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Xiilasa. Maqgalads ahil va daha yash soxslords residiviason xronik prostatitin kompleks va stan-
dart miialico metodlarimi qiymatlondirmak maqsadilo aparilmis tadqgiqat isi haqqinda malumat
verilmisdir. Kompleks terapiya sxemina yeni nasil fliiorxinolon preparati — levofloksasin (tavanik),
immunomodulyator — polioksidonium va ferment preparati — vobenzim daxil edilmisdir. Prospektiv
tadgiqat planmint “xronik residiviason bakterial prostatit” diagnozu qoyulmus 102 xastonin miiayi-
sali giymatlondirilmasi taskil etmisdir. 51 xasta standart etiopatogenetik miialica almis (miigayisa
qrupu), asas qrupa daxil edilon 51 xasta isa alava olaraq immunomodulyator (polioksidonium) va
poliferment preparati (vobenzim) almisdir.

Xostalorin miialicadon 3 ay sonraki novbati hakima galisinda miiayyan edilmisdir ki, kompleks
terapiya tvisulunun klinik-mikrobioloji effektivliyi miiqayisa qrupundakina nisbaton artiq olmugdur
(miivafiq olaraq 72,4% va 35,7%).

Aparilmis miialica tisulunun miiqayisali qgiymatlondirilmasi gostormisdir ki, miiqayisa qrupuna
aid olan xastalarda sidiyin 3-cii porsiyasinda va prostat vazi sirasinda leykositlorin sayr kompleks
miialica alan xastalordakina nisbaton xeyli artigdir. Miialico kompleksina immunomodulyator —
polioksidonium va poliferment preparati — vobenzim daxil edilmasi xastalords sidik ifrazinin
asanlasmasina va agrr sindromunun zaiflomasina sabab olmugs, hayat keyfiyyatini (Qol) isa orta
hesabla 4,8 bal (miiqayisa qrupunda 4,2 bal) artirmigdir. Osas tadgiqat qrupuna aparilmig
kompleks miialica xastaliyin residiviorinin da azalmasina sabab olmusdur.
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The study assesses the effectiveness of complex and standard treatment of elderly and older pa-
tients with recurrent chronic bacterial prostatitis. The complex therapy included a new generation
fluoroquinolone levofloxacin (tavanic), an immunomodulator polyoxidonium and an enzyme wo-
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benzym. A prospective comparative study was carried out, which included 102 patients with a diag-
nosis of recurrent chronic bacterial prostatitis. 51 patients (comparison group) received standard
etiopathogenetic therapy, and patients of the main group (51 people) additionally received the im-
munomodulator polyoxidonium and the polyenzyme wobenzym.

At the third visit after 3 months, it was found that the clinical and microbiological effectiveness
of complex therapy was almost 2 times higher than in patients in the comparison group (72.4% and
35.7%, respectively). the main group (51 people) - additionally took the immunomodulator polyoxi-
donium and the polyenzyme wobenzym.

Comparative evaluation of the therapy showed that in patients of the comparison group, the pa-
rameters of the number of leukocytes in the secretion of the prostate and the 3rd portion of urine
were significantly higher than in patients who received complex therapy. The inclusion in the com-
plex therapy of the immunomodulator polyoxidonium and the polyenzyme wobenzym contributed to
the improvement of impaired urination, reduction of pain syndrome, and the quality of life (Qol)
improved and averaged up to 3.8 points (and in the comparison group up to 7.2 points). As a result
of the complex therapy, the relapses of the disease also decreased in the patients of the main group.

Currently, prostatitis is considered as a for 30-50%. Sexually transmitted uropatho-
multifactorial, polyetiological disease of the gens (chlamydia, mycoplasma, ureaplasma)
prostate gland associated with pain in the gen- can also be etiological factors of chronic pros-
ital area, urinary disorders and the quality of tatitis [10, 11]. Under conditions of mixed
life of patients [1-3]. infection, the virulence of each of the patho-

Chronic bacterial prostatitis is one of the gens of CP sharply increases.
most common and intractable diseases. The One of the important aspects indicating the
incidence of the disease before the age of 50 importance of preventing recurrence of CP is
is 8%, and with age this figure reaches 30- the etiological relationship between the in-
70% [4]. A number of domestic and foreign flammatory process in the tissues of the pros-
researchers have found that chronic prostatitis tate and the occurrence of hyperplasia in it
(CP) is observed in 40-90% of men in the age [12, 13].
group from 50 to 80 years old and older [4-6]. CP treatment currently remains a serious

The etiological structure of the microbiota problem for practical health care. Very often
of the urogenital tract is well studied: the conducted antibiotic therapy is not always ef-
spectrum of etiological agents is the same for fective, and sometimes its unreasonableness
infections of both the lower and upper urinary serves as a factor leading to the chronicity of
tract and represents Escherichia coli in 70- the infectious process, violations of local and
95% of cases and Staphylococcus saprophy- general immunoregulatory mechanisms [14,
ticus in 5-10% [5]. Other members of the En- 15]. That is why, in order to increase the ef-
terobacteriaceae family (Proteus mirabilis, fectiveness of treatment in recent years, alter-
Klebsiella spp., Serratia marcescens, etc.) can native methods have become relevant: probi-
also be isolated. Conditionally pathogenic mi- otics, phytopreparations, immunomodu-lators
croorganisms (UPM) are representatives of [16-18]. The most effective elimination of
the normal microbiota, but with a decrease in bacteria from the urogenital tract is achieved
the reactivity of the organism, they cause an as a result of complex therapy of CP with an-
infectious and inflammatory pathology of the tibiotics in combination with immune-
urogenital tract. Currently, in all countries of modulators [19].
the world, there is an activation of the UPM Until now, in our region there is no single
[6]. UPM in association with pathogenic mi- integrated approach to the choice of tactics for
croorganisms in the focus of inflammation managing elderly and older patients with in-
form biofilms that prevent the penetration of fectious and inflammatory pathology of the
antibacterial drugs into the biotope "Prostate prostate gland. For the period from 2012 to
gland" [7-9]. 2018 (Makhachkala, Republic of Dagestan),

Among infectious diseases of the uroge- the incidence rate of this nosological form

nital tract (UGT), mixed infections account
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increased from 32.5% to 62%, i.e. almost 2.0
times [Dzhalilov H.N., 2018].

It should be noted that empirical etiotropic
antibiotic therapy of CKD both in Russia and
abroad has been developed and carried out
quite effectively, with regard to recurrent
chronic bacterial prostatitis in elderly people
and older, the spectrum of microbiota and its
antibiotic resistance in infectious and inflam-
matory pathology of the prostate gland in our
region remain unexplored.

The aim of the study was to evaluate mo-
dern approaches to the diagnosis and treat-
ment of recurrent chronic bacterial prostatitis
in elderly patients and older.

Given the high prevalence of recurrent
CKD in elderly and senile patients compli-
cated by prostatic hyperplasia, the choice of
adequate therapy and the improvement in the
quality of life of patients, the question of their
adequate and effective treatment remains
open. For the combination of fluoroquinolone
levofloxacin (tavanic), the immunomodulator
polyoxidonium and the polyenzyme woben-
zym, we conducted a clinical, laboratory and
instrumental study in 102 elderly and ol-
der patients with CKD.

Material and research methods. The study
included 102 patients of the older age group diag-
nosed with recurrent chronic bacterial prostatitis,
divided into two groups (main and comparison),
51 people each. Patients of the main group re-
ceived the antibiotic levofloxacin 500 mg daily
once a day for 4 weeks (after meals), probiotic
bifiform, 2 caps. twice a day for 4 weeks, a-
blockers, drugs that improve microcirculation and
hemodynamics in the pancreas (escusan, trental -
any of them), polyenzyme wobenzym (30 minutes
before meals) - 3 tab. 3 times a day for 4 weeks,
polyoxidonium immunomodulator (rectal supposi-
tories, 12 mg) No. 10 (preferably after a cleansing
enema or after bowel movement). Patients in the
comparison group received standard therapy
(without immunomodulator and polyenzyme).
Doctor visits were made at the screening stage (1
visit). Subsequent 3 visits were carried out after 4
weeks, 3 months and 6 months.

All patients underwent a clinical examination,
which included the study of anamnesis, an as-
sessment of complaints expressed in points ac-
cording to the International Assessment of Pros-
tate Diseases (IPSS) with the definition of a
standardized indicator of quality of life (Qol) in
points, sexological testing, involving a questio-
nnaire and the definition of an international index
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of erectile function (according to ICEF-6 ques-
tionnaire), frequency of urination (Q max), pain
syndrome. During physical examination, blood
pressure (blood pressure) and heart rate (heart
rate) were taken into account. DRE (digital rectal
examination), ultrasound (ultrasound) of the pros-
tate gland, uroflowmetry, TRUS (transrectal ultra-
sound) were performed. Indicators DRE, ultra-
sound, TRUS in both groups did not differ.

Questioning of patients on the IPSS scale with
an assessment of Qol (quality of life) revealed
moderate and mild urination disorders in 91 pa-
tients, and severe urination in 11 patients. In the
main group, the average rate of impaired urination
was 4.2-0.53 points. According to the results of
the ICEF-16 questionnaire, moderate erectile dys-
function was detected in 47%, and severe erec-
tile dysfunction in 53% of patients. For all studied
parameters, patients of both groups are compara-
ble. A biochemical study showed that PSA (pros-
tate-specific antigen) levels ranged from 1.6 ng/ml
to 2.2 ng/ml.

In order to study the spectrum of the micro-
biota and its antibiotic resistance, the secretion of
the prostate and the third portion of urine (accord-
ing to Mearey-Stamey) were subjected to bacte-
riological research.

In the bacteriological study of clinical material,
we used a modified scheme to isolate different
taxonomic groups of microorganisms. The scheme
uses a complex of nutrient media for the isolation
of gram-negative and gram-positive microorga-
nisms. For representatives of the families Entero-
bacteriaceaec and Pseudomonadoceae, experimen-
tal series of domestic chromogenic nutrient media
and MTS (microtest systems) were used for the
simultaneous isolation and identification of enter-
obacteria. An antibiogram of the leading etiopath-
ogens of CKD was performed. The study used
discs with antibiotics manufactured by NICF (St.
Petersburg) (disc-diffusion method).

For the detection of intracellular pathogens
(chlamydia, mycoplasma, ureaplasma, cytomega-
lovirus, herpes viruses - types 1,2), the method of
enzyme-linked immunosorbent assay (ELISA)
and a valuable polymerase reaction - PCR (in Real
time online) were used.

Study inclusion criteria: patients aged 60 years
and older with symptoms of recurrent CKD for 3
months or more. Patients signed written informed
consent, are able to adequately fill out the urina-
tion diary, International questionnaires IPSS,
NIH - CPSI, Qol , ICEF-6.

Evaluation of the effectiveness of complex
therapy was carried out according to the dynamics
of erectile dysfunction using the MIEF-6 ques-
tionnaire, according to the change in the dynamics



of indicators of DRE, ultrasound, TRUS, uro-
flowmetry, the dynamics of quality of life scores
(Qol) according to the International questionnaire
IPSS, Qmax indicators, pain syndrome according
to VAS (visual analogue scale).

Statistical processing of the research data was
carried out using Microsoft Excel spreadsheets
from the Microsoft Office 2007 software package
statistical package STATISTICA 6.1 (Statsoft
Inc., USA ) was carried out on a personal comput-
er IBM PC using Microsoft Statistica 6.0 soft-
ware.

Research results and their discussion. In
total, for the period from 2012 to 2018, 936
strains of etiologically significant microor-
ganisms were isolated at the State Budgetary
Institution "Geriatric Center" RD (Makhach-

4,00% 3,50%

kala). The secretions of the prostate and the
third portion of urine were subjected to mi-
crobiological examination. 587 strains were
isolated and identified to the species, which
accounted for 62.7% of the total number of
identified pathogens. In the general structure
of the isolated microbiota, gram-negative bac-
teria of the families Enterobacteriaceae and
Pseudomonadoceae (87.7%) predominated,
the proportion of gram-positive bacteria was
significantly lower (12.3%).

The main uropathogens - causative agents
of infectious and inflammatory pathology of
the urogenital tract are presented in charts 1,
2.

® Escherichia coli - 55,9%

m Klebsiella pneumoiae - 8,6%

= Pseudomonas aeruginosa - 11,8%
B Proteus mirabilis - 7,3%

® Serratia marcescens - 4,7%

® Enterococcus spp. - 4,0%

= Staphylococcus saprophyticus -
3,5%

Chart 1. Microbiota structure of the 3" urine portion in elderly and older patients
with recurrent chronic bacterial prostatitis

® Chlamydia trachomatis - 36%

® Mycoplasma hominis - 14%

= Ureaplasma urealyticum-18%

B Microorganisms association -
32%

Chart 2. Structure of atypical microbiota of prostate secretion in elderly
and older patients with recurrent chronic bacterial prostatitis



From the results presented in charts 1, 2, it
can be seen that the most common causative
agents of infectious and inflammatory patho-
logy of the prostate gland are opportunistic
microorganisms, in particular Escherichia coli
(55.9%), and from intracellular — Chlamy-
dia trachomatis (36%), and mycoplasma and
ureaplasma, respectively, in 14% and 18% of
cases.

The results of the study showed that the re-
sistance of the main uropathogens to antibiot-
ics used in the treatment of urological diseas-
es is different (Chart 3).

The data presented in chart 3 indicate a
high resistance of the microbiota to antibiotics
recommended by the EAU (European Associ-
ation of Urology). Against this background,
there is a very low resistance of the microbio-
ta isolated from the biomaterial of patients to
the new generation of fluoroquinolones. This
is probably due to the fact that urological pa-
tients of the Geriatric Center received fluoro-
quinolones relatively recently and the micro-
biota of the urogenital tract did not have time
to develop resistance to them.

The results of this study indicate the clini-
cal and microbiological efficacy of complex
antibacterial therapy - the symptoms of the
lower urinary tract (LUTS), dysuric phenom-
ena (maximum urine flow rate (Qmax -14.5
ml / sec., Residual urine (Vres -20-25 ml per

average), decreased prostate volume (V -32.5-
34.0 on average). The average indicators of
microcirculation and hemodynamics of the
prostate improved, the pain syndrome de-
creased to 26% (initially 92%), while in the
comparison group (who received standard
therapy), the pain syndrome remained in 69%
of patients 4 weeks after completion of treat-
ment. The dynamics of the average pain
scores according to the VAS (visual analogue
scale) is shown in Chart 4.

The difference in the compared groups was
3.57 points 4 weeks after the end of treatment
(p<0.05).

An important indicator of the effectiveness
of complex antibiotic therapy is a long re-
lapse-free period. In our study, the indicators
of the state of urination, pain syndrome and
quality of life of patients were assessed after
3, 6 months and a year. After 3 months. after
the completion of complex antibiotic therapy,
recurrence of chronic bacterial prostatitis was
noted in 7.9% of patients, and in patients of
the comparison group 49.7%, after 6 months -
8.7% and 52.3%, respectively, i.e. in patients
who received only standard therapy, relapse
of the disease occurred 4.3 times more of-
ten. Against the background of the ongoing
complex antibacterial therapy, the indicators
of the International Index of Erectile Function
(IIEF-6) also improved.
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100%
90% -
80% -
70% -
60% -
50% -
40% -
30% - 26%
20% -
10% -

0% -

92% 90%

69%

M before treatment
m after 1 month of treatment

Chart 4. Dynamics of pain syndrome accord-
ing to the VAS scale in elderly and older pa-
tients with recurrent chronic bacterial prostati-
tis against the background of standard antibi-
otic therapy and standard, supplemented with
polyoxidonium and wobenzym preparations

Based on the results of the study, we for-
med the clinical course and immune status of
patients of the older age group with recurrent
chronic bacterial prostatitis complicated by
prostatic hyperplasia and showed that the
complex antibacterial approach we used to
treat these patients is clinically and laborato-
ry-effective. And most importantly, the thera-
py has significantly improved the quality of
life (Qol) of patients - complex in age, various
somatic pathologies, impaired psycho-emotio-
nal status and somewhat maladjusted in socie-
ty.

Based on the data of the study, the follo-
wing conclusions were made:

1. Risk factors for the disease are the age
of patients, various somatic pathologies, im-
munodeficiency, hemodynamic disturbances,
microcirculation in the prostate gland caused
by edema, venous congestion and obstruction
of the acini.

2. The species composition of the micro-
biota isolated from clinical samples (3" por-
tion of morning urine and prostate secretion)
of the urogenital tract was gram-negative uro-
pathogens (82.7%) from the families Entero-
bacteriaceae and Pseudomonadoceae, and
gram-positive bacteria were within 17.3%.

3. Antibiotic resistance of the isolated
strains of uropathogens had multi-resistance
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to antibacterial drugs recommended by EAU.
Resistance to the new generation fluoroquino-
lone levofloxacin was 12.6% -18%. Despite
the widespread use of levofloxacin since
2012 to 2018 there was no significant increase
in drug resistance.

4. In patients of the older age group with
infectious and inflammatory pathology (IVP)
of the prostate gland, in parallel with opportu-
nistic microbiota (UPM), mixed infection
(atypical bacteria) was revealed: Chlamydia
trachomatis -36%, Mycoplasma spp . -  18%,
Ureaplasma urealyticum - 14 %, which con-
tributes to the formation of biofilms in the fo-
cus of inflammation and complicates the tre-
atment of the disease.

5. The complex antibacterial therapy used
by us, including the antibiotic levofloxacin,
the immunomodulator polyoxidonium (azoxy-
mer bromide), the polyenzyme of animal and
plant origin wobenzym, contributed to the
clinical improvement of the indicators of the
International NIH questionnaires - CPSI,
IPSS, Qol in 76% of cases, and the microbio-
logical efficacy was 71,2% of cases. In the
comparison group, these indicators were al-
most 2.0-2.5 times less (39.5% and 42.7%,
respectively).

It has been established that the use of the
immunomodulator polyoxidonium and the
polyenzyme wobenzym in complex antibacte-
rial treatment is clinically justified.

Conclusions

1) Adequate antibiotic therapy is the cor-
nerstone of successful CKD therapy. It should
be noted that taking an antibacterial drug is
inappropriate in case of resistance to it in a
population of 15-20 strains of microorga-
nisms.

2) Local data on antibiotic resistance of
pathogens of infectious and inflammatory
pathology of the urogenital tract are a decisive
factor in choosing an adequate therapy.

3) Treatment of CKD should be compre-
hensive with the inclusion of antibacteri-
al, anti-inflammatory drugs, a-blockers, as
well as drugs with a polymodal effect (immu-
nomodulators, enzymes, etc.).

4) When choosing an antibiotic, one cannot
rely only on literature data; it is necessary to
know the spectrum of the microbiota and its



antibiotic resistance in your region. diagnosis of this nosology, and in terms of

5) The results obtained have social and choosing effective methods of treatment and
general medical significance for the Republic prevention of recurrence of the disease.
of Dagestan both in terms of improving the
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PEIIUINBUPYIOIINIA XPOHUYECKN BAKTEPUAJbHBIN TIPOCTATUT
Y MAIIMEHTOB IMOKHUJIOTO BO3PACTA Y CTAPHIE: JUATHOCTUKA U
BBIBOP AJJTEKBATHOM TEPAITUA

'Deoepanvroe cocyoapcmeentoe Grodcemnoe ynpasnenue gvicuieco 06pazoeanis
«/lacecmanckuti 2ocyoapcmeen bl MeOUuyuHcKull yrusepcumemy Munucmepcmea
30pasooxpanenus Poccuiickoti @edepayuu, Maxaukana, Poccus; “Tocyoapcmeentoe
O1000cemuoe ynpasnerue «I epuampuueckuti yenmpy Munucmepcmea 30pagooxpaHens
Pecnyonuxu [lacecman, Maxaukana, Poccus

Pe3rome. B uccrnenoBanuu aHa oneHka 3(pGEeKTUBHOCTH KOMILIEKCHOTO M CTaHAApTHOIO Jieye-
HUS MAIIMEHTOB MOKUJIOTO BO3PACTa U CTapIIE C PEHUAUBUPYIOMINM XPOHUYECKUM OaKTepHaIbHBIM
npoctatTutoM. KoMmruiekcHast Tepanus BKirodaia (GTOPXUHOJIOH HOBOTO MOKOJIEHUS J€BO(IOKCAIIUH
(TaBaHUK), HMMYHOMOTYJISITOP TIOJMOKCUIOHUN U (pepMEeHT BOOH3UM. [IpoBeneHO mMpOCIIEeKTHBHOE
CpPaBHUTEIBHOE UCCIEN0BAaHNE, B KOTOpoe BKItoueHo 102 manueHta ¢ quarHo3oMm «PenuauBupyro-
U XpPOHUYECKUM OaKTepHalbHBIA MpocTaTUTY. CTaHAAPTHYIO STHOMATOTCHETHYECKYIO TePAITUI0
nosydan 51 mamueHT (rpymma cpaBHEHHsI), a OOJbHBIE OCHOBHOH rpynmbl (51 yen.) — 1OMOIHU-
TEIBHO TPUHUMAIN KIMMYHOMOYJISITOP MOTUOKCUIOHUHN U MTOJTU(EPMEHT BOOIH3UM.

Ha tpetprem Bu3uTe yepe3 3 Mecsma OBLJIO YCTAaHOBJICHO, YTO KIMHHUKO-MHKPOOHMOIOTHYECKAs
3¢ (HEKTUBHOCTh KOMIUIEKCHOM TEpaIuu MOYTH B 2 pasa BbIIIE, YeM Y MAIlMEHTOB TPYIIBI CpaBHE-
Hus (72,4% u 35,7% COOTBETCTBEHHO).

CpaBHHTENIbHAS OLIEHKA ITPOBOJIMMON TEpaNuM TMOKa3ajga, YTO y MallUeHTOB TPYIIbI CPAaBHEHUS
napamMeTpbl KOJUYECTBA JICUKOIIMTOB B CEKPETe MPOCTATHI U 3-i MOPIHMHA MOYHM ObUIA 3HAYUTEIHHO
BBIIIIE, YeM y OOJIbHBIX, MOJTYYUBIINX KOMIUICKCHYIO Tepanuio. BkitoueHne B KOMIUIEKCHYIO Tepa-
MU0 IMMYHOMOIYJIATOPA TOJIMOKCHIOHUN U TToM(epMeHTa BOOIH3UM CITOCOOCTBOBAJIO yJTydllle-
HHUIO HapYIICHHOTO MOYCHCIYCKaHMs, CHIDKCHHIO 0O0JICBOTO CHHApOMA, a KadecTBO Ku3HU (Qol)
YIIYYIIJIOCh M COCTaBWIJIO B cpenHeM 1o 3,8 Oamia (a B rpymme cpaBHeHuUs 1o 7,2 6amra). B pe-
3yJbTaTe KOMILJIEKCHON TEpaNuy y TMAlMEHTOB OCHOBHOM T'PYIIbI CHU3UJIUCh U PEIUIUBHI 3a00J1e-
BaHMS.
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