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Abstract

Aim: The present clinical study aimed to investigate the clinical efficacy of 5 types of mouthwash based on different active substances.

Materials and methods: The study included 180 patients divided into 6 groups of 30 patients, each group rinsing with one of the fol-
lowing types of mouthwash based on: essential oils, combination of essential oils and 0.12% chlorhexidine, hydrogen peroxide (0.8%),
prebiotic, 0.2% chlorhexidine, and placebo. All participants underwent professional mechanical plaque removal after which they were
instructed to rinse with 15 ml mouthwash 2 times a day for 21 days. During the study period, patients were monitored at days 0, 14, and
21, examining oral hygiene index, gingival index, bleeding index, and presence of side effects.

Results: Gingival index, bleeding index, and oral hygiene index were reduced statistically significantly in all treatment groups. Adjunc-
tive use of mouthwashes demonstrated better clinical effectiveness compared to mechanical plaque control (and placebo mouthwash).
The gingival index and the plaque index were reduced most significantly in the group using mouthwash with hydrogen peroxide. The
bleeding index decrease was most significant in the group using 0.2% chlorhexidine.

Conclusions: All tested mouthwashes demonstrated significant clinical effectiveness in different degrees in gingivitis treatment. New
formulas with prebiotic and combination of essential oils and chlorhexidine indicate promising effectiveness.
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INTRODUCTION

eases and conditions, a gingivitis case is a case with bleeding
score more than 10%.2! As it is prerequisite for periodon-
Gingivitis is a plaque-induced inflammatory response to titis development and is a completely reversible disease, its
the bacterial plaque accumulation around the gingival mar-  management is of primary importance.>* Gingivitis can be
gin.l!! Regarding the last classification of periodontal dis-  successfully treated by combination of activities that include

Copyright by authors. This is an open access article distributed under the terms of the Creative Commons Attribution License (CC-BY 4.0),
which permits unrestricted use, distribution, and reproduction in any medium, provided the original author and source are credited.

588



motivation and instruction for proper oral hygiene, profes-
sional mechanical plaque removal and subsequent applica-
tion of anti-inflammatory oral care products.?!

In a recent systematic review and meta-analysis, Figuero
et al. reported that the adjunctive use of antiseptics leads to
significant reduction of gingival inflammation.'®! Different
agents in a variety of delivery formats are available on the
market, but the adjunctive use of rinses demonstrates bet-
ter results in comparison to dentifrices.!®! Clinically proven
efficacy is possessed by essential oils!®, chlorhexidinel”),
and cetylpyridinium chloride®!. Some of them possess an-
tibacterial and antifungal effectiveness.*) Hydrogen perox-
ide in different concentrations is also reported as an anti-
plaque agent.['%) In recent years, prebiotics and probiotics
have been used in the adjunctive treatment of gingivitis and
periodontitis.'!] Prebiotics are non-digestible food ingre-
dients that favour the activity and the growth of beneficial
microorganisms and thus could promote the prevention
and treatment of oral diseases.!!>14]

AIM

The aim of the present study was to evaluate the clinical
effectiveness of different active agents — essential oils, com-
bination of essential oils and 0.12% chlorhexidine, 0.2%
chlorhexidine, prebiotic, and 0.8% hydrogen peroxide in
the adjunctive gingivitis treatment.

MATERIALS AND METHODS

The study included 180 patients (53.25% female and
46.75% male) recruited by referral. The mean age of the
participants is 27.16+7.37 years. They were divided into 6
groups of 30 patients. Forty-three (23.9%) patients were
smokers smoking 6.45+7.28 cigarettes per day. All patients
signed an informed consent prior to the examination. The
study was conducted in the Department of Periodontology
and Oral Mucosa Diseases, Faculty of Dental Medicine,
Medical University of Plovdiv, Plovdiv, Bulgaria from Sep-
tember 2020 to December 2020. Each group rinsed with
one of the following types of mouthwash - mouthwash
based on essential oils (menthol, thymol and eucalyptus,
24% alcohol) - group 1, mouthwash based on essential oils
(menthol, thymol and eucalyptus, 14.5%) and 0.12% ch-
lorhexidine — group 2, placebo (containing water, sweet-
ener and flavoring) - group 3, mouthwash based on 0.2%
chlorhexidine (without alcohol) - group 4, mouthwash
based on prebiotic (inulin) - group 5, and mouthwash
based on hydrogen peroxide (0.8%) — group 6. The mouth-
washes were in a process of development and this was a
Phase II clinical trial (detailed information about all the
ingredients is available on request from the corresponding
author). Inclusion criteria were: generalized gingival in-
flammation, plaque index (PI) >1.95 (modified Quigley &
Hein Oral hygiene index of Turesky, 1970 - OHI!®), gin-
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gival index (GI) >0.95 (Loe & Silness, 1963)11°), no system-
ic diseases, no systemic medication, lack of severely dam-
aged teeth, no large fillings, no orthodontic treatment.
Exclusion criteria were: periodontitis, use of antimicrobial
drugs in the last 6 months, pregnancy, and lactation. The
patients were motivated and instructed to maintain prop-
er and optimal personal oral hygiene using Bass brushing
technique, interdental brushes and floss. All participants
underwent a professional mechanical plaque removal. Af-
ter instrumentation participants were instructed to rinse
with 15 ml mouthwash for 30 seconds 2 times a day after
mechanical plaque removal using toothbrush and tooth-
paste for 21 days. Researchers controlled the amount of
mouthwash used by giving a new bottle of mouthwash
with the required amount for 1 patient for 1 week at the
beginning of each week and taking back the bottle from
the previous week. During the study period, patients were
monitored on days 14 and 21, examining plaque index
(Turesky, 1970)11), gingival index (Lée & Silness, 1963)113,
bleeding index (Animo & Bay, 1975)117), and the presence
of side effects like staining, burning itching, oral lesions at
the end of the study (day 21).

The statistical analysis was performed with IBM SPSS
Statistics Ver.19.0.

The study was approved by the Ethical Committee of
Medical University of Plovdiv (Protocol 7/01.10.2020).

RESULTS

The mean values for GI, BI and OHI at each appointment
(initial - 1, 14th day - II and 21st day - III) are presented
in Table 1. They demonstrate clearly that two weeks after
using the mouthwash (second visit), the lowest values of
the gingival index (GI) were observed in group 6 (0.27), fol-
lowed by group 5 (0.38), and group 2 (0.40). The achieved
good results for the GI in these three groups were main-
tained at the third visit (day 21), when the lowest reported
values of the gingival index were in groups 6 (GI - 0.18),
2 (GI - 0.24), and 5 (GI - 0.38).

Regarding the bleeding index (BI), a similar trend is ob-
served, as on the second and third visit the lowest reported
values were in group 5 (BI - 6.63% of the second and BI - 3,
71% on the third visit) and group 6 (BI -11.66% on the sec-
ond and BI - 7.60% on the third visit). The next group with
best values in the bleeding index was group 4 (BI - 12.53%
on the second and BI - 11.33% on the third visit). In fourth
place is group 2 — 19.30% at the second and 11.36% at the
third visit.

At the third visit (after 21 days of water use) the lowest
values of OHI were observed in group 1 (PI - 0.83), fol-
lowed by group 4 (PI - 1.21).

The gingival index (GI) decreased statistically signifi-
cantly for all groups within 21 days (third visit) (Table 2).
The biggest reduction was observed in group 6 (0.8% hy-
drogen peroxide) - 1.31, with a more significant decrease
in the first 14 days (second visit) of mouthwash usage
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Table 1. Mean values of gingival index, bleeding index, and oral hygiene index for the first, second, and third visits

Index Mouthwash N Mean Std. Deviation X2 Sig.
1 30 1.71 0.19
2 30 1.11 0.17
3 30 1.24 0.24
Gingival index - 1st visit 4 30 1.62 0.23 26.401 0.000
5 30 1.35 0.34
6 30 1.50 0.26
Total 180 1.42 0.32
1 30 1.44 0.13
2 30 0.40 0.23
3 30 0.52 0.32
Gingival index - 2nd visit 4 30 0.83 0.55 57.442 0.000
5 30 0.38 0.24
6 30 0.27 0.25
Total 180 0.64 0.51
1 30 1.02 0.09
2 30 0.24 0.12
3 30 0.42 0.25
Gingival index - 3rd visit 4 30 0.79 0.56 38.645 0.000
5 30 0.38 0.28
6 30 0.18 0.14
Total 180 0.50 0.41
1 30 46.25 13.25
2 30 46.27 13.93
3 30 41.62 12.54
Bleeding index — 1st visit 4 30 61.43 22.83 4.846 0.000
5 30 47.88 16.92
6 30 52.27 20.3
Total 180 49.29 17.9
1 30 21.68 5.92
2 30 19.30 11.56
3 30 21.36 13.85
Bleeding index - 2nd visit 4 30 12.53 14.47 9.083 0.000
5 30 6.63 8.15
6 30 11.66 10.64
Total 180 15.53 12.37
1 30 15.63 4.59
2 30 11.36 6.06
3 30 17.58 10.51
Bleeding index - 3rd visit 4 30 11.33 14.31 9.817 0.000
5 30 3.71 6.78
6 30 7.60 7.47
Total 180 11.20 9.93
1 30 2.07 0.14
2 30 2.84 0.44
3 30 2.13 0.20
Oral hygiene index - 1st visit 4 30 2.38 0.46 19.045 0.00
5 30 2.55 0.30
6 30 2.71 0.60
Total 180 2.45 0.48
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Index Mouthwash N Mean Std. Deviation X Sig.
1 30 1.11 0.22
2 30 2.22 0.36
3 30 1.13 0.48
Oral hygiene index - 2nd visit 4 30 1.26 0.68 22.898 0.00
5 30 1.81 0.62
6 30 1.50 0.52
Total 180 1.51 0.64
1 30 0.83 0.20
2 30 2.03 0.22
3 30 1.09 0.47
Oral hygiene index - 3rd visit 4 30 1.21 0.66 25.269 0.00
5 30 1.36 0.41
6 30 1.37 0.50
Total 180 1.32 0.57
Table 2. Dynamics of changes in the gingival index (GI) at the three visits
Mouthwash ﬁlall,:dnlvleljrll ;:::; (Iillll;isits oMfet?ll:e :,ijil;iences Std. deviation U Sig.
GI - 1st visit - 2nd visit 0.27 0.23 6.265 0.00
1. Essential oils GI - 2nd visit - 3rd visit 0.42 0.15 15917 0.00
GI - Ist visit — 3rd visit 0.69 0.26 14.684 0.00
GI - 1st visit — 2nd visit 0.70 0.15 25.194 0.00
2. Essential oils + 0.12% CHX GI - 2nd visit - 3rd visit 0.16 0.13 6.7605 0.00
GI - 1st visit - 3rd visit 0.87 0.11 41.79 0.00
GI - 1st visit — 2nd visit 0.71 0.30 12.978 0.00
3. Placebo GI - 2nd visit - 3rd visit 0.10 0.23 2.3977 0.02
GI - Ist visit — 3rd visit 0.81 0.27 16.76 0.00
GI - 1st visit - 2nd visit 0.79 0.46 9.324 0.00
4.0.2% CHX GI - 2nd visit - 3rd visit 0.05 0.20 1.252 0.22
GI - 1st visit - 3rd visit 0.83 0.47 9.79 0.00
GI - 1st visit - 2nd visit 0.97 0.44 12.124 0.00
5. Prebiotic GI - 2nd visit - 3rd visit 0.01 0.20 0.1022 0.92
GI - 1st visit - 3rd visit 0.97 0.46 11.506 0.00
GI - 1st visit - 2nd visit 1.23 0.32 20.806 0.00
6.0.8% H,0, GI - 2nd visit - 3rd visit 0.09 0.18 2.7247 0.01
GI - Ist visit — 3rd visit 1.31 0.22 32.276 0.00

(1.23) compared to the initial visit. The smallest was the
reduction of GI in group 1 (essential oils with high % of al-
cohol) - 0.69. For all other groups, the decrease was greater
than 0.83, where in the groups using mouthwash based on
0.2% chlorhexidine and prebiotic, the main reduction was
in the first two weeks.

Considering reduction of bleeding at the end of fol-
low-up - the third visit compared to the first study, it was
the highest in group 4 - 0.2% chlorhexidine (50.10%), fol-
lowed by group 6 — hydrogen peroxide (44.67%) and group
5 - prebiotic (44.18%), and finally by group 2 - essential
oils in combination with 0.12% chlorhexidine (34.91%)

and group 1 - only essential oils (30.62%) (Table 3). It is
noteworthy that in groups in which patients used mouth-
washes based on essential oils with and without the addi-
tion of chlorhexidine, the decrease of this index was more
significant between the 14th and 21st day (by 7.94% and 6,
05%) compared to other mouthwashes where the decrease
between the second and third visits in the bleeding index
was less than 4%. The control group - 3 (placebo) the aver-
age values of the bleeding index were the highest compared
to the other groups 21.36% at the second visit and 17.58%
on the third visit.

The oral hygiene index (OHI) decreased significantly
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at days 14 and 21 in all study groups compared to baseline ~ group 4 — 0.2% chlorhexidine and group 5 - prebiotic was
(p<0.05). The best reduction was demonstrated in group 6 -  also >1 (1.17 and 1.19, respectively) (Table 4).

hydrogen peroxide (reduction is 1.34), followed by group Neither of the groups reported staining of teeth after
1 - essential oils (1.24). The decrease of the plaque indexin  using the mouthwashes. Only a burning sensation was re-

Table 3. Dynamics of changes in the bleeding index (BI) at the three visits

BI between I and II; IT and III; Mean value

Mouthwash I and III visits of the differences Std. deviation U Sig.
BI - 1st visit — 2nd visit 24.57 12.39 10.861 0.00
1. Essential oils BI - 2nd visit - 3rd visit 6.05 4.62 7.1758 0.00
BI - 1st visit — 3rd visit 30.62 10.75 15.603 0.00
BI - 1st visit — 2nd visit 26.97 9.21 16.048 0.00
2. Essential oils + 0.12% CHX BI - 2nd visit - 3rd visit 7.94 6.58 6.6046 0.00
BI - 1st visit — 3rd visit 3491 10.15 18.84 0.00
BI - 1st visit — 2nd visit 20.26 15.15 7.327 0.00
3. Placebo BI - 2nd visit - 3rd visit 3.78 10.70 1.9345 0.06
BI - 1st visit — 3rd visit 24.04 14.56 9.047 0.00
BI - 1st visit — 2nd visit 48.88 16.72 16.021 0.00
4.0.2% CHX BI - 2nd visit - 3rd visit 1.2 3.22 2.0408 0.05
BI - 1st visit - 3rd visit 50.10 17.95 15.283 0.00
BI - 1st visit — 2nd visit 41.25 14.80 15.265 0.00
5. Prebiotic BI - 2nd visit - 3rd visit 2.93 4.24 3.7815 0.00
BI - 1st visit — 3rd visit 44.18 16.03 15.093 0.00
BI - 1st visit — 2nd visit 40.61 19.84 11.211 0.00
6.0.8% H,0, BI - 2nd visit - 3rd visit 4.06 6.30 3.5273 0.00
BI - 1st visit — 3rd visit 44.67 18.72 13.072 0.00

Table 4. Dynamics of changes in the oral hygiene index (OHI) at the three visits

OHI between I and I1; 11 Mean value of the

Mouthwash and IIL; I and III visits differences Std. deviation U Sig.
PI - Ist visit - 2nd visit 0.95 0.26 20.325 0.00
1. Essential oils PI - 2nd visit - 3rd visit 0.28 0.10 15.251 0.00
PI - Ist visit - 3rd visit 1.24 0.24 27.883 0.00
PI - Ist visit - 2nd visit 0.61 0.39 8.526 0.00
2. Essential oils + 0.12% CHX PI - 2nd visit - 3rd visit 0.19 0.26 3.9527 0.00
PI - 1st visit - 3rd visit 0.80 0.40 10.982 0.00
PI - 1st visit - 2nd visit 1.00 0.47 11.719 0.00
3. Placebo PI - 2nd visit - 3rd visit 0.05 0.32 0.7778 0.44
PI - 1st visit - 3rd visit 1.05 0.50 11.397 0.00
PI - 1st visit - 2nd visit 1.12 0.48 12.92 0.00
4.0.2% CHX PI - 2nd visit - 3rd visit 0.05 0.16 1.7441 0.09
PI - 1st visit - 3rd visit 1.17 0.47 13.615 0.00
PI - 1st visit - 2nd visit 0.74 0.77 5.293 0.00
5. Prebiotic PI - 2nd visit - 3rd visit 0.45 0.52 4.7389 0.00
PI - 1st visit - 3rd visit 1.19 0.55 11.803 0.00
PI - 1st visit — 2nd visit 1.21 0.51 13.123 0.00
6.0.8 % HZO2 PI - 2nd visit - 3rd visit 0.13 0.37 1.9159 0.06
PI - 1st visit — 3rd visit 1.34 0.55 13.372 0.00
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ported in groups 1, 2, and 6, where in the first two groups,
30% of the participants reported this side effect, whereas
in group 6, only 16% reported the adverse effect (Table 5).

DISCUSSION

The present study is conducted as an intermediate-length
trial (2 weeks to 2 months), which allows the assessment of
gingivitis.'8! Five different active agents in the composition
of mouthwashes were examined in the adjunctive treat-
ment of gingivitis, and compared to placebo mouthrinse.
The tested null hypothesis (H) states that the statistical
significance between the effectiveness in the placebo group
and groups with active substances is missing.

Gingival index reduces statistically significantly at the
second and third appointments in all treatment groups
compared to the initial visit. In the group using essential
oils and high percentage alcohol, the decrease of GI was the
smallest (Table 2). The reason could be the high percent-
age of alcohol that leads to erosions of the oral mucosa and
redness of the gingiva, registered as one of the indicators
in GL.IY) Moreover, 11 of the patients treated in this group
declared burning sensation during mouthwash usage.

According to recent studies, the bleeding index (BI) is
considered to be the main index showing the stability of
treatment and the absence of active disease.l?! Various
studies have shown that in order for a patient to switch to
maintenance periodontal therapy, the bleeding index needs
to be less than or equal to 15 to 30%. The present study
clearly demonstrates that the control group, in which me-
chanical instrumentation is performed and patients use
placebo mouthwash, the average values of the bleeding in-
dex were the highest compared to the other groups (21.36%

Table 5. Presence of side effects after mouthwash usage

Mouthwashes in Gingivitis Treatment

at the second visit and 17.58% on the third visit) (Table
1). This demonstrates that all mouthwashes contribute to
a more stable periodontal condition when applied in addi-
tion to standard mechanical cleaning. Moreover in groups
5 - prebiotic and 6 - hydrogen peroxide, the bleeding index
at the third visit was less than 10%, which means that these
patients do not have gingivitis anymore but sites with gingi-
val inflammation.?! In groups 2 - combination of essential
oils and 0.12% chlorhexidine and 4 - 0.2% chlorhexidine,
the percentage of BI was around 11%, which corresponds
to localized gingivitis but is just above the threshold.

Plaque index reduction is the most significant in the
group where patients used mouthwash with 0.8% hydrogen
peroxide. The effectiveness of hydrogen peroxide in differ-
ent concentrations is controversial.['®! In the present study,
the mouthwash containing hydrogen peroxide demon-
strates one of the best clinical effectiveness with highest
reduction of all indexes. Only 5 of the patients in the recent
research reported burning sensation when using the above-
mentioned mouthrinse. This corresponds to other studies
stating that low percentage of hydrogen peroxide (<1.5%)
do not lead to side effects.?!l Furthermore, mouthwashes
with hydrogen peroxide have been proposed to reduce the
COVID 19 viral load, which leads to pandemic situation in
the recent 2 years.[??!

In the present study, we used clinically for the first time
the combination of essential oils and chlorhexidine as ac-
tive ingredients of mouthwash. All indexes tested reduced
significantly after 21 days of its application in the adjunct
treatment of gingivitis. The combination of essential oils
and chlorhexidine seems to have better antimicrobial ef-
fectiveness when used alone, which could lead to better
clinical effectiveness in gingivitis treatment as it is a plaque
induced disease.[?>?4 However, 30% of the patients report

Presence of side effects

Total
No Burning Pinching Both
Count 19 1 10 0 30
1. Essential oils
o 63.3% 3.3% 33.3% 0.0% 100.0%
2. Essential oils +  Count 19 6 5 0 30
0.12% CHX % 63.3% 20.0% 16.7% 0.0% 100.0%
Count 30 0 0 0 30
3. Placebo
% 100.0% 0.0% 0.0% 0.0% 100.0%
Mouthwash
Count 30 0 0 0 30
4.0.2% CHX
% 100.0% 0.0% 0.0% 0.0% 100.0%
Count 30 0 0 0 30
5. Prebiotic
% 100.0% 0.0% 0.0% 0.0% 100.0%
Count 25 2 2 1 30
6.0.8% H,0,
% 83.3% 6.7% 6.7% 3.3% 100.0%
Count 153 9 17 1 180
Total
% 85.0% 5.0% 9.4% 6% 100.0%
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burning sensation where this percentage is the same in the
group treated only with essential oils.

Probiotics are used in mouthwashes demonstrating clin-
ical effectiveness comparable to mouthwashes with chlor-
hexidine.!'?! There are no studies reporting the effectiveness
of mouthwash containing prebiotic. Firstly, prebiotics are
defined as “a nondigestible food ingredient that beneficially
affects the host by selectively stimulating the growth and/
or activity of one or a limited number of bacteria in the co-
lon, and thus improves host health”1?! Since that time they
are widely used alone or in combination with probiotics in
gastrointestinal diseases treatment.[?” The oral microbi-
ome is highly diverse with more than 700 species included,
which could be divided into two basic groups - beneficial
bacteria and pathogenic bacteria. The additional use of
prebiotics could shift the composition of the dental biofilm
from mostly pathogenic to beneficial spices promoting oral
health.?%] The present study demonstrates promising results
in using prebiotics in adjunct treatment of gingivitis — there
is significant reduction of all parameters tested.

CONCLUSIONS

All tested mouthwashes demonstrated significant, but also
varying degrees of improvement in clinical parameters af-
ter their use in adjunctive therapy of generalized gingivitis.
New formulas with prebiotic and combination of essential
oils and chlorhexidine indicate promising effectiveness.
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Pe3tome

Llenb: Hacrosiee KIMHNYECKOe MCCIeR0BaHMe ObIIO HAIIPAB/IEHO Ha M3y4eHMe KIMHIYeCKoiT 3¢ GeKTUBHOCTI 5 BUJIOB ONONIACKMBA-

Tenen JJ1 TIOJIOCTY pTa HA OCHOBE PA3/IMYHBIX aKTVBHbBIX BEIIIECTB.

Matepuans! U metofbl: B nccnenosanue BxaodeHo 180 manyeHToB, pasfieNéHHBIX Ha 6 TPyl 10 30 Ye/oBeK, B KaX/0i1 IpyIIIe Ho-
JIOCKaHMe PTa IPOU3BOAMIOCH OFHUM U3 CIEAYIOLINX BUAOB OLOIACKMBATeNell Ha OCHOBe: 9(QMPHBIX Maces, KOMOMHALuM 3pUPHBIX
macen u 0.12% xmoprekcuauHa, nepexucu sogopopa (0.8%), npebuorrnka, 0.2% xtoprexcuanta u miane6o. Becem yuacTHuKaM 65110
IIPOBeeHO IPOodecCIOHaNIbHOe MeXaHMueCcKoe yaaneHne 3yOHOro HaméTa, MocIe 4ero UM 6bI/I0 peKOMEHIOBAHO MOTIOCKATh PoT 15
MJI OIIOZIACKVMBATENA 2 pasa B leHb B TedeHre 21 fHs. B TedeHme nepnopa uccnenoBaHus 3a manyeHTamMu Habmoganu B guu 0, 14 u 21,
OLIeHMBAs MHJIEKC TUTVIEHBI TOMOCTY PTa, MHEKC IECEH, MH/IEKC KPOBOTOYMBOCTY 1 Hanmm4ue mo6ouHbIx 3¢ dexTos.

Pesynbrartbl: [lecHeBol MHAEKC, MH/IEKC KPOBOTOUMBOCTY U MHMEKC TUTYMEHBI IIOJIOCTU PTa OBIIN CTATUCTUYECKY 3HAYMMO CHIDKe-
HBI BO BCEX TPYyMNNax jiedeHNs. JJOMOMHNUTENbHOE UCIONb30BaHME XXUAKOCTEN J/IA TIONIOCKAHMA PTa IPOAEMOHCTPUPOBAIO TYYIIyIo
KIMHUYECKYI0 3P (eKTUBHOCTD 10 CPABHEHMIO ¢ MEXaHNYECKUM KOHTPO/IEM HaéTa (M KMIKOCTBIO /I MOJIOCKAaHNUA PTa Iane6o).
JlecHeBOII MHJIEKC M MHJEKC 3yOHOTO HalméTa ObUIM HayboIee 3HAUYNTENIbHO CHVDKEHBI B IPYIIIIE, MCIIONb3YIOIIell SKUAKOCTD A II0/I0-
CKaHMUA PTa C TIePeKNChIo Bofopofa. CHIDKeHMe MHIeKCa KPOBOTOYMBOCTY ObIIIO HanbosIee 3HAUMTEIbHBIM B IPYIIIIE, MCIIONb30BaB-
mresi 0.2% X/IOpreKCUanHa.

3akntoyeHue: Bee mpoTecTrpoBaHHbBIE XUAKOCTY IS IIOJIOCKaHMA PTa IPOAEMOHCTPUPOBA/IN 3HAYUTE/IbHYIO KIMHNYECKYI0 9 dek-
TYBHOCTD B Pa3HOII CTENIeHN TIpK TedeHny ruHruBuTa. HoBble popmysibl ¢ mpe61oTiKOM 1 KoMOMHaLel! 3(VPHBIX Maces ¥ XITOpreK-
CHJIVHA YKa3bIBAIOT Ha MHOr000eaomyio 3pQeKTMBHOCTD.

KnwoueBble cnoBa
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