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CLINICAL EFFICIENCY OF CLARITHROMYCIN-MB IN COMPLEX THERAPY OF
PATIENTS WITH NON-HOSPITAL PNEUMONIA
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Summary: The problem of rational antibiotic therapy of pneumonia is among the most relevant in modern
medicine. The aim of the study was to evaluate the clinical efficacy and therapeutic tolerance of parenteral
application of clarithromycin in the treatment of patients with non-hospital pneumonia (NHP). Materials
and methods. We observed 20 patients: 12 men - (60%), 8 women - (40%), the average age of patients was
46.1 = 17.6 years. All patients showed clinical symptoms of severe infection of the lower respiratory tract.
In 75.0% (15 patients) bilateral lung damage was noted, in 27% (5 patients) - unilateral lung tissue damage.
Hemoptysis was observed in 4 (20%) patients. Clarithromycin-MB was included in complex therapy
(detoxification, mucolytic drugs, multivitamins, and metabolices) for 6 patients with NHP after 3 days of
ineffective starting therapy, 14 patients with emergency received clarithromycin-MB immediately after
admission to the hospital. The drug was administered by intravenous drip for 60 minutes at a dose of 500 mg
2 times a day for 7-10 days. Result. The analysis of the obtained results of clarithromycin-MB therapy showed
that clinical success was achieved in all patients. The positive dynamics of clinical indicators was noted
already on the 3rd day from the beginning of antibiotic therapy with clarithromycin-MB, which was
expressed in a decrease in body temperature until the 7th day of treatment, and in almost all patients the
temperature returned to normal and only in 1 (5%) patient remained subfebrile. Also, during this period,
patients noted a decrease in pain syndrome as well as signs of intoxication. According to the data of X-ray
studies on the 10th day of therapy, 6 (30%) patients showed complete disappearance of infiltrative changes
in the lungs, in 14 (70%) patients - a significant decrease in their severity. On the 15-24th (average
15.3 + 1.2) days after the start of therapy signs of inflammatory infiltration in the lungs leveled off on the
15-24th in all patients. Conclusion. Clarithromycin-MB has good therapeutic tolerance, allows maintaining
the required concentration in the focus of inflammation because of dosage regimen also affects the clinical
and bacteriological effectiveness of therapy.

Key words: non-hospital pneumonia, macrolides, clarithromycin, respiratory failure, laboratory diagnostics

Information about author

Liadova Tetiana, MD, PhD, Full Prof.
Head of Department of general and clinical
immunology and allergology, school of
medicine, N.V. Karazin Kharkiv National
University, Svobody sq., 6, Kharkiv,
Ukraine, 61022

e-mail: t.lyadova@karazin.ua

https://orcid.org/0000-0002-5892-2599

Volobuieva Olha, MD, PhD, Assoc.
Prof., Department of general and clinical
immunology and allergology, school of
medicine N.V. Karazin Kharkiv National
University, Svobody sq., 6, Kharkiv,
Ukraine, 61022

e-mail: 0.volobyeva@karazin.ua

https://orcid.org/0000-0002-5569-1748

Nartov Pavlo, MD, PhD, Full Prof,,
Department of general and clinical
immunology and allergology, school of
medicine, N.V. Karazin Kharkiv National
University, Svobody sq., 6, Kharkiv,
Ukraine, 61022

e-mail:okia.mf@karazin.ua

Malanchuk Svitlana, MD, PhD, Assoc.
Prof., Department of general and clinical
immunology and allergology, school of
medicine, N.V. Karazin Kharkiv National
University, Svobody sg., 6, Kharkiv,
Ukraine ,61022

e-mail: s.malanchuk@karazin.ua

https://orcid.org/0000-0002-9376-3693

Hololobova Olesia, MD, PhD, Assoc.
Prof., Department of general and clinical
immunology and allergology, school of
medicine N.V. Karazin Kharkiv National
University

Svobody sq., 6, Kharkiv, Ukraine, 61022

e-mail: ololesya@ukr.net

https://orcid.org/0000-0002-1713-2988

Kozlov Oleksandr, MD, PhD, Assoc.
Prof., Department of general and clinical
immunology and allergology, school of
medicine, N.V. Karazin Kharkiv National
University, Svobody sq., 6, Kharkiv,
Ukraine, 61022

e-mail: kozlov@Kkarazin.ua

https://orcid.org/0000-0003-0320-1505

Kasian Natalia, MD, Assistant of
Department of general and clinical
immunology and allergology, school of
medicine, N.V. Karazin Kharkiv National
University, Svobody sq., 6, Kharkiv,
Ukraine, 61022

e-mail: n.kasyan@karazin.ua

https://orcid.org/0000-0003-4267-7995

Gamilovska Alla, MD, assistant of
Department of general and clinical
immunology and allergology, school of
medicine N.V. Karazin Kharkiv National
University, Svobody sq., 6, Kharkiv,
Ukraine, 61022

e-mail: gamilovska@karazin.ua

https://orcid.org/0000-0002-6652-0952

Shander Tetiana, MD, assistant of
Department of general and clinical
immunology and allergology, school of
medicine, N.V. Karazin Kharkiv National
University, Svobody sq., 6, Kharkiv,
Ukraine, 61022

e-mail: tanyashander@gmail.com

© Liadova Tetiana, Volobuieva Olha, Nartov Pavlo, Malanchuk Svitlana, Hololobova Olesia, Kozlov Oleksandr,
Kasian Natalia, Gamilovska Alla, Shander Tetiana, APPM, 2020



13

Actual problems of modern medicine. Issue 6, 2020

The problem of rational antibiotic therapy of
pneumonia is among the most relevant in
modern medicine. Despite the powerful arsenal
of antibacterial agents, we come across an
increase in the incidence of pneumonia and its
complication [1]. Establishing of this diagnosis
is an unconditional indication for the
appointment of antibacterial drugs [2, 3]. The
multidrug resistance of microorganisms, formed
as a result of irrational use of antimicrobial
drugs, has recently become increasingly
important [4, 5]. A large number of factors have
been to date identified, which determined the
optimal quality of antimicrobial therapy: the
maximum efficiency with the minimal toxicity
of drugs should be combined with their correct
cost. The results of morbidity control centers
studies show that the increase in overall
morbidity and mortality is to a large extent due
to antibiotic resistance, which leads to a
significant increase in the risk of mortality and
duration of hospitalization [4, 5].

It is known that in the early 90's the concept
of evidence-based medicine entered clinical
practice, when the treatment tactics and
pharmacological drug choice are based on the
results of controlled studies, rather than on the
subjective experience of the doctor. Within that
framework, it is impossible to prescribe
antibacterial  therapy adequately  without
monitoring the resistance of microorganisms in
a particular department of an infectious disease
hospital.

Three classes of antimicrobial drugs exist in
modern infectious practice among the most
common  antibacterial  drugs: p-lactams,
fluoroquinolones and macrolides. Macrolides
are essential only in the treatment of respiratory
and ENT infections, mycobacteriosis,
chlamydial and uroplasma infection, soft tissues
and skin, as well as pelvic infections.

Modern classification of macrolides includes
3 groups, which are formed depending on the
number of carbon atoms in the lactone ring:

. 14- nomial: erythromycin,
clarithromycin, roxithromycin;

I1. 15- nomial: (azolides): azithromycin;

[11. 16- nomial: spiramycin, josamycin,
medicamycin, medicamycin acetate.

The mechanism of action of macrolides is in
their ability to contact with 50 S ribosome unit,

which leads to microorganism’s protein
synthesis  inhibition.  Accumulating in
phagocytes in high concentrations, macrolides
contribute to the intracellular death of the
pathological agent. Besides, macrolides
stimulate mechanisms of nonspecific defense of
the organism [6, 7, 8]. The action of this group
of antibiotics is usually bacteriostatic, but in
high concentrations, they may have bactericidal

properties. Such effect is manifested by
macrolides against Haemophilus influenzae
(H. influenzae), Streptococcus pyogenes
(S. pyogenes), Moraxella catarrhalis
(M. catarrhalis), Streptococcus agalactiae
(S. agalactiae), Neisseria  gonorrhoeae

(N. gonorrhoeae), Streptococcus pneumonia
(S. pneumonia) [6].

Clarithromycin is a representative group of
macrolides, approved for use in 1991. The drug
is available in two forms: tablets for oral use and
powder for solution for infusion. Structurally,
clarithromycin is a semi-synthetic drug, its
antimicrobial action is due to the ability to block
protein synthesis by a microbial cell. At the same
time, its immunomodulatory and anti-
inflammatory effects occurs due to increasing
the phagocytes ability to chemotaxis.
Clarithromycin increases the phagocytic activity
of macrophages and neutrophils [9]. Synergistic
bactericidal effects of blood serum complement
and clarithromycin were revealed. Presence of
clarithromycin increases the T-killers activity,
which is probably important in the treatment of
patients with bacterial infections complicated by
viral ~ super-infections [10]. The anti-
inflammatory effect is due to a decrease in the
activity of cyclooxygenase and lipoxygenase
cells. It has become recently known about the
inhibition of the mediator chain of pro-
inflammatory cytokines, such as interleukin-6,
tumor necrosis factor-a [11], which significantly
increased the efficiency of treatment in severe
forms of ventilator-associated pneumonia [12].
In  patients with respiratory infections,
clarithromycin inhibits the formation of sputum
and improves its rheological properties [13]. All
this became the basis for the use of
clarithromycin as an etiotropic drug for the
treatment of patients with non-hospital
pneumonia (NHP).
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The aim of the study was to evaluate clinical
efficiency and therapeutic tolerability of
clarithromycin in a parenteral use form for the
treatment of patients with non-hospital
pneumonia.

Materials and methods. There were 20
patients under our supervision in whom the signs
of NHP were radiologically confirmed, which
required hospitalization. This study included 12
men — (60%), 8 women — (40%), the average age
of patients was 46.1 = 17.6 years. According to
the order of the Ministry of Health of Ukraine
Nel128 from 19.03.2007 it is recommended to
divide the NHP into 4 groups depending on the
severity of the process [2]. All examined patients
belonged to the 4th group of patients with severe
NHP course and required hospitalization in the
intensive care unit. Clinical examination, chest
radiography, electrocardiography, clinical and
biochemical blood tests, urine and sputum tests
were performed before the therapy, after 3 days
and after 10 days of therapy. At the same time
bacteriological examination of sputum and
identification ~ of  microorganisms  from
hemoculture with an assessment of their
sensitivity to antibacterial drugs (disc-diffusion
method) were performed. Serological test was
performed before treatment to detect CI.
pneumoniae, Cl.  psittaci, Mycoplasma
pneumoniae, Legionella pneumophila, Coxiella
burnetii. Morning sputum obtained with
appropriate  preparation was used for

microbiological examination. In order to
determine the suitability of the sputum sample
for culture, bacterioscopy of Gram-stained
smears was performed. The material was
considered high quality in the presence of > 25
polymorphonuclear  leukocytes and <10
epithelial cells in the field of view at low
magnification (x 100) - V and VI classes by P.
R. Murray, J. A. Washington. According to the
results of bacteriological research, the causative
agent of NHP was isolated in 84.8% of patients.
The main pathogens were S. pneumoniae, H.
influenzae and KI. pneumoniae. All isolated
strains of S. pneumoniae remained highly
sensitive  to  protected aminopenicillins,
cephalosporins of the IlIl generation and
clarithromycin. Isolated strains of Haemophilus
influenzae were sensitive to aminopenicillins,
clarithromycin, azithromycin and ceftriaxone.
Strains of K. pneumoniae that are not sensitive
to clarithromycin and azithromycin were not
detected.

In view of the isolation and identification of
the NHP causative agent usually requires at least
3 days, the initial antibacterial therapy was
performed with drugs of different groups:
cefepime, meropenem, augmentin, levofloxacin,
ceftriaxone. All patients had clinical symptoms
of severe infectious lesions of the lower
respiratory tract, namely: temperature, shortness
of breath, cough, chest pain, severe signs of
intoxication (table 1).

Table 1. Clinical manifestations of non-hospital pneumonia before the beginning of clarithromycin-MB

therapy (n=20)

Symptoms of the disease Abs. %
Cough 20 100
Symptoms of intoxication 20 100
Temperature 20 100
Shortness of breath 15 75,0
Pleural pain 9 45,0
Hemoptysis 4 20,0
Bronchial breathing 4 20,0
Impaired breathing 18 90,0
Presence of sputum 17 85,0
Wheezing, crepitus, pleural rub 16 80,0
Unilateral lesion 5 25,0
Bilateral lesion 15 75,0
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In the majority of patients percussion and
auscultatory signs dominated in the clinic of NHP,
which indicated pathology of the lung tissue. In
75.0% of cases (15 patients) bilateral lung lesion
was noted. It should be mentioned that at unilateral
lesion of pulmonary fabric changes were found on
the right — at 25% of cases (5 patients).
Hemoptysis was observed in 4 (20%) patients. All
patients had leukocytosis with a shift of the
leukocyte formula to the left. Anemia was detected
in 4 (20%) patients with NHP. Elevated ESR was
observed in 85% of cases (17 patients).

Clarithromycin-MB was included in the
complex therapy (detoxification, mucolytic drugs,
multivitamins, metabolites) in 6 patients with NHP
after 3 days of ineffective initial therapy, 14
patients with NHP received clarithromycin-MB
immediately after admission to the hospital. The
drug was administered intravenously drip for 60
minutes at a dose of 500 mg 2 times a day for 7-10
days.

The clinical efficiency of antibacterial therapy
was assessed by the dynamics of the inflammatory
process activity in the lungs. For this purpose, the
following clinical and laboratory parameters
characterizing the activity of the inflammatory
process (temperature reaction, tachycardia,
respiratory rate, leukocytosis, number of immature
granulocytes, changes in ESR) as well as the
severity of pain, radiological changes in the lungs
were assessed. The dynamics of clinical and
laboratory signs were taken into account before
treatment, during treatment (3-5 days of therapy)
and on thelOth day after taking the drug.
Radiological efficiency was also assessed at the
end of therapy.

The clinical efficacy of clarithromycin-MB
antibacterial therapy was assessed as "good" if
there was an improvement in the subjective and
objective condition of patients, reduction and
normalization of body temperature, disappearance

of pain syndrome, a steady tendency to normalize
laboratory parameters on the 3rd day of therapy
The efficiency of antibacterial therapy was
assessed as "satisfactory", if there was an unstable
improvement in laboratory parameters and
persisted sub-febrile condition on the background
of subjective improvement of patients.
"Unsatisfactory” results of the treatment without
the improvement of the patients’ condition and
absence of the tendency to normalize laboratory
parameters were not noticed in our observations.

The results of radiological data of the chest
were interpreted in the following way:
"improvement™ — with positive dynamics or
complete disappearance of radiological signs of
NHP, "no changes" — absence of improvement
compared to the original radiological picture.

Statistical processing of the obtained research
results was performed using the program
STATISTIKA for Windows (Stat Soft Inc, USA)
on a computer with a Pentium Il Celeron 850
PPGA processor.

Research results. Analysis of the received
results of clarithromycin-MB therapy
demonstrated that clinical success was achieved in
all patients (fig.1).

Positive dynamics of clinical indicators was
observed on the 3rd day from the beginning of
clarithromycin-MB antibacterial therapy, which
was expressed in lowering of body temperature,
almost all patients had normalized temperature by
the 7th day of treatment and only in 1 (5%) patient
the sub-febrile condition was kept. In this period
patients also noted a decrease in pain syndrome,
they had reduced signs of intoxication (Fig. 1).
Analyzing laboratory parameters, we reliably
found that the ESR acceleration rate decreased on
the average from 26.4+2.9t0 7.3+ 0.8 mm /h (p
<0.05); the number of leukocytes - from 12.5 £ 1.5
x 109 /1t0 6.2 £0.5x 109 /1 (p <0.05) up to the
10th-12th day of therapy



16

AxryanbHi npodiemu cydacHoi meauiuHau. Bunyck 6, 2020

0,
% 100 100

100

90

80

70

60

50

40

30

20

10

0
temperature

dispnea

Dbefore treatment

cough

@ 3d day of treatment

sputum

wheezing

0 10th day of treatment

Fig. 1. Dynamics of main clinical symptoms in patients with NHP with clarithromycin therapy

According to radiological studies in 6 (30%)
patients there was a complete disappearance of
infiltrative changes in the lungs, in 14 (70%)
patients — a significant decrease in their severity
on the 10th day of therapy. Signs of
inflammatory infiltration in the lungs were not
detected in all patients on the 15th-21st (on the
average 15.3 = 1.2) day after the start of therapy.
It is important to mention that side effects from
clarithromycin-MB therapy were observed in 3
patients in the form of nausea and short-term
loosening of stool in one patient. These
phenomena were momentary and did not require
correction and withdrawal of the drug.
Conclusions. Macrolide Clarithromycin-MB in
parenteral form of application is a highly
effective antibacterial drug for the treatment of
severe NHP. Positive dynamics of clinical
manifestations of the disease was observed on
the 3rd day from the beginning of therapy.
Clarithromycin-MB has good therapeutic
tolerability in patients with NHP. The identified
side effects were momentary and did not require
additional drug correction and drug withdrawal.
Dosage regimen (500 mg 2 times a day
intravenously drip for 60 minutes for 7-10 days)
allows maintaining the required concentration in
the focus of inflammation, which affects the

clinical and bacteriological efficiency of
therapy.
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KJIIHIYHA E®EKTUBHICTH KJIAPUTPOMILIMHY-MB B KOMILUIEKCHII TEPAIIII
XBOPUX HA HEI'OCHITAJIBHY TIHEBMOHIIO

JIaoosa T. I, Bonooyesa O. B., Hapmos I1. B., Mananuyx C. I, ['ononobosa O. B., Koznos O. 11, Kacvan H. B.,
Taminoscka A. 11, Lllanoep T. A.

Tourra st muctyBansst: 0.Volobyeva@karazin.ua

Pesrome: [pobnema payionaivHoi aHmubiomuKomepanii THeGVOHIL 3aUaenivbcst OOHIEIO 3 HAUOTLUL AKIMYATLHUX ) CYHACHILL
Meouyuri. Memoro 0ocriodicerts 6)ia OYiHKA KITHIYHOT eqheKmUsHOCE ma mepanesmudHol NepeHOCUMOCHIE KIAPUIPOMIYUHY
O/ NAPEHMEPATILHOZ0 3ACHOCY8AHHS ) KY8AHHI X60pUX HA He2ocnimanbHy nHeemoriio (HII). Mamepianu ma memoou. 11io
Hawum cnocmepedicerism suaxoownics 20 nayienmis: 12 vonosixie - (60%), 8 scinox - (40%4), cepeonitl six xeopux cmarosus 46,1
+ 17,6 poxy. ¥ ecix nayienmie cnocmepieanacsi KHIUHA CUMRIOMAIUKA MSIHCKO20 THGDEKYILIHOZO YPANCEHHSL HUNCHIX OUXQTbHUX
wusxie. V' 73,0% (15 xeopux) sazHauanocs 0600iuHe ypadicentst iecets, ¥ 27% (3 X60pux) - 0OHOCIOPOHHE YDAHCEHHSL IeCHEBOT
mixaruny. Kpoeoxapkanms eiovivanocsa y 4 (20%) nayicnmis. B KoMnieKcHy mepaniio (Oe3iHMOKCUKAYILIHE, MYKOTIMUYHI
npenapamu, noigimaminy, memaboniku) 6 xeopum Ha HII exmouwanu Knapumpomiyun-MB uepe3 3 0obu neeghexmueHor
cmapmosoi mepanii, 14 xeopux na HI T ompumyeanu kiapumpomiyur-MBb eiopaszy nicia Haoxoosicerts 0o cmayionapy. Ipenapam
6600WILL BHYMPIUHBOBEHHO KpaneibHo mpigasicnio 60 xewmr 6 0031 500 me 2 pasu Ha 006y npomsizom 7-10 0io. Pesynvmamu,
AHaniz ompumanux pesybmamie mepanii Kiapumpomiyurom-Mb nokazas, wo kuinivru yenix 6y oCsiZHymuiL y 6CixX RAYicHMIe.
THosumuena OuHamixa KIHIYHUX NOKA3HUKIE GIOHAMAIACS 6Xce HA 3-Ul OcHb GI0 NOHamKy aHMUOAKMEPIbHOL mepanii
Kapumpomiyurom-Mb, wo eupadicanocs 8 3HUICEHHI meMnepantypu ming, 00 7-20 OHsl JKYSaHHS NPAKIMUYHO Y 6CIX X6OPUX
memnepamypa Hopmanizyeanacs i mimoku y 1 (5%) xeopoeo soepizanacs cyogedpumhoro. Taxoxc nayicHmu 6 yeii nepioo
GIOSHAHATU IMEHUWIEHHSL OOTILOBO2O CUHOPOMY, V HUX SHUIICYBATUCS O3HAKU THMOKCUKAYE. 3a OaHUMU PEeHMeeHONOTYHUX
docniovrcens na 10-1i denv mepanii’y 6 (30%) xeopux 6i03HAUANOCS NOGHE SHUKHEHHS IHQLTLMPAMUGHIX 3ViH 8 tecersx, y 14 (70%)
XBOPUX = 3HAUHE 3MEHUUEHHS! IX BUPANCEHOCI. Y 8CiX X6OPUX O3HAKU 3aNAILHOT THGhiTmpayii 6 iecersix He euagunics Ha 15-24-i
(6 cepeonvomy 15,3 = 1,2) denv nicna nowamky mepanii. Bucnoexu. Kuapumpomiyun-Mb mae eapny mepanesmuury
NEPEHOCUMICID, PeXCUM O03Y8aHHS 00360TA1E NIOMPUMYBAMU HEOOXIOH)Y KOHYCHMPAYIIO Y 602HULLI 3aNANEHHS, WO GWIUBAE HA
KIHIUMY | 6aKmepionoeiumy eghekmusHicnib mepanii.
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KJIMHAYECKAS Y3®®EKTUBHOCTH KJIAPUTPOMUILIUHA-MB B KOMILIEKCHOM
TEPAIIAY BOJIBHBIX HETOCIIUTAJIbHOM ITHEBMOHUEN

JIaoosa T. U., Bonobyesa O. B., Hapmoeg I1.B., Mananuyk C. I"., I'onono6osa O. B., Ko3znos A. 11.,
Kacvan H. B., I'amunosckas A. I1., Lllanoep T. A.

IMomrra qis muctyBanust: 0.volobyeva@karazin.ua

Peztome. [Ipobrema payuoHarvHou aHmubAKmepuarbHol mepanuu NHEGMOHUY OCMAEmcs OOHOU U3 CaMbIX
akmyanvHuix 8 coepemennol meouyune. Ienvto uccredosanus 6viia oyeHKa KIUHU4eCKoUu d¢ghgexmusHocmu u
mepanesmuyeckou NepeHOCUMOCIU KIapumpoMuyura 0isk NapeHmepaibHo20 NpUMeHeHUs 6 1edeHUuUu OOIbHbIX
Hecocnumanvhou nreemonuei (HII). Mamepuanvt u memoost. 1100 nawum nabmodenuem Haxoouaucy 20
nayuenmos. 12 myscuun - (60%), 8 srcenwun - (40%), cpeonuti 6o3pacm 6orvhbix cocmasun 46,1 + 17,6 2ooa. ¥
8CeX NAYUEHMO8 HAOIIOANACh KIUHUYECKAS CUMRIMOMAMUKA MANCEN020 UHDEKYUOHHO20 NOPANCEHUS HUNCHUX
Ovixamenvuvix nymetl. B 75,0% (15 Oonvuvix) ommeuanocs 08ycmopounee nopagicerue neekux, 8 27% (5
OONLHBIX) - 0OHOCMOPOHHE nopadceHus ne2ounot mxkanu. Kposoxapkanve ommeuanocwv y 4 (20%) nayuenmos. B
KOMAJIEKCHYI0 mepanuio (0e3unmoKCUKayuoHHbie, MyKOJUMUYecKue npenapamaol, NOJUSUIMAMUHBL, MemadoIuUKa)
6 6oavnvim HII eéxnrouanu Knapumpomuyun-ME uepez 3 cymok nesgpgpexmusnou cmapmosoi mepanuu, 14
oonvuvix Yl noayyanu xnapumpomuyun-ME cpazy nocie nocmynaenus ¢ cmayuouap. Ilpenapam 6600unu
BHYMPUBECHHO KANELbHO NPOOodIcumensHocmoio 60 murym 6 0oze 500 me 2 pasa 6 cymxu 6 meyenue 7-10 cymox.
Pezynomameot. Ananuz nonyueHHsix pe3yibmamos mepanuu kKiapumpomuyurnom-Mb nokasan, umo kiuHuvecku
yenex Ovln 0ocmucHym y cex nayuenmos. Ilonooscumenvuas OUHAMUKA KTUHUYECKUX NOKA3ameeli Ommedanacsy
yoice Ha 3-U OeHb OmM HAYANA AHMUOAKMEPUATbHOU mepanuu Kiapumpomuyurom-Mb, umo evipadicanocy 6
CHUDICEHUU memnepamypvl meia 00 7-20 OHA Je4eHUs U NPAKmuyecku ) 6cex OONbHbIX meMnepamypa
HOpMAU308a1act u moavko y 1 (5%) bonvroeo coxpansnace cyogebpunvioil. Taxkoce nayuenmul 8 3mom nepuoo
ommeyanyu ymeHvbuleHue 001e6020 CUHOPOMA, V HUX CHUMNCATUCH NpusHaku uxmokcuxayuu. Ilo Oanuvim
penmeeHonozuueckux uccredosanui Ha 10-i Oenv mepanuu y 6 (30%) 60abHBIX OmMMEUANOCL HOAHOE
UCYE3HOBEHUE UHPDUILMPAMUSHBIX UMeHeHul 6 aeekux, ¥ 14 (70%) 60abHbIX - 3HAUUMENbHOE YMEHLUICHUE UX
BbIPANCEHHOCMU. Y 6cex OONbHBIX NPUSHAKU BOCHATUMETbHOU UHDUILIMPAYUY 6 Te2KUX HUBEIUPOBATUCH HA 15-
24-11 (¢ cpeonem 15,3 = 1,2) denwv nocne nauana mepanuu. Boieoowl. Knapumpomuyun-Mb umeem xopouiyio
Mepanesmuueckyl) NepeHoCUMOCb, PeXCUM  O03UPOBAHUSL NO3BOAeH  NO00ePI’CUBAMb  HEODX0OUMYIO
KOHYEHMpayuro 8 oudaze GOCNANEHUsl, GIUsem HA KIUHUYECKYIO U OAKMepuorocudeckylo ¢gh@exmusnocms
mepanuu.
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