg

Gly
Pro
Gln
Ser

Val

A, aver.

Glu
145
Ile
160
Asp
175
Gln
190

Asp
85

Asp
115

Ala
130

Leu
10
Ile
25

Asp
115
Ala
130
Glu
145
Ile
160
Asp
175

nfN (%1 In.,

Pro
Glu

Leu

Thr

Tyr
101
Asp

Glu

Ser

Asp
Glu
Pro
Glu

Leu

Ala
Pro

His

Gly

Asp

Ser

Leu

Val

Ser
Leu
Ala
Pro

His
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Leu

Glu

Val

Gln

Met

Ser

Thr

Thr

Ser

Thr

Leu

Glu

Val

Gly
Glu

Ile

Val

Ser

His

Asp

Trp

His
Asp
Gly
Glu

Ile

aver,

Thr
150
Phe
165
Ser
180

Phe
90

Leu
105
Asp
120

Ala
135

Ile
15

Asp
120
Ala
135
Thr
150
Phe
165
Ser
180

12
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WO 2012/007849 PCT/IB2011/002417
26

Asn Asp Val Cys Ala Gln Val His Pro Gln Lys Val Thr Lys Phe

181 185 190 195
Met Leu Cys Ala Gly
196 200
SEQ ID NO: 19
Ile Val Gly Gly Trp Glu
25 30
Cys Glu Lys His Ser Gln Pro Trp Gln Val Leu Val Ala Ser Arg
31 35 40 45
Gly Arg Ala Val Cys Gly Gly Val Leu Val His Pro Gln Trp Val
46 50 55 60
Leu Thr Ala Ala His Cys Ile Arg Asn Lys Ser Val Ile Leu Leu
61 65 70 75
Gly Arg His Ser Leu Phe His Pro Glu Asp Thr Gly Gln Val Phe
76 80 85 90
Gln Val Ser His Ser Phe Pro His Pro Leu Tyr Asp Met Ser Leu
91 95 100 105
Leu Lys Asn Arg Phe Leu Arg Pro Gly Asp Asp Ser Ser His Asp
106 110 115 120
Leu Met Leu Leu Arg Leu Ser Glu Pro Ala Glu Leu Thr Asp Ala
121 125 130 135
Val Lys Val Met Asp Leu Pro Thr Gln Glu Pro Ala Leu Gly Thr
136 140 145 150
Thr Cys Tyr Ala Ser Gly Trp Gly Ser Ile Glu Pro Glu Glu Phe
151 155 160 165
Leu Thr Pro Lys Lys Leu Gln Cys Val Asp Leu His Val Ile Ser
166 170 175 180
Asn Asp Val Cys Ala Gln Val His Pro Gln Lys Val Thr Lys Phe
181 185 190 1385
Met Leu Cys Ala Gly Arg Trp Thr Gly Gly Lys Ser Thr Cys Ser
196 200 205 210
Gly Asp Ser Gly Gly Pro Leu Val Cys Asn Gly Val Leu Gln Gly
211 215 220 225
Ile Thr Ser Trp Gly Ser Glu Pro Cys Ala Leu Pro Glu Arg Pro
226 230 235 240
Ser Leu Tyr Thr Lys Val Val His Tyr Arg Lys Trp Ile Lys Asp.
241 245 250 255
Thr Ile Val Ala Asn Pro
256 260 261

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

preceding solution (beginning with the initial solution) in 9 parts (for decimal dilution),
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or in 99 parts (for centesimal dilution), or in 999 parts (for millesimal dilution) 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
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.

For example, to prepare a 12-centesimal dilution (denoted C12), one part of
the initial matrix solution of antibodies to prostate specific antigen with the
concentration of 3.0 mg/ml is diluted in 99 parts of neutral aqueous or aqueous-
alcohol solvent (preferably, 15%-ethyl alcohol) and then vertically shaked 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 with the concentration of 3.0
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 the desired dilutions.The intermediate dilutions
may be tested in a desired biological model to check activity. The prefefred activated
potentiated form for antibodies comprising the combination of the invention is a C12,
C30 and C200 dilutions for each activated-potentiated form. 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 (e.g., until C11, C29, 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).
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It is possible to use the active substance as mixture of various homeopathic
dilutions, e.g. decimal and/or centesimal (D20, C30, C100 or C12, C30, C50 or C12,
C30, C200, etc.), the efficiency of which is determined experimentally by testing the
dilution in a suitable biological model, for example, in models described in the
examples herein.

In the course of potentiation and concentration decrease, the vertical shaking
may be substituted for external exposure to ultrasound, electromagnetic field or any
similar external impact procedure accepted in the homeopathic art.

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 1:1:1 ratio and used in
liquid dosage form. Alternatively, the carrier may be impregnated consecutively with
each requisite dilution.

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
potentiated form of antibodies. The solid dosage form may be in any form known in
the 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 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 and magnesium stearate.

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
aqueous or aqueous-alcoholic solutions of the activated potentiated form of

antibodies to prostate specific antigen and activated-potentiated form of antibodies to



10/19 (52.6) 218.6 206.8 -11.8 15/21 (71.4) 203.7 252.0 48.3 RV, m
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endothelial NO synthase 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 lactose granules are exposed to
saturation irrigation in the fluidized boiling bed in a boiling bed plant (e.g. "Huttlin
Pilotlab" by Hittin 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-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 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.

While the invention is not limited to any specific theory, it is believed that the
activated-potentiated form of the antibodies described herein do not contain the
molecular form of the antibody in an amount sufficient to have biological activity
attributed to such molecular form. The biological activity of the combination drug
(combination pharmaceutical composition) of the invention is amply demonstrated in
the appended examples.

The invention is further illustrated with reference to the appended non-limiting

examples.

EXAMPLES
Example 1.
The experimental study looked at the efficacy of activated-potentiated rabbit
polyclonal affinity purified on antigen antibodies to prostate specific antigen (anti-
PSA) and to endothelial NO synthase (anti-eNOS) in ultra-low doses (ULD), obtained

by a ultra dilution of the initial matrix solution (with 2.5 mg/ml concentration) 1002,



14.1 -5.0 PV, cm (prostate volune) 18/ 19 (94.7) 55.9 48.9 -7.0 15/21

(71.4) 57.0 52.4 -4.6 - the nunerator is a nunber of patients (n)
show ng iwproweawessy, denonminator is total number of patipemtiB20inoe2aey st udy
(N). Tabl e 3. Dynami cs of subscalles of obstructive and irritative

synptons, and question 7 of |PSS questionnaire ULD anti-PSA ULD anti-PSA
+anti - eNOS

100%, 100%*° times, equivalent to a mixture of centesimal homeopathic dilutions C12,
C30, C200 (ULD anti-PSA+anti-eNOS) in a model of a benign prostatic hyperplasia
(BPH) in rats.

BPH is one of the widely spread urologic disorders in men. The risk of
development of this disorder increases with age: approximately 10% of men over 40
years old have BPH; after 60 years old their number increases up to 30-40%. Benign
Prostatic Hypoplasia can be defined as hyperplasia of prostate tissues, accompanied
by urination problems (including increased urination frequency, false urges, nocturia,
weak or intermittent urine stream, and a sensation of incomplete bladder emptying).

- BPH symptoms significantly affect quality of life in patients. This is a progressing
disease, and without an adequate treatment can lead to such serious complications
as acute urinary retention, disruption of the voiding cycle, kidney failure.

One of BPH models in rodents is hormone-induced prostate inflammation,
causing its enlargement. To achieve that, hyperprolactinemia in induced in rodents,
by injecting them with sulpiride in the amount of 40 mg/kg during 60 days
intraperitoneally (Coppenolle V.F. et al. Effects of hyperprolactinemia on rat prostate
growth: evidence of androgeno-dependence // Am. J. Physiol. Endocrinol. Metab.
2001. 280: E 120-E129).

During the study on effectiveness of ultra low doses of anti-PSA +anti-eNOS in
this model of benign prostate hyperplasia (BPH) in rats, 30 male wistar rats were
used (8 months, weighing 600-650 g). Ten rats were intact. The rest were induced
with prostatic hyperplasia (sulpiride was injected intraperitoneally in the amount of 40
mg/kg for 60 days) and simultaneously with sulpiride distilled water was added
endogasdtrically (control group, n=10; 10 ml/kg) or ultra low doses of anti-PSA +anti-
eNOS (n= 10; 10 ml/kg).

In 60 days, the prostatic weight coefficient was measured (ratio between the
weight of prostate and the weight of the rodent), prostate volume and density,
stromal-epithelial ratio in the prostate (value representing ratio between connective
and secreting tissues in the organ), as well as a concentration in the blood of
prolactin receptor (indirect indicator of hyperprolactinemia).

As a result of injecting sulpiride, the rats developed hyperprolactinemia (the

level of prolactine receptor, controlling prolactine and growth hormone, increased in
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the control group by 83.3% compared to the intact group), causing an increase of
weight coefficient of prostate by 51.9% (p<0.05) and its volume by 33.3% (p<0.05),
compared to the control group (Table 1). At the same time, replacement of secreting
tissue with connective takes place (stromal-epithelial ratio would decrease by 29.6%,
p<0.05), indicating an inflammation.

Introduction of ultra low doses of anti-PSA +anti-eNOS in rats with prostatic
hyperplasia led to reducing levels of prolactin receptor (by 40.6%, p<0.05, compared
to the control group), decreasing the prostate weight coefficient and volume (by
22.0% and 41.7%, correspondingly, p<0.05), and also disappearance of inflammation
(stromal-epithelial ratio did not differ from intact rats).

Table 1. Effect of ultra low doses of anti-PSA+anti-eNOS on the prostate under

the conditions of hormone induced prostatic hyperplasia.

Weight Volume of Stromal- Content of
coefficient of epithelial receptor
prostate, .
prostate, cm? ratio toward
mg/g prolactin, ng/ml
Intact 0.27+0.01 0.09+0.01 [1.25%0.09( 0.090+0.010
Control 0.41£0.02 * | 0.12+0.01 * |[0.88+0.07 *| 0.165+0.033
ULD anti-PSA | 0.3240.02 ** | 0.07+0.01 * |[1.19+0.05* 0.098+0.005
+ anti-eNOS

Note: * - difference vs intact is significant at p<0.05;

# . difference vs control is significant at p<0.05

Therefore, the proposed pharmaceutical product of ultra low doses of anti-
PSA+anti-eNOS, is effective under the conditions of an experimental model of benign

prostatic hyperplasia (hormone-induced inflammation).

Example 2.

To study properties of the proposed pharmaceutical composition in the
treatment of patients with a benign prostatic hyperplasia, 300 mg pills were used,
saturated with the pharmaceutical composition containing water-alcohol solutions (6
mg/pill) of activated — potentiated rabbit polyclonal affinity purified antibodies to
prostate specific antigen (anti-PSA) and endothelial NO synthase (anti-eNOS) in ultra

low doses (ULD), produced by ultra dilution of the initial matrix solution 100", 100%°,
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100% times, equivalent to the mixture of centesimal homeopathic dilutions C12, C30,
C200 (ULD anti-PSA +anti-eNOS), and 300 mg pills, saturated with the
pharmaceutical composition containing water-alcohol solutions (3 mg/pill) of activated
potentiated rabbit polyclonal affinity purified antibodies to prostate specific antigen in
ultra low doses (ULD), obtained by an ultra dilution of the initial matrix solution 100",
100%, 100%™ times, equivalent to the mixture of centesimal homeopathic dilutions
C12, C30, C200 (ULD anti-PSA).

Benign prostatic hyperplasia (BPH) is one of the most frequently occurring
disorders in males (Bruskewitz R.C., 2003; Rosen R., 2003): on the one hand,
epidemiological studies, carried out in Russia, point to a gradual increase in
frequency of BPH from 11.3% in 40-49 year olds to 81.4% in 80 year olds
(Gorilovskiy, L.M., 1999); on the other hand, demographic studies conducted by
WHO confirm a significant increase in the population over 60 years old, surpassing
any other age group growth.

The main symptoms of benign prostatic hyperplasia are lower urinary tract
symptoms, which can cause significant discomfort and decrease quality of life
(Bruskewitz R.C., 2003; Lepor H., 2004; O’Leary M.P., 2005). In severe cases, the
disease can be accompanied by complications, such as acute urinary retention,
urinary tract infection, erythruria, kidney failure (Stepanov, V.N., 1999; Jacobsen S.J.,
1997; Lepor H., 2004). BPH is also associated with development of erectile
dysfunction in patients (Bruskewitz R.C., 2003; Daly MP, 2005).

An open-label comparative paralle! group study of efficacy and safety the of
pharmaceutical compositions containing ULD anti-PSA + ULD anti-eNOS and ULD
anti-PSA in ameliorating urinary disturbances to caused by benign prostatic
hyperplasia (BPH), included 40 patients selected in accordance with
inclusions/exclusions criteria. Patients were randomized in 2 groups, one group
received 1 pill 3 times per day during 12 weeks (n=21) of a ULD anti-PSA +anti-
eNOS, and another one 1 pill 3 times per day during 12 weeks (n=19) of a ULD anti-
PSA. The groups were comparable in age, severity of BPH symptoms, urination
parameters and prostate volume.

The study included patients over 45 years old with a history of BPH with

corresponding symptoms of lower urinary tract for no less than 6 months, IPSS213,
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An ani mal nodels of non-bacterial prostatitis is partial prostate
obstruction by applying silk |ligature was used. Sixty male rats of

W star (2wountzme7sabd, 250 g wei ght) were included in thecstuBzyi/olwel ve rats
were intact. To induce prostatitis th® prostate of other rats were sewed
with silk thread under general anesthesia (thiopental 60 ng / kg
intraperitoneally). The rats were adm nistered with ULD anti-PSA +anti - eNOS
(5 M/kg, 7.5 mM/kg or 10 m/kg) or distilled water (control, 10 m/ kg)
for 1.5 nonths starting 1 nonth after the surgery. After 2.5 nonths of
prostatitis induction prostate was wei ghed, prostate coefficient was

cal cul ated;—and prostate volune and density were assessed A _histol ogi cal
study of aF%ég;;'ae'{Se firqon$ pni malls of each droyp,were performed: arlea of

col | agen ,ﬁg;&e)i n|tegonnetijve’di ssued (|Sces yndexd-&cfl eddti ¢ b ocesses in
the gland) _, the area of prostdte epithelilal acinjf (Se, index of Jatrophic
processes|Ymlt he gl aqgl,) [ he arlea of {he Iun%r/’hof acini (SI, [indegx of
secretoryuﬁ,kgg‘fn\?f ty ogsztegbe glamd) 2068 | -1ABtler ;agpl Y20F [SidSRO| i g&BUre to the
rat's progitare’an inflammtionlin thejprogtate s _deviel oped,| whilch led to
a significBW™increase in| prostlate weight [coefficfient fin 25% and the
prostate j‘?ﬁfﬂy i i%‘!;ias 28l || a®.4 0 scisero(t:g chasmges 14an t hesprlost at e

ti ssue (SCydnBcreased 3. 1-fol d) [conpared wijth iftact aninmals (Tablle 4.) The
adm ni strapv,ei®of YLD ant| - PSA[+anti - ENOS did ngt Tdad to

si gni fi cahteroste@uct i orﬁ’ brasst 4t esgveei ght.od

i down

N _all [d0Ses
oe}*”ﬁéci est.0 andsxy ostabe density,
but signifYum®lly (almost to thal of |inf{5¢t |aningl's) reduced the area
of col lagen fibette, nuecator nidi @ainahbar defc pademtsi (h)t BRowinG! anpratvengntpr ocess
in the gldemdminaiod is tetil nubetssr de patidditdinahé istddBANYant i -eNOS in a dose of 10
m / kg increased the area of the lunmen of acini, thus indicating increased

secretory actiyjt the prostate, (in 19.5%. =.0.085, Table 1). , 37
Thoss OLD aneblesk SyriateR R bt Ot iclivd amdre ARSTS 70 5 nodel
of non- baptestiora? opIRBS quiiastiosnaire rats. Table. 4 Intact Control ULD anti -
PSA +anti - eNSS—5—+-gBkbanti+—PRSA—+ant+—eNSS—+5—m/kgULD-anti - PSA
+anti-eNOS 10 nl / kg Weilght coef4liD-a@thPSAf pr 'éhﬁlastabét\'/ﬂ\?ﬁ Hami-gN0So2
+ ISt
M+SD Visit 1 | M+SD Visit 2 1 M+SD Visit 2

Obstructive 10.0+£3.02# 6.5+2.81*** 8.2+2.96 6.0+3.39**

Irrit. 7.5+2.21& 5.3+£1.90*** 7.8+2.16& 4,542 .34***

7" question 2.1+0.78 1.920.75 2.3+0.90 1.4+0.98***

Obstr., %2 -33.44+26.85 -25.2+34.50

Irrit., %> -28.2+1730 -40.3+30.35

7™ question, -

%?2 2.0+49.61## -37.7439.23

* - p<0.05 vs baseline; ** - p<0.01 vs vaseline; *** - p<0.001 vs baseline

## - p<0,01 vs ULD anti-PSA

2 _ shows decrease compared to the baseline in %, average group value

The given data confirm that both ULD anti-PSA, and ULD anti-PSA + ULD

anti-eNOS were used to effectively treat symptoms of lower urinary tract, increase

average and maximum urinary flow speed, improve quality of life of patients (Table

2). The course was not long (12 weeks), therefore, a decrease in prostate volume

was not observed in any study group. ULD anti-PSA did not affect the volume of

urination, which increased only in 52.6% patients, on average the group showed

some statistically insignificant decrease of urination volume by 11.8 ml (5.4%)

compared to the baseline values. At the same time, patients, treated with ULD anti-
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PSA + ULD anti-eNOS, showed an increase in urination volume in 71.4%, and on
average, an incréase in volume was 48.3 ml (23.7%) compared to the baseline.

An analysis of dynamics of obstructive and irritative symptoms according to
IPSS subscales as well as nucturia evidence (question 7 of IPSS) showed that both
pharmaceutical compositions contributed to a decrease of obstruction and irritative
symptoms, and also a decrease of nucturia symptoms. At the same time, a ULD anti-
PSA tanti-eNOS was more effective compared to a ULD anti-PSA in decreasing
irritative symptoms of lower urinary tract (28.2% vs. 40.3%, p<0.05) and nighttime
urination urges (2.0% vs. 37.7%,).

It should be noted, that ULD anti-PSA + ULD anti-eNOS is also more effective
compared to ULD anti-PSA in improving erectile function in patients. In ULD anti-PSA
+ ULD anti-eNOS group, the total lIEF (International Index of Erectile Dysfunction)
score increased by 19% in patients (in ULD anti-PSA group by 10.5%), an average
increase of IIEF score in ULD anti-PSA + ULD anti-eNOS group was 8% vs 4.5% in a
ULD anti-PSA group.

The pharmaceutical compositions showed excellent safety profile, no adverse
effects related to the administered medications were observed in the course of study.

Therefore, ULD anti-PSA + ULD anti-eNOS showed better efficacy compared
to that of ULD anti-PSA in treating urination problems caused by benign prostatic
hyperplasia. In addition, a greater positive effect of ULD anti-PSA + ULD anti-eNOS
on erectile function of patients compared to ULD anti-PSA was revealed.

Example 3.

The experimental study looked at the efficacy of activated-potentiated rabbit
polyclonal affinity purified on antigen antibodies to prostate specific antigen (anti-
PSA) and to endothelial NO synthase (anti-eNOS) in ultra-low doses (ULD), obtained
by a ultra dilution of the initial matrix solution (with 2.5 mg/ml concentration) 100'2,
100%, 100%® times, equivalent to a mixture of centesimal homeopathic dilutions C12,
C30, C200 (ULD anti-PSA+anti-eNOS) in a model of chronic prostatitis in rats.

Efficacy in a model of prostatitis in rats

Inflammatory diseases of prostate are among the most important urinary tract
diseases [Mazo EB, Dmitriev DG, 2001; Scheplev PA et al.,, 2007]. The most
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prostatitis // Uology. - 2001. - N2 5. - P.38-41.

common of them is prostatitis. Non-bacterial forms of prostatitis occur 8 times more

. frequently than bacterial ones [VA Smirnov, 2006]. The incidence of chronic
prostatitis, non-urethral infection and other urological diseases in 40-50 year old men
is 30-40%. This disease is rather difficult to treat, because even when subjective
symptoms are disappeared and laboratory signs inflammation are reduced the
morphological changes in the glandular tissue and prostate stroma are still present
[VA Smirnov, 2006].

An animal models of non-bacterial prostatitis is partial prostate obstruction by
applying silk ligature was used.

Sixty male rats of Wistar (2 months old, 250 g weight) were included in the
study. Twelve rats were intact. To induce prostatitis the prostate of other rats were
sewed with silk thread under general anesthesia (thiopental 60 mg / kg
intraperitoneally). The rats were administered with ULD anti-PSA +anti-eNOS (5
ml/kg, 7.5 mi/kg or 10 ml/kg) or distilled water (control, 10 ml/ kg) for 1.5 months
starting 1 month after the surgery. After 2.5 months of prostatitis induction prostate
was weighed, prostate coefficient was calculated; and prostate volume and density
were assessed. A histological study of prostate from 6 animals of each group were
performed: area of collagen fibers in the connective tissue (Sc, index sclerotic
processes in the gland) , the area of prostate epithelial acini (Se, index of atrophic
processes in the gland), the area of the lumen of acini (SI, index of secretory activity
of the gland).

After applying silk ligature to the rat's prostate an inflammation in the prostate
was developed, which led to a significant increase in prostate weight coefficient in
25%, and the prostate density in 14% as well as to sclerotic changes in the prostate
tissue (Sc increased 3.1-fold) compared with intact animals (Table 4.) The
administration of ULD anti-PSA +anti-eNOS in all doses did not lead to significant
reduction of prostate weight coefficient and prostate density, but significantly (almost
down to that of intact animals) reduced the area of collagen fibers, which indicated a
decrease in the inflammatory process in the gland (Table 4). Besides, ULD anti-PSA
+anti-eNOS in a dose of 10 ml/kg increased the area of the lumen of acini, thus
indicating increased secretory activity of the prostate (in 19.5%, p = 0.055, Table 1).
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conposition of clains 1, wherein said activated-potentiated formof an

anti body to prostate- speC|f|c antigen is in the formof a mxture of Cl2,

5. The conbi nati on

phar mace\ conpositiopn of claimd wherein said mxtuyre of C12_ C30,
and C200| honeopdt!Riagt di | uf Cemteoli s | ?}%ﬂhy ed | Doardi-sol i| YLOAN-REA
6. The conbinatilon pharmafeutical ¢&RfoEMton |HSAtaNtim 1, +apeedNO$ saji d
activat efl- potentli ated form of an an®NRY to ¢el&Shel i al | @mkat hasel is in
t he for _a mixture of [C12_ C30 k9O 00 hofenPikdi ¢ ¢i | utions 7.
The conb WﬁBWon phar maceu i cal conﬁ)05| tion of [claim6, wherein said |m xture
of C12, C&ficildd C200 honkopathic dilutions i$ i npregnate¢d onto a sglid
carrier.|°f g.0-89500% onpl- bn pR&APREEUt | ¢ AI0x0Mposi | P-IEIIB "¢l ai|m 1,
wher ei n {P@S&t ilvat ed- potentiated form of an lﬁnti body to|prostate-specific
anti gen oclonal olyclonall or natural antibody. 9. The
conbi nat B'ﬁStﬁﬁar weReeitd Caf 0.92009Si {p@sogh Cl al gufo gsher ef paddina
acti vat ed¥ entliated formof an amtibody to prostate-specific antigen is a
pol ycl on a?;zg?y*?l HeWdg+004 | 1.06£0.03* | 1.05£0.03* 1.0540.01 * 1.0120.03*

Sc 1.4540.38 4.51+0.38* | 2.12+0.27#i# 2.12+0.30#HHt 2.50+0.41* 14
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Note: * - difference is significant vs intact at p<0.05;

: #, 14t - difference is significant vs control at p<0.05; -p<0.001 respectively
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10. The conbi nati on pharnmaceutical conposition of claim1, wherein the
activated-potentiated formof an anti body to endothelial NO synthase is a
nonocl onawo 2pdopes4onal or natural anti body. 39 11pCcThB20a0nd2417AL | ON
phar maceuti cal conposition of claim 18, wherein the activated-potentiated
formof an antibody to endothelial NO synthase is a polyclonal antibody.
12. The conbi nation pharnaceutical conposition of claim1l, wherein the
activated-potentiated formof an antibody to endothelial endotheli al

NO synthase is to the entire nol ecul e of endot helial NO synthase having the
sequence SEQ ID NO 1 or SEQ ID NO 2. 13. The conbi nation

phar rracetw cal conposition of claiml1l, wherein the activated-potentiated
form of anhaigclsBasd 8o endot helial NO-synthase is to a fragment of

NO- synt hase haw Nga &haRdY S I D NO.
3. Lo % o N%Iﬁl@al é‘érﬁ(ﬁé%n‘( E&Rbﬂél@%%)cé?ﬂﬁbﬁ}a'té}gp@fenéﬁ% D NOY

I
8. I?ﬁ' m ‘Pﬁ%" éﬁ?ﬁﬂdﬂéf’ iPERStaiRBPREHE antigen. aeéméglﬂlmte@poanaawjormmer ein

the acti \viaAGmpBdRtbichtBtheliNDyntABsénNt i body to prostate-specific antigen
havi ng sequence sel ected fromthe group consisting of, SE? ID NGO 10, SEQID

NO 11, SEQ ED NO.Thejcompipatin Rh?m@zeutsebwmpm'oqsf cleir 1|, pvhigh furtber SEQ | D
NO 15, ToRpribedN@ sdit, carrgl, | Wwhéveln ddid aelathateR dﬂ@ntn&%d ﬁﬁﬁll - Qrki Poc!Npto 19.

15. The conbi nati on phar maceut i cal conposition claim1, vvherel n the

act i vat e® pOelEmPEY ‘éoa’?tiSPFh ard a??'darﬂcF'Yﬁia?PPE?"ﬁ?‘th form. opeasy Antibagyt tyen i s

to the emU6merm|h®-uyrﬂh5§é/bﬂégm§Féanlan\Qto Qaid carrier, 16. The conbi nati on
phar maceut i cg sition of claim1, wherein said activated-potentiated
nti bg'gl‘;

forns of an caRbingtign phagmaceuticakermpasitionfdaimm whish stin dies
coupl ed véoriofsabieng of every dilution. 17. A nmethod of treating

beni gn prostgti C h%% | asi a conprising adm nistering the pharnmaceuti cal
conposi tion of cl ai pRYNgtoR PaceytiraherrpPesiigneeftclaims 1, W@e'"ﬁafﬁat hod of

treat i ng aetienéd-petedystbd ferini @ﬂbﬁ&ﬂ%dﬂ@ﬁm@%@ﬁé&ﬂf érﬁt@;ehh@lrpt*h@rfwsm i cal
conposition. i n.need thereof . A net hod of

t ent
treating c,‘B '%8{186?&3}}&&;‘?88 ?:?p% epRathioduliens hyper pl asi a and erectile
dysfunction sonpr iTHengnatslnativnspledrinagedtical b&ﬂbﬂﬁﬁ&ﬂbf eRIm @O WHePdih @Ry of
cIa|m1t0|the ﬁa}lg% n(gz%ber A met hod of treating
chroni c PIEYEP Bh'p?" g gtﬂ‘ﬁ"?ﬂp?fré? |dH*¢I'°L"ﬁés b'P?BF‘%%?@LﬁLﬁ’t priala gelithosi ti on
of cl ai mcarriea t he patent in need thereof.

6. The combination pharmaceutical composition of claim 1, wherein said
activated-potentiated form of an antibody to endothelial NO-synthase is in the form of
a mixture of C12, C30, and C200 homeopathic dilutions.

7. The combination pharmaceutical composition of claim 6, wherein said
mixture of C12, C30, and C200 homeopathic dilutions is impregnated onto a solid
carrier.

8. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to prostate-specific antigen is a
monoclonal, polyclonal or natural antibody.

9. The combination pharmaceutical composition of claim 8, wherein the
activated-potentiated form of an antibody to prostate-specific antigen is a polyclonal
antibody.

10. The combination pharmaceutical 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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11. The combination pharmaceutical composition of claim 10, wherein the
activated-potentiated form of an antibody to endothelial NO-synthase is a polyclonal
antibody.

12. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to endothelial endothelial NO-synthase is to
the entire molecule of endothelial NO-synthase having the sequence SEQ ID NO: 1
or SEQ ID NO: 2.

13. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to endothelial NO-synthase is to a fragment
of NO-synthase having a sequence selected from group consisting of SEQ ID NO. 3,
SEQ ID NO: 4, SEQ ID NO: 5, SEQ ID NO: 6, SEQ ID NO: 7, and SEQ ID NO: 8.

14. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to prostate-specific antigen having
sequence selected from the group consisting of SEQ ID NO: 10, SEQ ID NO: 11,
SEQ ID NO. 11, SEQ ID NO: 12, SEQ ID NO: 13, SEQ ID NO: 14, SEQ ID NO: 15,
SEQ ID NO: 16, SEQ ID NO: 17, SEQ ID NO: 18, and SEQ ID NO: 19.

15. The combination pharmaceutical composition of claim 1, wherein the
activated-potentiated form of an antibody to prostate-specific antigen is to the entire
molecule having SEQ ID NO: 9.

16. The combination pharmaceutical composition of claim 1, wherein said
activated-potentiated forms of an antibody are prepared by successive centesimal
dilutions coupled with shaking of every dilution.

17. A method of treating benign prostatic hyperplasia comprising
administering the pharmaceutical composition of claim 1 to the patent in need
thereof.

18. A method of treating erectile dysfunction comprising administering the
pharmaceutical composition of claim 1 to the patent in need thereof.

19. A method of treating combined occurance of benign prostatic
hyperplasia and erectile dysfunction comprising administering the pharmaceutical
composition of claim 1 to the patent in need thereof.

20. A method of treating chronic prostatitis comprising administering the

pharmaceutical composition of claim 1 to the patent in need thereof.



