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ABSTRACT

Varytska H. OThe efficacy of the short antimycobacterial course in patients with
multidrug-resistant pulmonary tuberculogisQualification academic mper as a
manuscript.

The dissertation for the degree of a candidate of medical sciences in the special
14.01.2® phthisiology (228 medicine)d St at e Or gani zati on i
Phthisiology and Pulmonology named by F. G. Yanovsky National Acaddmy o
Medi cal Sciences of Ukraine, o0 Kyiv, 201
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The dissertation is devoted to the actual problem of phthisiology: to increase the
treatment efficacy of patients with new multidfegistant pulmonary tuberculosis
cases through early diagnosis and the use rofadvanced reduced regimen of
antimycobacterial therapy with the inclusion of linezolid. Efficacy and tolerability have
been det erafifnieadgc yioc osft the i mproved an
has been calculated, which allowed substantiatingdtaction of the duration of the
main course of treatment up to 12 months.

Overall, the survey included 847 patients with tuberculosis who were examined
and treated within clinical depart ment
Phthisiology and Pulmonology named by F. G. Yanovsky National Academy of
Medi cal Sci ences 0iR016U8ubsaqueniyothemd were exauded O
from the survey 86 patients, which did not meet the inclusion criteria (79 patients had «
sensitivity to all antingcobacterial drugs as a result of susceptibility testing, while 7
patients had polydrugesistant pulmonary tuberculosis). Therefore, further analysis was
performed among 761 patients with new multidragistant pulmonary tuberculosis
(MDRTB) cases.

For th e patientsao exami nat i o-dtlinical trésearcke !
methods: the study of complaints, anamnesis, life, andtr@aément; physical
examination; Xray examination of the chest organs; general blood and urine tests; &
biochemical blood testvas conducted to control the tolerance of antimycobacterial
therapy (AMBT); the microbiological ones: detection of af@st bacteria (AFB) in the
smear sputum method, detection of mycobacterium tuberculosis (MBT) using the
GeneXpert MTB/RIF molecular- genetic (MG) and bacteriological methods
(i nocul at i onJermsdn sdi® mediuns and ofnliquid medium using the
BACTEC 960 automated system), drug susceptibiiEgting (DST) to the firstline
antimycobacterial drugs (AMBDs) on a liquid medium usitig BACTEC 960
automated system, DST to the sectind AMBDSs, and the proportion method on a
solid medium; the instrumental ones (on indications): electrocardiography,

fibrobronchoscopy.
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According to the results of the survey, resistance to rifampictharGeneXpert
MTB/RIF test was determined among the newly diagnosed pulmonary tuberculosis ir
31.4% cases, among relapses and treatment failures of pulmonary tubergulosis
47.4% and 54.5% cases respectively. At the same time, in 88.1% of patients witt
positive GeneXpert MTB/RIF result, resistance to rifampicin was confirmed by the drug
susceptibility testing, among which in 83.3% obtained a multidesgstant MBT.

It has been established that among patients, detected by molegataatic and
culture methods, the mukHirug resistance in the drug susceptibility testing was
confirmed on average in terms of (35.1
culture method were prescribed the treatment by the results of DST 4mérétMBDs
onaverge i n terms of (5 #onentoNTBgasedixgnodis wisle f
the subsequent treatment correction for them was carried out after obtaining the resul
of DSTtosecond i ne AMBDs, which was on averag

According to the da obtained, the significant difference in the rate of sputum
conversion is due to the fact that in 82.4% of patients with the new MDRTB cases
diagnosed by the GeneXpert MTB/RIF moleculgenetic method, adequate treatment
Is prescribed immediately withbdurther correction after obtaining the results of drug
susceptibility testing to firstand secorrdine AMBDs. In patients with new MDRTB
cases diagnosed by the GeneXpert MTB/RIF moleeganetic method, the sputum
conversion is faster: in the first tamonths of treatment, it occurs in 79.4% of patients,
and in 2 month® in 17.6% of patients, which together is 97.0% of cases. In patients
with MDRTB, diagnosed only by the culture method, the treatment results by the
sputum conversion frequency after atensive phase are significantly worse: 76.5% of
cases, while its pace is reasonably longer: in 2 months, the sputum conversion occurre
in 52.9% of patients.

Thus, there has been complemented the data on the fact that diagnosis by tf
GeneXpert MTB/RIF K of patients with pulmonary tuberculosis and the timely
administration of seconlihe antimycobacterial drugs to them in cases of MDRTB can

increase the sputum conversion frequency by 20.5%.
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It has been determined, the efficacy of treatment in patietitsMiDRTB ranges
from 51.7% among patients with retreatment cases to 69.7% among patients with ne
MDRTB cases. At the same time, in both
follow upo were noted: in 18. 8% .damd 1
majority of patients (91.2%) among new cases and 78.5% among caseseafment
lose of follow up after sputum conversion on average 8 months after the
antimycobacterial therapy (AMBT) start, which indicates the need to reduce the AMBT
duration.

It has been estimated that the efficacy of treatment in patients with new MDRTB
cases without resistance to bactericidal sedmed AMBDs (fluoroquinolones,
aminoglycosides/polypeptides) does not depend on the profile of drug resistanc
(resistance to isoazid and rifampicin alone is 64.9%, to fitste AMBDs is 55.0%, to
first- and secondine AMBDs is 67.6% of cases) and experience with the use of first
line AMBDs (58.0% among the previously treated and 63.5% among the untreatec
patients), with the resl t o f Atreatment failureo de
cases and in 21.4% among the previously treated withliisstAMBDs with an
Il nterruption term on average of 191. 5
adverse factlorewodpd!| oMDRTB ifro the cas
foll ow upo, ( OR0.82), muliple3OR =Q.P1, G = 1.65.89) and/or
large (OR = 3.17, Cl = 1.44.98) caverns) that became the key link in determining the
number of patients who shiounot be administrated the AMBT reduced regimen.

As a result of administration of the developedm@nth advanced regimen of
AMBT in comparison with the individualized regimen of standard duration among
patients with new MDRTB cases at the end of thattnent intensive phase, sputum
conversion were in 97.7% of patients versus 86.0% of subjects (p < 0.05), while the
Sputum conversion term has been (57. 8
Almost identical in both groups was the incidence ofeca healing (in 37% of the
patients in the main group and in 38.
failureo (in 2.3% and in 2. 3%, p>0. 05)
determined in 6.9% and in 24.7% of patients in the control gatone.
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At the end of the AMBT main course, the treatment efficacy in patients with new
MDRTB cases increased from 69.8% to 95.4% of cases (p<0.05), while the incidence c
Atreat ment failureso was reduced to 2. ¢

The incidence oldverse reactions in patients with new MDRTB cases with the
use of a 1Znonth advanced AMBT regimen compared with the individualized regimen
of standard duration was 69.8% of cases compared with 58.2% of cases, but th
difference between those parameteraswnot significant (p>0.05). However, the
incidence of serious adverse reactions in those groups was not significantly differen
(59.5% and 50.0% of cases), and side effects of linezolid could be eliminated by
symptomatic means.

So, summing up the resultd, has been proved for the first time that among
patients with new MDRTB cases, who used the advancedatzh AMBT regimen,
the treatment efficacy increased both during the AMBT intensive phase (97.7%) and a
the end of the AMBT main course (95.4 %), lehthe incidence of adverse reactions
(69. 8%) did not signi feifcfainctal cyy o0i nicnrdei acsaet
better.

There has been tested out the algorithm of prescribingndizth AMBT
advanced regimen to patients with new MDRTB case$ wuhe susceptibility to
fluoroquinolones, aminoglycosides/polypeptides. The proposed AMBT regimen was
prescribed prior to obtaining the drug susceptibility testing results to patients with
defined resistance to rifampicin by a moleculgenetic GeneXpeTB/RIF method,
without experience with the use of secdim@& AMBDs in anamnesis for more than 2
months and without of large and/or multiple cavities in the lungs.

After obtaining the result of DST MBT, the treatment correction was performed,
and in cas of determination of resistance to fluoroquinolones and/or
aminoglycosides/polypeptides, the patient was excluded from the study and continue
treatment according to DST by individualized AMBT regimen of standard duration of
20 months.

An advanced 1-north AMBT regimen implied the use of at least 6 effective

AMBDs prior to obtaining the drug susceptibility testing data: linezolid, pyrazinamide,
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capreomici n, |l evofl oxaci n, cycl oserine
therapeutic doses, with the eptien of linezolid for patients with a positive smear
administrated in a dose of 1.2 g before sputum smear conversion with subsequel
reduction of dosage to 0.6 g. If after obtaining the data of drug susceptibility testing
MBT they continued treatment wittan advanced &honth AMBT regimen,
capreomicin was substituted by kanamycin. The duration of the AMBT intensive phase
was 5 months in case sputum conversion occurred to the 4th month of treatment, ar
the AMBT maintenance phase lasted 7 months with teeotithe regimen in the same
composition with the exception of aminoglycoside. In the case of bacterial excretion
after the 4th month of treatment, the AMBT intensive phase was continued in an
individualized regimen of standard duration of 8 months.

Thus,there has been for the first time proposed and developed an algorithm for
prescription of a l2nonth advanced AMBT regimen, which consists in the early
detection of resistance to rifampicin using the moleculagenetic method, the
evaluation of complianceith the admission criteria for the improved reduced treatment
regimen and the appointment of 6 effective AMBDs according to the data of drug
susceptibility testing MBT.

The practical value of the dissertation study is in determination of the contingents
of patients with MDRTB, to which the I&onth advanced AMBT regimen should be
applied (hnew MDRTB cases, preserved fluoroquinolon and aminoglycoside/polypeptide
susceptibility; lack of experience in the use of seelamel AMBDs for more than two
months; HV inf ect ed patients with CD4 + O 2
mul tiple cavities in the lungs)-fWwhiah
indicator.

The proposed Xthonth advanced AMBT regimen allows to increase the efficacy
by 25.6% andensure treatment continuity without significant deterioration of its
tolerance by reducing the total duration of treatment to 12 months due to the inclusior
into the regimen of another bactericidal drug linezolid and under condition of early
diagnosis of kemoresistance and timely prescription of seedarel AMBDs to

patients.
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G 4 dzj Is ds@dactizl; Is Iz te@ebs’ cef B dz! Is Iz ted®ids apd @3

v tcj IstetsMy j CIlsd o dzts Bz CBGetstels dzts Bz H tsf
B H C Odyl dzlstdsjLLdgd Mis j dzlsdzsmis®™ [ 1 v HE ¢f 11 w
odf OHEOOBO[Odzj Y des 9 ' H RS sBESHL OF dzastgise Odz
&' Cro Odzd ML E@POROSTZOd! dzgd?2 ' dzmisdlIlskls WilsdL °
Cdzsom! Csets 1 ¢ 9 2-A01425° dadte . v ofm' A foOy'
BOCIjt' sodH' dzj dgdzgv By ssHBBd3 fsMm ok IO (¢
slstcd Bzo Odzd L ' IsGnls@dzs sdBDjedd g ¢ OtcldDl- s O
[tul] Oy BdzOdz detsets Jdzj Clstotsdzdats €5  fo £ 'ddy stz
BOMS jIsdzse ' ydzgd- HtSMdz' HY J dz , sy [1uU, toj L
2 ftwsyj M dz' € z9 Odzdz" , O IOCBY H Odz R
ted L dMmlisj dzlsdz’” Mlis His tdW oy ' yddziz BkdzO H
GeneXpert MTB/RIF s dz' dz' ydzO r Ote O CalsjjHgiddgds d& Gs GiBodr. tc
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v OB dZgf2y W
sdz' dz2' ydz© " Ot O¢C Isj tddifipsidfit OO0 & detisfiplsftio @zaRd 2 3
GeneXpert MTB/RIF Is © W | dzf Idgdjtf ISstoH t5 A3

me tstef t dz@f
dz' dzrm Q@OC IS j ted MIsd & O )L kd Obsd
° " 2 ’ MBT+/RIF+ (n = 66)
OB M. %
Yytizse ' € (d 41 62,2
. N ode€ d 25 37,8
[ J BsSctcOW " |
040 ttsC' o 47 71,2
41 t' ¢ ° 19 28,8
SBd3d N4 dzd?2 (1 5 7,6
SHdatsB ' Yydad 2  tsh 35 53,0
. . HotsB ' ydad2 ¢shd 26 39,4
{ § dzlscg datpal . :
BJL HJMlstkzC Yy’ 14 21,2
sHdz0 f stotsy dzd dzO 27 40,9
d3dzts ) d dztzy dzff tiztf 25 37,8
dzts o d 2 30 45,4
l df OH € _
ey ydHdo 22 33,3
L Or 9 tste® 9 C
dzj o HOYO dz' C ko O 14 21,3
fomdeds Misf1uv (+) &jIBSHT 15 22,7
BOCIjwrjwa([ 1 v (+) dIy s3@is 51 77,3

1" 2w o dL dzOYj dzdzy  tej L d fls jogizistAB s dzlsHasf
oL f syddzOdzd dz' Ckzo Odzde? fMlsOdzH Otelsded o5 oy Y -
9 Cdztg yOo f'tcOL ddOd' d o =WQifisE BB, dz y d ¢ dzt
ftosls' sdzOd3' Hisds N 1 dus (150 s/ Sc) .

U Oy [Tl pd WICd2 H' OC izt HEEOINTBRIE S IO6 H
Ckd sk te®ids Eaff iz ©o Oy Ocdzd ®ised ysdse ' ydts’
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tsC o9 (71,2 %). v 78,8 % n~neotstedmn Blzo
dzOWw o dz' Miss dislesdy d' dzdzd @B & stctsy ldag dziz B8 @ s dzdz€ a3 *
sBtSE d&jcjdd . Ru Rl Clstg'tcig®y Odzd odf OHS
(54,5 %)
V 119 [phiBkze H' O ddsnixe Tzt ¥ tc Gzis ted t5d3
sdz' dz YydzO K OwOSIsjtedmMisdS @@ Rotstedn dzO@o j H j daC
v OB dZB[3y W
sdz' dz YydzO R OtOC s tddifipsidisS ® 57 8its O ztsdg® s 0
C k2 dzt Gdz'tedzfjdis s H ts o3

me stef t da®f h

H' OGdetsists

sdz' demr Q@OCIsjtcdMisdS O (€ Ekd Isktcdidds el

(n=119)
OB M. %
ysdse * ¢d 115 62,2
_ N dzS d 70 37,8
SctcOW
4% 640 tC° o 83 69,7
41 t' ¢ ° 36 30,3
5B 34 M4 ded 2 (Jldz'y 35 29,4
sSHdsB ' Yydzgd?2 ¢ &N 21 17,6
= h
{ ] dalsd dzts H%.)tSB Hdzc{? s q 63 53,0
BJL HJMlstekzC Yy’ 28 23,5
SH O { tstetsy dzd dzC 47 39,5
d3dets )  dzdz” ff st sy 44 37,0
ts 2 47 38,0
ldyonst tcf'achfa 45 378
L Onotstes 9 C %H :
dzj 9o HOYO dz' S ko (G 27 24,2
[OMmMdoads Mf 1 v (+) d3j StSH B 42 35,3
BOCIjte' s9f1uv (+) 3 sBBH T 77 64,7
r odz , w¢' dzO8fimg @a kzvols'ls,OBhdts [y oy W Vv T o &

H' OCGdzsMEB&zOdzd B @ fds Hag w3d3, f J 6 9 O Odzd ytsdztso
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40 totsC'%) .(6W,76,5 % Rotsted: BEke HJjMsthk
dzOWw o dz' Mis® d3satsde'd d2ded @[5 f S tcts ) dzlf @O 3t Oy J Gzt &
OBfts BN djcjd . U MstekSkkte' fottds
(62 %)

v OcdB yddetsds, { fzu HJOY ¢ DRisisandsys isagideneXpert
MIBRIFIS@ b dz' sSktgOezs daf@p ' Myj bk 30 [(id5, 82 ¢
(33,3 %), dzj oTHEO YD4 dA Z &z p ® dzésY) . J CGtolzf
odf OHCOdRRd MmMEklsls' et dzJ o Hte' L dzgv o MW, 459378 1 t
%) 2ASTO (24,2 %) o' Hfyteo' Hds (p>0,05). 1 ¢t
MOk’ , o' Ctd HS 40 €' s, L HJjMstekzSIlsd
BOCIjte' sodH dzjdgdgv o3 & 77,3 % O & 64,7 09

v ofmM'n ~RdBBdT: "YEBAYABSIHSTSRO 2 L O HET TS
GeneXpert MTB/RIF BBz dz' Isd te 4 LedHABQ dzif tzH s 4 to § Pyl w20
Ckdz skztc@yzisdzalag o j toj Hde sz N 2 B L H@358, 1 1 1
SHdtsyOmdzes ‘g L dgisPdzBiz’ Mis: [ 1 v HE ¢f 11 w

Mo sted gt d2®f W CEQdzsifls tsd G’ Is Iz tc @ jizitige o3
" dgHd o' HEOd Lo Odsj o CkoOdzdz" L O tjLbd Ist
E Mmjtej Hdz SBE3 ,Yj)tc jHdz (95 49 ‘10 Bsdj dzlskz H' Oc

x4, MO yYj2 bjted d 2 Misodskddils 'z L
fOy' ‘das' 9. 1 OMbEfd® StejSy' W o §ko Odd
tojLizdz SO 9 uvfy HB ¢f11 ww tWBEZO9Y tsH OS¢

5OCdds yddesdz, L OltedBS O OHj ChoiOlsdds sty [ dz
wed2 H' OC detsiids € of Gl fiddsgy  Mis Odzs o  &zO o
fMjtejHdy S&B, TBHHEZ wj2 Hjto' sH, LodyuoO? dats,
fsHOdz hj twsLhdtej dedlz? BJHJSCOBRJ delstsL dets™ 6] L

U fRoGE@T vxdO H' Oc dzs M@ Gdd X 2 § GgzisUzEds
tcsdlicj dzgz  to jfylg'mis § dels dAODY A5 21 %) o df§f OHC OR
fstc' o dglrtizéizy (13,4 %) odfOHCOR, hts HEhste
(p>0,05). [bxj, o doj odWe dddif®djd &y d
BilssH' 8 H' OcdtsMisdCd tojdiLddifsyijddims s’ SO
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1 otsW * dz¢ B H S Od3d dzlstsL dzts® tc 4 L{dffrplsidf dzis Bzt @
H' OG dzsfis s ¢ OUAIsdz! fls)z tc Oz lsdgfid® OB ts B kzdz! B tc Odz
B sBHEBMHPS jHjdzd?2 E sOBdz. 3.
v OB dzd4y W
YOMssIsO SO ftotsW' dz2 BIHJE O dzlstsL dzts’™
ftuva,] we€d2 H' Oc dslnisdz's IOHAsEER Sz ¢ d
Ckzdz' Iskztc @B IsdadHd® d3d

6111 HEs W [jlstsH H' Ocdetsfisd S
odL dzOYj i § 1sOkdz bEwCG Is' & Rd lskzteC
toj L dMmlsj dzls dz (n=66) (n=119
BEHICE S LB ol % o8 f. %
S 66 100,0 108 90,7
E 43 65,1 71 59,6
Et/Pt 27 40,9 36 30,3
Km/Am 17 25,7 25 21,0
Cm 10 15,1 14 17,7
Ofx 19 28,7 26 21,8
t AS 2 3,0 6 5,0

{f SLEdEYH O yd ftetslW d &BjHJS OB dzlstsL dats’
tWHEZ CtjdBts HB Sty dtset (Bl @Gd®lskz & Rz
Hisfilstse ' todzts’ ' Y Ctokzf(0,60 w©WOLCddy' HRSTE dzf
' 9 jdz tejLdMmisj dzsdetsfls® BEo HB Mistej iistsds
Et, Km ° W s C OO OB t A HdS OR) dzlssL dze toj L d fy
rotsted Rl tdz@ f§dWoeodw dzd 'L dzj o MBS 5E 9 QpOHFlsUs t
LOtd &3¢ &z o MisOdztf g drji oz SHMOBE s Ol | C 9 Ols dzs 6
odwoeoddd Wl @ dztf@fistslstss tetsL h d tols @' O toy Q fiyfldfiyds
toj L dflnjsoss dest o j B rw WM HE .w °  w



87

331 dqdzOoas" S O f(tedy ddzj dedeVlz B-SHIG e tSdz@ H ‘dalz
ftusf wed2 H' OCdtshls e Qpts d Wtedzgs S s tcQidsdz’
k' d&2 §$d Sk SktgOdz dzd B 3j stsH O

1 OfMis 2 R@d ¥ tc@cHdgjfidls H Y j dzdzv o € dz6 yOoe ff tetst
Hisfjdz' davy jalaf§ @Hzs G sdzr 20 ROl jte' Odz' 136 1
[tuvia] L o3JIstss o doyd dzdz?v yYyOmlssilsd SO HJdz
feslsw ¢ s udsd Odg ™ Bdzts ') S to ofndsdid<dgidse O dzd o ‘dat €
fsyoOlsClz wan ¢f i1 v HB { tofddedpiizj dz@zv RFOOC Is fiztc “d
1o0f1v feslwaGin 20®2 stdsddejds yds § O
fjtch O C&&{BM BNt v.g' OEhRdMisko Odd GaneXpen 1
MTB/RIF Is X kz dz! Is Iz tc Qiglp! Isdaisic ©® 1A o [WiCY 12f
H' OC dzs MK ke @diitdz' Is Iz tc ARl Isdsgids 5 ( &z0@  t6' H S 5Bl
ydodd dedr Mifcjledoyf B W istckzo Odzd d3j IstsH 5d
fjtehetefd L O odf OHS sdkl d3d0 mwltsvs,® ofOmiadefits | da' On ls

1ted Y! Bz Cdz' dz ydz FOwOSkjtdmbgedw Ee
CsLfsH' g * 8 &0 ctkfd dagj o' His' L dg¥ dzd iy
1, C'd¢C'Mmks kO L& LO®R] HJjMsekzSy' 2,
slsted &3OIs d 9 e HdA H Odg' MistsmMiso dats Y C
BOCIjtc' sodH' dzjadzdzy bk tsBMisj 3 j dzg

Mo steffjcheticzf § L MOERsets fsyOlsSlk d Skoc
Ciydd ¢fJv LO 4 COjeste “¢. 1' v slstd
GWHE ftesotsHddd o' Hite Hdk CEjSy's MRy
f Oy' ‘ dzlsd dz' Czo Odzd Mded BJO te'j ApHFFO'AF Iz O dz¥ € 15 ¢
iWiClkdodsd: ftcjtfOwOls' 9 foslswetsd oM’ scts

t i g of " fdzv lsted BOdzdzy tjL bEdz 5O 8
L3 dgjdes k2 18 (26, 4 %) notstcdn . sttej Sy
BEC MW dzZsC MOydde dds dzte®ls " et L duiflsis € MOy d dzlz
COROB yddz &2 toOL odL dzOyJ dzdzv toj L d Mlisj dzls
COROB yddaz, ftod ' H&zOdd d dzjLtsdk HE E O
103 d20 COftej sd3 yddzz dz0 € OdzOd3' 3 d U dzO dgs Oy «
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COfte sd3" yqdadzlz dzj 99 0y OdzO My Ctstej G y' ' & C
ftcOoddzt dgdds o  Hf s9 ' Hdegts HB yYklsdzde tsmls® [ 1t

L notftgdchestdzf d Ctstcj Sy v dz Skzo Odedaw
sfY Ht ¢f 11 w ttWHE dzj fistOwmHoHelsdsiflz vty "
4 COljetste’ A dzd odSstedMmistse zo Odzd , |
ftedL dzOyO¢¥ Is ® WA  ¢f 1 u  da L Odzy Y dets 9" H
LOltced B3¢ O ftcOoddzt desets dz' CzoOdzdzr (9 HYtse'
CYHE)BROERP & 26, 4 % "ottedn.

lted y! tSd3zH ehaMsH iz * dzis o © tzf 2 @az'C Uz 9 O dzdzw
[tvidJO tjLizdz IsOpPdAzdf wf YsOHBUW WGWHE Lt
yjtejL NO¥11%3 Hdz 9 9'H ftsyOlsSkz dz Ckzo Odzdz
dz' Czo(Qdgdz"H dzts toj L zdz! sOIs' @ wuvfy HB ¢k} juw
YyJj?2 bjteds dz MisOdeso dls! L Otcdd®ZzSEz OHj C o Olsdz
Ctstej Sy ¢ dz2 CoOdzdey fftotsotsHddzd " fMdzv tsist
tcWHEZ. sttej Sy ' W d&2 CRo Oz S ZOSHI®EE B ezisy

sO0¢C, dzO0 €' dzjy' wan ¢fi1uv BOCIjt' modH' &
fjtehedclzf d 52 H@WBg 6, wdhtedbtfmbztezfss dzO 2 0,
(p<O0, 05) ff@dKgtcdat]l * tBMIsj 3 j dad = .

| &zOh sz H Bl PERmS s j o' s dH ' dzj dedzy
Isjted3' dzgdHt® " & &' . o C iz ydets B( telrf ffy. 3 .L3z I
ftedtf ddgj dzdz?" B OCIsjtc’ s dH" ' dzj degdaw  dzj B Iz dzts,
BOCIjtc' soadH" " dz¥t ©8 Oyodd, B3 toj U frydsetadle O dzdf Iz
sBMildgdPrd BOCISjte' sodH "' dzj dzdew f tod §f d dzd dztsAnw
& mwy' 9, hts MisMmisjte' eO0dzsmw & 79<04 0%0 =~
Hefmisse ' todzts BBOSC id B3O dz! detss €' dzr €' Mis¥ Oy
(23,5 %) fojdidf"@mAY o zptRBISd % ' Ek ROZ AR odt
J Isjteds" dzd ' mpdzw 3 d3' M. BOCIsjtc' sodH" ' dzj
fssHddsCdr oadf OHSC OR .
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——1{ jtich O c-#EfdOzcO
ltedds ST ER etk so j L dz@ Q Pdzda" € Ozs ¢
p<0,05.

[ dM3r RBdzO 3" ¢ Odzetc d f U5 J 6" S  H T iz aafials’ |0 B 16)

IS zZ {fgeoeaginf d BOCIsjtc' tso dH 9dzj2dzddy toff
YomisZlshjitedz" dz Hnis 1 & Mw yvwikis jlsd3' ok 135 M2t 'L af .
2-n @3 Mwy' o dz' Clzo Odzdzf j B @Mz 66 H 15 f dzd tztizfy) Wzdzt
~nottcdidozelr 223, 4 % rnotttdld, tcb s jstg@ni tbizic 2
ctolzf ' . vOCO MEkls' 90 ' LddyYy L O Isj d3f Od3c
f 56 dzv H, BkzdzO BREkzise dzj dzO {isjdtaiyasté 2 fsd Lz © H8j2€C,
&' $@dzdzy fodL d2Oyd dets L MOBsets ftsyOlsClz B
tcjLEkzdz sOIs" @9 uvfyYy HEB ¢f 11 w ww twWHIEZ. |
Csted Sy w Meajdd d2' CkoOdzdzw ' Mdzvw tslsted BBOC
~notdfclzetelzf d B EZdzZO adodstcdERLO df EOHAzed® deddis Odyd
HtS ¢f 11 w6 ©@361%): o rtcd nL @ldAcrfOR3C © f tc O o d dz' dzts ¢
tg Lzdz IsOIsOd3d uvf Yy HB eyl Opde BLwvBEdz h sfls’
fJte' BH dzgf BLEkzdtsinizbt ] dfdsE dyded € s S5Q dds o Jd
9odfOHCOrR fftobHBO)YRZo OdzsM! fJtesctej Mizo Odadzgy |
mMklls' a5 @' toh' tcjLizdz sOIsd dz' Czo Odzdzy { to
fsLdlsdo dzO LOd ddOMIBE ORI 4 tod f d dzj dzdelgts y p O SBlszjls
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f'  HiMlsOQotss HdzW MEifttQj g’ dWn v HdzZW R o fsStecC
ftrova]

v OC dd3 yd dzts a3,  Rotstdlat vl [ d2s® @ HM3d H ‘0 @ ¢f @2t
GeneXpert MTB/RIFIs @ &z dz' Is Iz tc B §izisQiigddffdis  f  dzj dedzv B OC Is j t
o' HBPOH®mMY, bk ftstc’ o dzW dzdg't v'iH ' Do te® it | L
Cdz skte®AsEaaizdg:i L 1 5&, QY W " stedolz ABEHL
notstodn, h ts cOLtsd3 MlsOodsasdisdy MF QYT H d d@h.dz
BOCI] to' tdedH ‘Mdzjcdzde'© dzOMmw & 17, f§ls Qelztsto Sjtstiisd -
odfOHSCRatstedpd t da®@f WS d2 H' OB ttzhB o Adzdd2 Is kL
B ssHtsd3, tjL izdz BB §§ st dzdeOdiadizy B @C I j g tlzts ¢
WA dbfi1uv Mkl ats ¢ th ‘ M dzOH O¢F Is! 76,
BOCIsjtc' modH" ' dzj dgdzg" HEBMIsse ' todets HEBY §  dzfsdie
BOCIsjtc' so@fmBizfzd@adzy d&dhj E 52,9 % feoattedn.

{ Mdzts o dz’ tejLlzdz SO HOdBSEB tSL H' dziz
ZokzSCsoadnrn fBdZ COY' wWa:

1. stdzsddzcj dzlsd mrotstedrm L Gtz d odmMBE s
sk jteCkdz sL 2 R+ tsBBlsjoy jdzdzr sPBO®tcdr L O
MTB/RIF [/ w&. [. yvjtjde ¢, 4. J. 10tdr
sk jteClzdz sL, dzj ¢'jdjjpoC y'rno.ctesBI4. Jwfd. o.

2. JOotedy'tSs@ "ydz [ . B HdS O] delstsL dets™ toj L
Bzdz! sdtej L dMmisj dzlsdzd?2 sk j i bkzdz 5L G J WG 9 yez
OBt WJdeslsdf sp Bloedgf Ssez@®BE sodrn ftocOyYy! MY " ¢
1. . zkEYfdCO. 201M1. Idf. 24(2). uw. 436

3. Varytska H., Lytvynenko N., Zaikov S. The effect of timestart of treatment
on treatment outcomes for patients with multidrug resistant tuberculosis depending ol
diagnostic methods (Xpert MTB/RIF or phenotypic methods). Modern Science
Moder n2Pranddjas k8 republ i ka, Nel@®r os. 201

4.1 Otedy! SO OB (O ftodyf ddzj dedz?v B OSCIsj t6' B
odi OHC OB dBzdz sdtejL dMmilsj dzlsdzse s Iskze j t6¢ Iz dz
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Gjdzgj Isdydzd 3 OBt W jdeslsdf soddz i ssHisd3. [ O
CtsdeGtcj Mz MiskzH j dzls 'dor A s tztgpy dzd 2 o | Pdgd v Is
stsoOdz yzC o (B9 uvfeddsdz &20127%. ). 2015,

5. l Otedy! COuvjtgd3 dz . L Olsted o3¢ d z' C ko
Bzdz! sdted L dMmilsj delsdzd?2 IskzsjteSClzdz! 5L, H' OC dzts
BjilssHEBd. [ Okj®t®uds dm dff M dsc s € 5dzc tej f
oujdedn (B -2 tclmsyfbdy , 2256 t.). 2016.

6. 102¢89 w. 1. 1OdyscoOw ¢. ¢. wtetsC(
dzsor d3d Mz yow dsd dBedz sdtejL dMmisj dzlsdese s sk
Hde@lzs s d ¢ d  ( é5tg dig Sslfdmyyj tindetsf d3 dzd W j detsisd f d
Csdzeetcj MMOPL JPlbightsc ts tcj Mf JtcOststcdzts G s tsB
fzdz Bsdesdzsctso A j dzelstcOdz?i@z82 3@ 0L 6 .- Ph C
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tdrrwf 4
{1 1tovruvol onfAcw] ?v {eavw wsiu{d {Jyvmsvl ¢r1Cc v
ml Lt rRmIt@a]

10cOdz dzgso ' HisdBES, hts jWjiClkdg des 3O Y jiz' 6 ¢
tcOLd dzdyyo® dz'' 3y 0O0y' “dzls* e L yklsdzdeddd
H' “odR Wiydd o o Skoe Odadzy * MG ZOH dzgss f tot
o dMwHels ' Mls! Hjf OOl 8 ww tWHE 1080112, &
224 utsBkz, OCkkzOd ddd LOdkdh O Is: v §  Heod
I v f v itsds HGMS 5dOdzj dedzy tejyddisz o f 4 v
o L q2OQ s dzls  dz¢ j dzls [ es tied AS tsdzlO i ls 5 ) & O@ duiizts
PHEMS SdzOdzj dedest o dsflzdds ' Hodh disd .J(WspBRd o o
WicOed3j dzls HdMjlsOy' 2detsets HBMdz' HY J dzdgw B L
jWiCkdodshk: ° fitejdshdhshls’ d $ ko Odadk
fistelzC lsAdafdn rmotte' LdddBd odf OHSORB] [t v
' CkoOdadz" SO odL dzOYj dzdzt ctekzf todLdSk ¢t
ftrovaf.

4.1 WjSIsdeadz Mis: 1O | izg szsfgd @' fiplslzd d3df’ S k]
frova]

dlstczClskztelz H g twtedrO EIBEE o B o O dadz” , n C
BOCIsjte' so dH" ' dzj dadav , ftosW ' dzj s d3j 0 off & QB papls
toj Stetsmy § CIsd o dats d3lzdz’ &ty § t6lAddS dzts d§izts IsHetg ) B 6@8s
notstedrf v smsBidu ] HisMdz HY jdedz" B Ekzdzd o ¢ dz
dz' Czo @dedg” sl R 02®B1 Ictof mAAO B@L1VO € dzj y' |
tjLzd IsOIsdsisde qiiOedtsdzdzy 584. (91, 4 %) nRnotted

J Is OB dz. 4.1 dzOo j Hj dz dz0O 2 Bls zdB' jhic € &z @ dRa
fesyj M6 3] WO Taels] o dzO
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v OB dzd yw
[ Mefls £ BCjlaalz! 5L detsc 5 f tots yfj tipdzs (2O R joxtsdipx] ro ‘o
odfOHCE L ORotstcs 9 Odada"

[ Odg" M ] [ Odg N

& Cto| & Cf
) 5C OL dzd § ° ?

(n=258) (n=381)

OoBfl % OB fil %
| c HtSs 40 tBGC' 9 160 | 62,0 | 246 | 64,5
40 ° B' dz hj to] 98 | 380| 135 | 354
g lsOls Yytsdazse ' € d 163 | 63,2 | 248 | 65,1
¥ odz§ d 95 | 36,8 | 133 | 34,9
HjMistczCy' ~  dzO) 205 | 79,5 | 327 | 85,8*
1 €09 J tedzO 133 | 51,6 | 150 | 39,4*
r 4 Mstelz € y*' ’|d3dzts ¥ d dzdz’ 72 | 27,9 | 177 | 46,5*
HS 4 mMd3 173 | 67,1 | 252 | 66,1

4 O B' 22 hj f( 32 | 12,4| 75 | 19,7*

5B d3j 3 J dzd 2 tsHdz 87 | 337| 83 | 21,8*
fsh dtoj dzd 2 thHdal 73 | 283 | 73 | 19,2*
fsh dtej dzgd?2 Hots| 98 | 380 225 | 59,1*

) sh e dz' Mk
dzj ¢ j dgv ~

f1uv (+) ®jlstsH| 184 | 71,3| 255 | 66,9

10 (+) dz3J IstsH
ftsm'" o/ &30L € O

[ OMmdeds Mlis!

BOCISjt' 59 C 94 | 36,4 | 126 | 33,1

J wf dg jSy' 106 46 | 17.8| 74 | 19,4
5" dz €d Stsdse' dzl 51 | 19,8| 42 | 11,0%
S 238 | 92,2 | 353 | 92,7
E 152 | 58,9 | 244 | 64,0
L e s Z 89 | 345 | 128 | 33,6
6111 Wiststen ' dats dzts dzd 28 | 10,9 | 96 | 25,2+
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AV "HAITOHAJNBHUI IHCTHTYT ®TU3IATPII I‘_IIS" JII,MOI'{OJIOFIT
IM. ©. 1. SIHOBCHBKOI'O HAIIIOHAJBHOI AKAEMII
MEJANMYHHX HAYK YKPATHU"
1. HaiimenyvBanug npouosnuii  Wisi  BUpoRaUKeHHA:  «BapTieth-edexTuninocTts
CcKOpoYeHoro 12-TH MICSMHOTO Kypey ITIKVBaHHA Ha OCHOBI MiNe30diay ¥y XBOPHUX Ha

TYOEePKYITLO3 JETEHE 13 MPe-pOALHPEHOK) PCIHCTEHTHICTION

2. Yeranosa-pospodnuk: JIY "Haulonanpuuii incruryr (ru3iaTpii i mvIbMoHOIOr (T

iM. . I, droecerkoro HAMIT Yipaiau'

Vioaaaui: H.A. JTuteuaenxo, M.B. TMorpeGna, C.O. Cereko, B.B. Jlapumenxo, O.
[T.HoboTap. JI. B. Illepbakapa.
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5. EdexTunuicT BIPOBATKeNHn: 3acTOCYBANN 12-TH MICATHOIO CKOPOUEHOTO PEKUMY
xiMioTepanmii, mopisHaHo i3 20-rH MICTUHIM  KypeOM, IIIBHINYE NOKA3IMK «e(eKTHRHC
AiKyBaHHS» v XxBopux na tipe-PPTh Ha kineun ociior Horo kypey 3 46.9 % no 90.6 %, a papricTs

— edleKTHBHICTDL nokpaiuye ¥y 2,37 pasu
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nmikyBama» y xsopix Ha ope-PPTE Ha Kiders ocHOB Horo Kypey 3 46,9 % 0 90.6 %, a BAPTICTD

— efpexTHBHICTE IOKpamye v 2,37 pazu
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12-TH MICAYHOO PeRUMY anTHMIKOGAKTepiaibHol Tepanii y XBOpAX Ha MY B THPE3ACTEHTHIH

Tvoepry.apos [Teker] (O, I Pemenko, H. A, Tursanenko, I'. O. Bapnnera Ta i5. /7 TyGepiyiinos,

gerenesi xeopodu, BlJl-indexuis .- 2017, - No2 (293~ C. 11-17)

4. Je i womm mnposawxeno: K3 «/lninporerpoBehkuit  nportutybepkyinosmmit
mucnancepyr JOP» 3 01.08.17 p. no 10.11.2017 p.

5. Edexkrupnicrs BnpoBamkenus: 3acTocyBaHHA 12-TH  MICHYNOIO  CKOPOYESHOTO
PEKHMY aHTUMIKODAKTEpIATEHOT Tepamil, mopiBmHo 3 20-TH MICA4LNM CTAHAAPTHAM PERHMOM
uixgniye eeKTHRHICTE MIKYBAHHA ¥ XBOPUX i3 HoBAMT BanaakavMid MPTE 3 69,8% no 95.4 %

TA 3HUHKYC 3araLHY BAPTICTh TiKyBauus y 1.5 pazn.

6. 3aveaikenma

Bianorinanknuii 3a pnposammcHn

Hara 71 20 7 “p.
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AKT BIIPOBAIZKEHHS PE3YJIBTATY HAYKOBOTIO TOCZKEHHSI
AY "HALIOHAJTBHUN THCTUTYT O®THU3IATPI 1 VJILMOHOJIOLT]
IM. @. I. SIHOBCBKOT'O HAITTOHAJILHOT AKAJTEMII
MEJIUYHHX HAYK VKPATHU"

1. HaiimMenyeanua nponozuamii f7s BupoBaRcHHu: «Bapricts - ederTuRHICTT
CropoueHOre 12-Tm  MicsUnore  pesumy aHTumikoOakTepiansnol Tepanii v Xnopux Ha

MYTIETHPEIUCTEHTHHH TYOepRYILO3»

iM. @. T, STuoecekoro HAMIT ¥ kpainn’

Yxnagaqi: HA, Jlutennenko, I.O. Bapueka, M.B. [orpebna, C.0. Censko, B.B.
Hanugenxo, O. I1L.Ho6orap, J1. B, lllephaxosa.

3. Azepeso indopmanii cratra (Qemenro 1O, 1. Bapricts - eICKTHBHICTE CKOPOYCHOTO

12-TH MiCSMHOTO pemuMy aHTHMIKODAKTEPIANLHOL Tepanil v XBOPHX HA MVILTHREIHCTCHTHHH

Tybepryabos [Texer] /10. | Pemenxo, H. A. ITnteuuenko. T. O. Bapuisxa ta in., TyBepryibos,

aerenesi xopoin, Blll-inderin - 2017, - No2 [29) — C.11-17)

4. e i komm Buposaxkeno: K3 «llasnorpaacexuii NpOTHTYOCPKYIR03INHE THCHaHceps
HOP» 3 01.08.17 p. mo 10.11.2017 p.

S. Edextubnicts BnpoBamaenus: 3acTocysanus 12-1n  MicsdHOTO CKOPUYEHOTO
PEXEMY anTHMIKODaKTepianmLiol Tepauil, TopiBASHO 3 20-TH MicATHIM CTHIIAPTHHM PCEAMOM
niasuiye eexIMBHICTL TIKYBAHHA v XBOPIX 13 HOBUMW nrmankayu MPTE 3 69.8% 1o 95,4 %
Ta IHMIKYE 3aTaTLHY BapricTh MiKyBaHHs ¥ 1,5 pasy,

6. 3ayRakenns

Binnorinajasunii 3a pnposayzrens I'papkina H. B,
. T L - :
(miziing) (4 Tir-';- A a7 (TTIb)
data | & 2077p. e "\._’L'ﬁ-_,"_— L7
- T = ’_-' ~ F)
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AKT BIIPOB\mIeEm(

PE3YJIbTATY HAYKOBOT'O JOC/ILUZKEHESA 1Y «HAIIIOH AJBbHAHA

IHCTUTYT ®THA3IATPI I IYJIBMOHOJIOT IM. ®@. T

SIHOBCHhKOI'O HAINIOHAJILHOI AKATEMII MEITUYHUX HAYK

s

VKPATHW»

HaiiMenyBanHsu upouno3nmii aast BrposakenHs: «CKOpoveHHI 12-micsrmuii
pesknM  awrTHMikoGaxTepianpHOI — Tepamii  XBOpMX  Ha MYJIBETHPe3HCTEHTHHI
TyOEepKYIBO3.

Yeranosa-pozpodnux: JTY «Hauiopaneanii incturyr drusiarpii i YJ1EMOHOTOTI M.
®. T. SAuoscskoro HAMH Vkpaiuu, 03038, s, Knis, Bya. M. Amocora, 10, Ten.
044 275-41-22

Viramadi: [0. 1. ®emerkok, H. A. Jluteunenxo, I'. O. Bapuibka

rkepeno  indopmanii:  EexkTHBHICTR  CKOPOYEHOTO 12-micsiMHOTO  PERIMY
anTumikoGaKTepiabHol  Tepanii  XBOPHX HQ  MYJILTAPCIUCTEHTHIH TyGepKy 1603
[Texer] / TO. 1. ®ewernko, H. A. Jluteunenxo, 1. O. Bapuiska /1 YKpallCLKIH
1y/15MOHONOT UK JKypHAL — 2017, — Ne 3. — C. 5-8.

Jle i ko Biposamkeno: Po3pobka BKIOUEHA 10 MaTepialin TEKLIH Ta MPaKTHYIHX
3aHATH V CKNMAfi HABYATHHOI NPOrPaMH IepesiaTeCTalliiHuX UMKITIB AT hTH3iAIpiB
xabenpu  drusiatpii 1 nmyasmowonorii  [Harfionanuor MEJHTHOT _ aKajemil
micaaauiviomeoi ocsith im. I1. JI. Ilynuka MO3 Yipainu 3a Mepioj 3 BepecHs 2017p.
no juctonan 2017p.

EdexTaRnicT, snposagxenns: B pospoOky BRIIOYCHO yaockonancHuii  12-
Micsdnuil pexmM anTHMiKoDaKkTepiannnoi Teparmii XBOpUX Ha MY JIbTHPE3HCTEHTIHI
1yBGepkyno3, axkuil mopiBHano i3 20-Micaummm. CTaHAApTIUM  KYPCOM [03BOJLIE
HiBHITATH ¢EKTHBHICTL JIKYBAHHA XBOPUX 3 HOBHMH BHIGUKAMA MYJILTHPE3HC-
TEHTHOI'O TYOEPKYTHO3Y HA KiHEIb OCHOBHOTO KVPCY JIKYBAHHA 3 69.8 %0 1o 95,4 %.

3ayBasKeHHHA HCMAE

BigmopinaabHMil 32 BIPOBAKCHEL!

TIpodecop kabeapn Qrusiarpii i myTeMononorii

HMATIIO i T1. J1. Iymuxa MO3 Vkpaina 4
A-p Mel. Hayk, npodecop

C.B. 3aiixoB

Jdama (. 77 2017p
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AKT BI'IPORA,HHEHHUH PE3YJILTATY HAYKOBQILU JAOCHALITAREHHSI
AY "HAUTOHAJBHHUHN IHCTUTYT OTH3IATPII ] YJIbMOHOJOT 1
IM.D.T. HHOBCBKOI'O IIAI[IOHAJ]]?HOI AKAIEMII
MEAHMYHHX HAYK YKPAIHH"

1. HaiimenyBanns nponosunii ana snposagaenns:: «Bapricts - edexTubricrs
CKOpPOYEHOro  12-Tm mMicsauHoro peanMy asTHMikoGakreplansHoi Tepanii y xBopux ua

MYALTHPEIUCTEHTHHA TYOCPKYIRO3N

2. Veranosa-poipodonnx: 1V "Hagloraneauit imetnTyT drrsiatpil | OVILMOHOTOT
I

. D, . Anosernkora TTAMI Vipaigu™

Yraanagi: HA. Jursunenxo, T.0O. Bapweka, M.B. llorpeua., C.0Q. Cennko, B.B.
HMasunenro, O. IL.MobBorap, 1. B. Ulep6arona.

3. Lxepeao inpopmanii ctarta (QLemenko K. . Bapricis - cicKTHEHICTE CKOPOYEHOTO

2-TH MICA'HOTO PERMMY AUTHMIKODAKTE PiausHOl repanil v XBOPHX Ha MYThTHPEIHCTCHTHIIN

aerenesi xpopodu. BlT-inderuis .- 2007, - Ne2 (29— . 11-17)

4. e i ko snposagaeny: [pano-Pparkisekknit GrHzionyieMonoI0rMHII TeRTP 32

mepiod 3 01.08.17 p. uo 10.11.2017 p.

S. EgexruenicTt Buponamkennus: 3acTocyBaHHA 12-TH MICAYHOrO CKOPOYEHOTO
peAKHMY aHTHMIKOOARTENIATLHOT Tepanil, TopiBHIHO 3 20-10 MICAYHUM CTAHTAPTHHM PERKUMOM
MABHIIYE epeKTHRIICTE TIKYBAHHS ¥ XBOPHX 13 HOoBuMH BuniaTkamMu MPTE 3 69,8% 10 95.4 %

T 3HMAKYE 3UraJLHY BapTICTh TIKYBaHHA v 1,5 pasu,

6. 3aypamenna

Bianopixannunii 3a Bnpoeaisenus L Mapuis IL A,

Hava (o /7 207 p.
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