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Summary. This work has investigated the effect of echinacea extract on the weight of pros-
tates in rats as well as on alterations of hystological structure and separate blood cells. This
preparation was chosen for investigations due to its possible antiandrogenic effect and good
immunostimulating features.

Experiments were carried out with three-month old male Wistar rats, divided by six into three
different groups. The first group was the control one. The rats of the second group were fed for
30 days with the usual food ration plus 50 mg/kg of echinacea extract. The third group was fed
for 60 days in the same way as the second one. Clinical death of rats was caused by sodium
phenobarbital, later a cervical dislocation was performed. After weighing the rats their pros-
tates were removed and weighed. Patohystological investigations of the removed organs were
carried out. Blood test for Shiling’s analysis was taken.

The weight of prostates in the first group of rats was 412.0+14.93 mg, in the second group —
403.0+£13.33 mg, and in the third group it was 388.0£14.66 mg. Having calculated the propor-
tion between prostates of rats and their body weight it was estimated that in the first group it
made 0.125+0.009%, in the second group — 0.105+£0.005%, and in the third group —

0.091£0.007%.

The percentage of lymphocytes in the first group was 72+1.41; in the second group — 73+0.81;
in the third group — 79+1,86. The percentage of segmented neutrophyle in the first group was
2343.31; in the second group — 23+2.25; in the third group — 18+2.33.

Having conducted analysis of the experimental results, a significantly important decrease of
prostate weight of investigated rats, an increase in the number of lymphocyte as well as the alter-
ations of hystological structures after using echinacea extract for eight weeks were observed.

Introduction

Benign prostate hyperplasia (BPH) is the disease of
middle-aged and elderly men. At the age of fifty the pros-
tate begins to increase, gradually causing dysuria (5). In
the normal prostate texture there is 55% of soft muscle
fibers, 45% of connective tissue and epithelium. In case
of BPH, epithelium as well as connective tissue thrive
and hyperplase the cells of prostate soft muscles. While
hyperplased prostate presses, urethra contracts, stream
of urination weakens, the muscle of urinary bladder hy-
pertrophies and loses tonicity. It is considered that BPH
develops when the balance of androgens and estrogens
discomfits. Male hormone testosterone in prostate ex-
posed to ferment 5 a-reductase is turned into active
dehydrotestosterone and exposed to ferment aromatase
is turned into estrogen. If discomfit in the balance of these
links occurs, BPH develops.

Increased interest in treatment of symptomatic BPH
stimulates investigations of etiology, pathogenesis of this
disease, encourages search of new diagnostic opportuni-
ties. Lately, increasing possibilities of pharmaceutical de-
velopment allows expecting that new preparations will
be more successful in treating patients, considering
etiopathogenetic mechanisms of BPH. The goal of all
modern BPH pharmaceuticals intended for treatment is
to buffer BPH symptoms and increase maximum uri-
nary stream during urination. Apart from the efficiency
requirements of pharmaceutical, its safety is very impor-
tant as well.

Lately, as a rule, majority of patients having BPH go
to see the doctor feeling discomfort of BPH symptoms
and only minority go to them having serious complica-
tions, such as chronic retention or uremia. Therefore, there
is a necessity for such a medication, which could de-
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crease symptoms of BPH. While choosing a new medi-
cine it is obligatory to investigate rationality of its usage
as well as to know its effect on etiopathogenesis of BPH.

For this work the preparation of Echinacea purpurea
was chosen. The herb Echinacea has immunostimulating
effect (1, 6). V.Samorodov and others investigated that
in the roots of Echinacea apart from polysaccharides and
phenol compounds there are also phytosterols (j-sito-
sterol), which has antiandrogenic effect (2). In other works
effect of 3-sitosterol on prostate was investigated, how-
ever, antiandrogenic effect of this preparation was not
widely investigated. That is why it is advisable to investi-
gate this effect in greater detail. Rat males are chosen
for this work as they have exclusive urogenital system.

The aim of the work is to investigate effect of
Echinacea extract on rats’ prostate.

Goals of investigation: a) establish prostate weight
alterations in investigated rats after using Echinacea
preparation; b) identify structural alterations in prostates
of investigated rats, carrying out histological investiga-
tions of prostate preparations; c) estimate blood struc-
ture alterations in investigated rats after using Echinacea
extract.

Material and methods

For the experiment eighteen 3-month-old male Wistar
rats were chosen, divided into 3 groups. The first group
was the control one. The rats of the second group to-
gether with the usual day ration food were given 50 mg/
kg of Echinacea extract for 4 weeks (4). The third group
of rats was fed for 8 weeks in the same way as the
second one.

Extract of Echinacea purpurea (Echinacea
Purpurea L. Moench) was produced in the laboratory
of Joint Stock Company ,,Bakteriniai Preparatai® from
underground part of Echinacea, where more active sub-
stances having antiandrogenic effect are located (2). The
roots of the plants were grained, poured with 50% etha-
nol solution and tumefied for 6 hours. Tumefied stock
was loaded into percolator; percolation was carried out
at the speed of 120-150 drops/min.

Later the extract was stored in a cold compartment
under plus temperature (2-8°C) no shorter than for 8
days; later it was filtered. Vegetation conditions and in-
troduction of Echinacea have been investigated in greater
detail in Kaunas Botanical Garden of Vytautas Magnum
University since 1991 (3).

Clinical death of all rats was caused intramuscularly
overdosing with sodium phenobarbital 1 mg/kg, later a
cervical dislocation was performed. Then every rat was
weighted, their prostate, epididymis and one testicle were
removed. These organs were weighted and their size

was evaluated. Later the removed organs were poured
with 10% solution of formalin. Pathohistological prepa-
rations were prepared as follows: thickness of histologi-
cal incision reached 7-10 um, preparations were colored
with hematoxilin-eozine dye. After that, histological inci-
sions were evaluated microscopically and pictures were
taken. Rats’ peripheral venous blood was taken for
Shilling’s test. Blood swabs were prepared and colored
with Romanovski-Gimza’s dye. The swabs were over-
hauled using great (90 times) enlargement with immer-
sion. Experiments were carried out under the guidance
of Lithuanian laboratory animals’ usage ethic commis-
sion permission. (No. 0076).

Relative quantity of rat’s body weight and its prostate
was calculated, dividing prostate weight by body weight
and multiplying by a hundred (5).

For comparison of prostate weight and blood test re-
sults among groups t-test was used for independent
samples simultaneously comparing dispersions between
them. Results are given in format x+s, where
x — is sample mean value, s — standard deviation. Stan-
dard error of the mean (s ) used in the text was indi-
cated.

Results

Having compared prostate weight of rats in control
group with the one in the second group, it was estab-
lished that prostate weight of rats in control group was
412.0£14.93 mg; in the second group it was 403.0+£13.33
mg. These data are given in Fig. 1. As it is observed,
after using Echinacea extract for 4 weeks, prostate weight
of rats decreases, but there was not obtained any statis-
tically reliable difference (p=0.31) between the first and
the second groups.

Effect of Echinacea extract was also estimated on
male rats prostate weight after using it for 8 weeks.
Prostate weight of rats in the third group was
388.0£14.66. The data are given in Fig.2. Having com-
pared this group with the first one (control), an obvious
decrease of prostate weight was observed; the differ-
ence between the first and the third group was statisti-
cally reliable (p=0.02). Comparing the data of the sec-
ond and the third group no statistically reliable differ-
ence was obtained (p=0.09).

Having calculated relative quantity between rat’s body
weight and its prostate it was established which percent-
age part is made up by prostate. In the first group pros-
tate made up 0.125+0.009% of body weight; in the sec-
ond group it was 0.105+0.005; in the third group it was
0.091+0.007. Results are given in the format x+s_

Relatively prostate weight was decreasing due to
Echinacea root extract usage for 4 and 8 weeks (Fig. 3).
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Fig 1. Effect of Echinacea extract on prostate weight after 4-week usage
PRM —rats’ prostate weight in milligrams, PRK — prostate weight in control group,
PR4 — prostate weight after using Echinacea extract for 4 weeks.
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Fig. 2. Influence of Echinacea extract on prostate weight after 8-week usage
PRM —rats’ prostate weight in milligrams, PRK — prostate weight in control group,
PRS8 — prostate weight after 8 — week usage of Echinacea extract.

MEDICINA (2003) Vol. 39, No.8 - http.//medicina.kmu.lt



764  Darijus Skaudickas, Anatolijus Juozas Kondrotas, Kestutis Baltrusaitis, Gintautas Vaitiekaitis

While comparing relative quantities of prostate, sta-
tistically reliable decrease was established only compar-
ing the control and the third group of rats (p=0.00004).

After analysis of histological preparations of the re-
moved organs, histological alterations of prostates in the
control group of rats were established and estimated, the
same procedure was carried out with the investigated
rats in the second and the third groups.

In the histological preparations of control group male
rats’ prostates it is observed that part of the secretion gland
is covered by thin propria with cells of striped muscles.
Considerably more of such muscles are found in multiple
part of prostate gland (periphery). In preparations irregu-
lar glandular vesicles with bends were observed. They are

%

lined with one-layer cubic or low columnar epithelium. Ina
few vesicles some accumulated secretion is seen, which
indicates that gland is functioning and is completely ma-
ture. Typical view of histological prostate preparation in
control group of rats is shown in Fig. 4.

In histological preparations of prostates in the second
group of rats glandular vesicles of different forms were
observed in the prostate gland. Inside the vesicles there
is less secretion in comparison with the control group.
Secretion is unevenly spread around all places of secre-
tion vesicles. One-layer cubic epithelium is flattened and
initial indications of degeneration appear. Typical view of
histological prostate preparation in second group of rats
is shown in Fig.5.

0.14

Prm (g)/km (g)*100

10

L]

30 40 30 G0

Days

Fig. 3. Percentage decrease of prostate weight/body weight using Echinacea extract
Prm (g) — prostate weight in grams, km (g) — body weight in grams. Results of the figure are given in format x+s_

Fig. 4. Typical histological prostate view in
control group of rats
1 —secretion inside vesicle, 2 — one-layer cubic epithelium.

Fig. 5. Typical histological preparation of rat’s

prostate after using Echinacea extract for 4 weeks
1 —secretion inside vesicle, 2 — one-layer cubical epithelium.
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In the histological preparations of prostates in the
third group of rats a boundary between two lobules of
prostate gland is observed. In one of lobules vesicles
are slightly changed. They are covered with cubic epi-
thelium and have some secretion inside but here and
there epithelium is flattened. Very great changes are
seen on the other side of lobule, where epithelium is
hardly seen and very flat, and in some alveoli it is indis-
cernible. There is very little secretion inside the vesicles
and this means disorder of secretion function, caused
by degenerative alterations of cells. The most typical
view of histological prostate preparation in third group
of rats is shown in Fig.6.

Having summarized results of histological prepara-
tions, it is possible to claim that in majority of preparations
(70%), structural alterations are distinctly observed, which
appeared due to Echinacea extract usage; in 20% of his-
tological preparations minimal structural changes were
observed. Non-qualitative histological preparations made
up 10%.

Having conducted blood analysis of investigated rats
it turned out that the percentage of lymphocytes in con-
trol group of rats was 72+1.41; in the second group it
was 73£0.81; in the third group it was 79+1.86.The num-
ber of segmented neutrophils in control group was 23+3.31;
in the second group it was 2342.25; in the third group it
was 18+2.33. The percentage of lymphocytes statisti-
cally significantly increased only comparing the quantity
of lymphocytes in the first and third groups (p=0.00001).
In the blood of second group rats statistically reliable in-
crease of lymphocytes in comparison with the control
group was not obtained. Having compared blood analy-
sis data of rats in all groups there was not observed any
increase of segmented neutrophils, eosinophils or mono-

cytes.

Discussion

Having generalized the results of the investigations, it
is possible to affirm that usage of Echinacea extract de-
creases rats’ prostate weight. Statistically reliable pros-
tate weight decrease is only observed when rats are given
Echinacea extract for at least 8 weeks.

As prostate weight could alter while body weight of
investigated rats was changing, relative quantity was cal-
culated which showed what percentage of rats’ body
weight was made up by their prostate. Having calcu-
lated this parameter, it turned out that in rats, which were
given Echinacea, extract together with their food for 8
weeks, prostates made up a smaller percentage of their
body weight.

Decrease of male rats’ prostate weight due to
Echinacea extract usage is also substantiated by results
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Fig. 6. Histological preparation of rat’s prostate
after using Echinacea extract for 8 weeks
1 — disappeared flat cubic epithelium, 2 —accumulation of
secretion inside vesicle.

of histological preparation research. In histological pros-
tate preparations of rats, which were fed for 8 weeks
adding Echinacea extract to their food, it was observed
that in glandular vesicles epithelium was very flattened
or on the verge of disappearing completely. Diminished
amount of secretion in vesicles indicates disorder of se-
cretion function due to cells degenerative processes. It is
obvious, that it is the cause of prostate atrophy. There-
fore, it is possible to affirm that Echinacea extract has a
significant antiandrogenic effect.

Apart from that, using Echinacea extract activates
rats’ immune system. Having tested rats’ blood, it was
established that the number of lymphocytes increased.
However, this increase in the number of lymphocytes
can be statistically reliable only if rats were fed with
Echinacea extract for at least eight weeks. These data
complement other authors’ statements about stimulating
effect of Echinacea purpurea preparations to cellular
immunity (4).

The results allow to expect that Echinacea extract
can be useful medication for treatment of benign pros-
tate hyperplasia. It can prevent or decrease enlargement
of prostate and in this way abate micturition disorder.
Due to its immunostimulating properties Echinacea ex-
tract can be used for treatment of immunosuppression in
older age. Echinacea extract can also be useful not only
in treating benign prostate hyperplasia but also because
of its immunostimulating properties, which are vital for
elderly people who have immunosuppression. Prepara-
tion has not only systemic but also local effect especially
for men’s urogenital system.

So far, however, function mechanisms of Echinacea
extract have not been ascertained, that is why it is expe-
dient to investigate the function of this preparation fur-
ther.
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Conclusions

1. Having conducted analysis of male rats’ prostates,
which were given Echinacea extract together with their
food for 8 weeks, it was established that their prostates
weight decreased from 412.0+14.93mg to 388.0+14.66
mg (p=0.02).

2. Effect of Echinacea extract for rats’ prostate was
observed in histological preparations: after 4-week us-

age of Echinacea extract degenerative alterations in rats’
prostate were minimal, after 8 weeks atrophy of prostate
structures was observed, which confirmed antiandrogenic
effect of Echinacea.

3. In peripheral rats’ blood tests dominated lympho-
cytosis, which also manifested itself after using Echinacea
extract for 8 weeks (p=0.00001). This proves
immunostimulating properties of Echinacea.

Rausvaziedés eziuolés (Echinacea purpurea L. Moench) preparaty poveikis prieSinei
liaukai eksperimento sglygomis

Darijus Skaudickas, Anatolijus Juozas Kondrotas, Kestutis Baltrusaitis', Gintautas Vaitiekaitis®
Kauno medicinos universiteto Fiziologijos katedra, 'Histologijos ir embriologijos katedra,
’Fizikos, matematikos ir biofizikos katedra

RaktaZodziai: eZiuolé, gerybiné prostatos hiperplazija, antiandrogeninis veikimas, prieSiné liauka, imunostimuliacija.

Santrauka. Gerybiné prostatos hiperplazija yra dazna tarp vyresnio amziaus vyry liga. Tai skatina gilintis i jos
patogenezg ir gydymo taktikos pasirinkima. Pradiniy gerybinés prostatos hiperplazijos stadiju metu rekomenduojamas
gydymas augaliniais preparatais, dél to nuolat ieSkoma efektyvesniy.

Tirtas eziuolés ekstrakto poveikis Ziurkiy prostaty maseés, histologinés struktiiros ir atskiry kraujo lasteliy pokyc¢iams.
Toks preparatas tyrimams pasirinktas dél galimo jo antiandrogeninio poveikio ir gery imunostimuliuojan¢iy savybiy.

Eksperimentai atlikti su Wistar linijos triju ménesiy ziurkiy patinais, suskirstytais po $esis i tris atskiras grupes.
Pirma grupé buvo kontroliné. Antros grupés ziurkés 30 dieny maitintos jprastu maistu ir 50 mg/kg eziuolés ekstraktu.
Treios grupés Ziurkés maitintos 60 dieny taip pat kaip ir antros. Ziurkiy klinikiné mirtis buvo sukelta fenobarbitalio
tirpalu po to atlikta cervikaliné dislokacija. Pasvérus Ziurkes, pasalintos ju prostatos ir jos pasvertos. Atlikti pasalinty

organy patohistologiniai tyrimai. Paimta kraujo Silingo testui.
Pirmos Ziurkiy grupés prostaty masé buvo 412,0+14,93 mg, antros — 403,0+13,33 mg, trecios — 388,0+£14,66
mg. Apskai¢iavus ziurkiy prostatos ir kiino masés santyki, nustatyta, kad pirmos grupés jis sudaré— 0,125+0,009,

antros —0,105+0,005, tre¢ios — 0,091+0,007 proc.

Ryskiis histologiniy strukttiry poky¢iai, atsirade po eziuolés vartojimo, nustatyti 70 proc. histologiniy preparaty,

minimaliis — 20 proc.

Limfocity pirmos grupés ziurkiy kraujyje buvo 72+1,41 proc.; antros — 730,81 proc.; treCios — 79+1,86 proc.
Segmentuoty neutrofily pirmos grupés buvo 23+3,31 proc.; antros — 23+2,25 proc.; tre€ios — 1842,33 proc.

Atlikus eksperimentiniy rezultaty analizg, nustatytas statistiSkai reikSmingas tirty Ziurkiy prostatos masés
sumaz¢&jimas, limfocity kiekio padidéjimas, taip pat rasta histologiniy struktiiry poky¢iy po astuoniy savaiiy eziuolés

ekstrakto vartojimo.

Adresas susirasinéjimui: D. Skaudickas, KMU Fiziologijos katedra, A. Mickevic¢iaus 9, 3000 Kaunas.
El. pastas: sdarijus@one.lt
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