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The features of the influence of the nanocomposite system (Lymphosilica supplement), which was
created on the basis of hydroconsolidated finely divided silica and plant materials with a high content
of polyphenols, flavonoids, terpenes, polysaccharides on liver cytophysiological characteristics
under the conditions of the development of metabolic syndrome and hepatotoxicity under simulated
alimentary, were studied.Biochemical studies of blood serum and histological analysis of liver tissue
were performed. It was shown that a high-calorie diet of rats over 100 days leads to the development
of individual manifestations of obesity and metabolic syndrome, which are expressed in an increase
in body weight and visceral fat, the development of the initial and middle stages of parenchymal fatty
liver dystrophy with a decrease in morphological manifestations of the synthetic activity of the
nucleus, with slight deviations at the biochemical level.The introduction of a phytocomposite does
not lead to pathological changes in the organism of rats, but in some cases leads to manifestations of
“adaptive stress” of liver hepatocytes, both with a standard diet and with a high-calorie diet. The
positive effect of the composite system on reducing the proportion of visceral fat (by 38%) in rats
with a standard diet was shown, and against the background of simulated alimentary obesity,
normalization of the level of bilirubin (25 % decrease compared with alimentary obesity) and its
fractions, lower levels cholesterol and alkaline phosphatase (in both cases by 19% compared with
initial obesity), increased globulin fractions of blood serum, protective effect against dystrophic
changes in liver tissue.

Key words: nanocomposite, Lymphosilica, nanosilica, rats, alimentary obesity, hepatocytes of the-
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The efficacy (biological activity) of
pharmacological preparations can be enhanced
by inclusion in the dosage form the substances
that provide a dosed, prolonged release of
active substances, their delivery in an intact
state to the absorption site and activity
sensitizers, which create accelerated mass
transfer zones in the absorption sites ensuring
increased drugs bioavailability. It was assumed
that creation of such systems would reduce
the pharmacological burden on a body by
increasing the bioactivity and bioavailability
of pharmaceuticals and eliminate the
possibility of temporary hyperconcentration
of toxic substances in various parts of the
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body. In particular, the inclusion of drugs
in a matrix of biocompatible polymers, such
as polyacrylamide, polyurethane, polyvinyl
alcohol, etc. would significantly slow down
(from several minutes to several days) the
process of active substances releasing [1, 2].
However, notwithstanding the polymers used
are easily combined with body tissues and do
not cause adverse reactions, their elimination
is a long multi-stage process. An alternative
direction is the use of biodegradable polymers
and biopolymers in composites with highly
dispersed fumed silica (HDS). At the same
time, HDS can perform several functions.
It creates a spatially ordered system that
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provides optimal conditions for bioactive
drugs releasing; serves as a rate controller
of substances releasing from the cellulose
matrix of medicinal plants; acts as a means
of drug delivery to the intestinal mucosa
and influences actively on mass transfer in
the absorption zone due to the formation of
nanostructured layers of aqueous solutions
with increased solubility of weakly polar
organic compounds (which are related the
majority of drugs)[3].

Silica is widely used for biomedical
purposes not only as a concomitant substances
giving the dosage forms the necessary physico-
chemical properties, but also as an independent
drug with a pronounced detoxifying effect,
well established in the treatment of food
poisoning, bacterial and wound infections
[4—-6]. In recent years, technologies have also
been developed for the use of porous silicas as
means of targeted drug delivery, involving the
creation of nanoscale channels in silica film
samples into which a drug can be introduced
[7—9]. One of the most important applications
of such nanotechnologies is the development of
new systems for the controlled release of drugs,
with their protection against physiological
degradation or elimination [10, 11].

As a medicine for creating a nanocomposite
system based on hydrocondensed HDS, the
complex highly dispersed plant composite
system “Lymphosilica” was used, developed
at Chuiko Institute of Surface Chemistry of
the National Academy of Sciences of Ukraine
[12], containing the components of raw
Echinacea purpurea, Sudanese rose, dandelion
root, enriched with polyphenols, in particular
flavonoids (anthocyanins, quercetin),
terpenes, polysaccharides.

The effectiveness of the composite system
is due to the fact that plant polyphenolic
compounds are able to mobilize their own
mechanisms of homeostasis in a living
organism, stimulate the function of
the adrenal cortex, and the secretion of
glucocorticoid hormones. Besides, due to
HDS presence, it is detoxicant and has a high
antioxidant, wound healing, antimicrobial,
antifungal, and protistocidal action [13,
14]. Polyphenolic compounds are aplied
in medical practice for acute and chronic
colitis, enteritis, gastritis, inflammatory
processes of the oral cavity, ulcers, for
detoxification and recovery of the body in
chronic diseases. Particularly important
is the positive effect of polyphenols on
pathogenesis of such conditions as metabolic
syndrome, obesity, diabetes, fatty liver. Non-

alcoholic fatty liver disease (NAFLD) is one
of the leading causes of chronic liver damage
worldwide [15]. Over the past decades, the
use of herbal preparations for NAFLD has
received increasing attention due to their
wide availability, low side effects and proven
therapeutic mechanisms [16].

The aim of this work was to study the
effects of “Lymphosilica” composite system
created on the basis of hydrocondensed silica
and plant materials on the manifestations of
metabolic syndrome and hepatotoxicity in
simulated alimentary obesity in rats.

Materials and Methods

Research drugs. We used finely dispersed
silica of the A-300 grade obtained by the Kalush
experimental plant of the Chuiko Institute of
Surface Chemistry of the National Academy
of Sciences of Ukraine. The composition of
the phytocomposite “Lymphosilica” includes
hydroconsolidated silica (Hidrosil, TU U 20.1-
3291669-015:2016) with a bulk density of py =
300 mg/cm?® and components of micronized
plant material — Hibiscus sabdariffa,
Taraxacum officinale, Calluna vulgaris,
Calendula officinalis, Trifolium pratense,
Echinacea purpurea, Elytrigia repens. When
creating the composite system “Lymphosilica”,
silica and phytocomponents were mixed by
four-hour processing in a ball mill. The content
of the plant component was 30 wt.% .

Experimental groups of animals. The rat
parameters of seven experimental groups
were analyzed in the work (n = 8 in each
group) (Table 1). The initial body weight of the
animals was 120 £ 7 g. An initial experiment
was preliminarily carried out. During 95 days
it was modeling alimentary obesity in animals.
Herewith the use of highly dispersed silica
(HDS) both in pure form and in the said of a
nanocomposite system was applied. At the
same time, some of the animals were kept
on a standard diet, while the rest simulated
the development of the metabolic syndrome
through the use of high-calorie diets enriched
in fats and carbohydrates [17]. The animals
received pure HDS, pure phytopreparation (a
mixture based on raw materials of Echinacea,
Sudanese rose, dandelion rhizome, enriched
with polyphenolic compounds), or a composite
system based on HDS and phytocomposite
(“Lymphosilica”) as well. The drugs were
administered orally with feed water in the
form of an aqueous suspension in a volume of
2 ml per animal (in the morning, 1 hour before
a meal).
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In all groups of animals, at the end of
the period of modeling obesity after instant
decapitation, the general morphometric
parameters of the body (body weight, growth-
weight coefficient (body mass index —
Ketle index), and the mass of visceral and
subcutaneous fat) were determined. For
biochemical and histological analysis,
blood serum and organs of the digestive,
excretory and endocrine systems, as well
as heart and adipose tissue of various types
and localizations (white and brown fat,
subcutaneous and visceral fat) were selected.

All animal experiments were performed in
compliance with the international principles
of the European Convention for the Protection
of Vertebrate Animals used for Experimental
and Other Scientific Purposes (Strasbourg,
1986), Article 26 of the Law of Ukraine “On the
Protection of Animals from Cruel Treatment”
(No. 3447-1V, 02.21.2006), as well as all the
norms of bioethics, biological safety and
general ethical principles of animal experiments
adopted by the First National Congress of
Ukraine on Bioethics (September 2001).

Biochemical analysis of blood serum. In the
blood serum of all the studied rats, the levels
of total bilirubin and its individual fractions
were determined [18] as well as total plasma
protein, its albumin and globulin fractions
[19, 20], glucose [21], cholestrol [22], and
the activity of the enzymes alanine and
aspartate aminotransferase (ALT and AST,
respectively) [23, 24], alkaline phosphatase
(ALP) [25]. The level of bilirubin and its
fractions was determined using the Biosystems
S.A. diagnostic kit. (Spain). The levels of all
other indicated serum components and its

enzymatic activity were determined using
standard LiquickCor diagnostic kits (Cormay,
Poland). Spectrophotometric measurements
were performed on a Sinnowa BS-3000M
biochemical analyzer.

Histological analysis. In order to study
the effect of nanocomposite systems on the
development of histopathological processes
in the liver, a macroscopic analysis was
done (description of the liver in appearance,
anatomical structure, color of the organ,
state of the parenchyma and capsules),
and histological analysis of this organ.
For histological examination, a standard
preparation technique was used. To do this,
the liver was fixed in 10% formalin, pieces of
the organ 1.5x1.5 cm in size were dehydrated,
enlightened and soaked in paraffin. The
sections of 5—6 pm thick were stained
with hematoxylin and eosin to obtain an
examination histological specimen.

Subsequently, the obtained histological
preparations were analyzed using a light
microscope in order to reveal morphological
changes in the structure of the histostructure
of the lobules of the liver and hepatocytes
(the area of hepatocyte nuclei, the state of
blood vessels, pathomorphological changes).
To do this, micrographs were taken using
the System Microscope installation with an
Olympus BX 41 system video camera equipped
with a Camedia C-5050 zoom digital camera
and Olympus DP 80 FT 3.2 software based
on a Pentium 4 computer with Windows XP
operating system. To evaluate morphometric
changes in digital micrographs using the
Imaged program, we measured the area of
hepatocyte nuclei (150-250 values per each

Table 1. Experimental groups of animals (7 = 8 in each group)

Group . e
designations Experiment Conditions
1K Control, standard food and water regimen
9 A Standard food regimen + aqueous suspension of HDS (0.3 g/kg body weight, in the
morning, 1 hour before meal)
Standard food regimen + phytopreparation suspension (0.3 g dry matter/kg body
weight, in the morning, 1 hour before meal)
Standard food regimen + composite system (HDS suspension with phytopreparation,
4 AF : .
0.3 g/kg, in the morning, 1 hour before meal)
50 High-calorie diet (modeling of obesity, without additional administration of other
substances)
6 OF High-calorie diet + suspension of herbal remedies (0.3 g/kg, in the morning, 1 hour
before meal)
7 OAF High-calorie diet + composite system (0.3 g/kg, in the morning, 1 hour before meal)
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series) and calculated the percentage of 1-
and 2-nuclear cells and performed statistical
analysis using the Student’s #-test, while the
difference was considered probable at P<0.05.

Results and Discussion

Morphometric parameters of rats in groups
with different diets and the use of additives
based on silica.

It was found that differences in the weight
of animals in groups with different diets were
observed, starting from 75 days of modeling
obesity. During this period, a decrease in
body weight gain was revealed in animals that
received pure HDS, phytopreparation, or a
composite system of HDS + phytopreparation
(Fig. 1). This primarily concerns animals that
were on a standard diet (groups 2A, 3F, 4AF).
In animals on a high-calorie diet, a decrease in
weight gain with the introduction of a sorbent,
herbal preparation or composite system
(groups 6 OF, 7 OAF) did not cause significant
changes compared with animals that were on
the same diet, but without additives.

During the experimental period, no
significant difference was found in the growth-
weight coefficient (the Ketle body mass index
varied in different groups in the range of 6.51—
7.34) and in the weight of subcutaneous fat
in animals of all groups, except for the group
(6 OF), receiving herbal medicine against the
background of a high-calorie diet (Fig. 2). At
the same time, the weight of visceral fat, which
accumulation is one of the manifestations of
the metabolic syndrome, was significantly
lower in animals treated with both free herbal
medicine (by 34% ) and a composite system (by
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38%) (Fig. 2). However, this decrease applies
only to animals that were on a standard diet,
while against a background of high-calorie
nutrition, the mass of visceral fat not only keep
up decrease, but even increases with additional
introduction of phytopreparation (Fig. 2),
which, obviously, promotes absorption excess
carbohydrate and lipid components.

Biochemical parameters of rat blood serum
in groups with different diets and when using
additives based on silica.

Determination of total protein and protein
fractions in blood serum gives an idea of
the level of protein nutrition and helps to
diagnose manifestations of hepatopathy and
nephropathy. The concentration of total
protein in serum depends mainly on the
synthesis and decomposition of two main
protein fractions: albumin and globulins.

Our studies showed a significant (11%)
increase in total blood protein in groups 2 A
(standard diet with HDS) and 7 OAF (composite
nanosystem against a high-calorie diet)
(Table 2). These changes are due to an increase
in the absolute and relative content of globulins,
with a constant absolute content of albumin.
Such growth is small (6—9% ), but significant,
both when pure HDS is introduced into the
diet of animals in comparison with the control
group, and in the groups receiving the studied
additives (phytopreparation or composite
system) against the background of obesity. An
increase in the level of globulins may be due
to activation of the synthetic activity of the
liver in response to xenogenic substances and
enhancement of the immune properties of the
blood [22].

Obesity model
Control
Standard diet

Days

50

Fig. 1. Change in weight of rats using a standard and high-calorie (O) diet, as well as additional substances
-HDS (A), herbal medicine (F), composite system (AF)
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Table 2. Indicators of body mass parameters (growth-weight Quetelet index, subcutaneous and visceral fat
mass) of rats using standard and high-calorie diets and additional substances

Group Ketle Index Subcutaneous fat. g Visceral fat. g
M G m M G m M c m
1K 6.95 0.30 0.12 2.31 0.39 0.16 5.2 0.81 0.33
2A 6.79 0.56 0.21 2.25 0.55 0.21 4.78 1.95 0.74
3F 6.68 0.61 0.23 2.23 0.25 0.09 3.43%* 0.51 0.19
4AF 6.72 0.91 0.32 2.14 0.23 0.08 3.24% 0.93 0.33
50 7.00 0.70 0.26 2.68 0.45 0.17 6.81 1.89 0.71
6 OF 7.34 0.64 0.24 3.17% 0.56 0.21 8.15% 2.12 0.80
7 OAF 6.51 0.66 0.27 2.90 0.91 0.37 7.09 4.44 1.81
the reticuloendothelial system, most of which are
- Modeled obesity localized in liver (80% , Kupffer cells), as well as
8 1 -S\'jlisggr:i‘cous — in spleen and bone marrow. Preliminarily, an
] increase in the level of indirect bilirubin can be
7 . explained by the “adaptive stress” of liver cells in
: Standard d
61 >tandard diet response to the intake of foreign substances and
o0 4 excess nutrition.
:’5: Direct bilirubin (conjugated and soluble
343 form) is formed in hepatocytes to remove
g .1 bilirubin from the body. Its going down to
e the control level when it is used affected by
2] obesity, a phytopreparation, and especially a
1 nanocomposite system based on HDS (Fig. 3, ¢),
1 ] demonstrates normalization of bile formation
0 by hepatocytes and its outflow through both

1K 2A 3F 4AF 50 60F 70AF
Groups

Fig. 2. Weight of visceralf when using a standard
and high-caloriediet and additional substances —
silica (2A), polyphenolic herbal medicine (3F),
composite system (4AF)

* — P <0.05 05 compared with the control group

When studying the level of bilirubin
fractions in blood plasma, an insignificant
but reliable increase in its level (from 37% to
70% ) was found as with the use of HDS, herbal
medicine and composite system in a midth of a
standard diet, as with alimentary obesity (Fig.
3, a), although it is well within the physiological
norm. At the same time, in case of high-calorie
diet using a phytopreparation and nanocomposite
system, the level of total and direct bilirubin
significantly decreases compared to obese
animals that did not receive these additives.
The described changes are determined mainly
by the indirect bilirubin fraction (Fig. 3, b),
the first stage of bilirubin formation from
hemoglobin, which is carried out by the cells of

56

the intrahepatic and extrahepatic ducts under
such conditions.

The hepatoprotective effect of the studied
systems is also in evidence when they affect
the level of aminotransferases — enzymes
that indicate the state of hepatocytes. Under
the influence of both a free phytocomplex
and the use of a composite system (but not
pure HDS), an insignificant (by 15-20%),
but reliable decrease in the activity of
alanine aminotransferase (ALT) was found
in animal groups on both standard and high-
calorie diets (Table 3). The level of aspartate
aminotransferase (AST) remained unchanged
in all groups.

Alkaline phosphatase (ALP) is an enzyme
that is extremely common in human and animal
tissues, especially in the intestinal mucosa,
osteoblasts, and walls of the bile ducts of the
liver. It catalyzes the removal of phosphoric
acid from its organic compounds with an
optimum pH in an alkaline environment (pH
8.6—10.1). The enzyme is contained in the cell
membrane and is involved in the transport of
phosphorus. The serum alkaline phosphatase
activity represents the total activity of its
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Table 2. Levels of total protein and protein fractions in rat blood serum using standard and high-calorie
diets and additional substances —silica (A), polyphenol herbal medicine (F) and composite system (AF)

Total protein, g/1 Albumen, % Globulin,%
Group
M c m M G m M c m
1K 81.0 7.13 2.52 50.75 1.58 0.56 49.25 1.58 0.56
2A 90.0% 3.38 1.19 46.25% 2.053 0.73 53.75% 2.05 0.73
3F 84.75 2.76 0.98 51.75 3.57 1.26 48.25 3.58 1.26
4 AF 82.75 6.86 2.43 51.75 1.39 0.49 48.25 1.39 0.49
50 82.0 2.51 0.89 50.25 3.499 1.23 49.75 3.49 1.23
6 OF 80.0 3.62 1.28 47.5% 1.60 0.57 52.5%" 1.60 0.57
7 OAF 89.0%" 2.00 0.71 46.5%" 0.93 0.33 53.5%" 0.93 0.33
Note: * — P < 0.05 compared with the control group (1K);
~ — P < 0.05 compared with the group with simulated obesity (50).
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Fig. 3. The levels of bilirubin (¢ — total; b — indirect; ¢ — direct) in the blood serum of rats using a standard
and high-calorie diet, as well as additional substances — HDS (A), herbal medicine (F), composite AF system:

* — P < 0.05 compared with the control group (1K);
* — P <0.05 compared with the group with simulated obesity (50)
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Table 3. The activity levels of alanine and aspartate aminotransferase in rat blood serum using standard and

high-calorie diets and additional substances — HDS (A), herbal medicine (F), composite system (AF)

AJIT ACT
Group
M G m M c m
1K 118.75 13.61 4.81 306.50 46.83 16.56
2A 122.00 11.81 4.17 291.25 24.58 8.69
3F 98.25% 5.47 1.93 290.75 31.77 11.23
4AF 96.25% 5.68 2.01 315.50 24.73 8.74
50 92.00* 10.90 3.85 306.75 61.50 21.74
60F 64.98%" 5.60 1.98 271.25 47.03 16.63
7TOAF 101.57 11.93 4.22 351.00 76.52 27.05

Note: * — P < 0.05 compared with the control group (1K);
~ — P < 0.05 compared with the group with simulated obesity (50).
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Fig. 4. Levels of activity of alkaline phosphatase
in rat blood serum using a standard and high-cal-

orie diet and additional substances — HDS (A),
herbal medicine (F), composite system (AF)

* — P <0.05 compared with the control
group (1 K);
# — P < 0.05 compared with the group of the
corresponding diet with the addition of a free
herbal remedy.

isoenzymes. Hepatic and bone fractions of
alkaline phosphatase are always present in the
blood serum of adults, and the activity of the
hepatic fraction is especially high. Its increase
is noted in liver diseases, in particular, bile
duct obstruction and inflammation [22, 25].
In our studies, the activity of alkaline
phosphatase did not change with daily use
of HDS for a month. However, it grew when
modeling obesity and especially when using
a herbal preparation against the background
of such obesity. This can be explained by the
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known stimulating effect of the use of various
medicinal substances on the functional
state of the liver and, in particular, on the
activity of alkaline phosphatase [22]. At the
same time, the use of phytocomponents as
part of a composite system with HDS (both
on the standard and high-calorie diets —
groups 4 AF and 7 OAF) led to a significant
decrease in such activity (Table 5, Fig. 4).
Obviously, this is explained by a slower release
of phytocomponents from the composite
system and, accordingly, a decrease in their
stimulating effect (as xenobiotics) on the
enzymatic activity of hepatocytes.

Cholesterol is a secondary monoatomic cyclic
alcohol that is constantly formed in a body and
is used to build cell membranes, synthesize
sex and steroid hormones, and vitamin D.
Cholesterol enters the body with food, but most
of it is synthesized in a liver. The content of
cholesterol and triglycerides in blood are the
most important indicators of lipid metabolism.
There is a direct correlation between an increase
in plasma cholesterol concentration and the risk
of atherosclerotic coronary artery disease.

Over the period of studies, the level of
cholesterol in the blood serum of laboratory
animals with a high-calorie diet does not differ
from that in animals that were on a standard
diet, which is obviously explained by a very
short period of modeling the state of obesity,
when changes in metabolic processes are at the
initial stages of changes. However, an increase
in cholesterol level (by 24% , which does not go
beyond the physiological norm) was observed in
animals receiving pure HDS and a significant
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decrease (by 18% in comparison with both
the control and the modeled obesity group) in
animals receiving a nanocomposite system with
a high-calorie diet) (Fiig. 5). The highest increase
in cholesterol in the group treated with pure
silica sorbent, according to our assumptions,
could be associated with the adsorption capacity
of silica and a corresponding decrease in protein
fractions of blood plasma, which were also
involved in the transportation of cholestrol in
the bloodstream. However, such an assumption
requires separate experimental evidence.

Morphological studies of the liver under
conditions of application of various diets
and additives based on silica and phyto-raw
materials.

Today, one can consider the association
of fatty degeneration of liver with metabolic
disorders in a body such as obesity, diabetes
mellitus, dyslipidemia, hypertension and a
high risk of cardiovascular disorders against
the background of this pathology. Moreover, it
was shown that not only insulin resistance could
lead to fatty hepatosis, but fatty liver disease
itself could be the cause of hepatic insulin
resistance, especially for type II diabetes, which
is registered in more than 370 million people in
the world, and the annual increase in patients
with this pathology accounts for 5—7% [25, 26].
According to various authors, the prevalence of
fatty hepatosis in human’s ranges from 6.3%
to 33% [28]. Moreover, in patients with various
metabolic disorders, such as obesity, diabetes
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Fig. 5. The level of cholesterol in the blood plasma
of rats using a standard and high-calorie diet and
additional substances — HDS (A), herbal medi-
cine (F), composite system (AF):

* — P < 0.05 compared with the control
group (1K);
~ — P <0.05 compared with the group with
simulated obesity (50)

mellitus, dyslipidemia, the presence of fatty
liver disease can reach 75-100% .

Fatty change of liver is microscopically
displayed by sharp increase in the content and
change in fat composition in hepatocytes. In
the liver cells, dusty granules of lipids first
appear (the so-called pulverized obesity), then
their small drops (so called small-drop obesity),
then they merge into large drops (large-drop
obesity) or one fatty vacuole that fills the
entire cytoplasm and moves the nucleus to
the periphery. Modified in this way the liver
cells resemble fat. It is proved that more often
fat deposition in liver begins on periphery,
less often in the center of the lobules. Lipid
deposition is diffuse in expressive fatty
degeneration of liver cells [27-29].

It is found that in the rats’ liver of all
groups (both control and experimental), all
its macroscopic parts are well defined, the
capsule is not strained, the organ surface is
smooth, the parenchyma in the section has
a uniform red-brown color. Thus, with rat
autopsy, no visual deviations from the norm
were detected in liver of all the studied groups
in comparison with control animals. Based
on the analysis of histological preparations,
it was found that the liver histostructure in
intact animals (control group 1K) has the usual
structure, in particular, the structure of the
lobule parenchyma and the radial orientation
of the hepatic trabeculae are preserved, the
interlobular connective tissue layers are
moderately expressed. Hepatocytes have a
polygonal shape, contain clearly visible nuclei
(mainly 1) with 2—3 nucleoli, the cytoplasm
is slightly pink (Fig. 6). The severity of
anisonucleosis is negligible, the number of
binuclear cells is moderate. No disturbances
were detected in the microvasculature (Fig. 6).

So, we can conclude about the moderate
functional state of the liver of rats in the control
group. When intact rats of three series were
administrated orally a composite system based
on silica, pure silica, plant material (herbal
medicine) respectively, the liver histostructure
was practically unchanged compared to the
control. The trabecular pattern of hepatocytes
inside the lobules was preserved, the severity
of anisonucleosis was negligible and could be
compared with the intact control. On most
micropreparations, hepatocytes retained
their polygonal shape, homogeneous color of
the cytoplasm, and a clear structure of the
nuclei. Microcirculatory disorders were not
detected. Sinusoidal capillaries did not contain
blood, were moderately dilated (Fig. 6). The
measurements of the area of hepatocyte nuclei
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Fig. 6. Micrographs of sections of the liver of rats of the control group (a),
with alimentary obesity (group 5 O, b) and with the introduction
of a composite system against obesity (group 7 OAF, ¢)
Hematoxylin and eosin staining. x600

in these experimental series did not change (Fig.
7). So, according to the cytoarchitectonics of
lobules, trabeculae and the state of hepatocytes,
the liver of these animals with the introduction
of a composite system, HDS or phytopreparation
corresponded to the physiological norm as in the
control series of the experiment.

In the animals’ liver that were on a
carbohydrate and fat-fortified diet (alimentary
obesity), significant dystrophic changes in the
organ parenchyma were found that corresponded
to small and large droplet parenchymal fatty
degeneration of hepatocytes. In particular it
was the presence of clusters of small drops,
sometimes a very large “vacuole” in the
cytoplasm of hepatocytes. Hepatocytes in the
form of fat cells were appeared. In some places,
the normal trabecular structure of particles
was significantly disturbed and sinusoidal
cavities containing blood cells, mainly red blood
cells, expanded dramatically. Anisonucleosis is
intensified, and elongated and irregular in shape
pyknotic nuclei appeared. At the same time,
the synthetic activity of the nuclei decreased
compared with the control, since their area was
significantly reduced (Fig. 6, 7).

Under conditions of alimentary obesity
and introduction of a composite system based
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on silica or the initial phytopreparation to
rats, an improvement in the morphological
and functional state of liver was revealed. It
manifested itself in normalization of liver
trabecular structure, pronounced narrowing
of sinusoidal cavities, which practically did
not contain blood. Herewith, the sections of
hepatocytes, mainly with dust- and small-droplet
obesity, are sometimes found on histological
preparations. An analysis of morphometric
measurements of the area of hepatocyte
nuclei enable to suggest that in the run-up
to a composite system or plant material, the
functional activity of liver cells increases, since
the size of the nuclei increases significantly
(Fig. 7). These nuclei are light, rounded,
which is consistent with an increase in their
transcriptional activity.

Thus, the obtained data indicate an
improvement in the histostructure of the
organ when using both a composite system
and pure silica or free herbal medicine against
the background of alimentary obesity,
which is probably the result of an increase in
compensatory-adaptive reactions of liver tissue.

It has been shown that a high-calorie diet
of rats over 100 days leads to the development
of individual manifestations of obesity and
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1K 2A

3F 4AF 50 BOF TOAF
Groups

Fig. 7. The size of the area of the nuclei of hepatocytes (S, p.mz) in different experimental groups:
* — P < 0.05 compared with the control group (1K);
~ — P <0.05 compared with the group of nutritional obesity (50) without the use of additional drugs

metabolic syndrome, which are expressed in
an increase in body weight and a significant
increase in visceral fat mass (control — 5.2 g,
obesity — 6.81 g).

From the histophysiological characteristics
of the liver, the development of the initial
and middle stages of parenchymal fatty
degeneration (small- and large-droplet
obesity of hepatocytes) with morphological
manifestations of a decrease in the synthetic
activity of the nucleus, pronounced
anisonucleosis, and expansion of sinusoidal
ducts filled with blood cells were revealed.

With the development of simulated
alimentary obesity on liver histological
preparations the signs of small- and
large-droplet obesity of liver hepatocytes
(parenchymal fatty degeneration), the decrease
in synthetic activity of hepatocytes, pronounced
anisonucleosis, and expansion of sinusoidal
cavities with impregnation of blood cells were
revealed.

At the biochemical level, deviations from
the norm at this stage of the development of
obesity are weak and are manifested mainly in
a slight increase in the level of total bilirubin
(8.2 uM/1 for obesity compared to 5.8 uM/1 in
the control group) and alkaline phosphatase
(K — 135.325 u/1 and obesity 200.95 u/1).

The additives used are HDS, the composite
system “Lymphosilica” or the original
phytopreparation do not cause pathological
changes in the liver histostructure even with
their long-term use.

The phytopreparationinjection with a high
content of polyphenols, as well as flavonoids,
polysaccharide terpenes, leads in some cases to
manifestations of “adaptive stress”, in which
liver enzymatic activity is activated.

It is shown the positive effect of the
composite “Lymphosilica” system based on
HDS and herbal remedies on:

— proportion lowering of visceral fat in rats
when kept on a standard diet (in the absence of
such an effect against the simulated obesity);

— a decrease in the proportion of visceral
fat in rats when kept on a standard diet for F
(herbal medicine) — 3.43 + 0.19 g and for AF
(Lymphosilica) — 3.24 + 0.33 g (at a control
level of 5.2+ 0,33 g), against the background of
simulated obesity, this effect was not detected;

— normalization of bilirubin level and its
fractions against the simulated obesity (decline
from 8.2 uM/1 for obesity to 6.02 nM/I (OF)
and — 5.3 uM/1 (OAF);

—lowering cholesterol (from 1.65+0.03 mM/1
for obesity to 1.35 + 0.08 mM/1) and alkaline
phosphatase (from 200.95 + 22.19 u/1 for obesity,
up to 162.25 u/1) under the action of the combined
drug Lymphosilica against the background of
simulated obesity;

— increased globulin fractions of blood
serum (by 8.6% in relation to control).

With the introduction of the composite
system “Lymphosilica” or the initial
phytopreparation against the background of
alimentary obesity, the morphological signs of
activation of synthetic processes in the nuclei of
hepatocytes are strengthened, which indicates
an increase in the compensatory capabilities of
hepatocytes and a decrease in the manifestation
of parenchymal fatty degeneration, but minor
foci of hepatocytes with mainly dust remain.

The publication contains the results of
studies conducted with grant support from the
State Foundation for Basic Research for the
competitive project F76/21.
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BIOMETPUYHI JOCJAIIKEHHA
E®EKTUBHOCTI KOMIIO3UTHOI
CUCTEMHU «JIIM®OCHUJIKA »
HA OCHOBI 3BOPY JIKAPCBEHUX
POCJIMH TA HAHOKPEMHES3EMY

Ocmposcvra I'.B.L, Kpyncvka T.B2,
ITaswor JI.M.L, Jl3epacuncovruil H.E.!
Typos B.B. 2

'HHIT «IzcTuryT Giosmoriis
KuiBcbKoro HarioHaJIbHOTO YHiBEPCUTETY
imeni Tapaca IlleBuenka, YKpaina
2IHCTI/ITYT ximii moBepxHi im. 0.0. Uyiika
HAH VYxkpainu, Kuis

E-mail: krupska@ukr.net

HociigxeHo BIIINB HAHOKOMITIOBUTHOI CHUCTE-
MU Ha OCHOBi BUCOKOAUCIIEPCHOTO KPEMHE3eMy Ta
POCIMHHOI CHPOBUHU 3 BUCOKUM BMiCTOM IIOJi-
denoxaiB (gobaska «JliMmpocumika») Ha uTodisi-
OJIOTiuHi 0COBGJIMBOCTI ITEUiHKYU B YMOBaX PO3BUT-
Ky MeTabOJiuHOTO CHHAPOMY IIPH MOJEJIOBaHHI
aJIiMeHTapHOTO OXKUPiHHA y mypiB. IIpoBoguiu-
csa OioxiMiuHi mocTigsKeHHs cUpPOBATKU KPOBi Ta
ricrosoriuHni anajis TkaHuHMU neuvinku. [loka-
3aHO, III0 BUCOKOKAJOPiMHUNA parioH IIypis mpo-
Tarom 100 1i6 TpU3BOAUTE O POBBUTKY OKPEMUX
IPOSABIB OKUPiIHHS i MeTaboJIiYHOTO CUHAPOMY,
AKi BUpaskaroThes B 30iabIIeHH]I Macu Tija i Bic-
1ePaJbHOTO JKUPY, PO3BUTKY IIOUATKOBUX i cepesi-
HiX craznill napeHximMaT03HOI KUPOBOI AUCTPO(Dil
TeYiHKY 31 BHUIKEHHAM MOPQMOJIOTiUHNX IPOABIB
CUHTETUYHOI aKTWUBHOCTI Anpa, 3 HEBHAYHUMU
BigxuienHAMH Ha Oioximiunomy piBHi. BBegenus
(GiTOKOMIO3UTY 3 BUCOKMM BMiCTOM IT0JIi(peHOIiB,
a TaKkosK ()hJIaBOHOIIiB, TEPIIEHIB ITOJIicaxapuiiB He
3YMOBJIIOE IIaTOJIOTiUHi 3MiHU B opraxismi mypis,
ajie B [eAKUX BUIAKaX IPU3BOAUTH O IPOABiB
«aoanTaIifHOTO HAIPYTM» TeNaTOI[UTiB IeYiHKY,
K IIPU CTAHIAaPTHOMY pallioHi, Tak i Ha TJi Buco-
KOoKaJIopiiitHoro pamiony. IlokasaHo TO3BUTUBHUIT
BILIMB KOMIIOSBUTHOI CUCTEMU HA BHUIKEHHSA YacT-
KU BicmepasabHoro xupy (za 38% ) B opramismi
UTypiB IpU CTaHAZAPTHOMY PaIlioOHiI XapuyBaHHA,
a Ha TJi MOJeJbOBAHOTO aJiMeHTapHOI'0 OYKUPiH-
HS — HOpMAaJIisania piBHa 6inipy06iHy (BHMKEeHHA
Ha 25% MOPiBHAHO 3 aJliMEHTaAPHUM OKUPIHHSIM)
i Tioro pakKIiii, BHUKEHHA PiBHSI X0JIECTPOJY Ta
aysKHOI pocaTasu (B 060x Bumagkax Ha 19% 1mo-
PiBHSHO 3 TOYATKOBUM OKUPIHHAM), IiABUIIIEHHA
100y TiHOBUX (DPaKIliii CHPOBATKU KPOBi, IPOTEK-
TUBHY Ji}0 CTOCOBHO JUCTPOPIUHNX 3MiH B TKAHU-
Hi meuinKM.

Knrmouwosi croéa: HaHOKOMIIO3UT, Jlimdocurika,
HaHOKDeMHe3eM, IIypi, ajJjiMeHTapHe OKUPIHHA,
TemaToIUTH HeUiHKY, BicllepaabHIN KUP.

BUOMETPUYECKHUE UCCJIELJOBAHUS
9®PEKTUBHOCTHA KOMIIO3UTHOM
CUCTEMBI «JINM®OCHUJIUKA »

HA OCHOBE CBOPA JJEKAPCTBEHHBIX
PACTEHUN
N HAHORKPEMHE3SEMA

Ocmposckas I.B., Kpyncraa T.B.2,
ITaswk JI.M.l, I seprcuncruil H.S.l,
Typos B.B.2

'HHIT «MuCcTRTYT GHOMOTHI»
KueBcKoro HaIMOHAJIBLHOTO YHUBEPCUTETA
umenu Tapaca IlleBuenko, YKpanHa
ZI/IHCTI/ITYT xuMunu nopepxuoctu uM. A.A. Uyiiko
HAH Vkpaunsl, Kues

E-mail: krupska@ukr.net

HcenepoBano BANAHNE HAHOKOMIIO3UTHON CHU-
CTeMbI Ha OCHOBE BBICOKOAMCIIEPCHOTO KpeMHe3eMa
U PACTUTEJILHOT'O ChIPhS C BEICOKUM COJeP KaHUeM
niosindeHoJIoB (Ho6aBKa «JIumdocuanka») Ha IUTO-
(usuosornuecKrie 0COGEHHOCTY IIEUEHU B YCIOBUAX
PasBUTHA MeTab0INUECKOT0 CHHIPOMA IIPY MO/IEJIN -
pPyeMoM aJIMMeHTapPHOM OKupeHnu y Kpbic. IIpoBo-
IUINCH OMOXMMUUECKIe NCCAeI0OBAHUSA ChIBOPOTKHU
KPOBU U THCTOJIOTUYECKUH aHAIN3 TKAHU IeYeHU.
IToxasano, 4TO BHICOKOKAJIOPUNHBIN PaioH KPbIC
B TeueHne 100 cyToOK BeZeT K Pa3BUTUIO OTAEIbHBIX
IIPOABJIEHUN OKUPEHUSA U MeTaboINMIeCKOTO CUH-
JIIPOMAa, KOTOPBIE BBIPAIKAIOTCS B YBEJIMUEHUN MACChI
TeJia ¥ BUCILIEPAJIBLHOTO JKUPA, PA3BUTUS HAUYaJIbHBIX
¥ CPeIHUX CTaINU TapeHXMaTO3HOU JKUPOBOI IVC-
Tpo(pUU TIeUEeHU CO CHUKEHNEeM MOP(POTOTHUECKIX
IIPOABJIEHUIN CUHTETUYECKON aKTUBHOCTU AApPA, C
HEe3HAUNTEJIbHBIMU OTKJIOHEHUAMU Ha OMOXUMUYe-
CKOM ypoBHe. BBemeHue GUTOKOMIIO3UTA C BBHICO-
KHUM coZep:kaHreM noan(eHoJ0B, a TaKkKe (DjIaBo-
HOUJOB, TEPIEHOB MOJIMCAXaPUA0B He IPUBOIUT K
TIaTOJIOTUUECKUM U3MEeHEeHUAM B OpraHu3Me KpbIC,
HO B PAZE CIy4YaeB BeleT K MPOABICHUAM «aJarTa-
I[OHHOTO HAIIPSIKEHNA» MellaTOINTOB IIeYeH , KaK
IIPYU CTAHAAPTHOM PAIlMOHEe, TaK U Ha (hpOHE BHICOKO-
KaJopuiiHOTO paruoHa. IlokazaHo mOJI0KUTETbHOE
BJIUSTHYIE KOMIIO3UTHOII CICTEMBI HA CHUYKEeHUE TOJIN
BHCIIepaJILHOTO sKupa (Ha 38% ) B opranusMe Kpbic
IPY CTAaHZAPTHOM paliioHe MHUTAaHUI, a Ha (ome
MOJeJINPOBAHHOTO aJINMEHTAPHOI'0 OKUPEHUA —
HOPMAJIM3AIINsA YPOBHSA OMInpyonHa (CHIKeHNe Ha
25% 110 cpaBHEHUIO C ATMMEHTAPHBIM OKUPEHeM)
U ero ()paKIuii, CHUKEeHIEe YPOBHA XOJIECTPOJIa U
IeJI0uHOM (pochaTass (B 0boux cayuaax Ha 19% mo
CpaBHEHUIO C HAUATIbHBIM 0KPEHNEM ), TIOBBIIIIEHYE
TJIOOYJIMHOBBIX (DPAKIIUil CBIBOPOTKU KPOBU, IIPO-
TEKTHBHOE IefCTBHE 10 OTHOIIIEHUIO K AUCTPO(dIUe-
CKUM M3MEHEHUSIM B TKAaHU IIeYeHU.

Knaroueswvie cnosa: Hanokommnosur, Jlumdocuan-
Ka, HaHOKpeMHe3eM, KPBICHI, aJIMMeHTapHOe 0XKI-
peHMe, reraToIUThI IIeUeH!, BUCIIEPAIbHBIN KUD.
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