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Abstract

Infection of the skin and soft tissues occupies one of the dominant places among surgical pathology. It is known that about
40% of the total number of patients in surgical hospitals suffer from purulent diseases of the skin and soft tissues. According to
statistics, from 500 to 700 thousand people annually in the Russian Federation receive treatment for purulent-inflammatory
processes of the skin and soft tissues. The aim of the study was to evaluate the effectiveness of the use of silver—-modified
montmorillonite in the treatment of skin and soft tissue infections.

Material and Methods. In accordance with the tasks assigned, the following groups of patients were identified: The main
group (60 people) used the original silver—modified montmorillonite (Ag-MMT) for local treatment of patients. The control
group (52 people) used a silver—containing ATRAUMAN AG dressing for local wound treatment.

Results. In the main group, the complex application of the proposed method of treatment using Ag-MMT made it possible
to achieve a pronounced effect in cleansing (4.9 + 1.1 days) and epithelization (12.2 + 1.8 days) of the wound compared with
the control group (6.2 £ 0.9, 13.8 + 1.1 days, respectively, p < 0.05). Against the background of treatment, positive dynamics of
morphological changes in wounds were revealed in patients of both groups, characterized by a sequential change of cytogram
types from necrotic (type I) and degenerative-inflammatory (type II) to inflammatory-regenerative (type IV) in the control
group and regenerative (type V) in the main group. The regenerative type of cytograms (type V) was not achieved by the 14th
day in the control group, whereas in the main group this type of cytograms was determined by 11.2 + 1.8 days (p < 0.05).

Conclusions. Studies have shown the clinical effectiveness of the use of silver-modified montmorillonite in the local
treatment of purulent wounds. This effect is probably due to a combination of two factors: the absorption property of MMT and
the antimicrobial action of silver.

Keywords: silver-modified montmorillonite, skin and soft tissue infection, contamination, degenerative-inflammatory.
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AHHOTaI M

ITpobnema neueHus UHGEKUM KOXKU U MATKMX TKaHel 3aHMMaeT OAHO U3 JOMHHHPYIOLMX MeCT CPefl XUPyprudeckoi
narosioruu. M3BectHo, uto okoio 40% OT 0O0lero uucia MalyeHTOB XUPYPrUyeCcKUX CTALMOHAPOB CTPA/Ial0T THOWHBIMU
3ab0sieBaHUsIMU KOXKU 1 MSTKUX TKaHed. 1o cratucTrike, exxeroqHo B Poccuiickoii @eneparuu ot 500 10 700 ThICSY uenoBek
TO/IyYaloT JieueHWe OT THOMHO-BOCIA/JUTE/BHBIX TIPOLIECCOB KOXKM M MSITKUX TKaHel. Llesiblo MiccieZjoBaHusl Obla OLIEHKa
3 (PEeKTUBHOCTH TIPUMEHEHUS] MOJU(PUIIUPOBAHHOrO CepebpOM MOHTMOPHW/IIOHUTA TIPU JIEUeHUH UH(EKIUHM KOXKU U MSITKUX
TKaHeM.

Mamepuan u memodbl. B COOTBETCTBHM C MOCTABIEHHBIMU 3a/ladaMK ObLTM BbIJIe/IEHBI C/IEYIOIIHe TPYIIbI MaleHTOB:
OcHoBHas rpymnmna (60 uesoBek), B KOTOPOH NPUMEHSJICS OPUTMHAIBHBIA MOAWGULMPOBAHHBIA cepebpoM MOHTMOPU/IIOHUT
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(Ag-MMT) pasisi MeCTHOTO JieueHHUsl TIALMEHTOB. B KOHTposbHOW rpymme (52 uesioBeka) [yisi MeCTHOW 00paboTku paH
npumensiiy noBsi3ky ATRAUMAN AG, cogepikatiyto cepebpo.

Pe3yabmambi. B 0CHOBHOM rpyTine KOMIUIEKCHOE MPUMEHEHHE MPeJIKeHHOr0 Criocoba JieueHusl C UCTOIb30BaHueM Ag-
MMT no3Bo/UI0 JOOUTHCS BBIpAXKEHHOTO 3¢dekra B ouuilenuu (4,9 + 1,1 qus) u snurenusaruu (12,2 + 1,8 AHs) paHbl 1o
CpaBHEHMIO C KOHTPOJIbHOU rpymmio# (6,2 + 0,9, 13,8 + 1,1 aneili cootBercTBeHHO, p < 0,05). Ha doHe yieueHnst y maijeHToB
oberx TpyI BbIsB/IEHA TIOMIOKUTE/bHAS JMHAMUKA MOP(HOIOTHUeCKUX UW3MEHEHWH B paHax, XapaKTepU3yIoIascs
M0C/Ie/l0BaTe/IbHOM CMEHOM THWIIOB LIUTOTpaMM C HeKpoTuueckux (Ttun [) u gereHepatmBHO-BocnanuTenbHbIxX (Tum II) Ha
BOCTIA/NMTeIbHO-pereHepaTiBHble (T [V) B KOHTPONBLHOW TpymIle U pereHepaTWiBHbIe (THM V) B OCHOBHOM TIpyIIIe.
PerenepatuBHbIN TUN LUTOrpamMm (Tun V) He ObUT JOCTUTHYT K 14-My JHIO B KOHTPOJILHOUW TPyTITe, TOTZA KaK B OCHOBHOU
TpyIIIe 3TOT TUM LUTOrpamMM ObLi onpefesnieH K 11,2 + 1,8 cytkam (p < 0,05).

Bbigoobl. VccrepoBaHus TOKa3aid KIMHUUECKYHO 3(G@eKTUBHOCTb MPUMEHEeHUs MOJU(PUIMPOBAHHOTO cepebpom
MOHTMOPH/IIOHUTA TIPY MECTHOM JIeUeHUH THOMHBIX paH. JTOT 3¢ deKT, BeposiTHO, 00yC/IOBIIEH COYETAaHHEM /IBYX (haKTOPOB:
abcopbupyrompmu cBoiictBamu MMT U aHTUMUKPOOHBIM ZeficTBrEM cepeOpa.

KioueBble /I0Ba: MOHTMODW/JIOHUT MOAU(UIMPOBAaHHBEIA cepebpoM, HWH(EKIMH KOKA M MITKMX TKaHew,
06ceMeHeHHOCTb, JlereHepaTUBHO-BOCHAIUTE/IBHBIN MPOLIecc.

Introduction

Currently, wound surgical infection is one of the main problems with which patients seek medical help [1], [3], [12], [23].
The relevance of this problem is also confirmed by the fact that 14.0-16.0% of all nosocomial infections are postoperative
wound infections. The vast majority of gram-negative microorganisms, including Pseudomonas aeruginosa, as well as
Staphylococcus aureus, according to the results of studies in general surgical hospitals, demonstrate resistance to drugs such as
Rivanol, Furacilin, Chloramine and Decamethoxin [2], [4], [13], [19]. At the same time, multicenter studies show that the
frequency of wound suppuration after surgical interventions can reach 17.0- 27.0% [5], [6], [7], [20]. Slightly more than 75.0%
of hospital rooms are "contaminated" with methicillin-resistant strains of Staphylococcus aureus [8], [11], [14], [24], 98.0% of
chronic wounds are seeded with aerobic organisms [12], [16], [18], [19]. Local treatment of infected wounds includes the use
of bioactive dressings, the action of which is mostly strictly directed and carried out in one or another phase of the wound
process. On the other hand, since ancient times, silver preparations have been used for the treatment of wound infections,
which has a persistent antiseptic effect [13], [15], [22], [25]. Along with the fact that there is more and more data in the
literature on the growth of the number of bacteria resistant to modern drugs, the identification of microorganisms resistant to
silver preparations is single and scattered [4], [17], [24], [26]. The wounded coatings existing on the market today with
immobilized various forms of silver do not provide a stable and sufficient duration of antimicrobial action. At the same time,
the results of studies on the high antibacterial activity of nanoscale silver particles began to appear in the literature [9], [19],
[21], [23]. Thus, the study of the clinical efficacy of modern materials, including those with the inclusion of silver
nanoparticles, in the treatment of skin and soft tissue infection, is an urgent and timely study.

Material and methods

In 2020-2021, 112 patients with infectious soft tissue lesions were treated at the surgical infection’s clinic of the Belgorod
Regional Clinical Hospital of St. Joasaph. Primary processes were registered in 20 (17.86%), secondary processes — in 92
(82.14%) patients. Of these, 60 are men (53.57%), 52 are women (46.43%).

Upon admission to the department, bacterial agents were found in the wounds of all patients, while the number of colony-
forming units ranged from 105 to 109 CFU/ml. In 27.6% of cases, associated wound infection with nosocomial polyresistant
strains of bacteria was diagnosed.

The following microorganisms were isolated from the wounds: Staphylococcus aureus — 23.8%; Escherichia coli —
19.23%; Klebsiella pneumoniae — 17.31%; Pseudomonas aeruginosa — 13.46%; Enterococcus faecalis — 9.62%;
Staphylococcus epidermidis — 5.77%; Acinetobacter baumannii — 3.85%; Corynebacterium striatum — 3.85%; Staphylococcus
haemolyticus— 3.85%.

In accordance with the tasks set, the following groups of patients were identified:

* The main group (60 people) for the local treatment of patients used the original montmorillonite modified with silver
(Ag-MMT), obtained at Belgorod State University in laboratory conditions by treating the substance montmorillonite with a
solution of silver nitrate (patent No. 2522935. Russian Federation).

* Control group — (52 people) for the local treatment of wounds, a silver-plated ATRAUMAN AG dressing containing
silver dressing with antibacterial properties made of polyamide mesh coated with elemental silver was used.

Thus, according to the mechanism of action and composition, these funds are similar and are in states similar in form,
which gave us the right to compare their effectiveness with each other.

The distribution of patients in the main and control groups by age and nosological forms is presented in Table 1.

Table 1 - Distribution of patients by age and nosological forms of diseases

A Group of patients Total
8 Main Control
e, : -
Primary Primary
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The treatment was performed in an open way "under a bandage". The protocol of local treatment in all patients was the
same. In the main group, after treating the wound surface with saline solution, a silver-modified montmorillonite was applied
with a sterile spatula. After that, the wound was closed with a sterile transparent self-fixing film (Figure 1), (patent Ne
2775878. Russian Federation), in the control group it was closed with an ATRAUMAN AG bandage.

Figure 1 - Infected chest wall wound after treatment with modified silver monmorillonite

In 33% of patients in the main group (20 patients) and 26.92% of patients in the control group (14 patients), with abundant
wound separations, VAC therapy was used at the time of admission — treatment of purulent wounds with negative pressure,
which is created using a closed system consisting of a vacuum source and a vacuum attached to it located in the wound-
assisted dressing (Vivano. Hartmann. Germany) (Figure 2).



Figure 2 - Treatment of an infected foot wound with VAC therapy

Note: Vivano. Hartmann. Germany

Bandages were performed daily for the first 5 days, and then every other day. The average duration of treatment, as a rule,
did not exceed three weeks. All patients underwent daily visual examination of wounds with photo documentation, the
following were analyzed: the severity of edema, the amount of wound discharge, hyperemia, granulation, epithelization [3],
[71, [20], [24]. The area and depth of wounds were assessed using the mobile application +WoundDesk (Figure 3).

+WoundDesk +WoundDesk

& Woundsize Measurement & Result

Minimal

Score Level

Scores: today

31.74 e

Wound size
Recommendation

Figure 3 - Determination of the area of the infected ulcer of the lower leg using the mobile app +WoundDesk

Thermometry of the paravular zone, as well as symmetrical intact areas, was carried out using a standard electronic
thermometer. The temperature index of blood circulation (TIC) was also calculated, which is the ratio of the difference in the
temperature of the skin of the study area and the ambient air to the difference in the temperature in the armpit and the
temperature of the skin of the study area (norm < 3).

Isolation of strains of microorganisms was carried out by standard methods using an automatic bacteriological analyzer
VITEK?2 (BioMerieux). The sensitivity of microorganisms to antibacterial drugs and the silver form of montmorillonite was
determined by the diffusion method. The reading of growth inhibition zones was carried out automatically using the Adagio
antibioticogram analyzer. During bacteriological studies, the quantitative composition of the microflora was also determined.
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All patients underwent cytological examination of scrapings from the surface of wounds, upon admission, after 7 and 14
days of treatment. The scraping was taken by carefully scraping the surface with a spatula or scalpel. The following types of
cytograms were distinguished according to Kamaev M.F.: necrotic, degenerative-inflammatory, inflammatory, inflammatory-
regenerative and regenerative.

The work was carried out under the supervision and with the approval of the local ethics committee of the Belgorod
Regional Clinical hospital Prelate Ioasaf, Belgorod, Russia (Protocol of February 25, 2020, No. 1); he is the winner of the
"YMNIK" program of the Foundation for the Promotion of Innovations in the direction of "Medicine and Health-Saving
Technology" in 2021.

Initially, we performed a visual assessment of wounds upon admission to the hospital (initial examination in the dressing
room) on the 7th and 14th days of the treatment. The results of the visual assessment of the wounds at the specified study dates
are presented in Table 2.

Table 2 - Visual assessment of wounds at all study periods in all 112 patients observed (100%)

Upon admission 7th day 14th day
Signs Main Control Main Control Main Control
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Note: * — the difference is statistically significant, p < 0.05

Upon admission, all patients (both groups) had typical signs for all infected wounds: tissue edema, wound discharge
(purulent, purulent-necrotic, etc.), hyperemia of the paravular region (Table 2). There were no significant differences in the
frequency of certain signs and their severity in the studied groups.

On the 7th day of the treatment, we noted significant differences in the frequency and nature of such signs as:

- tissue edema (48.3% in the main group, 65.38% in the control group (p < 0.05));

- the number of patients with wound discharge (56.6% in the main group, 73.07% in the control group);

— hyperemia of the paravular region (55% in the main group, 86% in the control group).

Granulations were recorded in all patients of the main group, whereas in the control group granulations appeared in 80.7%
of cases (10 patients had no granulation).

Also on the 7th day, we documented the appearance of distinct signs of marginal epithelialization of wounds in 76.6% in
the main group and 46.1% in the control group. The area of wounds significantly decreased from (62.46 + 1.2 cm?2) to 47.14 +
1.5 cm2. in the main group, and in the control group, these indications were 64.21 + 1.4 cm?2 and 58.23 + 1.9 cm2 (p<0.05),
respectively.

On the 14th day of the treatment, further improvement in the characteristics of these signs was recorded in the main group,
which was characterized by the absence of tissue edema in 90% of patients, wound discharge in 78.3%, hyperemia of the
paravular region in 85% of patients. Pronounced granulation occurred in 100% of patients, epithelialization was detected in
98.3% of patients. The area of the wound decreased by more than 3.8 times in relation to the initial indicators (p < 0.05).

In the control group, similar changes were diagnosed aimed at cleansing and closing wounds, but they were less
pronounced, which was characterized by the preservation of tissue edema in 46.1%, wound discharge and tissue hyperemia in
37.6%, granulation was absent in 15.38%, epithelization in 17.31%. The area of the wound was reduced by less than 2 times
from the initial figures (p < 0.05).

When analyzing changes in the temperature index of blood circulation, we found a significant decrease of 2.3 times (p <
0.05) by the 14th day of treatment in the main group. In the control group, there was also a decrease in this index to 1.8 times
(p < 0.05) from the baseline, these changes were also less pronounced than in the main group (2.2 + 0.3 in the main and 3.3 £
0.3 in the control, respectively, p < 0.05).

The analysis of the cytograms of the compared groups against the background of the treatment revealed a significant
difference in the composition of cells and types of cytograms compared with the initial data at all study periods (Table 3).

Table 3 - Cytological studies of the dynamics of the reparative process of the wounds

. Upon admission 7th day 14th day

Indicators : - :
Main Control Main Control Main Control

Number of
white blood 66.7 + 3.2 70.1+2.8 38.6+2.8 52.3 £ 2.2* 1.2 +£0.05 16.8 + 2.6*

cells
Proportion 70.2+2.8 72+ 3.2 58.2+2.8 60.2£2.1 0 56.2 + 4.6*
of destroyed
leukocytes,




%
Cells, %
neutrophils | 80.6+3.2 | 789+32 | 585+28 | 762+1.8% | 21+008 | 163+28
eosinophils | 0.99+0.05 | 0.88+0.07 | 0.86+0.07 | 09+0.07 | 0.86+0.06 | 0.67+0.1
lympgocyte 22406 21407 56+0.7 | 221+08*% | 163+21 | 4.1+ 1.0%
polyblasts 7.2+0.3 8.6+1.1 136+1.8 | 102+09% | 16+1.6 | 11.2+1.2*
macmsphage 1.2 +0.08 13+ 1.0 81+0.72 | 39+08*% | 142422 | 6.6+1.6%
fibroblasts | 0.6+0.08 | 0.8+005 | 246+017 | 1.2+02*% | 46+1.8 2.2 +0.6%
rnucl;ﬁsore 0.03+0.01 | 0.038+0.01 | 0.05+0.01 | 0.04+0.01 | 0.06+0.01 | 0.07%0.02
epithelium 0 0 units 0 cell groups cell groups

Note: * — the difference is statistically significant, p < 0.05

When there were no significant differences in the cytograms of the compared groups. Changes characteristic of type I
cytograms (necrotic type) were noted in all preparations: the visual fields are represented by destroyed neutrophils, a single
number of microphages with no esterase activity, erythrocytes, microorganisms, as well as tissue detritus (Figure 4).

Figure 4 - Upon admission

Note: a — erythrocytes; b — neutrophils; ¢ — fibrin

On the 7th day, against the background of ongoing treatment, cytogram analysis revealed a significant decrease in cellular
detritus and elements of wound exudate. Clusters of neutrophils in a degenerative state with bright purple nuclei and pale pink
cytoplasm are determined, the number of unchanged neutrophils is minimal (single). The macrophage reaction is pronounced —
multiple macrophage cells with signs of high esterase activity are detected. This pattern is characteristic of type II cytograms
(degenerative-inflammatory). In the control group, all fields of vision are occupied by cellular and tissue detritus, exudate, and
a large number of microorganisms. Neutrophilic leukocytes with signs of degeneration and destruction, the minimum number
of macrophages with moderate esterase activity are determined. The described changes are characteristic of type I cytograms
(necrotic) (Figure 5).



Figure 5 - On 7th day

Note: a — erythrocytes; b — macrophages

On the 14th day in the main group there was a change in the type of cytograms from type II (degenerative-inflammatory)
to type IV (inflammatory-regenerative) and type V (regenerative), by this time neutrophilic leukocytes with signs of
degeneration were practically undecided. There was a significant increase in the number of cellular elements of granulation
tissue, epithelial cells, fibrillar structures, fibroblastic cells, macrophages and polyblasts. Microflora was not determined. In the
control group, changes characteristic of inflammatory (type III) and inflammatory-regenerative (type IV) cytograms were
revealed. Groups of destroyed and degeneratively altered neutrophils, a large number of macrophage cells in a state of active
phagocytosis, polyblasts, lymphocytes, a minimum number of fibroblasts, a small number of microorganisms were determined
(Figure 6).

Figure 6 - On 14th day

Note: a — erythrocytes; b — macrophages

Discussion

In the main group, the complex application of the proposed method of treatment using Ag-MMT made it possible to
achieve a pronounced effect in cleansing (4.9 £ 1.1 days) and epithelization (12.2 + 1.8 days) of the wound compared with the
control group (6.2 + 0.9, 13.8 + 1.1 days, respectively, p < 0.05). Against the background of treatment, positive dynamics of
morphological changes in wounds were revealed in patients of both groups, characterized by a sequential change from
cytograms of types I and II (necrotic, degenerative-inflammatory) to type IV in the control and type V in the main groups
(inflammatory-regenerative and regenerative, respectively). The regenerative type of cytograms (type V) was not achieved by
the 14th day in the control group, whereas in the main group this type of cytograms was determined by 11.2 + 1.8 days (p <
0.05).

Conclusion

Thus, studies have shown the clinical effectiveness of the use of silver-modified montmorillonite in the local treatment of
purulent wounds. This effect is probably due to a combination of two factors: the absorption properties of MMT and the
antimicrobial action of silver.
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