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KOPEKIISI HTAPAMETPIB T'YMOPAJIBHOI
JIAHKA CUCTEMHOTI'O IMYHITETY
V XBOPHUX HA TEHEPAJII30BAHUW
MMAPOJOHTHUT
CageabeBa H.M., CoxoJioBa L1

JocnijpkeHo  MHAMIKYy —IIOKa3HUKIB T'yMOpPalbHOT
JAHKK ~ CHUCTEMHOTO  IMYHITETy TpH  3aCTOCYBaHHI
KOMIUTEKCHOI Teparii 3 BKIIOYEHHSM iMyHOMOIYJISTOPIB Y
XBOpHX Ha reHepaiizoBanuii nmapopoHtut (I'TI) xpoHiuHOrO
nepebiry | i Il crymens po3BuTky Ha Tii aMOmiosy. Bymo
obcrexxerno 180 mamientiB 3 msim6mio3 y Biui 20-40 pokis,
xBopux Ha I'TI xponiunoro nepe6iry | i Il crynens po3Burky
(ocHoBHa Tpyma i rpyna mopiBHsHH). [lamieHTH OCHOBHOI
IPYIH OTPHMYBAJM PO3POOJICHY KOMILUICKCHY Teparmiio i3
3aCTOCYBaHHSM  IMYHOMOZYJISITOPIB, MHALli€HTIB  IPyHH
MOPIBHSHHSA ~ JIKYBaJdW 32  TPAJULIAHOI  CXEMOIO.
BcraHoBieHo, 1o po3poOieHa cxeMma JIKyBaHHS Mae
BHPaXXCHY HOPMAJIi3yr04y €0 Ha aKTUBHICTh T'yMOPaIbHOTO
imyHnitery. Ilim 1i BIUIMBOM HOpMami3yeTbcs BMICT B
cupoBartii kpoBi IQE i i qupKym0r0unx iMyHHHX KOMILIEKCIB
(LIIK), migBHUIIyeTHCS CIOPiTHEHICTh aHTUMIKpOOHHX 1gG-
anTuTin. OTpuMaHi 1aHi JAIOTh MiACTAaBY CTBEPIKYBATH, IO
cxema po3pobiieHol KoMIuTeKcHOI Tepamii y xBopux Ha I'TI Ha

T JsIMONio3y  BusiBWIacs OUThIl  epeKTHBHOIO, HDXK
TpaguLiiiHe TIKyBaHHS.
KnrouoBi cioBa:  XpoHiuHMH  reHepasi3oBaHuiA

MIAPOJOHTHT, JIIMOIII03, TyMOPAJIbHUN IMYHITET.
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HUccnenoBana nuHAMMKA MOKas3aTelied TI'yMOpPalbHOIO
3B€Ha  CHCTEMHOTO HMMYyHHTETa IIpH  NPUMEHECHUH
KOMIUIEKCHON TEpaIiy ¢ BKJIIOUEHUEM HMMMYHOMOIYISTOPOB
y OONBHBIX TeHepaiu30BaHHbIM  mapogoHtutom  (I'TT)
xpoHndeckoro teueHus | u |l cremeHm pasButus Ha (oHE
asmonuosa.  beuto  obcnemoBano 180 mammeHToB  ©
nsambmuo3om B Bo3pacte  20-40 mer, GoapHbix [T1
xpoumndeckoro Teuenus | u |l crenenu passutusi (OCHOBHAs
rpymma ¥ TPymna cpaBHeHus). [laleHTsl OCHOBHOM TPYIINBI
HoJNy4yaau pa3pa0OTaHHYI0 KOMIUIEKCHYIO TEpaluio C
HNPUMEHEHHEM HMMYHOMOMYJISTOPOB, MAMEHTOB TPYIIIBI
CpPaBHEHHUS JICUMJIM IO TPAJAULUMOHHONW cXeMe. Y CTaHOBJIEHO,
4TO pa3paboTaHHAas cXeMa JiedeHUs 00JanaeT BBIPaKCHHBIM
HOPMAJIM3YIONIM JEeHCTBHEM Ha aKTUBHOCTH T'yMOPAIBHOTO
uMMyHuTeTa. Ilog ee BIMsSHUEM HOPMAIIH3YETCs COAEpIKaHUE
B ceiBopoTke kpoBu IQE m LMK, noBslmaercs cponucTBo
aHTUMUKPOOHBIX |gG-antuten. IlomydeHHBIe NaHHBIE NAIOT
OCHOBaHHE YTBEp)KAaTh, UTO CXeMa pa3paboTaHHOM
KOMIUIEKCHOW Tepanuu y OonbHbIX [Tl Ha ¢oHe msimOnmosa
oKazanach Oosiee 3pPEKTHBHON, YeM TPAAUIIIOHHOE JICUCHHUE.
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A cross-sectional study of 166 patients with chedmepatitis C was carried out. As a result of thalgsis, among the
35 possible factors of rapid progression of hed#irosis in chronic hepatitis C, 10 most informvationes were identified: male
gender (p=0.005), 1 genotype of HCV (p=0.040), iaknmminotransferase above 3 upper limits of norpa0.015), the levels
of aspartate aminotransferagglutamyltranspeptidase and total bilirubin excagahe upper limit of normal (p=0.000, p=0.000
and p=0.001, respectively), alcohol consumption gilay (p=0.033), chronic cholecystitis and/or peattis (p=0.000), type I
diabetes mellitus (p=0.007) and a carriage of themal genotype (GIn/GIn, GIn/-) of the TLR7 gene@®01). In order to
optimize the prognostication of the affiliationapatient with chronic hepatitis C to the risk graf rapid progression of hepatic
fibrosis there were proposed the highly effectivettmematical model, developed on the basis of nieltipscriminant analysis,
exact forecast of which was 82.5 %.

Key words: chronic hepatitis C, the rate of fibrosis progi@ssprognostic model, discriminant analysis.

The work is a fragment of the research project ‘®atination of T-like receptors polymorphism roletie pathogenesis
of infectious diseases”, state registration No. 8d005006.

At present, the hepatitis C virus (HCV) is the mimyn cause of chronic liver diseases [7]. HCV
infection remains one of the most important proldeshworld health care due to its high prevalerace,
constant tendency to an increase in the numbeatidrs, a high level of chronic diseases develapme
the risk of hepatic cirrhosis and hepatocellulacciceoma, the complexity of treatment, and the latk
specific prevention [3, 11]. According to officidhta, there are 130-150 million patients with cigon
hepatitis C (CHC) in the world, 700 thousand aniyudie of complications of this disease, and intiest
20 years, a further increase in mortality is prestid11, 13].

Continuous progress is typical of CHC and now heg#irosis (HF) is considered as a process by
which a certain number of external factors inteveith a unique combination of host factors, whialises
significant differences in the natural course &f tlisease. There are virus factors (genotype and HC
guasispecies, the level of viral load) and hostiofgc(male gender, duration of disease, age ovgedfs
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at the time of infection, co-infection with hepiiB virus and/or HIV, type Il diabetes mellitusom
metabolism disorders, alcohol abuse, effect of ctogubstances, tobacco smoking and cannabiol
derivatives) among the factors of HF progress irCQ#, 14]. The prognosis of CHC is based on thaide
about the rate of fibrosis progression (RFP), sihéepatients with a rapid rate of transformatmfriHF

into cirrhosis that require the individualizatiohtberapeutic and diagnostic approach. Recentbrgtlis

an active search for genetic determinants, whidecafRFP in CHC, in particular, the genetic
polymorphism of the gene TLR7, the ligand of whistviral RNA [12, 15], is studied, and to date, the
dependence of this process on the carriage ofdlyenprphic allele Leu is proved [1, 2]. Thus, adstu
that will assess the RFP in CHC based on complalysis and comparison of genetic markers with céhi
data, is an actual scientific and practical task.

The purposeof the studywasto optimize the prediction of the rate of HF forinatin CHC based
on a comprehensive assessment of general clibicghemical and molecular-genetic markers.

Materials and methods.To achieve this purpose, a cross-sectional study agaducted, which
included 166 patients with CHC: men — 111 (66.9Waynen — 55 (33.1 %) who were treated at the Paltav
Regional Clinical Hospital of Infectious DiseasBRCHID) during 2011-2018 years. Complex clinicadl an
laboratory examination of patients was conductetherbasis of this medical institution and in comerad
laboratories. All diagnostic procedures were pentst according to the informed consent of the pitidine
criterion for inclusion in the study was the edtii#d CHC diagnosis, the formulation of which waglgd
by the international classification of diseasethef10th revision and the international classiftcabf liver
diseases (Los Angeles, 1994). The diagnosis wifseddy the detection of specific serological nmenkof
HCV (anti-HCV IgM and IgG, anti-HCV core and antBl anti-NS, anti-NS) by the method of ELISA
with the obligatory detection of HCV RNA in the blb serum by PCR method in real time with genotyping
and viral load detection (high counted viremia >80 1U/ml). Exclusion criteria — co-infection with agh
hepatotropic viruses and/or HIV, decompensated Bomligeases, oncopathology.

The patient examination program included: assessofieomplaints and anamnestic data obtained
by questioning and detailed analysis of medicabms, physical examination, general clinical stady
peripheral blood, determination of biochemical paeters of blood serum, characterizing the functiona
state of the liver — alanine aminotransferase (AL®&ppartate aminotransferase (AST), lactate
dehydrogenase, total bilirubin, alkaline phospratasly-glutamyltranspeptidase (GGT), the stages of HF
according to METAVIR and genetic studies (idenation of TLR7 genotypes). The frequency of
concomitant pathology was established based orrabiglts of anamnesis analysis, outpatient cards,
objective examination followed by in-depth clinicaid laboratory and instrumental studies, findiofjs
specialists in related specialties. The durationH@V infection was determined by the results of
anamnestic data analysis (indication of the trarnsfisicteric form of acute hepatitis C, transfusadiblood
and its components prior to mandatory screeningoobrs, initiation of systemic injecting drug usie),
the absence of the anamnesis of these facts -edyatis of clinical and laboratory data (the fiistection
of antibodies to HCV and/or the level of hepat@saminases exceeding the upper limit of normaN)JL
reflected in outpatient cards).

Biochemical studies were carried out on the autmmmbtchemical analyzer GBG STAT FAX-
1904 (Japan) with Human reagents (Germany). Thethife was assessed on the METAVIR scale using
the FibroTest methods on a Cobas 6000 analyzeh (avi501 module) using the Roche Diagnostics
(Switzerland) test systems of the «Synevo» methtalratory and the transient elastometry of sheaes
of the liver on the ultrasound scanning device iitPA-Expert», Ukraine) on the basis of PRCHIDeTh
RFP was calculated by T. Poynard's formula bydilng the stage of HF by METAVIR for the time, for
which it was formed, and measured in units per yeaits/year) [13]. Polymorphic region GIn/Leu bkt
gene TLR7 was genotyped by real-time allele-spe¢CR on the «DT Light» amplifier (<kNPO DNA-
Technology», LLC, Russia) on the basis of the Rebdastitute for Genetics and Immunological Grosind
of Pathology and Pharmacogenetics of Ukrainian Bedstomatological Academy.

Statistical processing of the findings was carmed using the IBM SPSS Statistics software
version 23.0 (USA). The verification of the normpalof the data distribution was analyzed by the
Kolmogorov-Smirnov criterion. To determine the gahtrend, the value of the medidvid) with the upper
and lower quartiles was used. As potential riskdiacof the rapid progression of HF in CHC, 35 aadors
(results of general clinical, biochemical and malac genetic studies) ranked in a nominal scategign,

0 — none) were examined and analyzed. In ordexlézisthe most informative signs (p<0.05), eachhagbt
was evaluated by a single-factor analysis of vagaito create a mathematical model for predictifrf R
the method of stepwise multiple discriminant anialy$ Fisher was used, where the binary featureesier
as a grouping: 1 — rapid and 0 — slow progressfardFo In the course of the analysis, Wilks's lambda
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value was calculated, the informative value of eaatiable in the discriminant model (tolerancek th
system of classification linear discriminant fuocts, the canonical linear discriminant functione th
centroid coordinates, and the efficiency of theaot®d model were estimated before and after the
crosscheck. The level of difference was assumée tatistically significant at p<0.05.

Results of the study and their discussionThe study found, that the age of the subjects m@hnge
from 20 to 63 yearsMe=40.0 (34.0-47.0), with a predominance of young amddle-aged (95.2%).
According to the genotype of HCV, the patients weireded as follows: 1 genotype — have 59.6 % of
people, 2 and 3 in 1.5 times less often — 40.4 ¥gh tdnd low levels of viral load were determinedhwi
almost the same frequency — 48.2 % and 52.8 %ecésply. The duration of HCV infection was 1 to 46
years, and the majority (59.6 %) did not exceegled)s: less than 5 — 39.7 %, 5to 10 — 19.9 %, Ithae
10 — 40.4 %Me=7.0 (2.0-19.2). At the time of the examinatiorffatent stages of HF were determined in
patients on the METAVIR scale without prevailingyasf them: kb and ik — by 17.5 %, Fand k& — by
25.3 %, E—16.3 %.

As a result of the genetic study, it was found gt among the patients normal carriers were
registered: women — GIn/GIn (69.1 %), men — GI&5.6%) and polymorphic: women — Gin/Leu (27.3 %)
and Leu/Leu (3.6 %), men — Leu/- (14.4 %) of thaaigpes of the TLR7 gene. Taking into account the
low overall frequency of registration of Leu/Leungéypes and Leu/- gene TLR7, which limited the
possibility of statistical generalization, when quaring the characteristics, the examined were coeabi
for the carrier of the polymorphic Leu allele. lergral, the frequency of its registration was 1%.1
Further, RFP of each of the examined was calcukatedt’'sMe was determined, which was 0.185 (0.098-
0.750) units/year, and afterwards there were défgreups of patients with rapid (RFP>0.185 unitafye
and slow (RFRO0.185 units/year) HF progression — 83 people frachegroup.

In order to select the most informative signs gidgprogression of HF, there was conducted a
single-factor analysis of variance in 35 variablgeneral clinical, biochemical and molecular-gemeti
markers). As a result, it was determined that: rgateder (F= 8.14, p=0.005), 1 genotype of HCV (B84.
p=0.040), ALT level above 3 ULN (F=6.03, p=0.01tGg levels of AST, GGT and total bilirubin exceeglin
ULN (F=33.02, p=0.000, F=30.98, p=0.000 and F=12042.001, respectively), alcohol consumption >40
g/day (F=4.64, p=0.033), among the concomitant gdaffy chronic cholecystitis and/or pancreatitis
(F=32.19, p=0,000), type Il diabetes mellitus (;55{.p=0.007) had the statistically significant effen
this process. In addition, the marker of rapid pesgion of HF in CHC was carriage of the normabggme
(GIn/GIn, GIn/-) of the TLR7 gene (F=11.56, p=0.p01

Thus, among the 35 possible factors of the rappgin@ssion of HF in CHC, 10 most informative
were identified, which were included in a stepwiseltiple discriminant analysis, the purpose of whic
was to construct functions that, in an optimalafediscriminating variables, predict the assignmaing
patient to a group of rapid or slow progressiorH&fin CHC. The final discriminant model included 5
features, each of which had a high statisticaliBgnce and a significant informative index (tgble

Table
Characteristics of the variables of the final disaminant model for the prediction of rapid progression
of hepatic fibrosis in chronic hepatitis C

Sign Wilks's lambda F p Tolerance
The AST level above ULN 0.832 33.02 0.000 0.913
Chronic cholecystitis and/or pancreatitis 0.739 28.73 0.000 0.952
The normal genotype (GIn/GIn, GIn/-) of the TLRhge 0.668 26.79 0.000 0.947
The GGT level above ULN 0.606 26.11 0.000 0.915
The level of total bilirubin above ULN 0.565 24.63 0.000 0.963

As a result, there were classification linear dmmarant functions (Fand k) obtained, permitting
to predict rapid or slow progression of HF in CH@; a combination of characteristics using the
coefficients obtained in the course of the analysis

F =-11.14+4.93X,+6.59,+8.16X3+2.80%4 +3.17%s;

Fs=-5.00+3.06X;+4.15%, +5.88%3 +1.19%4 +1.49%s,
where:X; — AST level above ULNX: — chronic cholecystitis and/or pancreati¥s— the normal genotype
(GIn/GIn, GIn/-) of the TLR7 gen&s — GGT level above ULNXs — the level of total bilirubin above
ULN (if there is a characteristic, a coefficient dfis added, if it is absent — 0). A function, wlos
mathematically calculated value is larger, indisate patient's group of belonging: in>Fs, a rapid
progression is predicted, and irkFs — a slow progression of HF in CHC. In order toaitta single
formula and create a risk scale for rapid progogssif HF in CHC, the results of canonical discrianin
analysis were taken into account, according to i@ canonical linear discriminant function (CLDF)
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had the following form: CLDF = -3.52+1.0¥#+1.39X>+1.30X5+0.92X4+0.96%s The risk assessment,
according to the coordinates of the centroids tiepagroups obtained in the course of the disiocant
analysis, is carried out as follows:

-0.872 0.872 with a CLDF value of 0.872 and

* * ¢ ®  higher the risk of rapid
Low risk Moderate High risk progression of HF in CHC is high,

risk ranging from 0.872 and lower - it

Fig. Assessment of the rapid hepatic fibrosis progressak in chronic hepatitis C by js low, from 0.872 to 0.872 - it is
the value of the canonical linear discriminant fio. moderate (fig.).

The unmistakable forecast of the obtained modets82a5 % (for rapid progression - 88.0 %, for
slow progression - 77.1 %), while conducting a srolseck - 80.0 %, which proves the high efficieand
expediency of their practical application with #ien of optimization of predicting the rapid progsies
of HF in CHC. Thusas a result of our study we have created the pragnowdel of the rate of HF
formation in patients with CHC. The signs includiethe model are consistent with data from therdiie
literature. In particular, the study confirmed thell-known fact of influence on the RFP of suchtfa@as
concomitant pathology of the gastrointestinal tr@;t14]. There are no doubts about the data on the
influence of increased levels of such functiondiiéators as AST, GGT and total bilirubin, becadsyt
are non-direct biochemical markers of fibrogenedisey indicate activity of inflammation in livassues
and disruption of its synthetic function and allmalirectly estimate a HF stage [5, 10]. Howeverjate,
studies of the influence of polymorphic allele L&fu TLR7 gene on the RFP are limited. The resuits o
our study are in line with a number of scientifiedies [1, 2, 8], but they contradict the data of H-akhir
(2018), who describes the Leu allele as a profibnig factor, and E. Ascar (2010), who denies the
influence of this polymorphism on fibrogenesis IHC[6, 9]. The use of the proposed clinical andeagien
prognostic model allows predicting the probabitfyrapid progression of HF in CHC with high accuyrac
and forming a group of patients who need to recaiviviral therapy in the first place on the basis
simple characteristics, most of which are usedribudine clinical practice.

1. Informative diagnostic signs of rapid progressad HF in CHC are: male gender (F=8.14,
p=0.005), 1 genotype of HCV (F=4.28, p=0.040), AleVel above 3 ULN (F=6.03, p=0.015), the levels
of AST, GGT and total bilirubin exceeding ULN (F=83, p=0.000, F=30.98, p=0.000 and F=12.42,
p=0.001, respectively), alcohol consumption >40ay/@F=4.64, p=0.033), chronic cholecystitis and/or
pancreatitis (F=32.19, p=0.000), type |l diabetedlims (F=7.55, p=0.007) and a carriage of thenradr
genotype (GIn/GlIn, GIn/-) of the TLR7 gene (F=11.p60.001).

2. In order to optimize the prognostication of éfidiation of a patient with CHC to the risk group
of rapid progression of HF there were proposeditbhly effective mathematical model, developediuon t
basis of multiple discriminant analysis, exact éas of which was 82.5 %.
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MPOIHO3YBAHHS HIBUJAKOCTI
IMPOI'PECYBAHHSI ®1BPO3Y NIEUIHKHA
IMIPU XPOHIYHOMY I'EITATUTI C HA OCHOBI
KJITHIYHUX I TEHETHYHHUX O3HAK
Cuzosa JI.M., Kosans T.I., Bonnap B.A.,
Kaiinames LII., I3ljomcbka O.M.

IMpoBenene kpocc-cekuiiiHe —mociipkeHHs 166
nanieHTiB i3 XxpoHiyHuM renaturoM C. B pesynbrarti anamizy
cepen 35 MOXIHBHX (DaKTOPIB MIBUAKOTO MPOTPECYBaHHSI
(i6po3y nedinku npu xpoHiuHomy rematuti C BusiBneno 10
HalOLIbI iHpOpMaTHBHUX: yonoBiva crath (p=0,005), 1
renorut BI'C (p=0,040),pisens ananin-amiHorpancdepasu
BHLIMI 32 3 BepxHiX Mexi Hopmu (p=0,015) piBHi acnaprar-
aMiHOTpaHCchepasy, Y-TITyTaMiNTpaHCHEeNTHAA3H Ta
3araJpHOTO OUTipyOiHy, IO HEPEBHLIYIOTh BEPXHIO MEXY
wopmu  (p=0,000, p=0,000 i p=0,001 sigmoBigHO),
crnioxkuBanHs ajkorono >40 r/noby (p=0,033),xponiunuit
xomenuctut Tta/abo mankpeatut (p=0,000), wykpoBuit
miaber II tumy (p=0,007) i HOCI#iCTBO HOPMAaIbHOrO
reHoruny (GIn/GIn, GIn/-)rena TLR7 (p=0,001).3 meroro
onTuMi3amii TMPOTHO3YBaHHA BiJHECEHHA TMAIli€HTa 3
xpoHiyHUM rematutoM C 110 Tpynu PH3UKY IIBUJKOTO
mporpecyBaHHs ~ (iOpO3HY  TI€WiHKH  3aIPOIIOHOBAaHA
BHCOKOC()EKTHBHA MaTeMaTH4Ha MOJENb, po3poOiieHa Ha
OCHOBI ~ MHOXXMHHOTO  JWUCKPHMIHAaHTHOTO  aHali3y,
0E3IMOMIIIKOBHIT ITPOTHO3 sIKO1 ckianae 82,5 %.

Kiouosi cioBa: xponiuauii rematut C, OIBHIKICTD
nporpecyBaHHsl (GiOpo3y MediHKH, MPOTHOCTHYHA MOJEINb,
JVICKpUMIHAHTHUI aHAaIi3.

Crarts Hagivinuia 15.03.201%.

MMPOTHO3WPOBAHUE CKOPOCTH
MPOTPECCUPOBAHUSI ®PUBPO3A IIEYEHU ITPU
XPOHUYECKOM I'rETATUTE C HA OCHOBAHUN

KIIMHNYECKUX U TEHETUYECKHUX ITPU3HAKOB
Cuszosa JI.M., Kosans T.H., Bognap B.A .,
Kaiigames U.I1., U3romckan E.M.

IMpoBeneHO  KpOCC-CEKLMOHHOE — HUccienoBaHue 166
MalKUeHTOB ¢ XpoHH4eckuM rernarutom C. B pesynbrare aHanuza
cpenn 35 BO3MOXKHBIX (PaKTOPOB OBICTPOTO MPOTPECCUPOBAHUS
¢ubposza neueHu npu xpoHudeckom remarute C BoisBacHo 10
Haunboee nHGOpMaTHBHBIX: MyxkcKoii o (p=0,005); IreHoTun
BI'C (p=0,040); ypoBensb ananuH-aMHHOTpaHC(hepa3sl Bbie 3
BepxHUX rpanul, HOopMmbl (p=0,015); ypoBHH acmaprart-
aMHHOTpaHcepasbl, Y-IIyTaMUITPAHCICHTHIAa3bl H  OOLIEro
OmnMpyOMHA TPEBBINIAIONINE BEPXHIOI TPAHUIy HOPMBI
(p=0,000,p=0,000u p=0,001cooTBeTcTBEHHO); ynOTpeOICHHE
ankoronss >40 r/cytku (p=0,033); XpoHHYECKUH XONCUUCTHT
n/umun  mankpearutr (p=0,000); caxapubiii amaber II Tuma
(p=0,007) u HocurenscTBO HOpMasbHOrO reHotumna (GIn/Gln,
GIn/-) rema TLR7 (=0,001). C uenp0 ONTHMH3ALUKA
MPOTHO3UPOBAHUS NPHHAJIC)KHOCTH TALMEHTA ¢ XPOHUYECKUM
renatutoMm C K Tpymnme pucka GBICTPOrO MPOrpecCUpPOBAHHS
¢bubpo3a HeYeHN npeyioKeHa  BBICOKOA(deKTHBHAS
MareMaTH4yeckas — MoOAeNb,  pa3paboTaHHAas Ha  OCHOBE
MHOECTBEHHOTO JUCKPIMHHAHTHOTO aHajn3a, 6e301n00 HbIH
MPOTHO3 KOTOpo#i coctaBmi 82,5 %.

KiwoueBble cioBa: xpoHndeckuii rematut C, CKOpOCTh
nporpeccupoBanus pudpo3a neyeH , MPOrHOCTUYCCKast MOJICIb,
JMCKPUMHMHAHTHBIN aHAJIU3.
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The purpose of this paper is to develop recomméntafor improving the system of postgraduate madiclucation
in the context of the overall health care reforrheTsurvey method implemented in the form of a stedided (formalized)
interview was used as the main tool for collectiogial and psychological information. We have wviewed the total of 375
internship doctors after graduation including 38®6Male responders and 66.40% female ones aged 26a84. The results of
the questionnaire indicate that internship docexgerience such polar feelings as calmness, corf@enon-contentiousness,
anxiety, worry, fear, and despair. The respondeggest that health care institutions meet curreqtirements incompletely.
Thus, there is the necessity to significantly inyerthe material and technical conditions as wetbaesview the system of medical
institutions functioning while developing the strgy of health care system reform.

Keywords: interview, internship doctors, postgraduate medéciication, healthcare system reform.

The work is a fragment of the research project ‘®atinants of rural population health and life ex@ecy”, state
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The quality health care is provided for the popoitaby means of many tools including the provision
of sufficient number of highly qualified personnghe changes in higher medical education andtegiation
into the European educational area demand the ringpliation of new approaches to medical trainingpén
post-graduate period and to the social role anggsmnal status of a specialized physician [6ptAar actual
requirement involves organization of a qualitagietw cooperation between higher education institatand
structural health care units directed at the perdorce of target training, namely further profesglionedical
training and specializing to fulfill the existingeds of practical health care [4, 7].
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