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potentiated form of an antibody to an endogenous biological molecule prepared by
successive centesimal dilutions coupled with shaking of every dilution. It is also
contemplated that the antibody to endothelial NO-synthase is monoclonal, polyclonal or
natural antibody. It is particularly preferred that the antibody to endothelial NO-synthase
is a polyclonal antibody. It is contemplated that the activated-potentiated form of an
antibody to endothelial NO-synthase is prepared by successive centesimal dilutions

coupled with shaking of every dilution.

DESCRIPTION OF THE FIGURES
Figure 1 - lllustrates the effect of tested preparations on blood plasma glucose level of
rats with streptozotocin-induced diabetes mellitus

Figure 2 - lllustrates the effect of tested preparations on day 14 of injection on indicators
of area under concentration-time curve (AUC) in the glucose tolerance test in rats with
streptozotocin-induced diabetes mellitus.

Figure 3 - lllustrates the effect of tested preparations on blood plasma glucose level of
rats with spontaneous non-insulin-dependent diabetes mellitus.

Figure 4 - lllustrates the effect of tested preparations on day 28 of injection on indicators
of area under concentration-time curve (AUC) in glucose tolerance test in rats with
spontaneous non-insulin-dependent diabetes mellitus.
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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, IgD, IgE, IgG1,
IgG2a, 1gG2b 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” denotes
the use of methods of homeopathy to impart homeopathic potency to an initial solution
of relevant substance. 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 100'2, 100% and 100%°° times, respectively, which is
equivalent to centesimal homeopathic dilutions (C12, C30, and C200) or the use of the
mixture of three aqueous or 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 C50). Examples of homeopathic
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coupled with an extemnal impact, such as mechanical shaking. The extemal treatment in the
course of concentration reduction may also be accomplished, for example, by exposure to
ultrasonic, electromagnetic, or other physical factors. V. Schwabe "Homeopathic medicines",
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, describe such processes that are well-accepted
methods of homeopathic potentiation in the homeopathic art. This procedure gives rise to a
uniform decrease in molecular concentration of the 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 pharmacological model. Aithough
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
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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. -

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
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molecular forms of therapeutic substances, it is common practice to create a dose-
response curve in which the level of pharmacological response is plotted against the
concentration of the active drug administered to the subject or tested in vitro. The
minimal level of the drug which produces any detectable response is known as a
threshold dose. It is specifically contemplated and preferred that the “activated-
potentiated” form of the antibodies contains molecular antibody, if any, at a
concentration below the threshold dose for the molecular form of the antibody in the

given biological model.

The combination pharmaceutical composition in accordance with this aspect of
the invention may be in the liquid form or in solid form. Each of the activated potentiated
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Monoclonal antibodies may be obtained, e.g., by means of hybridoma technology.
The initial stage of the process includes immunization based on the principles already
developed in the course of polyclonal antisera preparation. Further stages of work
involve the production of hybrid cells generating clones of antibodies with identical
specificity. Their separate isolation is performed using the same methods as in the case
of polyclonal antisera preparation.

Polyclonal antibodies may be obtained via active immunization of animals. For
this purpose, for example, suitable animals (e.g. rabbits) receive a series of injections of
the appropriate antigen, for example, NO synthase. The animals’ immune system
generates corresponding antibodies, which are collected from the animals in a known
manner. This procedure enables preparation of a monospecific antibody-rich serum.

If desired, the serdm containing antibodies may be purified, for example by 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 the 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 a water-ethyl alcohol mixture, ranges from about 0.5 to about 5.0
mg/ml.

The preferred procedure for preparing each component of the combination drug
according to the present invention 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 C50
or diluted 100'%, 100*° and 100?® times, respectively, which is equivalent to centesimal
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(dynam zation) of each dilution. Preferably, separate containers are used
for each subsequent dilution up to the required potency |level, or the
dilution factor. This nmethod is well-accepted in the honeopathic art. See,
e.g. V. Schwabe "Honeopathi c nedicines", M, 1967, p. 14-29, incorporated
herein by reference for the purpose stated. For exanple, to prepare a
12-centesimal dilution (denoted Cl2), one part of the initial matrix
solution of antibodies to NO synthase with the concentration of 3.0 ng/m
|s dlluted |n 99 parts of neutral ~aqueous or aqueous-alcohol solvent
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His
Thr
Trp
Arg
Cys
Phe
Pro
Asp
Val
Pro
Glu
Cys
Arg
Asp
Ile
Arg

Val

Arg
Leu
Trp
Ser
Leu
Pro
Gln
Leu
Gly
Ile
Trp

Ala

His

Phe
Lys
Val
Gly
Ile
Val
Phe
Thr

Pro

Leu
Glu
Phe
Val
Gln
Gly
Asp
Ser
Ala
Leu
Gln
Pro
Leu
Gly
Thr
His
Asp
Leu
Ile
Gly
Gln

Trp

12

S100+anti- eNOS 20 pl :
67,3 63,1 65,2 34,8 ULD of anti -

Ser Thr
880
Leu
895
Cys
910
Leu
925
Arg
940
Val
955
Leu
970
Leu
985
Pro Ser
1000
Val Gly
1015
Glu Arg Leu
1030
Met Thr
1045
Tyr Arg
1060
Arg Val
1075
Tyr Val
1090
Arg Val
1105
Val Thr
1120
Ala Thr
1135
Gly Val
1150
Leu Thr
1165
Ser Phe
1180
Ala Phe
1195

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

Pro

Leu
Asp
Leu
Gln
Leu
Met
Glu
Leu
Leu
Ser

Asp

48, 4

35,5
eNCS 10

98, 1PC3/1B286p@23303, 1

Leu
Gln
Thr
Ala
Tyr
Leu
Pro
Thr
Arg
Gly
His
Val
Glu
Thr
Asp
Cys
Ala
Gly
Arg
Arg
Leu

Pro

Ala
Asp
Leu
Pro
Ser
Thr
Leu
Gly
Leu
Thr
Asp
Phe
Val
Ala
Ile
Leu
Thr
Asp
Asp
Thr
Gln

Pro

Glu Glu
885
Arg
900
Glu
915
Leu
930
Ser
945
Ala
960
Tyr
975
Pro
990
Pro

1005

Gly Ile

1020
Ile Glu
1035
Gly Cys
1050
Gln Asp
1065
Phe Ser
1080
Leu Arg
1095
Glu Arg
1110
Ser Val
1125
Met Glu
1140
Gln Gln
1155
Gln Glu
1170
Glu Arg
1185
Gly Pro
1200

Pro
Leu
Leu
Val
Val
His
Asp

Pro



140, 1 106,2 123,2 -23,2 Effect of the preparations and potenti ated water
on binding of standard ligand [31-1]pentazocine to human reconbinant a 1
recept or Wot2e12/009846f specific binding in control = (speecfiiB2di/ma3sog duri ng
the test/ specific binding in control)* 100% % of specific binding
inhibition in control = 100% - (specific binding during the test/ specific
binding in control)* 100%. 27 WD 2012/007845PCT/1B2011/ 002350 The
out cones reflecting inhibition above 50% represent significant effects of
the tested conpounds; inhibition from25%to 50%confirmm|d to noderate
ef f ectmoly¢lohalRintibetiesas NG BPRthaBem &y B bbtARsEdsihg the whatd Ariddutest ef fect
of the tested conpound and is w thin background |evel. Therefore, the
condi thuman BO synthaseef thedalowisasmeyensdt t he conpl ex preparation of ULD of
anti-S100+anti-eNOS is nore efficient than its separate conmponents (ULD of
ant i - SLOSE@ N2 of anti-eNOS) in inhibiting the binding of standard

radi ol i gand [ 3H] pent azoci ne to human reconbi nant al receptor; ULD of

anti - S10@et t e BsA € resh im0 dde vastahagih dlamens M lerd MHDIdy st he

bi ndi ng of standard radioligand [31-1] pentazocine to human reconbi nant al
receptor,ibut the effect gntensity is inferiqoto that of the conpl ex
preparation of ULD of anti-S100+anti-eNGCS; ULD of anti-eNGCS, transferred
into theGlestebasiy, Lenarsly L mily hash el yefiferctcyen dike hisndilmg cafy st andar d
radi ol i gand [ 3H] pent azoci ne to human reconbi nant al receptor; potentiated
water, trhfisferred into ta2e test basin, nanelas 10 pl or 20 pl, had no
effect on the binding of standard radioligand [ 3H] pentazoci ne to human
reconbi nBn¢ Ala rBreRor AlEaEp 65141 Pro SerAlzheiAter 'Prodirdeaser( ABu i s a
neur odegener ati ve disease that is characterized by |owering of cognitive
functions3lmenory deteridation, confused corsci ousness, and enotdisonal
changes. Although the main cause of this pathol ogy is nowadays consi dered

t he accubet aff@rPd Alat Pram@loi dishiSdr |BadPrtco Setre Sfear Patol dueuwofThr

bet a- anyl oi d pl aques and neurofibrillary tangles in brain tissues; ADis

al so accobpani ed by a defi%iency of cholinerd5 system This is tbfe basis
of a nost common way of nodeling of AD in animals with the hel p of

ant agoni G0 Fre e feryic s yEremwf Reoguicadinge Vallnjlast Besm §frps &8pol ami ne
into experinmental animals (usually rats or mce) interrupts the ability to
| earn and®}eads to deteri®ration of memory. 70 Vari ous net hoddSwere used
to assess cognitive functions of rats and mce, including Mrris water
nmaze. Thédk el kniTha dstr iAsn R disa Seimille &la Adle&dad GlnD

2012/ 007845PCT/ 1B2011/ 002350 into a container with cloudy water from
different’Doints are for&H4 to look for a hi d®en fixed platform Phe
advantage of this nmethod is that it allows the researcher to nonitor the
process P AT AT Bt A6 PRI &Y Sofbeud 83w sassulephd adpgheal
alignment_of the platformno matter where the animal was placed in the
water) so’hs to assess te memory strength 98 this the test i49%onducted
when the platformis rennved).. The effectiveness in rats with

Scopol arﬁ‘ﬁ% S s {gr?}é‘ é%T%iArﬁ% iF? piedr FeCe Glive &F Oc SFPoSiLEi §F%f t he
present jnvention contai rli ng activated-potentiated forns of polyclonal
affini tyi(g rified on anti'den of rabbit brai tJr-lépeci fic proteins 2900

(anti-S100 nd .t o endothel i al synt heses (anti-eNOS) in ultra | ow doses
(ULD) ot])l?la'% nég'd‘l BPS 5 565 6%”0%9& oP3§e PO R S 658 CoR AWt YT

concent rla%1| on of 2.5 ny/ 29 in 10012, 1003, c]:%gOZOO times, equi vil3 nt to
cent esi mal™ honeopat hi c &i utions Cl2, C30, 0 (ULD anti-S100 nti - eNOS)

is studi In.a study. of the effectiveness of. .the.dr U D anti-S100
+ anti - eNOB 1 rars r}‘\/\\ﬁs’t %rgc)oé&ﬁ aGtr]f‘lynSee nﬁggi g&@aﬂﬁﬁdglluo?lﬂl %%& k‘i?l“‘ s

di sease); 48 nale rats of jthe R: Wstar (Ha )4 line (weight 180-?%@9) wer e
used. During 4 days the rats were subdermal'y~injecting with no | saline
(n = 12.6IAM bl SGORAARNAC YA 432890 n2 By he €0, 2c3R) ey

(scopol am ne-i nduced ‘amesi a) . ts Wit A Scopaol anmrné-in d&ed T AmiESi a were
divided into three groups and adm nistered with distilled water (7.5 m /
kg, n =12, control group 1), or ULD hti-S100 (7,5 mM / kg, n = 12, group
2) or ULD anti-S100 + anti-eNOS (7,5 mM / kg, n = 12, group 3)
intragastrically for 9 days (4 days prior to the injection of scopol am ne,
4 days agai nst the background of scopol am ne and 1 day after the | ast
scopol am ne injection). The training session in the Murris water naze
was conducted within 4 days of the scopolam ne injection through 60 m nutes
after adm nistration of tested drugs and 30 minutes after adm nistration of
scopol am ne (4 sequential tests at interval of 60 seconds). Mrris' nmaze is
a round reservoir (dianmeter - 150 cm height - 45 cm at 30 cmfilled with

. L NS NS A2 A~ o o I N 1 o I . - ' - [T I



2nd day 3rd day 4th day Intact, n=12 54.76.2 30.82.8 26.95.1 20.53.6 WO
2012/ 007845PCT/ | B2011/ 002350 Control, n=12 100. 16. 8*** 92,49, 3***

81. 410. 7*W0 26i2/009844* ** ULD anti - S100, n=12 106.87.0 99. BCTABYE1/6@238
80.411.1 ULD anti-S100 + anti- eNOS, n=12 94.47.2 90.78.2 78.38.6 60.110.2
- difference fromintact is significant, p<0.05 Table 3. Di stance overcone
to search the platform cm G oup Training

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
14



1st day 2nd day 3rd day 4th day Intact, n=12 1055.794.6 659.562.2
564.8119. 3 406.161.2 Control, n=12 2587.1217.2*** 2559, 6250. 5***
2397. 9312w6 28266784293, 8*** ULDanti - S100, n=12 2797. 2208CI/1B86H0@23556. 1
2857. 0300. 8 2457.4344. 4 ULD anti-S100 + anti-eNCS, n=12 2434.3222.8
2529.9282. 7 2344.2283.0 1905.1343.7 - difference fromintact is
significant, p<0.05 Table 4. Tinme spent in a place where the platformused
to be located, sec. Goup Test

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
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
15



0-30 sec. 30-60 sec. 0-60 sec. Intact, n=12 40.84.1 36.83.6 38.52.6 WO
2012/ 007845PCT/ | B2011/ 002350 Control, n=12 18.42.8*** 18.81.9*** 18.81. 7***
ULD anti -w0Q@012/00742 13.32.1 21.52.6 17.61.3 ULDanti - S10@€anB201eMN2850 n=12
19.14.8 23.82.2 21.22.5 ' - difference fromintact is significant, p<0 05
Thus, in nodel of Al zheiner's disease, the adm nistratoin of the conplex
ULD anti-S100 + anti-eNOCS was nore effective in conparison with

adm ni stration of ULD anti-S100 and vehicle. Exanple 3. The
precliniszd research stwfced the ultra | ow dgses (ULD) of activaued -
potentiated fornms of polyclonal affinity purified rabbit antibodies to

br ai n- spesi fRle Wi diys F1EHO@heamsp $HIORuviafli eduogyanmMegenspatdu

endot hel i al NO synthase (anti-eNOCS), obtained by super-dilution of initial
matri x s®ution (concentyddion: 2,5 ng/nl) 650012, 1003, 100200566neES),
equivalent to a m xture of centesi mal honmeopathic dilutions C12, C30, C200
(ratio: Tyd)agdUalantal- SEGOtant iGleN@S)s iGlut meat Leg Vathesucvatr ke caused
by prefrontal cerebrocortical photothronbosis in rats. Acut e
cerebrovdEscul ar di sease 5@8r ai n stroke) rank$éthird anong | et hal 679 causes
in devel oped countries and one of the main causes of disability in humans
(Qusev ENr Sx0031r Roeacdlyadsv. GlQuAsphiPrA Pro BQQ4psn Gly GTheSer

phot o-i nduced t hronbosis nodel neets alnost all requirenents to the

experi nentlal nodel of f&Ja cerebral ischenm®80 The net hod devel 6f&d by

Wat son (Watson B. et al., 1985) is based on the effect of light with

wavel endittre 6@ rvhaod ghdtens Medi Glue MeitgiSemt GByngab FyseAsnt fedufed i nto the
bl ood flow. Active oxygen forns are created and caused increase in

adhesi verfss of endot helS%m cel | s and pl at eP@bs, and formation 6P0clots

cl osing vascul ar lunens. The nethod of ischemc brain lesion WO

2012/ 00 B Py IR0 PLYwW@EAZs@is Lys Ser Tyr Lys Ile Arg Phe Asn Serx

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
16



i nducti on by using photo-induced thronbosis is technically sinple and to
close to clinical fornms of ischemc brain stroke. A great advantage of this

nodel i s wbabi2w784§ non-i nvasive, i.e. does not requirePCTAR2O1/00m350aNnd,
therefore, nore accurately reproduces clinical picture of cerebral
t hr onbosi s. Thirty seven male Wstar rats (weight: 150-180 g; age:

2-3 nonths) were included in the study of the activity of ULD
anti-S100+anti-eNOS in rats with i schem c stroke caused by prefrontal
cerebrocaryizsp plotmidraubosis. 1B lterady f |L§}.§W(ﬂr{ A Yoy
prefrontal cerebral cortex in rats was induced using the photochem cal

t hronbos7g1met hod by Wateson (Watson B. D. etysw ., 1985) as nodifjized by |. V.
Vi kt orov (Romanova G A et al, 1998). Bengal rose (3% solution) was
injectedatq tée Segulrs oli mf anestiheticedratied 137 )pAARASt hesd a:
chloral hydrate 300 ng/ kg, intraperitoneally). Using a fiber optic bundle
(3 cmin78éameter) the light beam from hal ogeys | anp (24 V, 250 Mkowas
delivered to the skull surface above the frontal cortex of the left and

ri ght cefbdrids Heni spherresy taard mduc ergth @t w1enasi shrSha aper gked rats
(n=6) were subject to the sane procedure except adm nistration of bengal
rose and’®kposure to halzgen |anp light. Thegdmntact group included 6 rats.
Fi ve days before and 9 days after stoke induction the follow ng

pr epar at VohsG herksradwmniGlirersed: tSer dtys \deirh Ihiioaaigh naabasirs 116 skl | ed

wat er (control - photothronbosis, 5 m/kg daily, n=12), ULD anti-S100 (5
m/kg daié§, n=7) or ULD7dnti-S100+anti-eNO8765 m / kg daily, n=6B0o On Day 8
after the operation (or sham operation) conditioned passive avoi dance

refl ex (\GRARIQ dstu iep (i Gl dliyo GAssEds: IGAar liemg Gaapdlyirl Gy @md nenory
inrats. Rats were placed in a unit consisting of illumnated site and
connect e8Har k chamber, MPere animals were @9fosed to el ectric 106t - shock
of 0,45 mA due to which usually preferred dark chanber becanme dangerous.
Devel oprieht AP dbiriditlicofidd YadsiOvs &roi ®aoc dsmefiirgx Pwas GllgsiLed ¥alt he next
day. At that, rats were placed in the illum nated chanber. Latent period of
the first?®entry in the &% chanber was rec808ed. If a rat avoi 886 the dark
chanber for a long tine, a conclusion was nmade that it remenbered the
danger (Btedtd d&8hdE) Set@ndogdr Glive Asat Emo Bapi ddaoPrenfhy Gaut he dark
chanber, the better the nenory. WD 2012/007845PCT/ 1B2011/ 002350

Vol une dttt he stroke |e$ilén was norphol ogi c8RPy assessed in a pP8Bortion of
rats of experi.nmental %roups on Day 9. In control rats photot hrombosi s
caused f%ﬁ¢a¥5%n$%ﬁ V@l &lye Gy diee §lualysdGlyh8esf Bre, Glyaléd Psomenory

i npai r e %f CPAR reproducti on worsened by 9.6% conpared to intact rats and
by 22.9%%<%npared to sh&floperated (Table 5$35Admi ni stration of 882D
anti-Slgp r%guc the strqke volune by 42.2% and i nproved nenoréﬁby 14. 0%
conpar ed 1% FEn 1 1 PRotBth PSR ESPs EgPolpI R8Hi RESt PEPI BMSofhpLbeu
anti-SlQQﬁanti-eNCS was qgre effective: the stroke volune reduced by 44. 0%
, and con&itioned refl ef eproduction - by §§94@6conpared to 855
control7gpoEﬁﬁhrqnb sisTgrogﬁ. Therefore, adm nistration of the
conpl ex ‘preparafiionl6f OB SREi PBRobeY 47Pi LAesTREsSREr Bref PFei 8RE t han
nonoconpehent preparatiggoof ULD anti - S100. ggble 5. Vol uneof f ocal

st roke( ; t he nunber ani mal s Lat ent pe? d of CPAR (second%Y? t he
nunmber ani Intact, - .135.8 8.8,.n=6 Sh operated - 159.3 18.7;
126 Contr s ChRotEEn P o 58PS AL oo 8E "R08 bes BiaoBle bRl Bro Ary

Phototh@quosis + ULD agg%-SlOO 1.97 880 885

Glu Gln Gln Glu Leu Glu Ala Leu Ser Gln Asp Pro Arg Arg Tyr
886 890 895 900

Glu Glu Trp Lys Trp Phe Arg Cys Pro Thr Leu Leu Glu Val Leu
17



0.6; n=4 140.0 26.5; n=7 Phot ot hronbosi s+ULDanti - S100+anti-eNCS 1.91

0.5; n=4 163.8 16.2; n=6 Exanple 4. Study of the conbination of
"acti vat et 2ptoemg4sat ed forns of anti bodies to a CternpoaliBinagimst of the
angiotensin Il ATl-receptor, in a mxture of honeopathic WD

2012/ 007845PCT/ | B2011/ 002350 dil uti ons of Cl12, C30, C200, with the
activated potentiated formof anti bodies to endothelial NO synthase, in a

m xture of honeopathic dilutions of Cl2, C30, C200, in SHR rats in a nodel
of hyperpension. dde conbi nati on of tdue "activated"” potentisated form
of antibodies to a C-termnal fragnent of the angiotensin Il AT1l-receptor,
in a mxtLbaecbh PloseRPAtdE e Vil WK10MsewfPEA 21300 G20, Laand,dvhermact i vat ed
potentiated form of antibodies to endothelial NGCsynthase in a m xture of
honeopat i€ dil uti ons of9zxil2, C30, C200, wa9xt udied, in soluti@soform in
the SHR rat hypertension nodel. Investigations were conducted on 40 SHR

| i ne nal @lnatsu fPoon [ewilghi QE0Hr @, ABgelvle Tyr Samwnais)ser tderhyler t ensi on,
whi ch were divided into 4 groups of 10 ani mals each. For 28 days, the
animals %Bte treated as 3 lows. Goup 1 - 28 nl/kg of the poteats at ed
activated formof antibodies to a Cterm nal fragnment AT1 of hunan

angi ot enBro $¢r rBoepiior Eeo it Wla ofleadlisoUsuiThy iviards AQk2 Va@3QeuC200) in
conmbination with 2.5 m/kg of distilled water, Goup 2 - 2.5 m/kg of the
potenti afé@ activated fd@¥ of anti bodi es to %fdot helial NO syntB&de (a

m xture of aqueous dilutions Cl2, C30, C200) in conbination with 2.5 m/kg
of distidMMadlwatdrg TouplB Asp GHY KeewfGClihed roofsimdtiiso T yph&lyadedt i cal
conposition (a m xture of aqueous dilutions Cl2, C30, C200 for each
componen?$l and Group 4 26% i/ kg of distill%® water. Systdl5 ¢ bl ood
pressure (SBP) of awake rats was nmeasured with the aid of an indirect

met hod i fY@a $F | Ty t By YousiSRy £Slduflfisu ditse Bronédly &ysp Prsolfied &moer t he

| ast adm ni stration of medicines. Al'l tested conpositions

dermonst r&f@d hypot ensi v¥&F fect (p<0.05): byY8&Bth day, systolic HMOod
pressure_ (SBD) decreased in conparison with the initial level in Goup 1 by
- 20.6%CYH Brduble AP uRla Prx gr Fhey A8 sy By R oc @ 81roGr oup 4,
SBD changes were 1.6% in conparison with the initial values. The results
demonstrat® a clear synet?f stic hypotensi vé0&% ect of the conmbil®&Si on

phar maceuti cal conpaositi_on. Exar{})l e 5. Study of the conbination of
the actiVat dfpotent v dd-g st Vorl Sty o & vt dhd Elvelddiendilaf PEgment of
angi otengél@ Il AT1l-receptor, in a mxture of haneopathic dilutigns of WO
2012/ 00784%PCT/ 182011/ 0¥450 c12, €30, €200 G%% h the activated988t enti at ed

formof antibodies tq endothelial NOsynthase, in a mxture of honeopathic
di | uti ons"of 1’(915?13@3‘%‘3 62%,‘51% NUSAET 4t iHi sa ARbd il oo iy SEFt &WSi on.

The conbj ion of the fivated potenti at form of antibodies tq a

Cterm n%%ragrrent of @r%g% otensin Il Al -ﬁg’é@pt or, in a mxt uié):”gf

honeopat bj ¢ dil utjo of .Cl , 00,. an he actjvated potentiated form
of anti bé(;idY e@e (L)g lenngrtqnéliqraﬁ?rl&c}%g%%’és&‘%%qlgam%%F&yof:yﬁo%égp Yii ¢

dilutio Cl2, (30, , was studied, i olution form in NI SAG
r at hypgf %gnsi on nodel .1 I'nvesti gati ons wer érbé§nduct ed on 50 NI éhg%l i ne mal e
rats (weight.30 e h wi.th hereditaty.stipulate
stress\-,fée%s]i%lﬁ]vg'egjr tAe |z¥lﬁﬁq§%é]r tsf)é’r{:siAd:r% rA\/ﬁ?l ?r%uwe el té;:l\]?i &g g‘r%tao%ngr oups by
10 ani gach. ani mal s were gi per orally, onc day and
for 28 days, the foll ovﬁong medi cati ons: Grol\tg)%r&l - 2.5 m/kg of %toﬁes
activat egh pok ghtdy 1f ¥ t e 0 Cyter monals fr t. Al of
human angi ot erﬁcj;i n%% ﬁgr ecgg{ g;rly(aa%fr#)%l}r Z‘eglf %rl S‘tl%onrpggoff,r %35?%&00) in
combi natjpgp Wi th 2.5 my/geg of distilled waygrig Goup 2 - 2.5 myjpkg of the
activated potentiated form of antibodies to endothelial NO synthase (a

mi xture ofo Hdgtd NS G123,y <Ca0: GRAON AN caaMaisRatihan it A 2. S Ghg of
distilled ?I\B.t eldrj; G oup 3y-S 5 rﬁ / Kg ofa1 t he cor?%i nation pﬁgémaceuti cal
conposi tiggy (a m xture j@fgshonmeopat hi ¢ aquegy@gedi | utions C12, 03@,95C200 of
each conmponent); Goup 4 - 5 m/kg (10 m/kg dose) of the conparison drug
(losartan); and Goup 5 - 5 m/kg of Hstilled water. Two tines a
week, 2 to 6 hours after admnistration of VSD anti bodi es and | osartan,
systolic blood pressure (SBP) was neasured by an indirect nethod in a tail
artery (using a cuff). The Table 6 shows the dynam cs of changes in
systolic blood pressure in NISAG line rats, neasured by indirect nethod.
Table 6. Indicator Initial SBP in mmHg SBP after 28 days of nedicine

adm nistration in mtHg



A in conparison with the initial level, in nHg %of the initial |evel VSD
anti bodies to G termnal fragnent Al of 176 150 -26 -14.7% WO

2012/ 007 3%B6RCI/M0BR611/ 002350 hunman angi otensin || recepPom/IB2011/MBB50

anti bodi es to endot helial NO synthase 175 164.5 -10.5 -6% Conbi nati on
medi ci ne on the basis of VSD antibodies to C-tailed fragnent Al of
angiotensin Il receptor and to endot helial NGsynthase 179.5 140 -39.5 -22%
Losartan 173.5 140.5 -33 -19% Control (distilled water)

Leu Ala Ala Glu Val His Arg Val Leu Cys Leu Glu Arg Gly His

1096 1100 1105 1110
Met Phe Val Cys Gly Asp Val Thr Met Ala Thr Asn Val Leu Gln
1111 1115 1120 1125
Thr Val Gln Arg Ile Leu Ala Thr Glu Gly Asp Met Glu Leu Asp
1126 1130 1135 | 1140
Glu Ala Gly Asp Val Ile Gly Val Leu Arg Asp Gln Gln Arg Tyr
1141 1145 1150 1155
His Glu Asp Ile Phe Gly Leu Thr Leu Arg Thr Gln Glu Val Thr
1156 1160 1165 1170
Ser Arg Ile Arg Thr Gln Ser Phe Ser Leu Gln Glu Arg Gln Leu
1171 1175 1180 1185
Arg Gly Ala Val Pro Trp Ala Phe Asp Pro Pro Gly Ser Asp Thr
1186 1190 1195 1200
Asn Ser Pro

1201 1203

To obtain polyclonal antibodies to NO synthase, it is also possible to use a

fragment of NO synthase, selected, for example, from the following sequences:

SEQ ID NO: 3

Pro Trp Ala Phe

1192 1195

SEQ ID NO: 4
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181 178 -3 -1.6% Exanple 6. The experinental studiy investigated the
effects of antibodies to the Ctermnal fragnent to the insulin receptor
13- subuniwoabfzaorg4y purified on antigen, in ultra-|ow desgiBuht/ed2&d by
super dilution of the initial matrix solution 10012, 1003, 100200 ti nes
(ULD anti-1R), antibodies to endothelial NO synthase affinity purified on
antigen, in ultra-low dose, obtained by hyper-dilution of the initial
matri x solution 100 12, 1003, 10020 (ULD anti-ULD anti-eNOS), as well as

t he conmbgngtalanvef medd ra-1 ow doses of antibodies to the C-termnal fragnent
to the insulin receptor 13-subunit and ultra-|Iow dose of antibodies to
endot hel { pdg NO- synfgse (ULD anti-1R + ULD anti-eNCS). In the study,
150 nmal e Wstar were used (wei ght at begi nning of study 250-300 g, age
3.5-4 nng E%&’ ép rats were intact. The rest were intravenously injected
With str E NBPePn at the dose of 50 ng/ kg (experinmental nodel of diabetes
mellitus). 72 hours after injection of streptozotocin, rats with bl ood

pl asma gl ucose | evel not |less than 12 nmpl/ 1 were sel ected, di vitdd&d into 7
groups (20 rats in each), which over 21 days were given distilé@water (5
m / kg/ daytS bR 25T 151 fthagist B Tsp Aigdhe AP B fnct §5/1W%/Pd-’é>y,
subcut ankb881y), Rosi glit%one(r) (8 ng/ kg/ld®p, twice daily 200

i ntragas®$P cEMF yBLo Gy HHQ-1R (2.5 m/kg/day in a volunme of 5 nml/kg/day,
once dait40} ntragastricedd%y), ULD anti-1R + ULD anti-eNOS (5 nl/kg/ day,
once daily intragastrically), and al so Rosiglitazone(r) and insulin(r)
together_or ULD anti-IR + ULD anti-eNCS and insulin(r), WO

2012/ 007889PEMINPBS011/ 002350 according to reginmes corresponding to each
preparation (as described above). Intact rats received distilled water in
the same volume. On days 7, 14 and 21 ofrlinjFd& iAe® SroprePacadti 849 in rats,
fasting bl ood pl asma gl ucose | evel neasdr@fWdi%h enzymatic net hd@00gl ucose
oxi dase MR WO BHQ 154M iB4ati on of "glucose FKD' kits (Russia). O al
gl ucose t¥0krance test YA83TT) was performed on day 14 of the study (day 14
of adm nistration of preparation) according to standard nethod (Du Vi gneaud
and Karr 1923&. The rats were starving at water for 18 hours. 60 mn
before tPEQID Ot'ﬁey were | ast given test substances. Intact rats received
distilled water in the sane volune. 3 ucose was adm ni stered per os 50% w w
wat er gl iEdsEE MR DY AgMed Fra drendilghthe 8sPum gl ucose of bl ood

sanpl e f¥b¥tail vein vVddheasured by usindl98lddése FKD' kit (000
"Pharamaceutical and clinical diagnostics, Russia, ww. fkd.ru) at 0, 30,

60, 90, 120 m n. Mean area under the curve (AUC) concentration of bl ood

gl ucose over tinme was cal cul at ed. I njection of streptozotocin led to
a substqﬂ$§3blh géease in blood plasma glucose of rats in conparison with

i ntact ani S @1 mmol/1 versus 3.5 mmvol/ 1, p<0.05). In the ULD anti-IR

group, . day 7,,.14 and 21 i njectjon_aqf eparation, glucqgse | evel was
| over tthajirgéi'ne‘{ K& %o yrci ;lg(r?’ft?&pryﬁ)? fpzéﬁ/baqgs’ vzfagé’,mhﬁ@v@ y girf’f er ences
did not ea%gH?E§tat'sﬁi@ ly significant | Vel . The conbinati df%8f ULD
anti-ll?izgaéiﬁjja i s%vre efficacious; the decrease in glucose |evel
on days 1 nd 21 of t (E&perinent were 47% and 42% respectively (p<0.05
versus control). The reference preparation, Rosiglitazone, also | owered
gl ucose le f i o rti t

TRk dRentidrylfrorBlurelfd? prébﬁrgéﬁfﬁf Otf@ﬁart@; %@&nél%tﬁgﬁ%&%

reached statistical significance on e nt on
p<0. 0NQ &ysthaseomay dpg described lassiollows. i inj & ddyatbefore bloodhsarapiirg;t 143e

dose ¢ i . t effectively | d al

over MEVEAPES inBehdfs Bf the BegRbd AlUHH)o N RRoE Looiefotblls' B PhieRo iR o)

(Fi gu!leyeﬁ]of dac{lydbmll gnﬁgfbdi%é(enln thetmblancmuoﬂ dtheadim s hmohamﬁrhkn&aitm?,?bidmdgvas
e 1 Nn e Stu an S u e .was neasur our arter 1ts

?Jf]j ec??m?,'e%fec%‘(ﬁps@ test fis ABRROA BVl Bxpicall. e mawmur [Rveh of gamung

bl 0od rgddtionsst the ¢elubledrtigts ist dbHieRACKARIAWIIL] 60 Wa§s RRkr BRS APl Aoy

il
determ ne what the effect of the conbined use of insulin ang*rggfétitazone
or i ndif iAntiges Yerpl eampletion mfi therfirst ammunization; syclem@bbits have a 30-day
2012/ 007845PCT/ 1B2011/ 002350 d 2cose tol erance disturbance (reduction"
in glucose utilization by the body) is one of the nost inportant indicators
in diagnostic and treatnment of diabetes nellitus. In intact animals, in the
oral glucose tolerance test (day 14 of injection of preparations), conplex
preparation ULD anti-1R + ULD anti-eNGOS and insulin nost effectively
i ncreased glucose tol erance when adm ni stered al one. Rosiglitazone al so
reduced the area under concentration over tine curve (increased gl ucose
tol erance); however, its efficacy was not statistically significant versus
the control group (Figure 2). Exanple 7. The experinental studiy
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To sinmulate the condition of notion sickness and eval uate the effectiveness
of studied drugs the nost appropriate and recogni zed ki netosis nodels -
test w thweeonorsssous cumnul ative ef fect of accel erati oRSTHB20CO0G12050 S
(CCEAC) was used. Initial tolerance of CCEAC test in all study subjects was
not nore than 5 m nutes. Vestibul ar-vegetative di sorders provoked by
kinetic effect (CCEAC) were registered with usage of conplex of diagnostic
met hods i ncl udi ng subject's exam nation, quantitative eval uation of

di sor dehabiffati¥Bs bbRbd araftéed AR ( Sks3 of
heart rate variability a{%?R\/)%%gn\ggsfel f- é%étﬂggtm)‘%f b%é@t‘?%?\‘gﬁﬁ cgﬁgﬁelyolr‘\%( VBAM
- wel I'U%%YQE@US&@?PWQS,/ and nood). As the criteria of effl ci ency of
conduct ed t t tple recov erjod
ot ki net i o 1npPain, e Eataitng' e UBRFER, BNHbGR &Y Insh ol iREE, tats

evi derideodfis solisaied -frarh cabbitsicridoplacedyist adgsml) cetdRidgentidees Hrottdt degge of

Bi Vel | t devel oped by AWS, LLC d th
i or RETEHAR e S8 SEERraTR,feoTuar Wb & W teTs PR Grics Mo tRRCRSI Tl
Aer i ghe cldt ¢ tHeoRIBESIePhAITYTHS BRDUAE 'tﬁléﬁ p%'&@d Wé'\ﬂeﬂ?gte@ato??& &l ﬁ@)ﬁt aftHeer i a

wer e character, evidence and terns of a%ence of “probabl e advérse events

(AE) i tAmpREaturecefiahant 441C. thmiczmrmdg e 0N theosstape remdvedi et ed
th

char actor (Cuiiihg' Mgkis BSAHARED, Tor Mo Mhff 4 B0 ldtRR cBel  iiflys

nmovi nPupsreatani o) i, thertargetrmtcsfermnrrprbe rakttained esntisecum (i 3k ally lyellow.

dynam and f nal . fact eart r stolic, and
) na 0% O NBRY B Rint SPRcatlong iaa & e dntBnim 8 Siral sbnes Gatanof

(i ndex0.0d%Hamdvstorkdsefore e§é )n fr@@éreénateﬂaﬂh@&éﬁwﬂuaé bferzoscr&l WitHRE NaN;

adm n| ira |on and after 7- course adm nistration of the conbination ULD

ant i - 8t i temperaiuse of r(Q (,CN@—@ separate the targat antibpdies 40 @a@mma interfsramfresr or e
bei ngthélgﬁ{%qngm ‘g}% @dlné er screening the
subj ect s vvére ranmé(;fr?lmgg'd@ltérﬁag 4 reg%sgrr?@ﬂs n%%li‘%§wt%'\t§|§8100+antl eNGs,
Goup 2 - UQD“bﬁftiheS?!!U@eﬂ(B‘lmip'aBblts X ﬁweﬂdﬁswlthrﬁﬂﬁil\d)m}acl aftpd whidho) .

poychd: 28 NagQl i aadef mbefard ity bt 74D hofisotih| PReibeatis
wer e tremnvgm bymeﬁtrifagét&ms dllf.ltdchm 1@apetphosphdtdbafiét Ql@dildfeﬂyzéd)éd;émeﬁtﬂéy

admnlstr lU&gqo C test. The duration of the test was registered;
veget 36M% “HUBé’Ped?'g %fa@blgﬁateﬂmer?té{rat/éﬁe&'Gerﬁﬁdulraﬁnglﬁdﬁﬁ@ygdw&\ee

det eC@@mwhhb éﬁ;ﬁebeﬂopaODEAEC&Tmllc% ebREN DhidhcBE Y z%lsﬁﬁatﬁ' Buffdie Agwt 2-6
days the sub} ect were given 1 tablet three tines a e prescribed

dr ug. aptibedieiragtiondg@eteymined by nnemwmbjtbemtloairdengntyeﬁthmluem 2B%ame as

bet or o and | F 1 ore(eH sHtecapuibddIEs SRTRL AR s o SHIRE BRSSP RSET B =

st udy attachingdie ObVwméd entllyod/le$ o N® sgnihiase tiocatée ot theyingelableamatrixedf thed

per sopbratmeolalfy mhde i oiBredusnt oy in b inasoireled sustuin HlLE RIS, er o

washout pefrh@desalting ftﬁifféiﬁcbdﬁtldmlscbséd‘%snﬁh\é’ lﬁftiég s@futlBhafb‘?tiﬁeVI’ﬁ)?n&Sﬁ‘a"‘tﬁfc' bed
to SUbJﬁ‘r‘eCts of each grou the cycle of study repeated (Misit 1,

the cOUWEQn procgge useddorggareths @ctwtedrngtent'atﬂd fvgmm thet am;bm Jej ect
t ook t C in
cach Drorored qapenffirb ! e Shitlh methi soidion: 8F the $RKGEN-RATEY Bfoghal

al | O\Aﬁbmﬂ@ﬂb@d%rtom syothageds Othto 5. ﬁfmg/amcprediérabl}de\ﬂ tJhJ&IO mghwll i arities

of a test t effect. The anal ysis, of drug effici ency
was conduc?gé g&y@ﬁngl %ny)g&egl QggLpu §u%'PE’@f%3{V\W(9'WC'B | 858d

ful | obtairss bf 6tsudila?dmdalthtgjdlm k@ta@cmémolal éémwearmr%otﬁéhamo 42
WO 2012/ 07845PCT .1 B2011/ 002 The evi dence factors of synptons of
nDtIOﬁrg aRqmaawd psigg an H@ﬂ“ inactivity, skin pallor, sweatiness,

etc.) after kinetic influence (CCEAC) against the background of single-day
i nt ake of studied drugs evidenced that all the study subjects have gai ned
roughly the sane state of notion sickness as far as the evidence of
assessed synptons of vegetative dysfuwiction on Halle's scale by

physi ci an-researcher was not differed significantly in all groups (Table 7,
Visit 1). However, while the kinetic affect which cause simlar synptons of
notion sickness was different in four groups and was dependent on the drug
whi ch was taken by the subjects of the study (Table 8, Visit 1). One-day

i ntake of ULD anti-S100 + anti-eNCS preparation led to nost clearly anti
notion sickness effect which manifested itself not only in significantly
nore tinme of tolerance of CCEAC test (104.10 13.14 sec. vs. 68.50 6.57
sec. - in the group of ULD anti - S100; 75 00 6 79 ‘sec. - |n the group of

Mmoo~ a1 " R LSS ~ A ”~ ~ A - - o o o a o o o



WD 2012/ 007845PCT/ 1 B2011/ 002350 ULD anti-S100 13. 300.65 12.300.46 ULD
anti-eNOS 13.100.78 12.000.55 Placebo 13.400.77 13.300.45 Table 8 The
dynam cs wb 20rdexsas of CCEAC t est dependi ng on applied pcEpRzal/Haaso
Preparation Visit 1 (one-day intake) Tolerance of CCEAC test, sec. (n=15;
MBD) Nystagnus time, sec. (n=15; MSD) Recovery tine, sec. (n=15; MSD) ULD
anti-S100 + anti- eNOS 104.1013.14 ** 9.901.20 * 96.9013.54 *** ULD
anti-S100 68.506.57 x 13.501.51

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 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), 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 NO synthase 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 preferred
activated potentiated forms 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

22



194. 2018. 45 xxx ULD anti-eNOS 75.006.79 16.101.68 202.5021. 72 xxx Pl acebo

61. 303. 15 13. 301. 12 241, 7038,41 P value on Kruskal-Wallis test | 0.0182

0. 0658 0,W0Q012/00%848it 2 (course intake) ULD anti-S100 +PamiiB201&N2Ss0

134, 7020, 24 ** 9,501,38 ** 117,9015,65 ** ULD anti-S100 82, 7010, 33

13,501, 69 167,5014,72 x ULD anti-eNCS 74, 309,49 x 17, 302,40 xxx 209, 2021, 62

xx Pl acebo 63, 703,91 15,001, 47 199, 6031, 19
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).

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 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
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P val ue on Kruskal-VWallis test" 0,0341 0,0244 0,0061 Notes: WO

2012/ 007845PCT/ 1B2011/ 002350 1for determ nation of significant difference
bet ween gwoupr/ihsasKr uskal -Wal lis test was used. |f thePCT/IBt@sbo2ssiowed a
significant difference of p <0.05 for conpari son between groups agai nst
each other the Mann-Witney test was used. * the significant difference in
conpari son with placebo, p<0,05; ** the significant difference in

conpari son with placebo, p<0,01; *** the significant difference in
conpardagidts \Wré Nadtbss @b, isermBit00rhe ghernsa@muﬁalc@éﬁag@ for@r @By FutRe CPIERAfel SON
with ULD anti-S100 + anti-eNGCS, 05; XXthe significant difference in
conparstasiardirharoaeeuical exgipignis, éﬂﬁ example, niciocystalline celiylgse,Haagnesiumi cant
di ffer, on with ULD anti-S100 + anti-eNGCS, p<O0, 001.

The ana ygléséhfeif%é%? the rest condition (in sitting position) before and
after the CTbErEXanaple C(fmbperagpndﬁttbetseﬂdtthdosagstofrads$ercémrmbeh:gv sfliody

drugs ndency to.an i edrate N jndicating a re seln
neart Pratart, B SERTorg . 15838 ol et O PraRR e oo R gPale i,

r esporiebos or kqieduscalebheli sdlatiensd oftth@@tcmtedgmemratédn ﬂarﬁﬁbt@mtﬂfodfé‘é&oSD

I ncreased which characterijzes the act|V|t% of the parasyrrpat hetic corrponent

of aut¥Fidmine racyuatedrratentiated Harmgr fuart {o NP tsyethassperd ithe pativased
ant i -%%tttémfdmﬁamtm@.ééua ﬁfﬁ‘bhd%@f% i nhdlEERBIR the r+1 gbw{g al so
indicated a shift in autonom c bal an t par asynpat heti c

af t er of @ntibedy ﬁgluc@EAo:ﬁt esd kgwoélactcgaeo(jp@ to Het1®). whe effect iopregnation, the

e S MBL SraEd S5E SgdRed B dallon, fR BT I, SRR BORHS g U

2012/ MHBQSM/pIaBitO(blg OGHRMA Piotibetter Httin tGrhbH) nwitldl 3ybsegwdre) drying Via2

(cour%%a'{erat %h’e?lowAgtt ertetn'rllger%{uurg i)nlt ak%o‘%.t ?‘Let gsetimated 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.
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CCEAC test After the drug intake After the CCEAC test ULD anti-S100 +
anti-eNGCS group (MsSD) SDNN, nmsec. 57.75.51 68.27.42 59.45.03 65. 64. 66
RVESD, newo0.20003016577 51.49. 22 47.06. 21 47.65. 33 TP, nsecI/IR2087/60283086. 06
1678.3397.1 1# 1067.2167.24 1381.0166.30 LF, nsec. 2 437.5709.6 709.6178.72
391. 975. 61 588.587.48 HF, nsec 2 171.551.08 228.476. 79 206. 558. 32
218. 543. 96
Preferably, for the purpose of treatment, the combination of the invention is
administered from once daily to four times daily, preferably twice daily, each
administration including one or two combination unit dosage forms.
The invention is further illustrated with reference to the appended non-limiting

examples.

EXAMPLES
Example 1.

Study of effect of a complex preparation containing ultralow doses (ULD) of
activated — potentiated forms of polyclonal affinity purified rabbit antibodies to brain-
specific protein S-100 (anti-S100) and endothelial NO-synthase (anti-eNOS), obtained
by super-dilution of initial matrix solution (concentration: 2.5 mg/ml) (100'?, 100%°, 100%°°
times), equivalent to a blend of centesimal homeopathic dilutions C12, C30, C200 (ratio:
1:1) (ULD of anti-S100+anti-eNOS), as well as its components - activated — potentiated
form of polyclonal affinity purified rabbit antibodies to ultralow doses (ULD) of brain-
specific protein S-100 (anti-S100), purified on antigen, obtained by super-dilution of
initial matrix solution (100", 100%°, 100?® times, equivalent to a blend of centesimal
homeopathic dilution C12, C30, C200, and activated — potentiated form of polyclonal
rabbit antibodies to ultralow dose of endothelial NO-synthase (ULD of anti-eNOS),
obtained by super-dilution of initial matrix solution (100", 100%°, 100?°° times), equivalent
to a blend of centesimal homeopathic dilution C12, C30, C200 in vitro on binding of
standard ligand [3H]pentazocine to human recombinant o1 receptor was evaluated using
radioligand method. Potentiated distilled water (blend of homeopathic dilutions

C12+C30+C200) was used as test preparations control.

Sigma-1 (o1) receptor - an intracellular one which is localized in the cells of central
nervous system, the cells of the most of peripheral tissues and immune component cells.
Receptors exhibit a unique ability to be translocated which is caused by many
psychotropic medications. The dynamics of sigma-1 receptors is directly linked to
various influences which are performed by preparations acting to the sigma-1 receptors.
These effects include the regulation of activity channels, ecocytosis, signal transferring,
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LF/ HF, cu. 4.20.82 4.90.83 3.30.83 4.20.91 ULD anti-S100 group (MSD) SDNN,
msec. 60.94.62 70.95.90 59.14.80 68.84.87 RVESD, msec. 44.35.39 50.66.56
42. 44. 63 WO.28B/BT84FP, msec. 2 832.2124.93* 1342.8217.0 9C3AR20414@398

1288. 0163.52 # LF, msec. 2 315.252.38* 550.972. 44# 313.666. 71 540. 787. 57#
HF, msec. 2 151.441.19 247.069.53# 138.338.42 187.139. 80

remodeling of the plasma membrane (formation of rafts) and lipid transportation /
metabolism. All this can contribute to the plasticity of neurons in a brain. There is
evidence that the sigma-1 receptors have a modulating effect on all the major
neuromediator systems: noradrenergic, serotonergic, dopaminergic, cholinergic systems
and NMDA- adjustable glutamate effects. Sigma-1 receptor plays an important role in
the pathophysiology of neurodegenerative diseases (e.g., Alzheimer's disease,
Parkinson), psychiatric and affective disorders and stroke:; and italso takes part in the
processes of learning and memory. In this regard, the ability of drugs to influence the
efficiency of interaction of ligands with sigma-1 receptor indicates on the presence of
neuroprotective, anti-ischemic, anxiolytic, antidepressant and anti astenic components in
the spectrum of its pharmacological activity that allows the consideration of these drugs

as effective preparations particularly for the treatment of cerebrovascular diseases.

During the test (to measure total binding) 20 pl of complex preparation of ULD of
anti-S100+anti-eNOS or 10 pl of ULD of AB to S100 or 10 pl of ULD of AB to NOS were
transferred in the incubation medium. Thus, the quantity of ULD of anti-S100+anti-
eNOS, transferred into the test basin when testing the complex preparation was identical
to that of ULD of AB to S100 and ULD of AB to NOS tested as monopreparations, which
allow comparing the efficiency of the preparation to its separate components. 20 ul and

10 pl of potentiated water were transferred in the incubation medium.

Further, 160 pl (about 200ug of protein) of Jurkat cell line membranes homogenate
(human leukemic T-lymphocyte line), and finally, 20 pl of tritium-labeled radioligand

PHlpentazocine (15 nm) were transferred.

In order to measure noﬁ-speciﬁc binding, 20 pl of non-labeled ligand- haloperidol
(10 uM) were transferred in the incubation medium instead of the preparations or

potentiated water.

Radioactivity was measured using a scintillometer (Topcount, Packard) and
scintillation blend (Microscint 0, Packard) following the incubation within 120 minutes at
22°C in 50 mM Tris-HCI buffer (PH = 7,4) and filtration using fiberglass filters (GF/B,
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LF/HF, c.u. 3.00.54 4.00.72 2.80.53 4.00.52 ULD anti-eNCS group (MSD) SDNN,
msec. 67.47.73 78.66.14 65.88.68 69.05.23 WO 2012/ 007845PCT/ | B2011/ 002350
RVESD, newo0.2083008586 58.447. 68 59.612. 45 52.25.30 TP, We@aB221/0@050. 8324. 24
1841.1359. 7 O# 1232.3292.51 1275.44172.47 LF, nmsec. 2 576.5167. 07
849.9194. 2# 527.2167.07 562.1: 039.38 HF, nsec. 2 313.3139.90 285. 365. 92

Packard). Specific binding (during the test or control) was calculated as a difference
between total (during the test or control) and non-specific binding.

Results are represented as percentage of specific binding inhibition in control

(distilled water was used as control) (Table 1).

Table 1.
% of radioligand specific binding in % of
Quantity control radioligand
Test group | per test = - binding
basin 1” test 2" test Average inhibition in
control
ULD of anti- 58,0
S100+anti- | 20 pl
eNOS 48,4 35,5 42,0
ULD of anti- 10 ul _ 34,8
S100 H 67,3 63,1 65,2
ULD of anti- 10 ul -54,3
eNOS H 147,5 161,1 154,3
Potentiated 20 ul 13,1
water H 98,1 75,8 86,9
Potentiated 10 ul -23,2
water H 140,1 1086,2 123,2

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

Note: % of specific binding in control = (specific binding during the test/ specific
binding in control)* 100%; ‘

% of specific binding inhibition in control = 100% - (specific binding during the
test/ specific binding in control) * 100%).
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218.974.78 216.363.72 LF/HF, c.u. 3.60.87 3.90.82 3.71.14 3.80.58 Pl acebo
group (MSD) SDNN, nsec. 64.66.10 75.76.42 61.16.72 70.86.79 RMSSD, nsec.

50. 97. 74 \§0.208/0928444. 66. 63 44.35.31 TP, nsec. 2 1062. 21B0T0B20190238B818. 9 6#
898. 8169. 62 1418.5227.59 # LF, nmsec. 2 440.677.30 832.4181.15 334.875.94
611. 4113. 64# HF, nsec. 2

The outcomes reflecting inhibition above 50% represent significant effects of the
tested compounds; inhibition from 25% to 50% confirm mild to moderate effects;
inhibition less than 25% is considered to be insignificant effect of the tested compound

and is within background level.

Therefore, the conditions of this test model showed that the complex preparation
of ULD of anti-S100+anti-eNOS is more efficient than its separate components (ULD of
anti-S100 and ULD of anti-eNOS) in inhibiting the binding of standard radioligand
[3H]pentézocine to human recombinant o1 receptor; ULD of anti-S100, transferred into
the test basin, namely 10 pl, inhibit the binding of standard radioligand [3H]pentazocine
to human recombinant o1 receptor, but the effect intensity is inferior to that of the
complex preparation of ULD of anti-S100+anti-eNOS; ULD of anti-eNOS, transferred
into the test basin, namely 10 pl, had no effect on the binding of standard radioligand
[3H]pentazocine to human recombinant o1 receptor; potentiated water, transferred into
the test basin, namely 10 pl or 20 pl, had no effect on the binding of standard radioligand

[3H]pentazocine to human recombinant o1 receptor.

Example 2.

Alzheimer's disease (AD) is a neurodegenerative disease that is characterized by
lowering of cognitive functions, memory deterioration, confused consciousness, and
emotional changes. Although the main cause of this pathology is nowadays considered
the accumulation of beta amyloid which leads to the formation of beta-amyloid plaques
and neurofibrillary tangles in brain tissues; AD is also accompanied by a deficiency of
cholinergic system. This is the basis of a most common way of modeling of AD in
animals with the help of antagonist of cholinergic system of scopolamine. Injection of
scopolamine into experimental animals (usually rats or mice) interrupts the ability to

learn and leads to deterioration of memory.

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

including Morris water maze. The essence of this test is that the animals are released
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group recelT\hmgeffeh:évmﬂmsnt rals uitb aﬁ‘snopomnm% anmésia NGS t(nﬁalmloemmmcnnd

11). T rt f. the_ st u
ort ho a"i%g g:ges({é? fpﬁé/)r ?Pg%gqf‘ér ﬁ?ﬁ@t V(ég@(_? n%d?'&ﬁe?%tfva\)%/% PPteft'ﬁﬁ?e day
i nt ake‘))rrh@ siftpcﬂydl@:mlr@‘ﬁnntwtp@hﬁéd o aatigev Wl r‘abbﬁ@aﬁf—éﬁcuﬁ&ﬁ&ﬁeh‘@ss Aa er
drug | lée ASter CCEAC si
100 d to endothe ial NO-syntheses (anti-eNOS) in ultra low doses (ULD)
obtained by super dilution of storage stock solution (with concentration of 2.5 mg/ml) in
1002, 100®°, 100%® times, equivalent to centesimal homeopathic dilutions C12, C30,
C200 (ULD anti-S100 + anti-eNOS) is studied.

In a study of the effectiveness of the drug ULD anti-S100 + anti-eNOS in rats with
scopolamine amnesia (a model of Alzheimer's disease) 48 male rats of the Rj: Wistar
(Han) line (weight 180-280g) were used. During 4 days the rats were subdermally
injecting with normal saline (n = 12, intact) or scopolamine in doze of 0.5 mg / kg (n =
36) (scopolamine-induced amnesia). Rats with scopolamine-induced amnesia were
divided into three groups and administered with distilled water (7.5 ml / kg, n = 12,
control group 1), or ULD anti-S100 (7,5 ml / kg, n = 12, group 2) or ULD anti-S100 +
anti-eNOS (7,5 ml / kg, n = 12, group 3) intragastrically for 9 days (4 days prior to the
injection of scopolamine, 4 days against the background of scopolamine and 1 day after
the last scopolamine injection).

The training session in the Morris water maze was conducted within 4 days of the
scopolamine injection through 60 minutes after administration of tested drugs and 30
minutes after administration of scopolamine (4 sequential tests at interval of 60
seconds). Morris’ maze is a round reservoir (diameter - 150 cm, height - 45 cm) at 30
cm filled with water (26-28 ° C). At 18 cm from the edge of the container there is hidden
platform (diameter - 15 cm) buried on 1.5 cm below the water level. Cloudy water made

. by adding a non-toxic dye (e.g., milk powder) makes the platform invisible. For each test
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ULD anti-S100 + anti-eNOS (MSD) G oup Exercise reaction, c.u. 1.300.06

1.400.04 1.300.06 1.400.06 Reaction tinme, sec. 13.91.14*x 12.71. 24*

11. 80. 57 W0.20/@B4St abi | i zation time, sec. 24.21.28*x 2PCIABMI1/0@205060. 74

22.41.44*x ULD anti-S100 (MSD) G oup Exercise reaction, c.u. 1.400.04

1.300.04 1.300.04 1.300.05 Reaction tinme, sec. 7.601.05 10.61.55 9.71.21

10.01.73 Stabilization time, sec. 15.11.16* 18.31.43 18.01.18
the animal was placed in a maze in one of the initial points that are equidistant from the
hidden platform and the animal was allowed to find the platform. If the animal could not
find the platform within 120 seconds, the animal was put on the platform and left for 60
seconds and the test was restarted. During the four tests in random order the animals
began to walk through the maze twice from each starting point. The tests were recorded
on videotape and then analyzed for distance overcomes searching the platform in each
trial and the latent period of searching for the platform. On day 5 the test was
performed: the platform was removed from the maze and rats were given free float for

60 seconds. The time spent in the place where the platform used to be was recorded.

The administration of scopolamine significantly worsened the ability of animals to
learn. In the control group the time spent by animals searching for platforms and the
distance that animals swam searching for the platform, significantly increased (Table 2,
3). The test shows that the memory of animals in the control group worsened: the
animals in this group spent less time in the place where the platform used to be located
than intact animals (Table 4). The administration of ULD anti-S100 didn’t lead to
improvement of the studied parameters (Tables 2, 3, 4). The administration of ULD anti-
S100 + anti-eNOS led to some improvement in learning which resulted in a shortening of
the latent time of the platform search time (Table 2) and covered distance (Table 3)
within 4 days of training and an improvement of memory as reflected in increase of the

time spent in a place where the platform used to be located (Table 4).

Table 2.

Latent period of the platform search, sec

Group Training

1 day 2" day 3% day 4"
day

Intact, n=12 54.716.2 30.81+2.8 26.915.1 20.5+3.6
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18.01.80 ULD anti-eNOS (MsD) G oup Exercise reaction, c.u. 1.300.04
1.300.04 1.50 0.12 1.300.04 Reaction tinme, sec. 8.200.94 9.101.12 9.2
0.77 8.30WdQotmiE4Ei zation tinme, 16.51.02 17.11.33 19. 0PCZ/AB2011/60238). 98
2012/ 007845PCT/ 1 B2011/ 002350 sec. Pl acebo group (MSD) Exercise

reaction, C. u. 1.300.04 1.300.04 1.40 0.06 1.300.06
Control, n=12 100.1+6.8*** | 92.4+9.3*** 81.4+10.7*** | 77.719.4***
ULD anti-S100, n=12 106.8+7.0 99.3t7.8 95.619.0 80.4+11.1
ULD anti-S100 + anti- 94.417.2 90.7+8.2 78.318.6 60.1£10.2
eNOS, n=12
*** - difference from intact is significant, p<0.05
Table 3.
Distance overcome to search the platform, cm
Group Training
1% day 2" day 3" day 4™ day
Intact, n=12 1055.7+94.6 659.5£62.2 564.8+119.3 |406.1+61.2
Control, n=12 | 2587.14217.2*** | 2559.6+250.5*** | 2397.9+312.6 | 2366.1+293.8***

ULD anti-
S$100, n=12

2797.2+208.9

2865.2+255.1

2857.0+300.8

2457.41+344 .4

| ULD anti-S100
+ anti-eNOS,
n=12

2434.3+222.8

2529.9+282.7

2344.2+283.0

1905.1+343.7

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

Table 4.

Time spent in a place where the platform used to be located, sec.

Group Test
0-30 sec. 30-60 sec. 0-60 sec.
Intact, n=12 40.8+4.1 36.8+3.6 38.5+2.6
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Reaction tinme, sec. 9.51.28 8.10.90 10.4 1.58 8.81.09 Stabilization tine,
sec. 18.30.94 16.81.09 18.0 1.37 16.51.11 Note: * the significant

di f f er enc®OiI201200n§3ar i son wit h pl acebo, 1)50.05); x the ®CynBiO1C02E50
difference in conparison with ULD anti-S100, p50.05. Table 11 The HRV
paranmeters of participants of the study at breath test before and after
kinetic action Paranmeter Visit 1 (one-day intake) Visit 2 (course intake)
After drug intake After CCEAC test After drug intake After CCEAC test ULD

ant i -|[S36ftrdi, ae12 - eNOS (MBD) G ¢up 43Qrgeit at ijorg. g@aKxgHR 7 M i g £7o+

ULD anti-S100, n=12 13.3+2.1 21.5+2.6 17.611.3

ULD anti-S100 + anti-eNOS,

19.1+4.8 23.812.2 21,2425
n=12

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

Thus, in model of Alzheimer's disease, the administratoin of the complex ULD
anti-S100 + anti-eNOS was more effective in comparison with administration of ULD

anti-S100 and vehicle.

Example 3.

The preclinical research studied the ultra low doses (ULD) of activated —
potentiated forms of polyclonal affinity purified rabbit antibodies to brain-specific protein
S-100 (anti-S100) purified on antigen, and endothelial NO-synthase (anti-eNOS),
obtained by super-dilution of initial matrix solution (concentration: 2,5 mg/ml) (100'?,
100%, 100°® times), equivalent to a mixture of centesimal homeopathic dilutions C12,
C30, C200 (ratio: 1:1) (ULD anti-S100+anti-eNOS) in treating ischemic stroke caused by
prefrontal cerebrocortical photothrombosis in rats.

Acute cerebrovascular disease (brain stroke) ranks third among lethality causes
in developed countries and one of the main causes of disability in humans (Gusev E.1.,
2003; Janardhan V., Qureshi A.l., 2004).

The photo-induced thrombosis model meets almost all requirements to the
experimental model of focal cerebral ischemia. The method developed by Watson
(Watson B. et al., 1985) is based on the effect of light with wavelength 560 nm on
photosensitive pigment Bengal rose introduced into the blood flow. Active oxygen forms
are created and caused increase in adhesiveness of endothelium cells and platelets,
and formation of clots closing vascular lumens. The method of ischemic brain lesion
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1.5 0.05* 1.5 0.06 1.5 0.05 1.5 0.05 Dfference max HR - m n HR
beats/mn. 25.1 2.66* 26.5 2.77 26.5 2.37 24.9 2.24* ULD anti-S100
(MSD) G owip 2Cweeid4ati on max HR/ mn HR C. U 1.50.06 PCEOBBE1/00238. 04
1.60.06 Difference WO 2012/ 007845PCT/ 1 B2011/ 002350 max HR - mn HR,
beats/mn. 27.71:2.68 27.22.40 25.72.24

induction by using photo-induced thrombosis is technically simple and to close to clinical
forms of ischemic brain stroke. A great advantage of this model is that it is non-invasive,
i.e. does not require craniotomy and, therefore, more accurately reproduces clinical

picture of cerebral thrombosis.

Thirty seven male Wistar rats (weight: 150-180 g; age: 2-3 months) were included
in the study of the activity of ULD anti-S100+anti-eNOS in rats with ischemic stroke
caused by prefrontal cerebrocortical photothrombosis. Bilateral focal ischemic injury in
prefrontal cerebral cortex in rats was induced using the photochemical thrombosis
method by Watson (Watson B. D. et al., 1985) as modified by 1.V. Viktorov (Romanova
G.A. et al, 1998). Bengal rose (3% solution) was injected in the jugular vein of
anesthetized rats (n=37) (anesthesia: chloral hydrate 300 mg/kg, intraperitoneally).
Using a fiber optic bundle (3 cm in diameter) the light beam from halogen lamp (24 V,
250 W) was delivered to the skull surface above the frontal cortex of the left and right
cerebral hemispheres to induce photothrombosis. Sham-operated rats (n=6) were
subject to the same procedure except administration of bengal rose and exposure to
halogen lamp light. The intact group included 6 rats.

Five days before and 9 days after stoke induction the following preparations were
administered to rats with photothrombosis: distilled water (control-photothrombosis, 5
ml/kg daily, n=12), ULD anti-S100 (5 ml/kg daily, n=7) or ULD anti-S100+anti-eNOS (5
mi/kg daily, n=6). On Day 8 after the operation (or sham operation) conditioned passive
avoidance reflex (CPAR) test was performed to assess learning capability and memory
in rats. Rats were placed in a unit consisting of illuminated site and connected dark
chamber, where animals were exposed to electric foot-shock of 0,45 mA due to which
usually preferred dark chamber became dangerous. Development of conditioned
passive avoidance reflex was tested on the next day. At that, rats were placed in the
illuminated chamber. Latent period of the first entry in the dark chamber was recorded. If
a rat avoided the dark chamber for a long time, a conclusion was made that it
remembered the danger (electric shock). The longer the latent period of entry in the dark

chamber, the better the memory.
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26.92. 67 ULD anti-eNOS (MSD) Group Corellation max HR/ mn HR c.u.
1.51:0.05 1.50.04 1.50.06 1.60.05 Difference max HR - mn HR, beats/ mn.
26.72. 44 RO.282/04845 27.72.47 27.32.12 Pl acebo group ( VMSPLT@B0EI/H@BF0ON max
HR/ mnHR c¢. u. 1.60.07 1.60.06 1.50.05 1.60.05 Difference max HR - mn
HR, beats/mn. 31.23.06 28.22.50 27.72.37 29.22.44

Volume of the stroke lesion was morphologically assessed in a proportion of rats

of experimental groups on Day 9.

In control rats photothrombosis caused formation of a large stroke area and,
therefore, leaded to memory impairment: CPAR reproduction worsened by 9.6%
compared to intact rats and by 22.9% compared to sham-operated (Table 5).
Administration of ULD anti-S100 reduced the stroke volume by 42.2% and improved
memory by 14.0% compared to control-photothrombosis group. Administration of ULD
anti-S100+anti-eNOS was more effective: the stroke volume reduced by 44.0% , and

conditioned reflex reproduction — by 33.4% compared to control-photothrombosis group.

Therefore, administration of the complex preparation of ULD anti-S100 + anti-

eNOS was more efficient than monocomponent preparation of ULD anti-S100.

Table 5.

Volume of focal | Latent period of CPAR
stroke (mm3); the | (seconds), the number

number of animals | of animals

Intact - ~ 135.8 £ 28.8; n=6
Sham-operated - 159.3 £ 18.7; n=6
Control-photothrombosis 3.41 £ 0.5; n=9 122.8 £ 20.9; n=12
Photothrombosis + ULD anti-S100 | 1.97 + 0.6; n=4 140.0 £ 26.5; n=7
Photothrombosis + ULD anti- | 1.91 £ 0.5; n=4 163.8 £ 16.2; n=6

S100+anti-eNOS

Example 4.
Study of the combination of “activated” potentiated forms of antibodies to a C-

terminal fragment of the angiotensin Il AT1-receptor, in a mixture of homeopathic
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Note: * the significant difference in conparison with placebo, 1)50,05
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3. 60. 1012. 080,18200,0dnd .thé . ddbivatedOpdfentiated form of antibodies to endothelial NO-
synthase in a mixture of homeopathic dilutions of C12, C30, C200, was studied, in
solution form, in the SHR rat hypertension model. Investigations were conducted on 40
SHR line male rats from (weight 350450 g, age 4.5 - 5 months) with hypertension, which
were divided into 4 groups of 10 animals each.

For 28 days, the animals were treated as follows. Group 1 - 2.5 ml/kg of the
potentiated activated form of antibodies to a C-terminal fragment AT1 of human
angiotensin |l receptor (a mixture of aqueous dilutions C12, C30, C200) in combination
with 2.5 ml/kg of distilled water, Group 2 — 2.5 ml/kg of the potentiated activated form of
antibodies to endothelial NO-synthase (a mixture of aqueous dilutions C12, C30, C200)
in combination with 2.5 ml/kg of distilled water, Group 3 — 5 mi/kg of the combination
pharmaceutical composition (a mixture of aqueous dilutions C12, C30, C200 for each
component), and Group 4 — 5 ml/kg of distilled water.

Systolic blood pressure (SBP) of awake rats was measured with the aid of an
indirect method in a tail artery (using a cuff) once a week and 9 hours after the last
administration of medicines.

All tested compositions demonstrated hypotensive effect (p<0.05): by 28" day,
systolic blood pressure (SBD) decreased in comparison with the initial level in Group 1
by — 20.6%; in Group 2 by 14.4%; in Group 3 by 27.6%. In the control Group 4, SBD
changes were 1.6% in comparison with the initial values. The results demonstrate a

clear synergistic hypotensive effect of the combination pharmaceutical composition.

Example 5.
Study of the combination of the activated potentiated forms of antibodies to a C-
terminal fragment of angiotensin Il AT1-receptor, in a mixture of homeopathic dilutions of
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ULD anti-eNOS (MSE) Group Well-being 3.90.25 4.10.26 Activity 3.80.25

3.90. 23 Mood 4.40.19 4.60.19 Placebo group (MSE) Well-being 4.00.24

4.00. 24 Aw0I20i20p7843. 80. 20 3. 70. 26 Mood 4. 30. 20 4. 70. 24 pc11B201Tb@338af et y
anal ysi s included data fromall the subjects who participated in the study.
During the observation period a well tolerance of studied preparations was
noti ced. No adverse events associated with drug adm nistration identified.
Al the WD 2012/007845PCT/ 1B2011/ 002350 subjects of studied groups
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in a mixture of homeopathic dilutions of C12, C30, C200, was studied, in solution form,
in the NISAG rat hypertension model. Investigations were conducted on 50 NISAG line
male rats (weight 300 g, age 4 months) with hereditary stipulated stress-sensitive arterial
hypertension, which were divided into 5 groups by 10 animals each.
The animals were given per orally, once a day and for 28 days, the following
medications: Group 1 - 2.5 ml/kg of the activated potentiated form of antibodies to a C-
terminal fragment AT1 of human angiotensin |l receptor (a mixture of dilutions C12, C30,
C200) in combination with 2.5 ml/kg of distilled water; Group 2 — 2.5 ml/kg of the
activated potentiated form of antibodies to endothelial NO-synthase (a mixture of
dilutions C12, C30, C200) in combination with 2.5 mi/kg of distilled water; Group 3 - 5
ml/kg of the combination pharmaceutical composition (a mixture of homeopathic
aqueous dilutions C12, C30, C200 of each component); Group 4 - 5 mi/kg (10 ml/kg
dose) of the comparison drug (losartan); and Group 5 - 5 ml/kg of distilled water.
Two times a week, 2 to 6 hours after administration of VSD antibodies and
losartan, systolic blood pressure (SBP) was measured by an indirect method in a tail
artery (using a cuff). The Table 6 shows the dynamics of changes in systolic blood

pressure in NISAG line rats, measured by indirect method.

Table 6.
Indicator Initial SBP in | SBP after28 | Ain % of the
mmHg days of comparison initial level
medicine with the initial
administration | level, in
in mmHg mmHg
VSD antibodies to C- 176 150 -26 -14.7%
terminal fragment AT1 of
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Visit

CCEAC test After drug intake After

( MSE)
bl ood
bl ood

1 (one-day intake) Visit 2 (course intake) After drug intake After
CCEAC test ULD anti-S100 + anti-eNOS
G owp 2biR/QOseat s/ min) 74.63.36 68.43.67 74.13. 10 6PCTABBA1/BPs50l icC
pressure (mrhg.) 123.42.83 125.94.08 121.82.65 128.34.25 Diastolic
pressure (mrhg.) 74.03.09 79.32.62 76.22.43 80.33.30 Step-test

i ndex

human angiotensin Il
receptor

VSD antibodies to
endothelial NO-synthase

175 164.5 -10.5 -6%

Combination medicine on | 179.5 140 -39.5
the basis of VSD
antibodies to C-tailed
fragment AT1 of
angiotensin Il receptor
and to endothelial NO-

synthase

-22%

Losartan 173.5 140.5 -33 -19%

Control (distilled water) 181 178 -1.6%

Example 6.

The experimental studiy investigated the effects of antibodies to the C-terminal
fragment to the insulin receptor B-subunit affinity purified on antigen, in ultra-low dose,
obtained by super dilution of the initial matrix solution 100'%, 100*°, 100?°° times (ULD
anti-IR), antibodies to endothelial NO-synthase affinity purified on antigen, in ultra-low
dose, obtained by hyper-dilution of the initial matrix solution 1002, 100%, 100?®° (ULD
anti-ULD anti-eNOS), as well as the combination of ultra-low doses of antibodies to the
C-terminal fragment to the insulin receptor B-subunit and ultra-low dose of antibodies to
endothelial NO-synthase (ULD anti-IR + ULD anti-eNOS).

In the study, 150 male Wistar were used (weight at beginning of study 250-300 g,
age 3.5-4 months). 10 rats were intact. The rest were intravenously injected with
streptozotocin at the dose of 50 mg/kg (experimental model of diabetes mellitus). 72
hours after injection of streptozotocin, rats with blood plasma glucose level not less than
12 mmol/l were selected, divided into 7 groups (20 rats in each), which over 21 days
were given distilled water (5 mi/kg/day, once daily intragastrically), insulin® (8
units/kg/day, subcutaneously), Rosiglitazone® (8 mg/kg/day, twice daily intragastrically),
ULD anti-IR (2.5 mi/kg/day in a volume of 5 ml/kg/day, once daily intragastrically), ULD
anti-IR + ULD anti-eNOS (5 ml/kg/day, once daily intragastrically), and also

Rosiglitazone® and insulin® together or ULD anti-IR + ULD anti-eNOS and insulin®,
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according to regimes corresponding to each preparation (as described above). Intact
rats received distilled water in the same volume. On days 7, 14 and 21 of injection of
preparations in rats, fasting blood plasma glucose level measured with enzymatic
method (glucose oxidase method) with utilization of “glucose FKD" kits (Russia).

Oral glucose tolerance test (OGTT) was performed on day 14 of the study (day 14
of administration of preparation) according to standard method (Du Vigneaud and Karr,
1925). The rats were starving at water for 18 hours. 60 min before the test they were last
given test substances. Intact rats received distilled water in the same volume. Glucose
was administered per os 50% w/w water glucose solution (1 g/kg of rat weight). Serum
glucose of blood sample from tail vein was measured by using “Glucose FKD” kit (OO0
"Pharamaceutical and clinical diagnostics, Russia, www.fkd.ru) at 0, 30, 60, 90, 120 min.
Mean area under the curve (AUC) concentration of blood glucose over time was
calculated.

Injection of streptozotocin led to a substantial increase in blood plasma glucose of
rats in comparison with intact animals (18 mmol/l versus 3.5 mmol/l, p<0.05). In the ULD
anti-IR group, on day 7, 14 and 21 of injection of preparation, glucose level was lower
than in the control group by 22-28% on aVerage; however, differences did not reach a
statistically significant level. The combination of ULD anti-IR and anti-eNOS was more
efficacious; the decrease in glucose level on days 14 and 21 of the experiment were
47% and 42%, respectively (p<0.05 versus control). The reference preparation,
Rosiglitazone, also lowered glucose level by day 14 and 21 of the experiment; at that,
the effect reached statistical significance on day 14 of the experiment only (36%, p<0.05
versus control).

Insulin, injected at % of the effective dose (selected in the preliminary study) most
effectively lowered glucose level in all observation periods (down to the level of the intact
control). (Figure 1). It should be taken into account that short-acting insulin was used in
the study and blood plasma glucose was measured 1 hour after its injection, which also
influenced the effect of the % insulin dose on blood glucose level. Against this
background it was not possible to fully determine what the effect of the combined use of

insulin and rosiglitazone or insulin and complex ULD anti-IR + anti-eNOS is.
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Glucose tolerance disturbance (reduction in glucose utilization by the body) is one
of the most important indicators in diagnostic and treatment of diabetes mellitus. In intact
animals, in the oral glucose tolerance test (day 14 of injection of preparations), complex
preparation ULD anti-IR + ULD anti-eNOS and insulin most effectively increased glucose
tolerance when administered alone. Rosiglitazone also reduced the area under
concentration over time curve (increased glucose tolerance); however, its efficacy was

not statistically significant versus the control group (Figure 2).

Example 7.

The experimental studiy investigated the effects of antibodies to the C-terminal
fragment to the insulin receptor B-subunit affinity purified on antigen, in ultra-low dose,
obtained by super dilution of the initial matrix solution 1002, 100*°, 1002 times (ULD
anti-IR), antibodies to endothelial NO-synthase affinity purified on antigen, in ultra-low
dose, obtained by hyper-dilution of the initial matrix solution 100", 100%°, 100%°° (ULD
anti-ULD anti-eNOS), as well as the combination of ultra-low doses of antibodies to the
C-terminal fragment to the insulin receptor B-subunit and ultra-low dose of antibodies to
endothelial NO-synthase (ULD anti-IR + ULD anti-eNOS).

In the study, 36 male Goto-Kakizaki rats were used (weight at beginning of study
250-280 g, age 10-12 weeks). Rats of this line are characterized by spontaneous
development of non-insulin-dependent diabetes. The animals were divided into 3 groups
(12 rats in each) and received either distilled water (5 mi/kg, once daily intragastrically),
or ULD anti-IR (2.5 ml/kg once daily intragastrically), or ULD anti-IR + ULD anti-eNOS (5
ml/kg, once daily intragastrically) for 28 days. Blood plasma glucose level was measured
with the help of a glucose analyzer (Beckman, Fullerton, California, USA) before
beginning injection of preparations and on day 4, 8, 12, 16, 20, 24, 28 of injection of
preparations. On day 28, a glucose tolerance test was carried out (glucose p.o., 1 g/kg).

Injection of ULD anti-IR led to a significant (p<0.05) drop in blood plasma glucose
level of rats; however, the use of complex ULD anti-IR + ULD anti-eNOS was more

efficacious (p<0.001 versus control) (Figure 3).
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' nt akqbo}g’ S1|0E)3°,2 1%%9ddrtisrr?esl,n(gfalégl)ﬂvalent mixture of centesimal homeopathic dilutions
C12, C30, C200; 300 mg tablets impregnated with pharmaceutical composition
contained aqueous-alcohol solutions of (6 mg/tab) activated — potentiated forms of
polyclonal affinity purified rabbit antibodies to brain-specific protein S-100 (anti S-100)
and to eNOS (anti-eNOS) in ultra low dose (ULD), received by super dilution of initial
solution (with concentration of 2.5 mg/ml) in 1002, 100*°, 100?® times, of equivalent
mixture of centesimal homeopathic dilutions C12, C30, C200; (ULD anti-S100+anti-
eNOS); 300 mg tablets impregnated with aqueous-alcohol solution (3 mg/tab.) of
activated - potentiated form of polyclonal rabbit eNOS antibodies purified on antigen in
ultra low dose (ULD anti-eNOS), received by super dilution of initial solution (with
concentration of 2.5 mg/ml) in 100", 100%, 100?® times, of equivalent mixture of
centesimal homeopathic dilutions C12, C30, C200; and as placebo 300 mg -tablets
containing excipients: lactose (lactose monohydrate) - 267 mg, microcrystal cellulose -
30 mg, magnesium stearate - 3 mg.

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

diseases/motion sicknesses which occurs by various vestibular vegetative disorders.
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Dizziness is the typical sign of lesion of the vestibular analyzer of various g;enesis
including dysfunction of the vestibular nerve and cochlear system, circulatory
embarrassment in vertebral basilar system, pathology of the central nervous system
(CNS), etc. Dizziness as a manifestation of kinetosis accompanied with other vestibular-
vegetative disorders which include three types of reactions: the vestibular-motor
(nystagmus and the reaction of deviation), vestibular-sensory (in addition to dizziness,
nystagmus is - (or reaction of post rotation), defensive movements) and vegetative
(nausea, vomiting, sweating, palpitation, heat feeling, pulse and blood pressure

fluctuations).

Double blind placebo controlled comparative study were conducted in parallel
groups consisting of 15 somatically healthy subjects — males and females aged from 15
to 60 years (mean age 33.3+0.75 years) with low (n=5; 33%) or mean (n=10; 67%)
degree of motion sickness resistance in order to test anti motion sickness properties of
various compositions. Group | was given ULD anti-S100+anti-eNOS, Group 2 was qiven
ULD anti-S100 and Group 3 was given anti-eNOS.

To simulate the condition of motion sickness and evaluate the effectiveness of
studied drugs the most appropriate and recognized kinetosis models - test with a
continuous cumulative effect of accelerations by Coriolis (CCEAC) was used. Initial
tolerance of CCEAC test in all study subjects was not more than 5 minutes. Vestibular-
vegetative disorders provoked by kinetic effect (CCEAC) were registered with usage of
complex of diagnostic methods including subject's examination, quantitative evaluation
of disorders of vestibular-vegetative sensitivity (Halle scale), analysis of heart rate
variability (HRV), and self-esteem of functional condition (WBAM — well-being, activity,
and mood). As the criteria of efficiency of conducted therapy the dynamics of tolerance
and extent of recovery period at kinetic influence were assessed as well as alteration of
indexes’ evidence of sensory-motor reactions (nystagmus), HRV indexes (with usage of
Biocom Wellness Scan system, developed by AWS, LLC in accordance with
International Standard of European Cardiologists Association and North American
Electrophysiology Association) and WBAM data. The safety criteria were character,

evidence and terms of emergence of probable adverse events (AE) in the treatment
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period connected with medication intake; influence of studied drugs for indexes which
characterize the function of central nervous system (CNS) (reaction on moving object
(RMQ)), the time of simple motor reaction (TSMR); the dynamics of physical and
functional factors (heart rate (HR), systolic and diastolic blood pressure (SBP, DBP),
Stange’s test; exercise tolerance (index of Harvard step-test). Safety was assessed after
single dose administration and after 7-day course administration of the combination ULD
anti-S-100 and ULD anti-eNOS.

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

On the first day of the study (Visit 1) the initial functional and psycho-physiological
state of the subjects was registered, the subjects were then given 5 tablets of the
respective ULD antibodies, followed by administration of the CCEAC test. The duration
of the test was registered; vegetative-vestibular disorders and AEs related to motion
sickness were detected with the help of a complex diagnostic examination. In the next
2-6 days the subject were given 1 tablet three times a day of the prescribed drug. At the
7" day (Visit 2) the subjects were given the same dosage as on the first day (Visit 1).
The complex of diagnostic studies was conducted before and after the CCEAC test.
The study was organized in such way as study crew would work only with one subject.
The study was parallel and conducted in the first half of a day with participation of, as a
rule, 4 persons in a day, one person for drug or placebo. The next three weeks were
washout period, at the end of which the new drug or placebo was prescribed to subjects
of each group; the cycle of study was being repeated (Visit 1, the course intake of a
drug; Visit 2). Thus, during the study each subject took part in four cycles of study. That
is, each subject participated in each group with a three-week washout period between
each cycle. This allowed the researcher to level the influence of individual peculiarities
of a test person on the treatment effect. The analysis of drug efficiency was conducted
on the data of all the test subjects who has completed the full course of studied drug

intake according to study protocol (n=15).
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The evidence factors of symptoms of motion sickness (vertigo, nausea, inactivity,
skin pallor, sweatiness, etc.) after kinetic influence (CCEAC) against the background of
single-day intake of studied drugs evidenced that all the study subjects have gained
roughly the same state of motion sickness as far as the evidence of assessed symptoms
of vegetative dysfunction on Halle's scale by physician-researcher was not differed
significantly in all groups (Table 7, Visit 1). However, while the kinetic affect which
cause similar symptoms ‘of motion sickness was different in four groups and was
dependent on the drug which was taken by the subjects of the study (Table 8, Visit 1).
One-day intake of ULD anti-S100 + anti-eNOS preparation led to most clearly anti
motion sickness effect which manifested itself not only in significantly more time of
tolerance of CCEAC test (104.10 + 13.14 sec. vs. 68.50 + 6.57 sec. - in the group of
ULD anti-S100; 75.00 + 6.79 sec. — in the group of ULD anti-eNOS and 61.30 + 3.15
sec. - in the placebo group) but also in the least time of nystagmus (9.90 + 1.20 sec. vs.
13.50 + 1.51; 16.10 + 1.68 and 13.30 + 1.12 sec., respectively) and in maximal rapid
recovery (96.90 + 13.54 sec. vs. 194.20 + 18.45; 202.50 + 21.72 and 241.70 + 38.41

sec., respectively).

Roughly similar indexes were registered at Visit 2 after receiving a course of
drugs. To achieve the similar symptoms of motion sickness (Table 7, Visit 2) the longest
time of kinetic impact was applied to the subjects who has been receiving the
composition of ULD anti-S100 + anti-eNOS (Table 8, Visit 2) for 7 days. The most
pronounced anti motion sickness effect of the composition of ULD anti-S100 + anti-
eNOS was expressed in significantly less time of nystagmus (9,50 + 1,38 sec, p <0.01)
and duration of the recovery period (117.90 + 15.65 sec; p <0.01). The monocomponent
preparation ULD anti-S100 had anti motion sickness action as better indexes of
tolerance of CCEAC test, recovery time of nystagmus and recovery than in the placebo
group evidenced (Table 8, Visits 1 and 2), but the efficacy of ULD anti-S100 was inferior
to composition of ULD anti-S100 + anti-eNOS. The monocomponent preparation ULD
anti-eNOS did not show anti motion sickness effect since the results of CCEAC tests
and subsequent recovery period had no significant difference from the placebo group
(Table 8, Visits 1 and 2). Comparative analysis of indexes of CCEAC test in the groups
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of ULD anti-S100 + anti-eNOS and ULD anti-S100 in one-day intake of the drugs has
shown that the addition of ULD anti-eNOS increased the tolerance of the kinetic effect
on the 52%, reduced the nystagmus time on 27% and contributed to the reduction the
recovery period after the end of the kinetic effect on 50% including the duration of
dizziness - on 49%. However, the greatest contribution of the component of ULD anti-
eNOS introduced the effectiveness of combined preparation (compositions of ULD anti-
S100 + anti-eNOS) in course intake-of a drug which was expressed in excess of 30% of
the result achieved in the group of ULD anti-S100 by factors of tolerance of kinetic effect
and nystagmus duration (in each of the parameters). In addition, the growth of the effect
on Visit 2 by indexes of tolerance of CCEAC test and duration of the nystagmus in
relation to data of Visit 1 when taking the composition ULD anti-S100 + anti-eNOS in
comparison to monocomponent preparation ULD anti-S100 was expressed in a greater
degree as confirmed by alteration of these indexes on 30% and 4% (versus 21% and
0% in the ULD anti-S100 group). In assessing the effectiveness of anti motion sickness
properties of drugs the special attention was paid to the possible impact of drugs on the
stability of autonomic nervous system (ANS) in particular, shifting of the balance
between its sympathetic and parasympathetic divisions. For this purpose, at each visit
HRV parameters were analyzed at the rest condition and when performing the functional

tests (breathing and orthostatic tests).

Table 7

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

Halle’s scale (points)

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

(n=15; M+SE) (n=15; M+SE)

ULD anti-S100 + anti- 12.00+0.63 12.30+0.59
eNOS
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ULD anti-S100 13.3010.65 12.30+0.46

ULD anti-eNOS 13.10+0.78 12.00+0.55

Placebo ‘ 13.40+0.77 13.30+0.45
Table 8

The dynamics of indexes of CCEAC test depending on applied preparation

Visit 1 (one-day intake)
Preparation Tolerance of Nystagmus Recovery time, sec.
CCEAC test, sec. time, sec. (n=15; MxSD)
(n=15; MtSD) :
(n=15; Mx+SD)
ULD anti-S100 + anti- 104.10£13.14 ** 9.90+1.20 * 96.90+£13.54 ***
eNOS
ULD anti-S100 68.5016.57 x 13.50£1.51 194.20£18.45 xxx
ULD anti-eNOS 75.00+6.79 16.101£1.68 202.50+21.72 %
Placebo 61.30+3.15 13.30+1.12 241,70+£38,41
P value on Kruskal-Wallis 0.0182 0.0658 0,0001
test ’
Visit 2 (course intake)

ULD anti-S100 + anti- 134,70£20,24 ** 9,50+1,38 ** 117,90+15,65 **
eNOS
ULD anti-S100 82,70+£10,33 13,50+1,69 167,50£14,72
ULD anti-eNOS 74,30+£9,49 * 17,304£2,40 209,20+21,62 ™
Placebo 63,70+3,91 15,0041,47 199,601£31,19
P value on Kruskal-Wallis 0,0341 0,0244 0,0061
test ’

Notes:
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42.66+4. 93 22.33+3.21 ULDanti- S100+anti-eNOS after treatnent 69.0+6.244*#
36. 33+3. 21* 52.0+5.57 22.66+2. 08 ULDanti-S100 before treatnent 114.0+25.53
45. 66+14. W0 28B/0#Y3. 89 22. 33+4. 16 ULDanti-S100 after trearnsm1/8@386+18. 0
49. 0+17. 05 31.66+10.69 23.0+4.36 - p frombaseline <0.05; # - p from
control <O0.05 Thus, in the conducted clinical study a positive effect
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ULD anti-S100 (M+SD) Group

Exercise reaction, 1.4040.04 1.30+0.04 1.30+0.04 1.30+0.05
c.u.
Reaction time, sec. 7.60+£1.05 10.6+1.55 9.7+1.21 10.0+1.73
Stabilization time, 15.1+1.16* 18.3+1.43 18.0+1.18 18.0+1 .80
sec.

ULD anti-eNOS (M+SD) Group

Exercise reaction, 1.30+0.04 1.30+0.04 1.50+0.12 1.30+0.04
c.u.

Reaction time, sec. 8.201+0.94 9.10+1.12 92+0.77 8.3+0.70
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WO 2012/ 007845PCT/ 1 B2011/ 002350 The study included 6 patients aged 55
- 64 years old (nean age 59.0 3.58) diagnosed with mld to noderate

Al zhei merwe 2di2pzse. Conpl i ance of patients to folPCoaB2g1/Ho2850LUSI ON
and exclusion criteria was checked: Inclusion criteria are as follows: 1.
Patients with mld to noderate Al zheiner's di sease, confirnmed by nedical

hi story, neurol ogi cal exam nations and nedi cal records. 2. Patient wthout
change in concomitant therapy within at |east one nonth prior to Visit 1.

3. NggBged Tor change i concom tant therapy f1jor the wholg obServario
period. 4. No need flor i munonodullat ory drugs [prescriptiorn for the nextf 6
months. 5. Patients wth a | evflagdbsgreapi(Mrseyfficient to adequately |
co nicate with. the researcher and study coordinator. 6. Patients
asses &xdrdise tdactiorsear che301804 el i|abl 8004 eady1.40 pe06orjm a1.8305@.b6dul|ed
clinjeal. visits, tests and procedyres stipul atled in the prlotocol. 7.
Patients having a valid hone address. Exclusiogn criteria gre as follows: 1.
Any bReactieutige; gec.n ned.8&1.28i st ¢r y.8.2£0.80ut ¢ Mdar b8l |i nf &8xt1iGth. 3.
Henorrhagic stroke 14 The diagnogis of psychasis _bhipolarl disorder or
schi z:%b'@%ﬁt@ﬂém&,s%r def8i340R4di cal P340 o WMhPdr1.8éprlessibBtbildor der
accor8@eéeg to criterila of depressi g)n nodul e of i nt ernationdl

neuanS%L%hi atric mnui-interview (MN ) 6. Factors/conditiions of nedicdl or

rJ - - \. -
anot her cRafeaetigs s?gh!fi%Bn!&ﬁé*@?\c@nh'&b%aﬁgoﬁWh&ﬂé@@d&ﬁﬁb.d@y affect to the
test results for patients in the study. WD 2012/ 007845PCT/1B2011/ 002350 7.

Answers " 2Ahe sighificant differ@ice’ i3 cdnipdrit®nsEigh ULD adti-SaboBsekoBepr essi on
guestionnaire (active suicidal ideation with sone intent to act, without a
specific plan, or active suicidal idggbleopmw th a specific plan and
intent). 8. Autoi mune disease in nedical history. 9. Acute damage of Iliver

or severe cirrhosis (MHeadRV(pdrantdtelsloPpaRicipafts dPthecsiudyct ed di sorder of
thyroid gland function. 11. Deconpensated arterial hypertension in nedical

history. 12. Serious oftbeeathtesthetare anduaftenkinetisractiorease, |iver
di sease, kidney disease, netabolic, respiratory or hematol ogi cal disease,
synptomatic peripheral vascular disease or another nedical or psychiatric

condittomwhich—n—the—qptatoi—of stheresearcheroaay-aftfect—thepatient ' s
participation in the|stu it} lons;Hay intke) p|r ol o‘ﬁ'@gt? U%UJPFAM%{)‘i on|or

re-NOSpi pdrhdigeron dﬁm&@&@thft FECEAC T RR e HuG MARSFECERIC 11
t he opinion of resea'che{ tﬁﬁé’ r even‘fﬁt I ent fro“a{}é e“pafticl ron iin the
study. 14. The intake of TAE®drug contatning JULD -eNGs or dru
contarnig ULD anti- ULD anti-S100 + anti-eNOS (M+SD) Group

Corellation

max HR / min HR, 1.5 £ 0.05* 1.5+ 0.06 1.5+ 0.05 1.5+ 0.05
c.u. )
Difference

max HR - min HR, | 25.1 + 2.66* 265277 26.5+ 237 249 + 2.24*

beats/min.
ULD anti-S100 (M+SD) Group
Corellation
max HR / min HR, 1.5+0.06 1.6+£0.05 1.5+0.04 1.6+0.06
c.u.
Difference
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At that, a difference between the groups of patients in the total
score at the end of therapy was statistically significant at p<0.05. Table

16. NPl wonbemsrsss) NPl (di stress) ADCS- ADL° MVBE ULDan®iCi/IB#006@as0 - eNOS

before treatnent 24.334.73 9.661.53 71.06.56 23.663.21 ULDanti -

S100+anti -eNCS after treatnent 12.03. 46*
ULDanti - S100 before treatnent 35.665.50 22.335.50 61.661:5.13 22.660. 58

5.03.61 74.332.51 26. 661. 53#

ULDanti-S100 after treatnment 38.338.5 23.01:5.0 61. 335.86 23. 330.58
condition (well-being-activity-mood) of study participants

Parameter Visit 1 (one-day intake) Visit 2 (course intake)
ULD anti-S100 + anti-eNOS (M+SE) group
Well-being 4.3+0.26 4.6+0.27
Activity 4.2+0.20 4.2+0.22
Mood 5.010.16 5.240.13
ULD anti-S100 (M+SE) group
Well-being. 3.74£0.21 4.3+£0.22
Activity 3.610.17 4.0+0.19
Mood 4.5+0.16 4.910.19
ULD anti-eNOS (M+SE) Group
Well-being 3.910.25 4.1+0.26
Activity 3.8+0.25 3.940.23
Mood 4.4+0.19 4.610.19
Placebo group (M+SE)
Well-being 4.01+0.24 4.0+0.24
Activity 3.810.20 3.710.26
Mood 4.31+0.20 4.7+0.24

MVISE

The safety analysis included data from all the subjects who participated in the
study. During the observation period a well tolerance of studied preparations was
noticed. No adverse events associated with drug administration identified. All the
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G oups of patients The proportion of patients with decrease of total score
by the scal e ADHDRS-|V-Honme Version Less than 25.0% from baseline on 25.0
- 49. 9% fwormirawes4ssne on 50. 0% and nore from basel i ne UPDTranto1y/@Ros) +
anti-eNGS, n=48 12 (25% 11(23% 25 (52% " ULD anti -S100, n=50 17 (34%
16 (32% 17 (349 " Placebo, n=50 22 (44% 24 (48% 4 (8% ## p<0.01.
Tabl e 18. The dynam cs of evidence of clinical inplications of ADHD by the
scal e ADHDRS- | V- Hone Version Treatnent stage ULD anti-S100 + anti-eNGCS,

n=48 |USkemtest ifde®0| n=50 Pl acebd, r5eb+1.Yal ue - 53.01+1.63
ULD anti-eNOS (M+SE) Group

HR (beats/min) 76.5+£2.59 67.3+1.98 77.3+2.02 70.1+£3.23

Systolic blood 127.3£3.14 131.54¢5.16 123.5+3.06 129.3+4.13
pressure
(mmhg.) ‘

Diastolic blood 75.242.24 80.3+£2.66 73.942.83 81.0+£3.22
pressure
(mmhg.)

Step-test index - 51.812.12 - 51.2+2.21

Placebo group (M+SE)

HR (beats/min) 74.5£2.78 68.9+3.46 73.9+3.23 72.3+3.58

Systolic blood 125.313.30 133.314.73 124.3+2.83 126.9+3.95
pressure
(mmhg.)

Diastolic blood 76.2+2.15 81.7+2.83 75.411.86 79.7+£3.03
pressure
(mmhg.)

Step-test index - 50.0+2.03 - 50.1+£1.99

In addition to the hemodynamic parameters, for evaluation of the safety of studied
drugs and its possible negative impact on the central nervous functions, the following
physiological parameters were examined in subjects: (RMO (reaction on moving object),
SMRT (simple motor reaction time), RA (range of attention), attention span (AS), and
attention stability factor (ASF)). In addition, the Stange’s test was conducted to assess
tolerance to hypoxia.

According to received results (Table 9) neither one-day or course drug intake had
a significant effect on the estimated parameters. Indexes of sensory motor coordination
(SMRT, RMO) did not differ from the results of the placebo group before and after the
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A fromValue A fromValue A from (MSE) baseline (MSE) baseline (MSE)
basel ine Total score 33.8 32.5 33.6 Screening 0. 96 1.14
WO 2012/007845 PCT/IB2011/002350

CCEAC test at both visits. Study data of such complicated functions like volume and
stability of attention showed that the studied drugs both before and after the CCEAC test
did not change the degree of concentration and shift in attention not being different from
the placebo group.

The analysis of standard exercise tests with breath holding showed a tendency to
When holding the
breath the duration of Stange’s test grew after taking all study drugs.

increase of the tolerance of hypoxia by the subjects (Table 14).
However, only
intake of the combination composition ULD anti-S100 + anti-eNOS showed significantly
longer time in the holding of the breath after the kinetic effect (68.1 + 18.8 sec. at
baseline and 91.7 £ 27.4 sec. after the CCEAC test; p <0.05). The increase of tolerance
of hypoxia was also noted when the Gench’s test (Stange’s test) (breath holding at
expiration, P> 0.05) was used.

Table 14

The dynamics of parameters of psycho-physiological

state of study participants before and after kinetic action

Visit 1 (one-day intake) Visit 2 (course intake)
Parameter | After drug After CCEAC After drug After
intake test intake CCEAC
test
ULD anti-S100 + anti-eNOS (MtSE) Group
SMRT 257.58.67 268.91£10.18 269.619.75 279.9+12.24
RMO, c.u. 50.1+£3.92 49.5+4.50 47.314.86 47.0+3.54
m\AO, % of target | 3.0£0.95 4.5+1.15 5.3+1.58 4.0+£1.11
I

AS, sec. 5.2+0.34 5.2+0.35 5.210.41 5.110.40
Range of 41.71+2.36 39.9+2.38 38.1£2.17 37.51£2.04
attention, sec.
ASF 17.4+1.66 17.241.51 18.011.71 18.8+1.72
Stange'’s test 68.11+4.85 91.7¢7.07* 71.846.02 85.51£9.36
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Gench'’s test 47.114.03 50.1+3.94 46.7+3.28 48.1+4.52
ULD anti-S100 (M+SE) Group |
SMRT 258.949.95 282.4+13.56 268.4+11.37 279.1+9.20
RMO, c.u. 58.1+6.40 57.516.34 55.1+5.06 53.845.02
rI:R.{\/IO, % of target | 3.7+1.50 2.0+0.82 2.3+0.83 5.0+1.69

i
AS, sec. 6.0£0.40 6.4+0.52 6.240.42 6.01£0.41
Range of 42.6+2.68 42.1+2.27 42.7+2.30 41.942.52
attention, sec.
ASF 14.5+1.16 14.9+1.26 15.3+1.13 15.4+1.18
Stange’s test 59.01+4.09 72.616.19 64.5+4.93 75.915.67
Gench's test 47.1£4.48 49.4+4.69 48.31+4.30 48.814.14
ULD anti-eNOS (M+SE) group
SMRT 257.748.49 279.4£14.23 266.7+13.19 275.5¢11.44
RMO, c.u. 48.3+3.67 51.9+4.39 52.5+4.79 49.614.22
|I;t_{\/lo, % of target | 2.3+0.83 2.0+0.82 3.311.26 5.7+1.68

i
AS, sec. 5.9+0.25 6.0+0.34 5.5+0.24 5.9+0.33
Range of 41.942.10 43.8+2.39 41.342.00 42.542.22
attention, sec.
ASF 13.7+1.34 14.8+1.31 15.6+1.24 14.1%£1.40
Stange’s test 62.5+5.49 69.5+5.09 56.7+3.34 73.1£7.98
Gench'’s test 43.1+3.51 45.7+3.15 43.41+3.77 45.814.03
Placebo group (M+SE)
SMRT 267.617.64 290.1£11.33 281.1+9.78 263.316.85
RMO, c.u. 60.748.31 54.115.57 51.1+3.69 52.6+5.38
rI?{\/IO, % of target | 3.7+1.03 3.7+1.24 3.34+0.93 4.3+1.61

i
AS, sec. 6.1£0.71 5.7+0.36 5.5+£0.32 5.9+0.71
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Range of 41.942.09 42.4+2 .81 41.3+2.18 39.6+2.26
attention, sec.

ASF 14.51:1.64 14.5+1.79 15.3+1.55 15.9+1.58

e

Stange’s test 63.7+4.71 “\ 67.9+6.90 64.8+5.94 83.0+12.24
Gench’s test 44.7+2.52 47.1+3.30 43.7+2.71 47.8+3.78

~

Thus, the study using an experimental motion sickness demonstrated the
effectiveness of the combination composition ULD anti-S100 + anti-eNOS and
monocomponent preparation ULD-S100. The studied drugs increase the stability of the
subjects to the kinetic effect after simulation of the clinical and physidlogical effects of
motion sickness contributing to more mild clinical process of motion sickness and earlier
recovery of the subjects after cessation of treatment. In addition, it was shown that the
anti motion sickness effect of the combination composition (compositions ULD anti-S100
+ anti-eNOS) increases the efficiency of individual components. The effectiveness of
the combination composition ULD anti-S100 + anti-eNOS in the control of the vestibular-
autonomic and sensory reactions of a body in experimental motion sickness increases at
course intake. It should be noted that ULD anti-eNOS in the form of monopreparation
does not have a protective effect against motion sickness but when combined with ULD
anti-S100 significantly enhances the anti motion sickness effect of the last one which
manifests itself as at one-day so at short course intake of the drug. The best ability to
adjust the transient processes that is to influence to the reactivity of the parasympathetic
and sympathetic parts of ANS as well as adaptive capabilities of ANS in a state of
motion sickness (to increase the tolerance to sudden changes in a body position) was
observed in the composition ULD anti-S100 + anti-eNOS which is an important
component of anti motion sickness properties of the drug. Composition ULD anti-S100 +
anti-eNOS and monocomponent preparation ULD anti-S100 when using them as anti
motion sickness preparation including when performing an operator functions are safe
and do not adversely impact on the physical and psycho- physiological parameters.
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Combination composition ULD anti-S100 + anti-eNOS and ULD anti-S100 can be
recommended for the prophylaxis and relief of kinesia in motion disease (including sea,
air and car sicknesses) to persons with low and moderate degree of stability. The
combination composition has high safety and no adverse effects on the quality of

professional activity.

Example 9.

To study the properties of the combination pharmaceutical composition of the
present application for the treatment of psychoorganic syndrome, tablets with weight of
300 mg were used. The tablets were impregnated with pharmaceutical composition
containing water-alcohol solutions (6 mg/tab.) of activated-potentiated forms of
polyclonal affinity purified rabbit brain-specific proteins antibodies S-100 (anti-S100) and
to endothelial NO-synthase (anti-eNOS) in ultra low doses (ULD) obtained by super
dilution of initial solution (with concentration of 2.5 mg/ml) in 100", 100*°, 100%*° times,
of equivalent mixture of centesimal homeopathic dilutions C12, C30, C200 (“ULD anti-
S100 + anti-eNOS”).

The control group patients received 300 mg tablets impregnated with
pharmaceutical composition containing water-alcohol solutions (6 mg/tablet) of
activated-potentiated forms of polyclonal affinity purified rabbit brain-specific proteins
antibodies S-100 (anti-S100) in ultra low doses (ULD) obtained by super dilution of initial

solution (with concentration of 2.5 mg/ml) in 100'2, 100%°, 100?% times.

The study included patients diagnosed with psychoorganic syndrome of
posttraumatic origin. Psychoorganic syndrome is characterized by the following triad of
signs: weakness of memory, loop of intelligence, incontinence of affect (Walther Buel
triad).

The study was an open-label randomized comparative parallel group clinical trial
of efficacy and safety of the therapy in patients with psychoorganic syndrome of
posttraumatic origin (the first group of patients took the preparation of ULD anti-S100,

the second group of patients - the preparation of ULD anti-S100+anti-eNOS).
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The study included 6 patients aged 35 to 90 years old (mean age 70.83 + 21.95)

diagnosed with psychoorganic syndrome.
Compliance of patients to following inclusion and exclusion criteria was checked:
Inclusion criteria:

1. Patients diagnosed with posttraumatic encephalopathy with psychoorganic
syndrome or with encephalopathy of complex etiology (vascular, posttraumatic)
with psychoorganic syndrome, confirmed by medical history, neurological

examinations and medical records.

2. Patient without change in concomitant therapy within at least one month prior to
Visit 1.
3. No need for change in concomitant therapy for the whole observation period.

No need for immunomodulatory drugs prescription for the next 6 months.

5. Patients with a level of education sufficient to adequately communicate with the
researcher and study coordinator.

6. Patients assessed by the researcher as reliable and ready to perform all
scheduled clinical visits, tests and procedures stipulated in the protocol.

7. Patients having a valid home address.

Exclusion criteria:

Any brain surgery in medical history.
Acute myocardial infarction.

Hemorrhagic stroke.

N

The diagnosis of psychosis, bipolar disorder or schizoaffective disorder in medical

history.

5. Major depressive disorder according to criteria of depression module of
international neuropsychiatric mini-interview (MINI).

6. Factors/conditions of medical or another character which in the opinion of the

researcher may affect to the test results for patients in the study.
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7. Answers "2A", "2B", "2C" or "3" in the section "I' of Beck Depression
questionnaire (active suicidal ideation with some intent to act, without a specific
plan, or aétive suicidal ideation with a specific plan and intent).

8. Autoimmune disease in medical history.

9. Acute damage of liver or severe cirrhosis (class C by Child-Pugh).

10.  Non-corrected disorder of thyroid gland function.

11. Decompensated arterial hypertension in medical history.

12.  Serious or decompensated cardiovascular disease, liver disease, kidney disease,
metabolic, respiratory or hematological disease, symptomatic peripheral vascular
disease or another medical or psychiatric condition which in the opinion of the
researcher, may affect the patient's participation in the study or could lead to
prolonged hospitalization or re-hospitalization during the study.

13. Diseases and conditions which in the opinion of researcher may prevent patient
from the participation in the study.

14.  The intake of the drug containing ULD anti-eNOS or the drug containig ULD anti-
S100 before inclusion in the study.

15. The intake of antidepressants of any group including plant and homeopathic
preparations.

16. The intake of anxiolytics of any group including plant and homeopathic
preparations.

17.  The intake of immunomodulators including plant and homeopathic preparations.

18.  The treatment with systemic steroids within 1 month before Visit 0.

19.  The participation in the study of the drug containing ULD anti-eNOS or the drug
containing ULD anti-S100 if patients took at least one doze of preparation.

20. Participation in other clinical studies within 1 month before within 1 month before
being enrolled in this study.

21.  Pregnancy, breast feeding, impossibility to use an adequate contraception during
the study period and within 1 month after the last intake of the studied drug.

22.  The presence of allergy/intolerance of any component of drugs including lactose

intolerance.
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23. Patients taking narcotic drugs and neuroleptics, alcoholic dependence,
psychiatric diseases in patients.

24.  Patients are the staff of the center which directly related to the conducted study
and/or are family members of the research center staff's which directly associated
with the ongoing study. The "family members" are a husband (wife), parents,
children, brothers (sisters).

25.  Participation in the trial or presumable receiving of compensation or participation

in the judicial process in the opinion of a researcher.

After the determination of patient conformity to inclusion and exclusion criteria the
patients were randomized into two study groups: a group of patients receiving ULD anti-
S100 (3 patients, women - 33.33%, men - 66.66%, mean age — 71.33 ¢ 16.25 years
old), a group of patients receiving ULD anti-S100 + anti-eNOS (3 patients, women —
66.66 % men — 33.33 %, mean age — 70.33 + 30.66 years old).

During this study the five visits were carried out. Treatment phase lasted from
Visit 1 to Visit 4 for 84 + 5 days on average. Visit 4 (Day 84 + 5) was the first endpoint of
the study followed by a follow-up observation. Follow-up phase continued from Visit 4 to
Visit 5 (Day 168 + 5 on average).

In the safety analysis the data of all patients participating in the study (n = 6) was
included. During the study good tolerance of the drug was recorded. No adverse events
were registered. All patients of studied groups have completed the treatment according
to the protocol; no early dropouts.

The effect of ULD anti-S100 + anti-eNOS preparation on the main clinical signs
and symptoms of psychoorganic syndrome (NP! neuropsychiatric inventory, Intensity
section), on the intensity of concomitant distress of the person attending to the patient
(NPI Neuropsychiatric Inventory, Distress section) as well as the on patient's cognitive
functions (The Mini Mental State Examination, MMSE) were assessed. An improvement

was found in the key symptoms of psychoorganic syndrome such as statistically
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significant reduction of the intensity section of NPI neuropsychiatric inventory (from
91.0£15.13 to 69.0++6.24, p<0.05), decrease of distress section score of NPI
neuropsychiatric inventory (from 44.331£17.78 to 36.33+£3.21, p<0.05) at Visit 4 (Table

15).

In the group of patients receiving ULD anti-S100 alone no clinical improvement

was recorded.

At that, a difference between the groups of patients in the total score of the

Intensity section of NPI neuropsychiatric inventory at the end of therapy was statistically

significant at p<0.05.

Table 15.

NPI (intensity) | NPI (distress) | ADS-ADL MMSE
ULD anti-
S100+anti-eNOS
before treatment 91.0+15.13 44 33+17.78 42.66+4.93 22.33+3.21
ULD anti-
S100+anti-eNOS
after treatment 69.0+6.244*# | 36.33+3.21* 52.0+5.57 22.66+2.08
ULD anti-S100
before treatment 114.0+25.53 45.66+14 .47 33.0+13.89 22.33+4.16
ULD anti-S100
after treatment 99.66+18.0 49.0+17.05 31.66+10.69 23.0+4.36

* - p from baseline <0.05; # - p from control <0.05

Thus, in the conducted clinical study a positive effect of combined pharmaceutical

composition ULD anti-S100 + anti-eNOS on the main clinical signs and symptoms of
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psychoorganic syndrome and tendency to effect cognitive functions with psychoorganic
syndrome. In addition, gdod drug tolerability was confirmed. No drug-related adverse

events were registered.

Example 10.

To study the properties of the combination pharmaceutical composition of the
present application for the treatment of Alzheimer's disease, tablets with weight of 300
mg were used. The tablets were impregnated with pharmaceutical composition
containing water-alcohol solutions (6 mg/tablet.) of activated-potentiated forms of
polyclonal affinity purified rabbit brain-specific proteins antibodies S-100 (anti-S100) and
to endothelial NO-synthase (anti-eNOS) in ultra low doses (ULD) obtained by super
dilution of initial solution (with concentration of 2.5 mg/ml) in 1002, 100%°, 100?* times,
of equivalent mixture of centesimal homeopathic dilutions C12, C30, C200 (ratio: 1:1)
(“ULD anti-S100 + anti-eNOS").

The control group patients received 300 mg tablets impregnated with
pharmaceutical composition containing water-alcohol solutions (3 mgltablet) of
activated-potentiated forms of polyclonal affinity purified rabbit brain-specific proteins
antibodies S-100 (anti-S100) in ultra low doses (ULD) obtained by super dilution of initial
solution (with concentration of 2.5 mg/ml) in 1002, 100%°, 100%® times, of equivalent

mixture of centesimal homeopathic dilutions C12, C30, C200

The study included patients diagnosed with Alzheimer's disease. Alzheimer's
disease is characterized by dementia (acquired dementia, stable impairment of cognitive
activity with certain loss of previously acquired knowledge and practical skills, difficulties

or impossibility to gain new knowledge).

The study was an open-label randomized comparative clinical trial of efficiency
and safety of the therapy in two parallel groups (preparations of ULD anti-S100 and ULD
anti-S100+anti-eNOS) in the treatment of patients with mild to moderate Alzheimer's
disease.
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The study included 6 patients aged 55 — 64 years old (mean age 59.0 + 3.58)
diagnosed with mild to moderate Alzheimer's disease.

Compliance of patients to following inclusion and exclusion criteria was checked:
Inclusion criteria are as follows:

1. Patients with mild to moderate Alzheimer's disease, confirmed by medical history,

neurological examinations and medical records.

2. Patient without change in concomitant therapy within at least one month prior to
Visit 1.
3. No need for change in concomitant therapy for the whole observation period.

No need for immunomodulatory drugs prescription for the next 6 months.
Patients with a level of education sufficient to adequately communicate with. the
researcher and study coordinator.

6. Patients assessed by the researcher as reliable and ready to perform all
scheduled clinical visits, tests and procedures stipulated in the protocol.

7. Patients having a valid home address.

Exclusion criteria are as follows:

Any brain surgery in medical history.
Acute myocardial infarction.

Hemorrhagic stroke.

LN =

The diagnosis of psychosis, bipolar disorder or schizoaffective disorder in medical

history. ‘

5. Major depressive disorder according to criteria of depression module of
international neuropsychiatric mini-interview (MINI).

6. Factors/conditions of medical or another character which in the opinion of the

researcher may affect to the test results for patients in the study.
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7. Answers "2A", "2B", "2C" or "3" in the section "I" of Beck Depression
questionnaire (active suicidal ideation with some intent to act, without a specific
plan, or active suicidal ideation with a specific plan and intent).

Autoimmune disease in medical history.
Acute damage of liver or severe cirrhosis (class C by Child-Pugh).

10.  Non-corrected disorder of thyroid gland function.

11. Decompensated arterial hypertension in medical history.

12.  Serious or decompensated cardiovascular disease, liver disease, kidney disease,
metabolic, respiratory or hematological disease, symptomatic peripheral vascular
disease or another medical or psychiatric condition which in the opinion of the
researcher, may affect the patient's participation in the study or could lead to
prolonged hospitalization or re-hospitalization during the study.

13. Diseases and conditions which in the opinion of researcher may prevent patient
from the participation in the study.

14.  The intake of the drug containing ULD anti-eNOS or the drug containig ULD anti-
S100 before inclusion in the study.

15. The intake of antidepressants of any group including plant and homeopathic
preparations.

16. The intake of anxiolytics of any group including plant and homeopathic
preparations.

17.  The intake of immunomodulators including plant and homeopathic preparations.

18.  The treatment with systemic steroids within 1 month before Visit 0.

19.  The participation in the study of the drug containing ULD anti-eNOS or the drug
containing ULD anti-S100 if patients took at least one doze of preparation.

20.  Participation in other clinical studies within 1 month before within 1 month before
being enrolled in this study.

21.  Pregnancy, breast feeding, impossibility to use an adequate contraception during
the study period and within 1 month after the last intake of the studied drug.

22. The presence of allergy/intolerance of any component of drugs including lactose

intolerance.
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23. Patients taking narcotic drugs and neuroleptics, alcoholic dependence,
psychiatric diseases in patients.

24. Patients are the staff of the center which directly related to the conducted study
and/or are family members of the research center staff's which directly associated
with the ongoing study. The "family members" are a husband (wife), parents,
children, brothers (sisters).

25. Participation in the trial or presumable receiving of compensation or participation

in the judicial process in the opinion of a researcher.

After the determination of patient conformity to inclusion and exclusion criteria the
patients were randomized into two study groups: a group of patients receiving ULD anti-
S100 (3 patients, women - 100%, men - 0%, mean age — 59.0 + 3.6 years old), a group
of patients receiving ULD anti-S100 + anti-eNOS (3 patients, women — 66.66 % men —
33.33 %, mean age — 59.0 + 4.36 years old).

During this study the five visits were carried out. Treatment phase lasted from
Visit 1 to Visit 4 for 84 + 5 days on average. Visit 4 (Day 84 + 5) was the first endpoint of
the study followed by a follow-up observation. Follow-up phase continued from Visit 4 to
Visit 5 (Day 168 t 5 on average).

In the safety analysis the data of all patients participating in the study (n = 6) was
included. During the study good tolerance of the drug was recorded. No adverse events
were registered. All patients of studied groups have completed the treatment according
to the protocol; no early dropouts.

The effect of ULD anti-S100 + anti-eNOS preparation on the main clinical signs
and symptoms of Alzheimer's disease (NPI neuropsychiatric inventory, Intensity
section), on the intensity of concomitant distress of the person attending to the patient
(NPI Neuropsychiatric Inventory, Distress section) as well as the on patient's cognitive
functions (The Mini Mental State Examination, MMSE) were assessed. An improvement

was found in the key symptoms of Alzheimer's disease such as statistically significant
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reduction of the intensity section of NPI neuropsychiatric inventory (from 24.33+ 4.73 to
12.0+3.46, p<0.05) at Visit 4 (Table 16).

A tendency for reduction of distress of the person attending to the patient was
also found as well as for the reduction in activity of the patient's everyday life at the end
of therapy (however, without any statistically significant difference, possibly due to the

small number of patients included in the study).

Besides, a tendency for improvement of cognitive functions was found,
manifested by increase of MMSE score from 23.66+3.21 to 26.66+1.53 points, however,
the difference also failed to reach statistically significant values at the end of therapy,

which may also be related to the small sample size.

The same endpoints in the group of patients receiving ULD anti-S100, showed no
trend for improvement, except a statistically insignificant improvement of MMSE score
from 22.66+0.58 to 23.33+0.58 points.

At that, a difference between the groups of patients in the total MMSE score at
the end of therapy was statistically significant at p<0.05.

Table 16.
NPI (intensity) | NPI ADCS-ADL | MMSE
(distress)
ULD anti- | 24.33+4.73 9.66+1.53 71.016.56 23.66+3.21
S100+anti-eNOS
before treatment
ULD anti- | 12.0£3.46 * 5.0+3.61 74.33+2.51 | 26.66+1.53#
S100+anti-eNQOS
after treatment

ULD anti-S100 | 35.66+5.50 22.33+5.50 | 61.66+5.13 | 22.66+0.58
before treatment

ULD anti-S100 | 38.33£8.5 23.015.0 61.33+5.86 | 23.3310.58
after treatment

* . p from baseline <0.05; # - p from control <0.05
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Thus, in the conducted clinical study a positive effect of combined pharmaceutical
composition ULD anti-S100 + anti-eNOS on the main clinical signs and symptoms of
Alzheimer’s disease and tendency to effect cognitive functions with Alzheimer's disease.
In addition, good drug tolerability was confirmed. No drug-related adverse events were

registered.

Example 11.

Group 1 - the active drug group was given 300 mg tablets impregnated with an
aqueous-alcohol solutions (6 mg/tab) of activated-potentiated form of polyclonal rabbit
antibodies to brain specific S-100 protein (anti-S-100), and to endothelial NO-synthase
(anti-eNOS) in ultra low dose (ULD anti-S-100 + ULD anti-eNOS), purified on antigen,
obtained by super dilution of initial solution (with concentration of 2.5 mg/ml) in 100"?,
100, 100?®° time, equivalent to mixture of centesimal homeopathic dilutions C12, C30,
C200;

Group 2 - the comparison group was given 300 mg tablets impregnated with an
aqueous-alcohol solution (3 mg/tab) of activated-potentiated forms of polyclonal rabbit
antibodies to brain-specific S-100 protein purified on antigen in ultra low dose (ULD anti-
$100) obtained by super dilution of initial solution in 100'%, 100%, 100% times, of

equivalent mixture homeopathic dilutions C12, C30, C50.

Group 3 - the control group (placebo) was given of 300 mg tablets having
excipients (lactose monohydrate — 267 mg, microcrystal cellulose — 30 mg, magnesium
stearate — 3 mg).

The effectiveness of the active drug ULD anti-S100 + anti-eNOS in the treatment
of patients with syndrome of attention deficit and hyperactivity disorder (ADHD) was
conducted in comparative double blind placebo-controlled study in 146 children from 6 to
12 years old (mean age 9.310.24 years old) who were randomized into three groups
depending on prescribed therapy. Within 12 weeks the patients of group No.1 (n = 46)
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included in the study had clinically marked presentations of ADHD which was confirmed
by high points on ADHD symptoms assessing scale (ADHDRS-IV-Home Version): 33.8
+ 0.92 in group 1; 32.5 + 1.14 in group 2 and 33.6 + 0.91 in group 3. Most of the
children were characterized by a moderate degree of severity of ADHD according to the
CGI-ADHD-Severity questionnaire. The total score on this scale was 4.0 + 0.02 points in
the group 1, 4.0 £ 0.03 points in the group 2, and 4.0 + 0.00 points in the group 3. Thus,

initially the patients of the three groups had comparable indicators of the severity of

ADHD. According to the results of neurological, clinical - laboratory and instrumental
examination at the time of enroliment to the study no abnormalities in any patient was
detected. Over the 12 weeks of treatment, patients were seen six times by a doctor.
During which the physician-researcher recorded the dynamics of intensity of clinical
presentations of ADHD (total score on a scale ADHDRS-IV-Home Version) and disease
severity (on the CGI-ADHD-Severity), supervised the prescriptions and administration of

treatment and evaluated the safety of the treatment.

The analysis of the effectiveness of 12 weeks of therapy in the three groups
showed a decrease of more than 25% from the initial total score on a scale ADHDRS-IV-
Home Version in 75% (n = 36) of children treated with the composition ULD anti-S100 +
anti-eNOS; in 66% (n = 33) of patients treated with ULD anti-S100 and in 56% (n = 28)
of children receiving placebo. Differences of efficiency between the groups showing a
more detailed assessment, taking into account the three-level grading of improvement of
condition (reduction of total score on a scale ADHDRS-IV for <25%, 25-49.9% or = 50%
from the baseline), are presented in Table 17. Significant improvement with a reduction
in total score on 50% or more from the baseline was noted in 52% of children in group 9
who were taking ULD anti-S100 + anti-eNOS, and in 34% of children in group 2 who
were taking ULD anti-S100 (vs. 8% of patients in group 3 with placebo).

Significant reduction (p <0.001) of clinical implications of ADHD in comparison

with the initial state is already occurred after 2 weeks of therapy in all three groups of
69



WO 2012/ 007845PCT/ 1 B2011/ 002350 di luti ons of Cl12, C30, C200, in human
patients with chronic heart failure to evaluate key paraneters of the CHF
pat hol ogywo0 2012/0078480 patients (CHF of I1-1V functional ecaaB20i1F@)2350 ef t
ventricular ejection fraction (LVEF) |ess than 40% were divided in 4 equal
treatnment and control groups for a 6 nonths study. The background therapy
was not di scontinued (bisoprolol 8-blocker, ACE inhibitor enalapril,

aspirin (unless contraindicated); adm nistration of diuretics, nitrates,

di goxiobsensmtishsBositine diyeahicsGuasimote siprdficand it patients iof gicpsp®uAA &8 thé form

of anti badi e a Ctermnal fragnent of the angi otensi | 1 1-receptor
(i xt Giaian, liesBages ek 9Rn10Ra To Do BpweBROYS| (2ot AHP Sy V-FE5®)
G oup VersidhehdEshly iteredstidn/@l the sepddtihd skbut WHENUorapareB it thel iAdexes of

endot hel i al NO synthase (m xture of homeopathic dilutions Cl12, C30, C200

(3 t adhe@spuRy, with- ptacebgr olmpsubsestient, weeks ©f diaatneat theneflisacyret éneatroant
05, i Si t,i . t i i i 0 a

&t br Wit PmpOSRbh V0K it 5106 L ¥AKENGS Y bt ohfdeR, pRSRABG 02

di | ut i1 stated@80groB2 b ranst significanttyl i dhe ractiee ettug groupf(pasd.0bpdiTee t o

endot hel i al synt ha m xture of h e, dilutions C12, C30, . \ C200
(3¢ adreuBrodyeres §5 Toiel infe pa Seag ADIPRSENGHPme YpRitn R sbihe The
gr oupre@s © WItHTDRDAANRtESH 00 tHianti-BNDS a8 11608y p@ﬁh‘té}ﬁﬁﬁéﬁéhtsid? tRE gréupl2 sath  and
severity (class of CHF and LVEF) and duration of the disease. Bef or e
and afY{ldy apHexk00en (124 peinisocoaasedude B-2paintfindhe 1aseup Bavitli plasebe). Apa

adm ni IR ' : ; y ; ' ction
Chat oot BEATRACH! BERIRRARS RS EREASeal Phyitusie o) AEHD T RERIAT
medi cdreatets with the copiposiionddLBfantiaS tQ0 dranteeN@S dagreased byvaiineat adhalf (pul se

| Qi t (" Col " syst in. tid-f I lLAast i
rove B bt FBbubp ey FUELET S0 SRRGS M Tt bS8
Tabl e cdthpanedwithitre trBéline:s in the rates of pul se wave velocity in the
carotid-fenoral (CF) (elastic type) and carotid-radial (CR) (nuscle type)

Coni nat i onar MipkEcol, AR UL ranke iR 2naBPRNOS) SR AR s 1o

f r agminfluentedbh batheustersodf syymptbascofABHD Whighrneas confirided b agpamics of\O

2012/ %%ngA'SSrrlngryslbl?/zt%vloléggt%%zoof tﬁggsic%ﬁee\r/]v?til'nnAISI-iDRoé-l\?-n oirr?é ?/nesrisigg. II{/Ioreover,
the treatment with the composition ULD anti-S100 + anti-eNOS was significantly higher
than the effectiveness of therapy with monopreparation ULD anti-S100 in the degree of
influence on the intensity of implications and attention deficit and

hyperactivity/impulsivity.

The positive therapeutic effect of the active drug ULD anti-S100 + anti-eNOS and
drug of comparison ULD-S100 was shown in evaluating of patients’ treatment results on
a scale of ADHD severity assessment (CGI-ADHR-Severity) (Table 17). Almost the
fourth part of the patients in ULD anti-S106 + anti-eNOS group the severity of disease
was decreased from moderate to mild and even to minimal as confirmed by a decrease
in mean value on a scale CGI-ADHR-Severity on 15% after 3 months of therapy (from
4.0 £ 0.02 to 3.4 + 0.06; p <0.001). The effect of therapy with monopreparation ULD
anti-S100 was slightly lower and indicated -10% on a scale CGI-ADHR-Severity over 3
months (vs. §% in the placebo group). The safety analysis included data of all the

patients participating in the study. During the whole period of monitoring there was both,
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well comparable to placebo, the tolerance of active drug ULD anti-S100 + anti-eNOS
and preparation of comparison ULD-S100. Adverse events were reported in one patient
of the group with ULD anti-S100 (subside during the fourth week of the study
headaches) and in one patient of the placebo group (sleepwalking during the second
month of observation). These adverse events were not connected with the therapy. In
addition, during the treatment the single cases of acute respiratory diseasg were
observed which also are not associated with the therapy. All the patients of studied
groups completed the treatment to schedule established by the study protocol; no early
dropouts. The absence of pathological changes according to physical examination of
the patients and in the course of repeated analysis of laboratory parameters confirmed

the safety of studied therapy.

According to the results of physical examination (heart rate, SBP, DBP, body
temperature) in patients any pathological alterations during treatment were not
registered. Differences in analyzing rates according to visits and in the compared
groups did not reach the statistical significance and do not exceed the limits of
physiologically-allowable deviations. High rates of adherence to therapy additionally
evidenced as about effectiveness so as about the safety of studied preparations. By the
end of the third month of treatment the adherence was 99.8 + 1.15% and 98.8 + 2.25%
in the group 9 with ULD anti-S100 + anti-eNOS and in the group 2 with ULD anti-S100
respectively (versus 74.6 + 2.54% in the group 3 with placebo).

Thus, the study demonstrated the efficacy and safety of the compositions ULD
anti-S100 + anti-eNOS and of monocomponent preparation ULD-S100 in the treatment
of children with ADHD. The most pronounced therapeutic effect in the 12-week course
was observed in complex drug (ULD anti-S100 + anti-eNOS) which was manifested by
positive dynamics of clinical symptoms in the majority (75%) of children. The
composition ULD anti-S100 + anti-eNOS had correcting influence to both of the clusters
of symptoms of ADHD and as a result, the significant reduction of attention disorders
and hyperactivity in patients with ADHD was noted.
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Table 17. The dynamics of total score by the scale ADHDRS-IV-Home

Version by the end of 12 weeks of therapy

0.

The proportion of patients with decrease of total
score by the scale ADHDRS-IV-Home Version
Groups of patients Less than on 25.0 — on 50.0% and
25.0% from 49.9% from more from
baseline baseline baseline
ULD anti-S100 + anti- "
12 (25%) 11 (23%) 25 (52%)
eNOS, n=48
ULD anti - S100, n=50 17 (34%) 16 (32%) 17 (34%)1’#
Placebo, n=50 22 (44%) 24 (48%) 4 (8%)

The difference is significant in comparison with the placebo group:

# p<0.01.

Table 18. The dynamics of evidence of clinical implications of ADHD by the scale
ADHDRS-IV-Home Version

ULD anti-S100 + . - -
Treatment anti-eNOS, n=48 ULD anti-S100, n=50 | Placebo, n=50
stage
Value A from Value A from Value A from
(M£SE) baseline | (MtSE) baseline | (M+SE) baseline
Total score
33.8 32.5 33.6
Screening
+0.96 +1.14 + 0.91
24 .1 -28.7% 25 1 28.8
2 weeks e -22.8 % -14.3 %
20.97 £1.03 +1.26
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whw # *hk
22.6 -33.1% 22.7 29.9
4weeks | £0.98 " £1.23  [-302% [+106 |-11.0%
www H# *hk
19.4 -42.6% 20.8 29.0
6 weeks +0.95 *** +1.06 -36.0 % +1.25 -13.7 %
##
ko Hi *kk
18.9 -44.1% 20.9 27.6
8 weeks }%94 bl +1.30 -35.7 % +1.35 -17.9%
wkk HiH hkok
17.3 -48.8% | 20.1 27.3
12 weeks #:::,9#.26 b +1.21 -38.2 % +1.48 -18.8 %
wkn HH *hw
Attention disorders
18.4 17.4 18.4
Screening
+0.55 + 0.57 +0.43
12.8 -30.4% 13.7 16.1
2 weeks 10.37 + 0.68 -21.3% + 0.66 -12.5%
wkn # *hk
11.6 -37.0% 12.9 16.4
4 weeks :tO.#Sg# +0.79 -25.9 % + 0.57 -10.9 %
*kk Wit *kk
10.7 418% | 11.9
6 weeks £0.54 £064* |-31.6% |189% | 130%
*kn HHE 0.70
i
10.3 -44.0% 115 15.1
8 weeks -33.9% -17.9%
0.5 £0.70 £0.76
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9.7 -47.3% 11.4 14.9
12 weeks 1:0.??& + 0.68 -34.5% +0.78 -19.0 %
” wwn HH *hk
Hyperactivity /impulsion
15.4 15.1 15.2
Screening
+0.61 +0.77 + 0.62
1.3 -26.6% 12.7
114
2 weeks +0.63 -245% +0.74 -16.4 %
kk +0.61 ***
11.0 -28.6% 9.8 13.5
4 weeks $0.62 +0.64 -351 % + 0.67 -“11.2%
wwx Hith *xn Wit '
8.7 -43.5% 8.9 12.9
6 weeks +0.59 + 0.64 -41.1% +0.73 -15.1%
*un Hit *kn R *x
8.6 -44.2% 9.5 12.5
8 weeks +0.60 + 0.76 371 % +0.81 -17.8 %
wux HE *hn HH# hkk
7.6 -50.6% 8.7 12.5
12 weeks +0.57 +0.70 -42.4 % + 0.82 -17.8 %
wxx HHE & *hk HHE *kk

Note. The difference is significant in comparison with baseline parameter:

* p<0.05, ** p<0.01, *** p<0.001.

The difference is significant in comparison with placebo group:

# p<0.05, ¥ p<0.01, ** p<0.001.
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(A) denotes initial value (& denotes 6 nonth after begi nning of
admnistration (*) denotes difference frominitial value is verifiable with
p val ue av0.20B/00¢845 denotes difference fromthe group receiBingoddifls of Abs
to Ctermnal fragnment AT1 receptor angiotensin |l with verifiable
difference in p value of < 0.05. ($) denotes difference fromthe group
receiving ULDs of Abs to endothelial NO synthase with verifiable
difference in p value of < 0.05. (1) ULD denotes ultra-Ilow doses. (2) Abs
denot emheaditferRAde 88 significant inAdnfparf oMbt heddrolp &t ment, only group 3 showed
a proven effect of the clained pharmaceutical conposition on the stiffness
of mu ar.%% _arL§Qj S. Goup 1 which received ULD of antibodies to a
Cter Pnp'a@ nP =0t angiotensin Il ATl-receptor, and group 3 which

recei ved the conbi nati on pharnaceutical conposition of the invention showed
a proven increase in the stiffness of elastic type arteries. Exanple 13.
Doubl e blind, placebo-controlled clinical study of a conbination of
activated potentiated forns of antibodies to the Cterm nal fragment of
angiotensin Il AT1l- receptor, in a mxture of honmeopathic dilutions of Cl2,
C30, C200, with activated potentiated form of antibodies to endotheli al

NO synt hase, in a m xture of honmeopathic dilutions of Cl2, C30, C200, in
human patients with chronic heart failure to eval uate key nmeasurenent of
quality of life. WD 2012/007845PCT/1B2011/ 002350 80 patients (CHF
of Il-1V functional class (FC), left ventricular ejection fraction (LVEF)

| ess than 40% were divided in 4 equal treatnent and control groups for a 6
nont hs study. The background therapy was not discontinued (bisoprolol

| 3- bl ocker, ACE inhibitor enalapril, aspirin (unless contraindicated);

adm ni stration of diuretics, nitrates, digoxin was also admtted). Goup 1
received the activated potentiated formof antibodies to a Cterm nal
fragnent of angiotensin Il Al-receptor (m xture of honeopathic dilutions
C12, C30, C200) (3 tablets/day, n=20). Goup 2 received the activated
potentiated formof antibodies to endothelial NO synthase (m xture of
honmeopat hi ¢ dilutions Cl2, C30, C200) (3 tablets/day, n=20). Goup 3

recei ved the conbi nati on pharnaceutical conposition conprising both
activated potentiated formof antibodies to a Cterm nal fragnment of
angiotensin Il All-receptor (mxture of homeopathic dilutions Cl2, C30,
C200) and activated potentiated form of anti bodies to endotheli al

NO synt hase (m xture of honeopathic dilutions Cl12, C30, \ C200) (3
tabl et s/ day, n=20). G oup 4 received placebo (3 tablets/day, n=20). The
groups were conparable in the initial study paraneters: in age and sex, and
severity (class of CHF and LVEF) and duration of the disease. Before and
after treatnment, the patients were evaluated for the life quality

(M nnesota and Kansas questionnaires), norphol ogical paranmeters of the

heart, and tol erance to physical exercise. Tabl e 3 shows the results
of the study in the formof dynamcs in the basic paraneters of the
treatnment efficacy. After 6 nonths of treatnent, the patients in
group 1 treated with ULD of antibodies to a Cterm nal fragnment of
angiotensin Il All-receptor showed a significant inprovenent of the life

quality, inprovenent of the left ventricular systolic function, and an

i ncreased tol erance to physical exercise. Goup 2 showed a proven decrease
in the anxiety and depression levels and in the life quality, which were
eval uated using the Kansas questionnaire. The study confirned that the

maxi mum t her apeuti c effect was achi eved with the conbi nati on pharnmaceuti cal
conposition of the invention in conbination with the standard CHF t herapy,
whi ch was adm nistered to patients fromgroup 3 that showed a proven
positive dynamcs in all paraneters under study. WO

2012/ 007845PCT/ 1B2011/ 002350 The conbi nation of activated
(potentiated) fornms of antibodies to a Cterm nal fragnment of angiotensin
Il AT1l-receptor and to endothelial nitric oxide synthase (NGsynthase) in

t he pharnmaceutical conposition of thé&5invention (conbination drug) provides
an unexpected synergistic therapeutic effect inplying an enhanced influence
on vascul ar renodeling and endot hel i um dysfunction that is critical for the
CHF process and progression, as also on the inprovenent of the patients'
life quality, on norphol ogi cal paraneters of the heart and tol erance to
physi cal exercise, which is confirnmed by clinical trials. The results are
set forth in Table 21. Table 21 G oups/ Paraneters



ULDl of Abs' to G termnal fragnment of ATl receptor of angiotensin || ULD
of Abs to endothelial NO synthase Conbination of ULD of Abs to C-term nal
fragment wO 20ibloorsasept or of angiotensin |1 and ULD of AlsTiiB20anoasiel i al
NGsynt hase Placebo A & A %A & A A & A OA A & A QA Mnnesota 47.5 + 2.8
39.1 +3.8 ** - 17.6 48. 1+ 377 40. 8 3.8

Table 19. The dynamics of severity level of ADHD by the scale

CGI-ADHD-Severity

Parameter

ADHD Severity

M+SE A from baseline

ULD anti-S100 + anti-eNOS, n=48

Screening 4.0+0.02
4 Weeks 3.6+£0.02** -10%
12 Weeks 3.4+0.06*** -15%

ULD anti-S100, n=50

Screening 4.0+0.03

4 Weeks 3.8+0.06** -5%
12 Weeks 3.61£0.08*** -10%
Placebo, n=50

Screening 4.0+0.01

4 Weeks 3.940.05 -2.5%
12 Weeks 3.8+0.06*** -2.5%

The difference is significant in comparison with the baseline parameter: ** p<0.01, ***
p<0.001.

Example 12.

Double blind, placebo-controlled clinical study of a combination of activated
potentiated forms of antibodies to the C-terminal fragment of the angiotensin Il AT1-
receptor, in a mixture of homeopathic dilutions of C12, C30, C200, with activated

potentiated form of antibodies to endothelial NO-synthase, in a mixture of homeopathic
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dilutions of C12, C30, C200, in human patients with chronic heart failure to evaluate key
parameters of the CHF pathology.

80 patients (CHF of II-IV functional class (FC), left ventricular ejection fraction
(LVEF) less than 40%) were divided in 4 equal treatment and control groups for a 6
months study. The background therapy was not discontinued (bisoprolol B-blocker,
ACE inhibitor enalapril, aspirin (unless contraindicated); administration of diuretics,
nitrates, digoxin was also admitted). Group 1 received the activated potentiated form of
antibodies to a C-terminal fragment of the angiotensin | AT1-receptor (mixture of
homeopathic dilutions C12, C30, C200) (3 tablets/day, n=20). Group 2 received the
activated potentiated form of antibodies to endothelial NO-synthase (mixture of
homeopathic dilutions C12, C30, C200) (3 tablets/day, n=20). Group 3 received the
combination pharmaceutical composition comprising both activated potentiated form of
antibodies to a C-terminal fragment of angiotensin I AT1-receptor (mixture of
homeopathic dilutions C12, C30, C200) and activated potentiated form of antibodies to
endothelial NO-synthase (mixture of homeopathic dilutions C12, C30, \ C200) (3
tablets/day, n=20). Group 4 received placebo (3 tablets/day, n=20). The groups were
comparable in the initial study parameters: in age and sex, and severity (class of CHF
and LVEF) and duration of the disease.

Before and after treatment, the patients were evaluated for the effect of the
administered medications on vascular remodeling and endothelium dysfunction that is
important for the CHF process and progression. The effects of the medications on the
processes of vascular remodeling were evaluated by pulse wave velocity (PWV)
(“Colson” system) in the carotid-femoral (CF) (elastic type) and carotid-radial (CR)
(muscle type) segments of arteries.

Table 20 shows the dynamics in the rates of pulse wave velocity in the carotid-

femoral (CF) (elastic type) and carotid-radial (CR) (muscle type) segments of arteries.

Table 20
Groups/ ULDs of Abs’to | ULD of Absto | Combination of Placebo
Parameters | C-terminal endothelial NO- | ULDs of Abs to
fragment of AT1 synthase C-end fragment
receptor of of AT1 receptor
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-25.1 83.8 3.560.36.8- 7.2 WO 2012/007845PCT/1B2011/002350 HADS 15'3

1.0 12.5+0 9 -.. ' - 18.516. 21 .7 11. 34 2'1 ... - 30.3 " 16. 2 1.3
8.4+0.9 *Wo#2ofPo078448' 1 17.3 1.1 15.9 PCT/IB2011/002350
angiotensin I of angiotensine Il

and ULD of Abs
to endothelial
NO-synthase

A& A% A& A% | & A% A& A%
CF, m/c 9, 18 (-148* |10 98¢ |- 10. | 8.6 | - 8. |8.2:0. | 0.1
7t 1 0.6 1 (04 (29 |8t |+0. |203* |2+ (5
0. 10 7 03 |6 0.
5 5 4
CR, m/c 8. 189 (29 8. |83 |- 89 |76 |- 9. | 9.710. | 6.4*
6+ | £0. 8+ 03 |57 |10. [+0. | 156" | 1£ |3
0. |3 0. 5 7 #$ 0.
2 1 3

(*) denotes initial value

(&) denotes 6 month after beginning of administration

(*) denotes difference from initial value is verifiable with p value < 0.05.

(#) denotes difference from the group receiying ULDs of Abs to C-terminal
fragment AT1 receptor angiotensin |l with verifiable difference in p value of < 0.05.

($) denotes difference from the group receiving ULDs of Abs to endothelial NO-
synthase with verifiable difference in p value of < 0.05.

(1) ULD denotes ultra-low doses.

(2) Abs denotes antibodies.

After 6 months of treatment, only group 3 showed a proven effect of the claimed
pharmaceutical composition on the stiffness of muscular type arteries. Group 1 which
received ULD of antibodies to a C-terminal fragment of angiotensin Il AT1-receptor, and
group 3 which received the combination pharmaceutical composition of the invention

showed a proven increase in the stiffness of elastic type arteries.

Example 13.

Double blind, placebo-controlled clinical study of a combination of activated
potentiated forms of antibodies to the C-terminal fragment of angiotensin Il AT1-
receptor, in a mixture of homeopathic dilutions of C12, C30, C200, with activated
potentiated form of antibodies to endothelial NO-synthase, in a mixture of homeopathic
dilutions of C12, C30, C200, in human patients with chronic heart failure to evaluate key

measurement of quality of life.
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80 patients (CHF of II-IV functional class (FC), left ventricular ejection fraction
(LVEF) less than 40%) were divided in 4 equal treatment and control groups for a 6
months study. The background therapy was not discontinued (bisoprolol B-blocker, ACE
inhibitor enalapril, aspirin (unless contraindicated); administration of diuretics, nitrates,
digoxin was also admitted). Group 1 received the activated potentiated form of
antibodies to a C-terminal fragment of angiotensin Il AT1-receptor (mixture of
homeopathic dilutions C12, C30, C200) (3 tablets/day, n=20). Group 2 received the
activated potentiated form of antibodies to endothelial NO-synthase (mixture of
homeopathic dilutions C12, C30, C200) (3 tablets/day, n=20). Group 3 received the
combination pharmaceutical composition comprising both activated potentiated form of
antibodies to a C-terminal fragment of angiotensin Il AT1-receptor (mixture of
homeopathic dilutions C12, C30, C200) and activated potentiated form of antibodies to
endothelial NO-synthase (mixture of homeopathic dilutions C12, C30, \ C200) (3
tablets/day, n=20). Group 4 received placebo (3 tablets/day, n=20). The groups were
comparable in the initial study parameters: in age and sex, and severity (class of CHF
and LVEF) and duration of the disease. Before and after treatment, the patients were
evaluated for the life quality (Minnesota and Kansas questionnaires), morphological
parameters of the heart, and tolerance to physical exercise.

Table 3 shows the results of the study in the form of dynamics in the basic
parameters of the treatment efficacy.

After 6 months of treatment, the patients in group 1 treated with ULD of
antibodies to a C-terminal fragment of angiotensin |l AT1-receptor showed a significant
improvement of the life quality, improvement of the left ventricular systolic function, and
an increased tolerance to physical exercise. Group 2 showed a proven decrease in the
anxiety and depression levels and in the life quality, which were evaluated using the
Kansas questionnaire. The study confirmed that the maximum therapeutic effect was
achieved with the combination pharmaceutical composition of the invention in
combination with the standard CHF therapy, which was administered to patients from

group 3 that showed a proven positive dynamics in all parameters under study.

79

33.



nor* '' 24.0 28.2 * 1525 31 .7 10 .3 25 . 311 34.61'9 *** # $ 36'7
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The combination of activated (potentiated) forms of antibodies to a C-terminal
fragment of angiotensin Il AT1-receptor and to endothelial nitric oxide synthase (NO-
synthase) in the pharmaceutical composition of the invention (combination drug)
provides an unexpected synergistic therapeutic effect implying an enhanced influence
on vascular remodeling and endothelium dysfunction that is critical for the CHF process
and progression, as also on the improvement of the patients’ life quality, on
morphological parameters of the heart and tolerance to physical exercise, which is
confirmed by clinical trials.

The resuits are set forth in Table 21.

Table 21
Groups/ ULD' of Abs’to C- | ULD of Abs to Combination of ULD of | Placebo
Parameters terminal fragment endothelial Abs to C-terminal
of AT1 receptor of NO-synthase fragment of AT1
angiotensin I receptor of
angiotensin Il and
ULD of Abs to
endothelial NO-
synthase
A & A% A & A% | & A% A & A%
Minnesota
40.
475 | 39.1 8+ 32.0+ 42.4
N 138 | - 48. ) 43, 483 | 129
T {176 | |38 |152 | % |49 "2 g7 | T 122
*» 37 2.8 o
28 warg
Kansas®
72.
82.1 | 701 81. | os8 87, 65.7+7.
|55 542 | 2 |7, |7t |3 -251 | 338 16031 4,
14.6 - . 11.7 ’ +35 ] 16.8 )
23 *kh 5 R 23 ***$
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8.8 37 8.7 1 2.4 450.1 17.7** # $ 18.9 ' 390.5 11.9 409.1 +115 - 4.8 *,
**  *** _ p values < 0.05, 0.01 and 0.001, respectively #- difference from
group recEpDeoreyI4ds of Abs to C-term nal fragnment ATl eCTABZI1OO@A3N n
receptor Il with verifiable with p value <0.05 $, $$ - difference fromthe
group receiving ULDs of Abs to endothelial NO synthase is verifiable at p
val ues of 0.05 and 0.01, respectively. (1)-ULD neans ultra | ow doses (2)
Abs neans antibodies (3) "M nnesota" denotes M nnesota Questionnaire WO
2012/ [0anER5PCT/ IBZ0T1I7 002350 [(4) TKandas™ |dengt es Kgnsas estrTonnalre (
HADS |denot es HADS total |[scorg (6) | FC CHF denoties pat|ients{w th|chropic
heart| failure, f{yggtional class (FMFF LV |[dengtes frlactiopn of {unctioning
of left vertical, Exdfglle 14.| 16 | 34 To st|uldy | 8reperiti es ofi7tshé 1BrOposed
phar maceut i cal ¢ompodfPijorss n tHe| 2rleatsos tf f.Rgl drit*8-Iwi tshn.a | bani gn8-!
prostfati c hyperpf@sifa, 300 ng pil | swwgre use sat 3rat ed with the
phar naceuti cal ¢onpogsitijon cgntai pi ng|wat r-aI cohol |solutijons (6 ng{pill)
of activated - potentiatied rgbbit]| polyclonal affinitly purified}antibodies
to priostate specifi¢ antligen|(ant|-PSA) and endothellial ND synthase
(anti|-FENGE” in [ltra | oW dosds (ULD), |produced by ullftra dilution of [the
initijlal matrix sol ution {10013, 10p3, 100200 tijnme gqui valent to the
m xture of centegimal, honeopat hicjdilutio 1 g, C200 (ULD antl-PSA
+antil-eNOS), an jg'kﬁ( Zr%ﬁ pil | s,2%a1 a7ated 5 Sﬁ? %W% HanggcearicaRs:0 | o
conpdsi ti on cont gini|rRg wat’exr -|df-topdR sol utl(pfF 43 g/ pi11) 06f ackivate
potenti ated rabpit polyclonall aff|nity pur|ified antijbodie$ to prostate
speci|ffic antigep infultrla | ow dospes (ULD),| obffai ned by anjultra dil ution |of
the ifnitial matfix sol utjion 210012} 100, 100200 timeg, equijval ept tolthe
m xt W-e—ef—ecentestral—hareopathiel-di-bgti-oRs—Cl2—C30—CG200—(ULD-ant | - BSAH.
Benigrde‘rostatl c hyperpljasia |(BPH) is|one |of fhe nogt frequently ocgurring
di sorl[ders in ma|es (Bruskew tlz R [C., 2003;| Rogen R ,| 2003): on|the opne
hand,| epi demni ol p&i-talasstludi ed,. _cal ped out|dsn |RdSd, point to r adual
i ncredase in freptiendys:of| RRH fﬁfgrr 341 3% 81 %0149 yedrsgl ds 286t 3]?8%% 58 80
year |olds (Cori|gyski.g’ |[L.M,|7199P)7 on thel.other Q gnd, de ﬁﬂgr apﬂl c|studiles
condycted by WHO confirm a si|gni f}j cant ingrease |n tthe popul at{on oyver 60
years ol d, surppssing anly other age gnoup [gr oy h. The mai h synptons [of
beni gn prostatip hy[ erpliasiajare | owen urijnary tract| synptons, [which can
caus§ Shams ERamt difsconfort Janddecr¢ase [quali ty off Hfe(Bruskew tz R €. ,
2003;| é#por H.,| 2004; OjlLeary M P, 2005).| I n|severg caseg, the disease c@an
be adconpani ed py coppd ijcatigns, such|as acyt ¢ uringry retentipn, ufinary
tract| i nfectionj 3%y dria, [lB83ne416f ai l urem(‘:tieq)amcv, V. N390.399% , Jacobsien
S.J.,| 1997, Wg 212 ggg781@@P(“l1ﬁtle@'-ﬂl 862350 Lépast H.18.920 )AL. 3%%’5 54.81 so
assodi at ed wi t h| #8vekoprrent df158retei e dylsfaunésion |i n pat et $ (Br iskewift z
R C.,| 2003; Daly MP| 20Q5). An open-|l abg¢l conparatiye pafallel group
study of efficacy apd sgfety |[the pf plharnmgceufi cal qompos|tiong confai ning
ULD gnti-PSA + ULD anti -[eNOS|and JULD anti HSA i{n anelfi orat|ing ufi nary
di stur bances*’t a*tagsanhedy OBN0 YN apd 00} leSpedtivgy pl asi a (BPH), included 40
patients s gf{eed I n accordance, wi_.t h inclusions/exclusions criteria.

r

Pati ents K90 Frpegoymreseiying 1HeDs aivabytodrirrminad frogment AT1 of 3 ti nes per

day duri ngaﬂéoﬁéﬁﬁk?ec@&o?ﬂ{)w1mv§1ﬂdbg@%bvﬁ§é<w' -eNCS, and anot her one 1
pill 3 tines during 12 weeks (n=19) of a ULD anti-PSA The groups

wer e conpad %‘1{) edliffnreag@fm@éh@gllovy reseiviBi-HUEDaf Abs to endothelipldNOpsynthasstier s and
prostate VQ/«L,HF&:’DIC at p values of 0.05 and 0.01, respectively.

(1)-ULD means ultra low doses

(2) Abs means antibodies

(3) “Minnesota” denotes Minnesota Questionnaire
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The study included patients over 45 years old with a history of BPH with
correspondi ng synptons of |lower urinary tract for no | ess than 6 nonths,

| PSS13, pwoxbetm®7848l ume according to transrectal ultrasecogBapgo3sd cnB,

wi th maxi mumurinary flow speed of dtt m/s and 515 m/sc and m ni num
residual urine volume equal to 125 ml, with PSA | evel 54 ng/m . A necessary
I nclusion criterion was absence of intake of the follow ng nedications in
the nedical records: finasteride, dutasteride, or other experinental drug 6
nont hs pri ¢4) “Kansa3t detsot@Kdnlad Qeestibnslire al - adr enor ecept or bl ockers and

her bal nedlcatlons 4 weeks prior to the inclusion into the study, any

i nhi bi t or s ApHadeAYes BADS198Ese%e 5 and other erectile dysfunction
treatments m@e@m Rhbie¢ pdtRnlshBith EbAIS hest EMLR: H}ﬁuéﬁ ass The st udy
di d not |ncI ude patients undergone I nvasive neth treat ment of BPH,

i ncl udi ng (DdFslY demted frantion o funstipeisg of lefrvertidabr not her apy, transur et hr al
needl e abl ati on, stent angi oplasty and other; w th nmalignant oncol ogi cal
di sease, acute urination delay, bladder stones, urethral stricture,
Marion's dExaagde 1geni tourinary systeminfections in the phase of active

i nfl anmati gn and ot hers. cinical fflcac har maceuyti cal
conposi t | oﬁg ﬁi’é‘gy aw&&eeijOfb@‘etFPfQPPﬁ%‘F @%ﬁ‘fe 'PaLF‘iE)'ﬁPE%!F'O%WrHiQ)FfEaB‘Pe'I‘tOV\/er

uri napy phtiests, wiety al beHigs prsdtasc h§§§r¢w§t3wn¢g bffis (Wékeeh &, 'ééri'@tlatéad Wﬂhat e

Synpt om Score), urination paranefers (maxi numand average urinary f
speedthmrmﬁ;magﬁut;@aluﬁemp@@ltlene @ﬂtagagdmterualpmgl satutionss (Git mghwlmrm VO

2012/ QR4S CTp JRARAMORERAL AASEHanhR? pifiE: UnibhARSUpSH AL Be UikROUNC

(TY), SO erec was ev base al'ned
from Iahﬁgerq(mﬂt—PSMandeer(dmherahaiG)csyathdsed(cantlm‘NGESﬁam ultm fowndosen]ULBRsul t s

2012/ BERMFSHCRY B8 4 MotgBash ey indias Shaty solion. #0011 1905 100 times.p
antelk-séblﬁﬁalem %%e'rﬁlxltugg\é@ff cszecritrggih%}qiomeoﬁétﬁfc difution8 GAH C%bl d2oo (8ver. 12
anti-PSA +ant|-eNC5)S) 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;
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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 parallel 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,
prostate volume according to transrectal ultrasonography 230 cm3, with maximum
urinary flow speed of 24 ml/s and <15 ml/sc and minimum residual urine volume equal to
125 ml, with PSA level <4 ng/ml. A necessary inclusion criterion was absence of intake
of the following medications in the medical records: finasteride, dutasteride, or other
experimental drug 6 months prior to inclusion in the study, a1-adrenoreceptor blockers
and herbal medications 4 weeks prior to the inclusion into the study, any inhibitors of
phosphodiesterase type 5 and other erectile dysfunction treatments 4 weeks prior to the

inclusion into the study.

The study did not include patients undergone invasive methods of treatment of
BPH, including transurethral prostatic resection, thermotherapy, transurethral needle
ablation, stent angioplasty and other; with malignant oncological disease, acute urination
delay, bladder stones, urethral stricture, Marion's disease, genitourinary system

infections in the phase of active inflammation and others.

Clinical efficacy of pharmaceutical compositions was assessed by the improvement
of clinical symptoms of lower urinary tract, evaluated using IPSS questionnaire
(International Prostate Symptom Score), urination parameters (maximum and average

urinary flow speed, urination volume, volume of residual urine) and prostate volume
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1.4 Qrax, m /s (maximumurine rate) 16/19 (84.2) 10.8 13.1 2.2 15/21 (71.4)
11.7 13.7 2.0 Qave, nm/s (average urine rate) 15/19 (78.9) 5.8 7.1 1.3
18/ 21 (85woro/®784s1 1.3 V, m (volunme of urination) ' POTAB20152026850 218. 6

based on the data of transurethral ultrasound (TU), and also erectile function was
evaluated based on the data obtained from IIEF questionnaire (International Index of

Erectile Function). Results of the study are shown in tables 22 and 23.
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11.8 15/21 (71.4) 203. 7 252.0 48.3 RV, nm (residual volunme of
23.6 19.4 -4.3 14/21 (66.6) 19.1 14.1 -5.0 PV, cnB
55.9 48.9 -7.0 PCT/IB2011/002350

. 206.8 -
urine) 19 15-n1 (78."i
(pr ost at evoab1m®ys84:8/ 19 (947)

Table 22.
ULD anti-PSA ULD anti-PSA + ULD anti-eNOS
n/N(%) | In., 12 A, n/N In., 12 A, cp
! aver. | weeks. | cp (%)' | aver. | weeks.
, aver. , aver.
IPSS, score | 19119 | 178 | 119 | -5.9 o [ 180]| 105 | -56
(100.0) (95.2)
Qol/, score 19/ 20/2
9/19 1
(quality of (100.0) 3.4 24 -1.0 (95.2) 34 2.3 -1.1
life)
IIEF, score 2/19 4/21
(10.5) 17.8 18.6 0.8 (19.0) 175 18.9 14
Qmax, ml/s ,
16/19 15/21
(maximum (84.2) 10.8 13.1 22 (71.4) 11.7 | 13.7 2.0
urine rate)
Qave, ml/s ,
15/19 18/21
(average (78.9) 5.8 7.1 1.3 (85.7) 5.8 7.1 1.3
urine rate)
Vv, ml .’
10/19 - 15/21 | 203.
(volume of (52.6) 218.6 | 206.8 118 | (71.4) 7 252.0 | 48.3
urination)
RV, ml
: 15-19 14/21
(residual 23.6 194 | 4.3 19.1 14.1 -5.0
volume of (78.9) (66.6)
urine)
PV, cm®
18/19 15/21
(prostate (94.7) 55.9 489 | -7.0 (71.4) 570 524 -4.6
volume)

' the numerator is a number of patients (n) showing improvement, denominator is

total number of patients in the study (N).
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15/21 57.0 52.4 -4.6 - the nunerator is a nunber of patients (n)
showi ng i nprovenent, denom nator is total nunber of patients in the study
(N. WOwO0raao7845PCT/ 1 B2011/ 002350 Tabl e 23. Dynam c®CofiBEubs@ases of
obstructive and irritative synptons, and question 7 of |PSS questionnaire
ULD anti-PSA ULD anti-PSA +anti-eNOS MSD Visit 1 MSD Visit 2 MsD Visit 1
MSD Visit 2 Obstructive 10.03.02# 6.52.81*** 8.22.96 6.03.39** Irrit.
7.52.21& 5.31.90*** 7.82.16& 4.52.34*** 7th question 2.10.78

Table 23.
Dynamics of subscales of obstructive and irritative symptoms, and question 7 of

IPSS questionnaire

ULD anti-PSA ULD anti-PSA +anti-eNOS
MSD Visit ‘
M1SD Visit 1 | M£SD Visit 2 1 MzSD 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& | 4.5t2.34**
7™ question 2.120.78 1.9+0.75 2.3%0.90 | 1.410.98**
Obstr., %> -33.4+26.85 -25.2+34.50
Irrit., %> -28.2+1730 | -40.3£30.35
7" question, -
%? 2.0+49.61#4# -37.7+39.23

* - 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 22). The
course of the was not long (12 weeks), therefore, a decrease in prostate volume was not
observed in any study group. ULD anti-PSA did not effect 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-PSA + ULD anti-eNOS,
showed an increase in urination volume in 71.4%, and on average, an increase 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-
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1.90.75 2.30.90 1.40.98*** (bstr., 9% -33.426.85 -25.234.50 Irrit., 92
-28.21730 -40.330.35 7th question, % 2.049.61#c# -37.739.23 * - p<0.05
vs basel iwi©;2012/007845<0. 01 vs vaseline; ' - p<0.001 vs ba®erim®1##23500<0, 01
vs ULD anti-PSA 2 - shows decrease conpared to the baseline in % average
group val ue The given data confirmthat both ULD anti-PSA, and ULD
anti-PSA + ULD anti eNOS were used to effectively treat synptons of | ower
urinary tract, increase average and maxi numurinary fl ow speed, inprove
qual it fy oyr |ong (12
weeks)ysfeheé’lg{ g’r\lgs Wée?ﬁ%@sgﬁ?gﬂ'\% %%%napta-(la:&?/o u?rea\%aog ngng% i'r @gérela%"&ny
st udy igitative. swmptmnslofplsmem arivagy Mdte(% 2%e ve. 0K 0r8% 0 <0r05)ahind mighdimeh

i ncre 6% nts, on average the group showed sone

stati @Eﬁgﬁﬁ Yg'%s 25%(f| c &%cr ease of urination volune by 11.8 m (5.4%
conpared to the basellne vaI ues. At the sane tine, patients, treated with
ULD ant i - PHashoull eanetede MEs, UsBoanstP&A #ridk B careti-eNOS isnalsbanoked ffeetivien

71. 4% I S ne_nas. 48 3 ar ed
(ot neoRYepd (S R 8Fe-PRh LT 587 R0l et R diRhin WdrRucd T8 2hy R

irri chWanﬂwﬂ@S@oaprredlom NEF (IRtsrnatibsel ahesx as E\ﬂ@étile TysAudtivh) 8core

evi dence ége(fg |89 7 of S?ZI ﬁgowed that both Ehar maceut i cal conpositions
cont ri'Bdf yd J%E‘r%%{?é't AOEFM 9ERUP PY 1D 5%). R0 W%mrew@ o)
a decnErsecdié imULDIARRPSWPIANS anfileNdS ' 2

2012/ 007845PC+/ | B2011/ 002350 PSAn+ant| - ?@?WB?@%?’% e e'@ﬁt l\}réDcorrpEa:rSéd to
a ULDYAPMR-- PSA in decreasing irritative synptons of |lower urinary tract
(28.2% vs. 40.3% p<0.05) and nighttime urination urges (2.0%vs. 37.7%).
I't shoul d H’henph@:%adehﬁ&alUb&nﬁﬂélhoﬁ’&éhbw)e“d[)e%gﬂeh?N@%t}/s prdfiRO P HRverse

effective corrpared to ULD anti-PSA in inproving erectifle function in

pat i efiffécts|rglatpobto;the; admynistengdmnedicatiensosets ohgervedin thetcdurse pFstudy.
(I'nternational Index of Erectile Dysfunction) score increased by 19%in
pat i ent s (ThetdfEreanliD BRA-REAUPUDD 3Ati-eM0S @8Rowka Rl ri eMicRISEorR aﬂehﬁ%
score ng& |-P + ULD anti-eNOS group was 8% vs 4.5%in a

anti - '39 anti-P AT HB pralRSCWination Peeip®si cRgsed slmovt@nlmcmostanc
saf et y i dbrer: t i ons
wer e oggg?vdeéléellﬂr%a he coﬁgree%géf’eﬁsaﬁweeéﬁé&%f Lﬁ?'hé %%P ore, antl gngg%hULD
ant i - eretlesfipation pbpatigntetompacsd thb@raml-PSAt\ma reyfealﬂdD anti-PSA in
treating urination problens caused by benign prostatic hyperplasia. In
addition, a greater positive effect of ULD anti-PSA + ULD anti-eNGCS on
erectile function of patients conpared to ULD anti-PSA was reveal ed. WO
2012/ 007845PCT/ 1B2011/ 002350 What is clained is:
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1. A nethod of increasing the effect of an activated-potentiated form of an
anti body to an endogenous bi ol ogi cal nol ecule, said nmethod conprising

conbi ni ngweant/emisgenous bi ol ogi cal nol ecul e with an aeCiruBiedeqasent i at ed
formof an antibody to endothelial NO synthase. 2. The nmet hod of
claim1l1, further conprising adm nistering said conbination to a patient in
need of treatnment with said activated-potentiated formof an anti body.

3. The method of claim2, wherein said activated-potentiated form of an
anti body to an endogenous bi ol ogical nolecule is an antibody to S 100
protein. . 4. The method of claim2, wherein said

act i vavbatipslameddsied form of an antibody to an endogenous bi ol ogi cal

nol ecul e 1§ an ankidosly t 1R e SEFRSt fd i : t hod
of claim Zﬁ'mhe?‘efﬁn sal 8? g’é‘%ﬁ%bgcﬁﬁot enttida{tcaeﬁélla %%Q%Rogenr}tﬁaé%dg;oﬁ%gn%
endogamtibedhtabngindapemmisbivlagidal naeleauei baidymethodrmprisimg cembing said

ant 1 bgagopanays bidkdedlo ot Hh.8F' Sl Bled 6B 8RR mobhign: ShiBed to

ant i giepidettlial NEcgpititdse. 7. A pharnaceutical conposition conprising a)
an activat §d- potTenti ated form of an antibody to an endogenous bi ol ogi cal
mol ecul e, #nd b)Thgrimgthod,ef daimyd; ithelicamprising sministernp iy combigation

synt h3§@-patient in nédd Jﬁl?eaqnéhmﬁ@aiicg?&i\?a‘?«?ﬁﬁ sidntiafedform! &M 4 tiﬂo%ﬂy.[e her

conprising pharnmaceutically acceptable so carrier. .
phar maceut Bcal dbapoethadof oflaiol &, nwBereithesaid ractivatedatentiated - foomeof iamt ed

form qf .. {] I t SN form.of a mxture
of ot 2PH300ER A SRHodSsFR bl inelbeyiy B B ARG B edBastRE sai d sol a
carrier. 4. The. mﬁhf)damrc?mim?lﬂ,iW_B.%regﬂrﬁaﬁxsiddioaltgdfpdléﬂﬂidfgd,flovdh_ebt?:am sai d
activated-potentiated form of an anti body to an endogenous bi ol ogi cal

ol eca"ﬁg?@y 10 b RICORENOUs chiplBBisah molseliats, A8 agiikgdyody . Progigte “specific
2012/ QAi§éH.PCT/ 1B2011/ 002350 11. The pharmaceutical conposition of
claim 10, wherein said antibody to an endogenous biol ogical nolecule is a
pol ycl onal dant i hbgymethod of tiaimTZ whareiacseaidi eslivaledpetentiated oforml @nm 7,
wher ein:sal I - paQt I f f | ogenous

bi ol ogﬁggﬁaﬂ%ﬁaﬁEi@éﬁho%%ebggbg%%g&%%%%%s?'@gn@degncwe}gﬂﬁ%@%di% Pﬁ??’ghs coupl ed
wi t h shaki Bg of Teeemetidod udfi @laim 2, wheidn Shid pbtivated@otértiated cfonmogint i on

ronocPONRPS 585 roRas oy RiReiER mhlacilug o sntbodyle SRigBHRsiT esmtorca

conpoglition of claim8, wherein said antibody to endothelial NO synthase is
a polyclonal anti body. ) 15. The pharmaceutical conposition of claim
9, the acti'vat eO-RrEVAceHtica copmasiionaeorantising @) anadivatadeeieatiaiad ©ymt hase

ieief;%g?‘f‘ﬁt RO UBCET BBl BloiBical mBldcBIt SidB) & dtiivBtetpsteRtattl
form of an antibody to NO synthase.

8. The pharmaceutical composition of claim 7, further comprising
pharmaceutically acceptable solid carrier. ‘

9. The pharmaceutical composition of claim 8, wherein said activated-
potentiated form of an antibody to endothelial NO-synthase is in the form of a mixture of
of C12, C30, and C200 homeopathic dilutions impregnated onto said solid carrier.

10. The pharmaceutical composition of claim 7, wherein said activated-
potentiated form of an antibody to an endogenous biological molecule is a monoclonal,

monoclonal, or natural antibody.
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11.  The pharmaceutical composition of claim 10, wherein said antibody to an
endogenous biological molecule is a polyclonal antibody.

12. The pharmaceutical composition of claim 7, wherein said activated-
potentiated form of an antibody to an endogenous biological molecule is prepared by
successive centesimal dilutions coupled with shaking of every dilution.

13.  The pharmaceutical composition of claims 7, wherein said antibody to
endothelial NO-synthase is monoclonal, polyclonal or natural antibody.

14. The pharmaceutical composition of claim 8, wherein said antibody to
endothelial NO-synthase is a polyclonal antibody.

16.  The pharmaceutical corhposition of claim 9, the activated-potentiated form
of an antibody to endothelial NO-synthase is prepared by successive centesimal
dilutions coupled with shaking of every dilution.
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