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Llenb: oueHKa cneundrnyecknx HEMOTOPHbIX CMMNTOMOB 601e3HM MapkuHcoHa (BM) Ha paHHUX (LOKAMHUYECKKX) CTAAMAX 33601eBaHMA C NOMOLLbIO
wkanbl NMSQuest.

Martepuan u metoabl: pecnoHAeHTbl 6biAM pasgeneHsbl Ha 2 rpynnbl. Mepsas rpynna (0CHOBHaA) cocToana u3 43 nNauMeHTOB ¢ NOATBEPKAEHHOM Bl B
Bo3pacTe 51-79 neT, B cpesHem 66,18+7,79 roaa. nutenbHocTb Bl B ocHoBHOW rpynne cocTasuna ot 7 go 28 net (12,65+4,86). 3aech 6biav BbisBIEHDI
cnesytowme Gopmbl: CMeLlaHHas — 28 naumneHTos (65,1%), akuHeTUKo-purnaHas — 9 naumentos (20,9%) v gpokaTtenbHas — 6 60abHbIX (13,9%). BTo-
pas rpynna (KoHTponbHas) 6bina npeacTasneHa 28 iMuammn 6e3 NpPU3HaKoB HelMpoaereHepaTMBHbIX 3aboneBaHui, B Tom Yncne B, u gpyrov Taxeénom
comaTuyecKoii natonoruu. Mx sospact coctasnsn ot 47 oo 81 roaa (64,75+10,05). ConyTcTBytoLLei naToNorMeit (Ha4anbHble CTagnmu, KOMNEHCUPOBaH-
Hble popmbl) y 13 nauneHToB (46,4%) 6binm apTepuanbHan runepTeHsus, y 9 (32,1%) — caxapHblii guaber, y 6 (21,4%) — apTpos.

PesynbTaThbl: TaKMe HEMOTOPHbIE MPU3HAKM, KaK FMNepcannBaLua, CHUKEHHOe 0BOHAHMA, 3aTPYAHEHHOE [N10TaHWe, YXyALeHne NamAaTy, 3anop, no-
BbILLEHHOE NOTOOTAENEHNE, TPYAHOCTb NpU XoAbbe 1 noTeps yBEPEHHOCTM B cebe CTaTUCTUYECKM 3HAaYMMO Yalle Habaoaannc B OCHOBHOW rpynne,
4TO CBUAETENbCTBOBAIO 06 MX XapaKTEPHOCTU ANA NaumeHToB ¢ bI1. MoxHo npeanonarath, YTO 3TM CUMNTOMbI MOTYT NPeACKasaTb pa3sutue bl B
NAaTEHTHOM U NPOAPOMANbHOM Nepuoaax 3abonesaHus.

3aKnioueHue: HeCOMHEHHO, ABUraTeNbHble CUMNTOMbI, BO3HUKatoLme npu b1, cylecTBeHHO HEraTUBHO BAMAIOT HA 06pa3 XM3HM NauueHToB. OgHaKo
aHasM3 HEMOTOPHbIX CUMNTOMOB 60/IE3HM He JOMKEH OCTaBaTbcA 6€3 BHUMaHUA. XOTA MHOTMe y4EHble CBA3bIBAIOT HEMOTOPHbIE cMMNTOMbI B ¢
€CTecTBEHHbIM MPOLLECCOM CTapEHMS, Halle UCCeA0BaHME NOKA3ao, YTo UCNOIb30BaHWE CKPUHMHIOBbIX LWKaA NOATBEPANO UX CeLMdUYHOCTb ANA
B v eé npogonkuTenbHOCTU. MNPy 3TOM, CTAaTUCTUYECKUI aHAU3 MOKa3a, YTo PAL CUMNTOMOB XapaKTepeH ToNbKo A1A B, a ocTanbHble — cBA3aHbI
C eCTeCTBeHHbIM NPOLLECCOM CTAPEHUS.

KntoueBble cnoBa: 60s1e3Hb [1GPKUHCOHA, PAHHAA CMAOUSA, HEMOMOPHbIE CUMITMOMBbI, CKPUHUH208ble wiKasbl, NMSQuest.
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Objective: To assess the specific non-motor symptoms of Parkinson disease (PD) at its early (preclinical) stages using the NMSQuest scale.

Methods: The respondents were divided into 2 groups. The first (main) group included 43 patients with confirmed PD at the age of 51-79 years, on
average 66.18+7.79 years. PD duration in the main group ranged from 7 to 28 years (12.654.86). The following forms of PD were identified: mixed
form — 28 patients (65.1%), akinetic-rigid form — 9 patients (20.9%) and trembling form — 6 patients (13.9%). The second group (control) included
28 individuals without signs of neurodegenerative diseases, including PD, and other severe somatic pathologies. Their age ranged from 47 to 81
years (64.75+10.05). The following concomitant disorders (initial stages, compensated forms) were found in the patients of the 2nd group: arterial
hypertension —in 13 patients (46.4%), diabetes mellitus — 9 patients (32.1%); osteoarthritis — 6 patients (21.4%).

Results: Non-motor signs of PD, such as hypersalivation, decreased sense of smell, difficulty swallowing, memory impairment, constipation, increased
sweating, difficulty walking and loss of self-confidence were significantly more often noticed in the main group, which indicated that they were typical
for the patients with PD. It can be assumed that these symptoms could predict the development of PD during the latent and prodromal periods of the
disease.

Conclusion: Undoubtedly, the motor symptoms that occur in PD exert a significant negative affect on the lifestyle of patients. However, the non-motor
symptoms of the disease should not be overlooked. Although many scientists associate the non-motor symptoms of PD with the aging process, our
study showed that the use of screening scales confirmed their specificity for PD and correlation with its duration. At the same time, statistical analysis
showed that a number of symptoms are characteristic only of PD, while the rest are associated with the natural aging process.
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BBEOEHMUE

BonesHb MapkuHcoHa (BM) — mporpeccupytolee, MyabTUCH-
CTEMHOE, HelpoaereHepaTBHoe 3abonesaHue, 0ByC/I0BAEHHOE Ha-
pYLUEHMEM CUHTE3a BMONOMMYECKUX MEAMATOPOB B YEPHOM BELLECTBE
rONI0BHOTO MO3ra. Mo Mepe YMeHbLIEHUA NPOAYKLMM BUOIOTUYECcKNX
MeJMaToOPOB MOBPEXAEHUA PACNpPOCTPAHAOTCA Ha BONBLUIMHCTBO 06-
nactein mo3ra. KnnHnyeckne npusHaku NOABAAKOTCA C CAMOro Hayana
3aboneBaHMA U 3aBUCAT OT 06BEMA NopakeHus substantia nigra [1-4].
Yawie scero bl nporpeccnpyeT oueHb megfieHHo. Eé nateHTHasa ctagua
MOKeT amnTbea ot 10 £o 20 et [5]. B Hayane aereHepaTuBHble NPU3Ha-
KM NOABAAIOTCA B OTAE/bHbIX 06/1aCTAX NEpUPEPUYECKON 1 LieHTPaNb-
HOI HEPBHOW CUCTEMbI, KOTOPbIE HE 3aMeyatoTcs 6ONbHBIMM.

BblgguHyTan B 2003 rogy Teopusa X. bpaaka u ap. [6] usmenuna
BOCMpUATUE naToreHesa bI. OKa3anock, 4To HelponaTonormyecku bl
HauMHaeTcA He ¢ YépHoW cybcTaHumm (pars compacta), a ¢ nepude-
PUYECKMX CTPYKTYpP BEreTaTBHOW HEPBHOM CUCTEMBI U MOCTEMNEHHO
pacnpocTpaHaetca Ha LHC, Bbi3biBaa pa3suTue natonoruu flesu B
KayZopoCTpasbHOM HanpaeneHun. Ha cerofHAWHUIA AeHb Nyylumm,
XOTA U HEMONHbIM, 06 BACHEHNEM HEMOTOPHbLIX CUMNTOMOB U UX pa3-
NINYHBIX NpoABAeHUI aBnaeTcA Teopua X. bpaaka, KoTopas onucbIBaeT
nocteneHHoe nossaeHue Tenew, JleBn B pas3nnyHbix yactax LIHC B Ka-
YAOPOCTPanbHOM HanpasneHun. Camble paHHue Tenbua flesn bbian
naeHTMdULUMpoBaHbl nNpu Guoncumn Tonctoit Kuwkm. X. bpaak ¢ co-
aBTOPaMW BbIAENWUAN HECKONBKO CTaAui PasBUTUA MATONOMMYECKOro
npouecca npu BIM. Tak, AnA nepsoi cTaguy 3aboneBaHUA xapakTep-
HbIM ABNAETCA BO3HUKHOBEHWE AereHepaTUBHbIX M3MeHeHWit B 060-
HATENbHOM NIYKOBULE U NepeaHem 0BOHATENbHOM Afpe, B pesy/b-
TaTe Yero BO3HUKAIOT HaPYLIEHWA CO CTOPOHbI 060HAHMA. Ha BTOpOW
cTaguu 3aboneBaHnA OTMeYaeTcA MopaeHue Afep CTBOMA MO3ra,
KOTOpble OTBETCTBEHHbI 32 KOHTPONAb apdEKTUBHbIX, BEreTaTUBHbIX
GYHKUMI, a TaKkKe 33 perynaumio NpoLeccos cHa v 6oapcTBoBaHUA.
3aTem, Ha TpeTbel CTaguu 3abonesaHus, B MPOLLECC BOBNEKaeTcA
uépHoe BeLLecTBo, U NpU 3TOM HabloAATCA ABUraTe/IbHbIE NPOAB-
NeHuna 3abonesaHua. [anbHelwee nporpeccMpoBaHve npouecca B
YETBEPTON CTaAWUM NPUBOAMUT K MOPAKEHUIO IMMBUYECKMX CTPYKTYP U
Kopbl 60/1bLWINX NONYLIAPUI TONOBHOMO MO3ra, B pe3y/ibTaTe Yero Bo3-
HUKAIOT KOTHUTUBHbIE AUCOYHKLMM, @ TaKKe HapyLIEHMA CO CTOPOHbI
NoBeAeHYECKUX U NCUXMYECKUX KOMMNOHeHTOB. CornacHo AaHHoOW Teo-
puw Bl aBnseTcA He TONbKO 06LWIMM AereHepaTBHbIM 3ab0n1eBaHMeM
LIHC, Ho 1 BereTaTUBHOM bonesHblo.

Takum 06pasom, BHa4Yane nossAAlTCA cnabble HEMOTOPHblE
NPU3HaKK, TaKMe Kak: MbllleyHble 601, HapyLWeHWA CHa, Aenpeccus,
6ecnoKoicTBo, 3anop, KOTOPble OTHOCATCA K NPOAPOMA/bHOMN CTaaum.
Janee noasnatoTcA Nepsble cneumduyeckme ABurateNbHble NPU3Ha-
kv BIl, TakMe Kak: 3ameffieHHOe ABUMKEHME KOHEYHOCTel, Tpemop
MOKOA MO TUMY «CYETa MOHET» U PUTMAHOCTb MblLwL, [7-9].

M3-3a gAnTeNbHOM NATeHTHOW CTafuu TPYLHO MPOBECTU paH-
HIOK0 AnarHocTvky BIM, nosTomy Aana cneuyanmcToB-HEBPONOroB He-
06X0AMMO MUMETb MHCTPYMEHT A1 PaHHETO BblABAEHMA 3aboneBaHuA
W PaHHEro Hayasa Tepanuu, Y4To NO3BOAMUT IGdEKTUBHEE NPUOCTAHO-
BWUTb NPOrpeccMpoBaHmne npoLecca.

MpemoTOpHbIE CUMNTOMBI, TaKME KaK HapyLUEHWE CHa C XapaK-
TepPHbIMU M3MeHeHuAMM B dase bbicTporo cHa (REM-¢a3sa), HapyLie-
HWA 0OOHAHMA U NEPUCTANBTUKU, NOBbILLEHHAA AHEBHAA COHAMBOCTD,
YTOM/ISEMOCTb, aHOManUW LBETHOTO 3peHUs, BereTaTuBHble, bone-
Bble, KOTHUTUBHbIE U MCUXOIMOLIMOHA/bHbIE HapyLUeHUs, HapAay C
M3MEHEHMAMM B KPOBM, MOTYT BO3HWUKATb Ha NPOAPOMANbHOM CTagum
B, 4To NO3BONAET CUMTATL MX MapKEpPamm 3Toi cTagmm BN [10-13].

BN Habntogaetcs BO BCEM MUPE, U YACNO NALMEHTOB YBENUN-
BAETCA C Kaxaplm rogom. CpeaHuidi Bo3pacT naumeHTos ¢ BN Ha ce-

INTRODUCTION

Parkinson disease (PD) is a progressive, multisystem, neu-
rodegenerative disease caused by a disturbance of synthesis of
biological mediators in the substantia nigra of the brain. As the
production of biological mediators decreases, damage spreads to
most areas of the brain. Clinical signs appear from the very onset
of the disease and depend on the extent of the substantia nig-
ra lesion [1-4]. Most often, PD progresses very slowly. Its latent
stage can last from 10 to 20 years [5]. At the beginning, degener-
ative signs appear in certain areas of the peripheral and central
nervous system, which are not noticed by patients.

The theory put forward in 2003 [6] changed the perception
of the pathogenesis of PD. It turned out that PD neuropatholog-
ically begins not from the substantia nigra (pars compacta), but
from the peripheral structures of the autonomic nervous system
and gradually spreads to the central nervous system, causing the
development of Lewy pathology in the caudo-rostral direction.
To date, the best, albeit incomplete, explanation of non-motor
symptoms and their various manifestations is the theory of H.
Braak [6], which describes the gradual appearance of Lewy bodies
in various parts of the central nervous system in the caudo-rostral
direction. The earliest Lewy bodies were identified on colon biop-
sy. Braak H et al [6] identified several stages in the development
of the pathological process in PD. At the first stage of the disease,
a typical feature is the occurrence of degenerative changes in the
olfactory bulb and the anterior olfactory nucleus, as a result of
which sense of smell may be affected. At the second stage of the
disease, the brain stem nuclei are damaged, which are responsi-
ble for the control of affective and autonomic functions, as well
as for the regulation of the processes of sleep and wakefulness.
Thereafter, at the third stage of the disease, the substantia nigra
is involved in the process, and at the same time the motor man-
ifestations of the disease may be observed. Further progression
of the process in the fourth stage leads to damage of the limbic
structures and the cerebral cortex, resulting in cognitive dysfunc-
tions, as well as the behavioral and mental disturbances. Accord-
ing to this theory, PD is not only a common degenerative disease
of the central nervous system, but also an autonomous disorder.

Thus, mild non-motor signs are the first to appear, such as:
muscle pain, sleep disturbances, depression, anxiety, constipa-
tion, which belong to the prodromal stage. Further, the first spe-
cific motor signs of PD arise, such as slow movement of the limbs,
resting tremor of the pill rolling type, and muscle stiffness [7-9].

Due to the long latency stage, early diagnosis of PD is ham-
pered, therefore, neurologists need to have a tool for early de-
tection of the disease and timely initiation of therapy, which will
more effectively halt the progression of the process.

Premotor symptoms such as sleep disturbance with charac-
teristic changes in the REM sleep phase (REM-phase), smell and
peristalsis disturbances, increased daytime drowsiness, fatigue,
color vision abnormalities, autonomic, nociceptive, cognitive and
psycho-emotional disorders, along with blood test changes can
occur at the prodromal stage of PD, which allows us to consider
them as markers of this stage of PD [10-13].

PD is observed all over the world, and the number of patients
is increasing every year. The average age of PD patients today is
65.3+12.6 years, and the disease occupies 1-2% in the structure of
neurological pathology [14, 15]. Among people over 75, this figure
rises to 3%. In recent decades, younger patients used to develop
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rofHa coctasnsert 65,3+12,6 roga, a 3abonesaHne 3aHumaet 1-2% B
CTPYKTYype HeBposiormyeckol natonoruu [14, 15)]. Cpeam noaen ctap-
we 75 neT 3T0T NOKasatenb ysennumsaetca Ao 3%. B nocnegHue ge-
cATUNETUA HabopaeTcs omonoxeHue BI, KOTopas BbIABAAETCA YiKe
y 35-7€THUX, YTO, MHOTME Y4YE€Hble CBA3LIBAOT C HebnaronpuaTHOM
3KONOMMYeCKoM 06CTaHOBKOM, LMPOKMM NPUMEHEHMEM CUbHOAEN-
CTBYHOLLMX 1EKAPCTB U HEKOTOPbIMU TOKCMHAMM, NONAAAI0LLMMK B Op-
raHU3m pasnnyHbIMK NyTamm [16, 17].

B uenom cneupdunyeckme MoTopHbIE U HEMOTOPHbIE CUMMTOMbI
BN 3aHMMatoT 0c060e MECTO B MPAKTMKE HEBPOOTOB, MOCKO/bKY 3TO
3abos1eBaHMe ABNAETCA He TObKO MEAMLMHCKOW, HO M COLManbHO-3-
KOHOMMYECKoM Npo61eMoi, NOCKO/IbKY Ha IeYeHNe OLHOTO NalueH-
Ta M yXog,3a HUM exkerogHo Tpatutca ot 468 no 13 804 ponnapos CLUA
[18, 19].

B cBA3M C BbIWEN3NONKEHHBIM, HAMU BbINIO PELIEHO MCMOL30-
BaTb OnMpocHMK NSMQuest ansa BbIABNEHWUS PaHHMX crieLMdUUEcKux
HEeMOTOPHbIX NPM3HaKoB Bl ¢ Lesblo CBOeBPEMEHHOW LNArHOCTUKM U
NPOrHo3MpoBaHMA TeyeHns 3abonesaHus [20].

LLENb UCCNEAOBAHMUA

OueHKa cneumduyeckux HEMOTOPHbIX CUMNTOMOB 6onesHu
MapKWMHCOHa Ha PaHHWX (BOKIMHUYECKMX) CTaauax 3aboneBaHus ¢ no-
MoLLbio WKanbl NMSQuest.

MATEPUAN U METOAbI

Wccneposanmne nposogunock 8 2020 rogy v npogonanocb 8
MeCALEB Ha Kadespe HEBPONOTUM U MEAULMHCKOMN reHETUKM TadKUK-
CKOTO rOCYAapPCTBEHHOrO MEAMLMHCKOrO yHuBepcuTeTa um. Abyaau
N6HM CuHo.

PecnoHaeHTbl Bblan pasgeneHbl Ha 2 rpynnbl. Mepsas rpynna
(ocHoBHas) cocTosna u3 43 NauMeHTOB C NOATBEPKAEHHOM Bl B BO3-
pacte 51-79 neT, B cpefHem 66,18+7,79 roga. AnnTtenbHOCTb 6onesHu
cocTasuna ot 7 ao 28 net (12,65+4,86). bblau BbiABAEHbI CeaytoLime
dopMbl: cMeLiaHHasA — 28 naumeHToB (65,1%), aKUHETUKO-pUTMaHAn —
9 naupeHToB (20,9%) 1 aporkaTenbHasa — 6 601bHbIX (13,9%).

Btopas rpynna (KOHTponbHas) coctosna M3 28 4enosek 6es
NPWU3HAKOB HeMpoaereHepaTMBHbIX 3a601eBaHNl, B TOoM uncae bIM u
LPYroi TAXENOW COMaTMYeCKolM natonornu. Mx Bospact coctaenan ot
47 po 81 ropa (64,75+10,05). ConyTcTBytoLei naTonoruei (Hayanb-
Hble CTaAuW, KOMNEHCUPOBaHHble Gpopmbl) y 13 naumneHToB (46,4%)
6blAM apTepuanbHan runepTeHsus, y 9 (32,1%) — caxapHblii anaber,
y 6 (21,4%) — apTpo3.

Bce pecnoHAeHTbI Aanu cornacue Ha yyactue B MCCAef0BaHUU
[10 perncTpaLmm. 3aTem BCe y4aCTHUKM NPOLUAW A€Ta/lbHOE KNMHUYe-
CKoe 06cnef0BaHNE, Ha OCHOBAHMM KOTOPOro Bblan chopmmpoBaHbl
COOTBETCTBYHOLLME FPynnbl.

KpuTepuamm BKAKOYEHNA B OCHOBHYIO rpynny 6biau:

*  NoATBEPKAEHHDIV AnarHo3 Bl (B COOTBETCTBUM C MEXKAY-
HapoAHbIMM CTaHAAPTAMM);

e anutenbHocTb B 6onee 5 ner.

KpuTepunamm UCKOYEeHUS U3 OCHOBHOM rpynnbl 6biu:

®  Ha/Anyme CMMNTOMOB NMAPKMHCOHM3MA MHOMO NPOUCXOXKAe-
Hus;

®  Hanuyme TAMKENLIX MEHTANIbHBIX U HEMPOMNCUXONOTUYECKMX
HapyLeHUH.

Kputepuamm BKAKOYEHMA B KOHTPO/BHYIO rpynny 6biau:

®  Ha/NMyMe HEKOTOPOM HEBPONOTMYECKON CUMMTOMATUKK Y
60/IbHbIX C COMATUYECKOW naTonorneirt (HayanbHble CTa-
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PD, which may be detected in 35-year-old patients, being, accord-
ing to some scientists, associated with unfavorable environmental
situation, the widespread use of potent drugs and some toxins that
enter the body in various ways [16, 17].

In general, the specific motor and non-motor symptoms of
PD occupy a special place in the neurological practice, since this
disease is not only a medical, but also a socioeconomic problem,
as the cost of treatment and care of one patient with PD varies
from 468 to 13 804 US dollars per year [18, 19].

In connection with the above, we decided to use the NS-
MQuest questionnaire to identify early specific non-motor signs
of PD in order to provide forthcoming diagnostics and be able to
predict the course of the disease [20].

PURPOSE OF THE STUDY

Assessment of specific non-motor symptoms of PD in the
early (preclinical) stages of the disease using the NMSQuest scale.

METHODS

The study was conducted at the Department of Neurolo-
gy and Fundamentals of Medical Genetics, Avicenna Tajik State
Medical University in 2020 and lasted 8 months.

The respondents were divided into 2 groups. The first (main)
group consisted of 43 patients with confirmed PD at the age of
51-79 years, on average 66.18+7.79 years. The duration of the
disease ranged from 7 to 28 years (12.65+4.86). The following
forms were identified: mixed form — 28 patients (65.1%), akinet-
ic-rigid form — 9 patients (20.9%) and trembling form — 6 patients
(13.9%).

The second (control) group consisted of 28 people without
signs of neurodegenerative diseases, including PD and other se-
vere somatic pathology. Their age ranged from 47 to 81 years
(64.75+10.05). Concomitant pathology (initial stages, compensat-
ed forms) was diagnosed follows: 13 patients (46.4%) had arteri-
al hypertension, 9 (32.1%) — diabetes mellitus, 6 (21.4%) — osteo-
arthritis.

All respondents agreed to participate in the study prior to
registration. Thereafter all the participants underwent a detailed
clinical examination, on the basis of which the corresponding
groups were formed.

The criteria for inclusion in the main group were:

e confirmed diagnosis of PD (in accordance with interna-
tional standards);

e BP duration more than 5 years.

The criteria for exclusion from the main group were:

e the presence of symptoms of parkinsonism of a differ-
ent origin;

e the presence of severe mental and neuropsychological
disorders.

The criteria for inclusion in the control group were:

e the presence of some neurological symptoms in pa-
tients with somatic pathology (initial stages, compen-
sated forms of arterial hypertension, diabetes mellitus
and osteoarthritis).

The exclusion criteria from the control group were:
¢ the presence of severe neurological diseases, including
neurodegenerative ones.
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AWK, KOMNEHCUPOBAHHbIE GOPMbI apTepuanbHOW runep-
TeH3Mu, caxapHoro gvabeTta u apTposa).

Kputepusamm UCKIKOYEHUSA U3 KOHTPObHOM rpynnbl Obiau:

*  Ha/inuMe TAXKENbIX HEBPONOTMYECKMX 3ab0neBaHuiA, B TOM

yucne HelpoaereHepaTUBHbIX.

[na Toro, yTobbl NOKa3aTb AOCTOBEPHOCTb M MHTEPMPETALMIO
pesynbTaToB, 6blM MCNONb30BaHbI CEPUM ONPOCHUKOB U CKPUHWUHTO-
BbIX LUKa/, TaKMX KaK: YyBCTBUTE/bHbIA ONPOCHUK-WKana NMSQuest
— MCNO/Ib30BA/ICA AN BbIABNEHUS CneundUIecKnx HEMOTOPHbIX CUM-
nTomoB bIM; wkana Hoehn v Yahr — ana onpenenexus creneHu 3abo-
neBaHuAa [21] n obLenpuHATLIN BO BCEM MUpe Knaccudurkatop b —
[N TOYHOTO pacnpeseneHuns naLmMeHToB no rpynnam [21].

YysctBuTenbHaa wkana NMSQuest coctout ns 30 Bonpocos.
Mepes 3anoNHEHNEM MYCTbIX KONOHOK NaLMeHT 3HAKOMMIICA C BONPO-
CaMu ¥ MOC/e 3TOrO 3aMONHAN KOMOHKM «Aa» UK «HeT». AHKETbI B
OCHOBHOM 3aMOJIHA/IMCb CAMMMM MaLMEHTaMK, @ B CIy4asx, Korga y
HUX UMENM MECTO ABHbIE ABUraTE/IbHbIE CUMMTOMbI — UX POACTBEHHM-
KaMm1 UK Bpavamm.

Ha puc. npeactasneHa MHGopmauma o nepesesEéHHON Ha Taa-
KUKCKMIA R3bIK WKane NMSQuest ans onpeneneHus HemOTOPHbIX
cumnTomos BI1.

CraTucTnyecknit aHanus 6bin NpoBesEH C MOMOLLbIO MPUKAAAHO-
ro nakeTa IBM SPSS Statistics 21.0 (IBM Corp., USA, 2012). Pe3ynbTatbl
MNCCNe0BaHUIA B BUAE KOMIMYECTBEHHbIX (aBCOMOTHBLIX) NOKasaTenemn
6bl/IM NPeACTaBNeHbl B BUAE CPEAHEr0 3HAYeHUs U ero CTaHAaPTHO-
O OTK/NIOHEHWS, @ Ka4yecTBEeHHble (OTHOCUTE/bHbIE) BENNYMHDBI Bblan
npeacTasneHbl fonamm (%). Ana cpaBHeHUA 4oNei Mexay rpynnamm

In order to show the reliability and interpretation of the re-
sults, a series of questionnaires and screening scales were used,
such as: sensitive questionnaire-scale NMSQuest which was ap-
plied to identify specific non-motor symptoms of PD; the Hoehn
and Yahr scale — used to determine the degree of the disease [21]
and the globally accepted PD classifier — for the accurate distribu-
tion of patients into groups [21].

The NMSQuest sensitive scale included 30 questions. Be-
fore filling in the blank columns, the patient read the questions
and then filled in the “yes” or “no” columns. The questionnaires
were completed by almost all patients themselves, and in cases
where they had obvious movement symptoms — by their relatives
or doctors.

Fig. provides information on the NMSQuest scale for deter-
mination of non-motor symptoms of PD, translated into Tajik lan-
guage.

Statistical analysis was performed using the IBM SPSS Sta-
tistics 21.0 application package (IBM Corp., USA, 2012). The re-
search results in the form of quantitative (absolute) indicators
were presented as the mean and its standard deviation, and the
qualitative (relative) values were represented by shares (%). To
compare the proportions between groups, we used the Pearson
x? test, the ¥? test with Yates’ correction (in the case when in one
of the cells of the four-field table the value was less than 10) and
Fisher’s exact test (in the case when in one of the cells of the
four-field table the value was less than 5). To detect associations

Puc. llkana NMSQuest,
Pacmu 1. nepesedéHHas Ha mao-
HUKCKUU A3bIK
UeHaky TaXKUKUHM MyaissH HAMYJIaHU aJJOMMXOHM XOCH Falipuxapakatuu 6emopuu [lapkuHcoH —
NMSQuest (makimm MyToOOUKrapJOHHIAIIY/Ia). Fig. NMSQuest scale
HH Caua CuHHy col (c) Yume translated  into  Tajik
language
Jap mo€H HOMIyM HHIIOHAXOM XOCH Falipuxapakatuu Oemopuu IlapkuHCOH oOBapaa IIynaacT.
DXTHPOMOHA XOXHII Kapaa memraBas, arap aap lllymo 4yHHH HHIIOHAXO THIa MEHIABAHI, Jap POCTHH
KanuMman “xacm” Ba ¢ Oapakc nuga HaMeHIaBaHA, Jap POCTHH KaluMaW “Hecm’” HHIIOHA Ty30pel.
1. Bap3uén 4ynomaBuu 1yoou 16.  FaMy aHIYX.....ccooooiiviiiiiiiicice 1]
JaxoH 1 1 17.  TaxJIyKa Ba XaTaAP.......corverueereeervernuenens ] ]
2 s [ 1 []18. Macrmasuu mu6uso............oooeeeeec..... O
INacTmasuu XUCCH oy
3. JymBopuu Gypyoapi..........co....... [] [] 19. BaiipoHmapuyu XuccH MAaxBoHM......... 1 [
4. JIunGexy3ypi Ba KaHKyH{l............ [ [ 20. Jdapn nap cap pa [ 1 []
5. KabBMAT ...ooovevieeecerereeeeeeeeeeee 1 [ 21. capuapxsami............ [
6.  Jlomrta HATABOHUCTAHU AXJIOT....... [0 [ 220 AQTHAAH.......ocovooeeeeeeeeeeeeeeeean 1
7.  Xuccu myppa HXpOY HAIIyAaHH 23.  Xo6onyauu py3oHa............... -
FED 4 (0 s S URRR P R L1 24. Baiiponmasiu §azaxou xo0.............. [
8. Xwuccuérxom Gapaypyru 25. Xo66unun Gap3uén Ba [ |
HIOIIAPOHH] et (I ACH....ccoeenene L]
9. Bemopmasun OGapsuénum maGoHa 26. Tam 3amad gap Xxo00, XapakaTXoH 1]
6apOU TIOMAPOH.........veveeerrrerns L1 1 27, Gerapm6 nap LO
10. I[ap;[x()p} HOMaBbIIyM, 0Oe cababxou 28, XOO.eeoooeeeeeeeeeeeeeennn I:l
MYQHSTE ... eveoeveeeree e eeeeeeeseeenn L1 [ 29, Anonwn noiixon Gexapop.............. [
11. Beca6a6 (bap6ex é Xap06 [Iy/IaH... I:l I:l 30. BapaMI/II/I 8003750 TN I:l I:I
12. ®pomym kapiaHu BakeaXxou aap ApakkyHH.......... o ]
HA3IHKA PYXIOM....erererersrereneenes L1 JUAIUTOTIHS. ... 1
13. i 7
Sle;;ymynaﬂn 9XCOCOT HucOaT 6a O O BaiipoHIIIaBHU ICHXOMOT . .......c.v......
14, aTpoOd...ceeeereeceeieeeeeiee e Iy
15, DXcocoTXOU GAPAYPYF....ccvvnverecn 1
CycTiaBuu YbTHOOPHOKH............
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MCMONb30BaNM KpuTepuii }2 MpCoHa, KpuTepwii X2 ¢ nonpaskoit Metca
(B cnyvae, Koraa B 04HOM M3 AYEeK YeTblPEXNONbHOM TabauLbl 3HaYe-
Hue 6bi10 MeHbLe 10) 1 TouHbIN KpuTepuidi Guwepa (B cryyae, Koraa
B OAHOW U3 AYeeK YeTbIPEXMNONbHOM TabanLpbl 3Ha4YeHUe bbl10 MeHb-
we 5). A BbIABAEHMA CBA3EN MeXAY NPU3HaKaMM U 3aboneBaHnem
6bln1a NPOBEAEHA IOTUCTUYECKAA PErPECCUA C BbIABNEHWEM OTHOLLE-
HuA waHcoB (odds ratio — OR) ¢ BbisBneHnem 95% AoBepUTENLHOMO
uHTepBana (95% Cl). BbisiBNEHHbIE Pa3nnMumUa MeXay rpynnamu v cea-
31 CYUTANIUC CTAaTUCTUYECKM 3HaYMMbIMKM Npu p<0,05 [22, 23].

PE3YNIbTATbI U UX OBCYXXAEHUE

Pe3ynbTtaTbl UCCef0BaHNUIA MOKA3anu, YTO B OCHOBHOW rpynne
cneunduUeckme HEMOTOPHbIE NPU3HAKM NPEBAMPYIOT HafZ TaKOBbI-
MW B KOHTPO/IbHOW rpynne (Tabn. 1). OgHako, Kak NokasaHo B Tabiu-
ue, 13 30 NpM3HAKOB OTIMYAOTCA TONbKO 11, Ha KoTopble 6O/bLUNH-
CTBO Bpayell MOXeT He 06paTUTb BHUMAHWUE, UK He Pacrno3HaTb UX
KaK cneunduyHble ana B,

Takne HEMOTOPHbIE MPU3HAKM KaK rMnepcannBaums, CHUMKEH-
Hoe OOOHSAHWSA, 3aTPYAHEHHOE [N10TaHMe, YXYALWeHWe NamMATH, 3a-
nop, NOBbILEHHOE NOTOOTAENEHNE, TPYAHOCTb NPU Xoabbe 1 noteps
YBEPEHHOCTU B cebe CTaTUCTUYECKM 3HAYMMO Yalle Habaoganuch B
OCHOBHOW rpynne, YTo CBUAETENLCTBOBA/IO O UX XapaKTePHOCTU A/1s
naupeHToB ¢ BlN. MoxHO npeanonaratb, YTO 3TM CUMNTOMbI MOTYT
npeAacKasaTb pa3suTUe 60e3HN B JATEHTHOM U NPOAPOMA/IbHOM Ne-
puogax npoLecca, AUTENbHOCTb KOTOPbIX BapbupyeT oT 5 o 20 feT.

Kpome TOro, ¢ MOMOLLBIO JIOTMCTUYECKOM perpeccun bbiio pe-
WEHO BbIABUTb MPU3HAKK, KOTOpble CBA3aHbl ¢ Bl 1 asastoTca ans
3TOV MATONOTMM OYEHb CNEeLMOUIECKUMU, U TE MPU3HAKM, KOTOPLIMM
MOHO npeHebpeyb (Taba. 2).

MpoBEAEHHbIN PErpeccMoHHbIA NOTUCTUYECKMIM aHanu3 Bblif-
BWA CBA3b NPWU3HAKOB C BI1, Npu 3TOM AaHHble NPU3HAKM NOSHOCTLIO
COBMa/M C TEMU, MO KOTOPbIM BblN0 NpecbnagaHne NaLMEHTOB B OC-
HOBHOM rpynne no CPaBHEHMIO C NaLLMEHTaMM KOHTPONbHOM (Taba. 1).
To ecTb, TaKMe NPU3HAKKM, KaK MMNepcanmnBaLms, CHUXKeHMEe 0bOHSA-
HUWA, 3aTPYAHEHHOE TN1I0TaHME, 3aM0p, HUKTYPUA, CHUNKEHWE NAMATH,
HeCcnocobHOCTb COCPesOTOUMTLCA, MeNaHXonua (nofaBAeHHOCTb),
0OMOPOK, HEKOHTPONNPYEMbIE ABUMKEHMA HOT U MOTANBOCTb, UMEIOT
CTaTUCTUYECKM 3HauMMyto cBA3b C B. U, BEpOATHO, UMEHHO Hasnune
KOMBMHALMM BCEX MEPEYMCNEHHBIX CTAaTUCTUYECKM 3HAYUMBbIX BaKTO-
pOB MOXKET CBUAETEIbCTBOBATH O pa3suTum bI1.

Takum 06pasom, BbieNeHHbIe B AaHHOW paboTe ¢ NOMOLLBIO
CTaTUCTUYECKMX METOL0B creLdUyHble NPU3HAKM MOXKHO MCMO/b30-
BaTb 414 paHHel agnarHocTukm B, B To )Ke Bpems ocTasibHble Npu3Ha-
KM, XapaKTepHble AJ1s1 3TOI NaToN0rMK, HO CTaTUCTUYECKM 3HAUMMO He
OT/IMYAIOLLMECS OT TAKOBbIX Y MALMEHTOB KOHTPO/IbHOM rPynMbl, MOTYT
BCTPEYATbCA U NPU APYTMX HEBPONOTMYECKUX 3a60/1€BAHUAX UK Ke
€CTeCTBEHHOM CTapPEeHUM, YTO MOKET 3aTPYAHATb AMArHOCTMKY.

OCHOBbIBAsACb Ha pesy/bTaTax HalUMX WCCNEA0BAHWMI, MOXHO
KOHCTaTUPOBaTb, YTO creuudUyeckne HEMOTOPHbIE MPU3HAKM Ha-
YMHAOT NPOABAATLCA B paHHEM CKpbIToM nepuoge BI. [ocTynHas
CMNeuuannsmMpoBaHHas MTepaTypa OMMUCHLIBAET [aHHblE MPU3HaKK
TONbKO B pa3rape 3ab071eBaHMA, KaK KIMHUYECKUe Npu3Haku [24-27].

B HacTosLee Bpema pa3paboTaHbl HECKObKO METOZ0B paHHel
AnarHoctvku BIM. Ho 4o cux nop OTCyTCTBYIOT eMHbIE KPUTEPUM MO-
CTAaHOBKM AMarHo3a Ha paHHel ctaguu bll, pekomeHAoBaHHble ans
KNMHWYECKOT0 WMCMO/b30BaHMA. Mo3Tomy B BO/bLIMHCTBE NUTEpPa-
TYPHbIX UCTOYHUKOB U PEKOMEH/YETCA MUCMO/b30BaTb CKPUHMHIOBbIE
WKanbl (ONPOCHUKM) AR ONpeneneHuss MOTOPHbLIX U HEMOTOPHbIX
NPU3HAKOB B KIMHUYECKOM Nepuoae AN XapaKTEPUCTUKU U Knaccu-
¢dvKaumm asHow BIM [28-34]. laHHas paboTa NoKasana, YTo MMeeTcs

346

between signs and PD, a logistic regression was calculated to de-
termine the odds ratio (OR) with a 95% confidence interval (95%
Cl). The revealed differences between groups and relationships
were considered statistically significant at p<0.05 [22, 23].

RESULTS AND DISCUSSION

The research results revealed that in the main group, spe-
cific non-motor signs prevailed over those in the control group
(Table 1). However, as shown in the table, out of 30 signs, only
in 11 demonstrated significant difference between the groups,
while many doctors may not pay attention to, or not recognize
them as specific for PD.

Non-motor signs such as hypersalivation, decreased sense
of smell, difficulty swallowing, memory impairment, constipation,
increased sweating, difficulty walking and loss of self-confidence
were statistically significantly more frequent in the main group,
which indicated their characteristic presence in patients with BP.
It can be assumed that these symptoms can predict the develop-
ment of the disease in the latent and prodromal periods of the
process, the duration of which varies from 5 to 20 years.

In addition, using logistic regression, it was decided to iden-
tify signs that are associated with PD and are very specific for this
pathology, and those signs that can be neglected (Table 2).

The performed regression logistic analysis revealed a con-
nection between certain signs and PD diagnosis, while these
signs completely coincided with those which were dominating
in patients of the main group compared to the patients of the
control group (Table 1). Such signs as hypersalivation, decreased
sense of smell, difficulty swallowing, constipation, nocturia, de-
terioration of memory, inability to concentrate, melancholy/
low spirits, fainting, uncontrolled leg movements, and sweating
have a statistically significant relationship with PD. We presume
that combination of all these factors being significantly related
to the PD diagnosis, may indicate the started development of
PD.

Thus, the specific signs identified in this work using statis-
tical methods can be used for the early diagnosis of PD. At the
same time, other signs characteristic of this pathology, but not
statistically significantly different from those in the patients of
the control group, may develop in other neurological disorders or
natural aging, which can complicate the diagnosis.

Based on the results of our research, it can be stated that
specific non-motor signs start to appear in the early latent period
of PD. The available specialized literature describes these signs
only in the midst of the disease, as clinical signs [24-27].

Currently, several methods have been developed for the
early diagnosis of PD. However, unified criteria for diagnostics
of an early stage of PD, suitable for clinical use, are still miss-
ing. Therefore, in most publications, application of the screen-
ing scales (questionnaires) to determine motor and non-motor
signs in the clinical period are recommended for characteris-
tics and classification of the evident PD [28-34]. This work has
shown that it is possible to apply these scales to the cases of PD
with minimal neurological changes for their early diagnostics.
This approach allows to detect the disease at an early stage and
provides an opportunity for early treatment and prevention of
progression of the pathology, which, in turn, may improve the
quality of life of the patients and families for a longer period of
time.
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BO3MOXHOCTb NPUMEHEHNA AaHHbIX WKaA NPpU MUHUMANIbHbIX HEBPO-
NIOTMYECKUX U3SMEHEHUAX ONA paHHeVI ANArHOCTUKK BO3MOXKHOM BIN.
ﬂ.aHHbIVI noaxo4, N03BO/IUT BbIABNIATb 3aboneBaHue Ha PaHHKUX 3Tanax
N 0aCT BO3MOXHOCTb PaHHEro nevyeHna ana I'IpOTVIBOp,eVICTBVIH npo-

CONCLUSION

With the aid of the NMSQuest scale, non-motor signs specific
only for PD were identified, which should be taken into consideration
for early diagnostics of the latent (preclinical) forms of the disease.

Tabnuya 1 HemomopHsle npusHaku obeux uccredyemsix epynnax (%) / Table 1 Non-motor signs in both study groups (%)

Mnepcanusauus / Hypersalivation
CHu»KeHune 0boHaAHMA / Hyposmia
3atpyaHénHoe rnotanue / Difficulty swallowing

TowHoTta 1 peota / Nausea and vomiting
3anop / Constipation

HekoHTponunpyemas gedekaums / Uncontrolled bowel movements
TeHesmbl / Tenesmus

JNoKHas no3biBbl Ha MoYeuncnyckaHwe / False urge to void
Hukrtypus / Nocturia

BecnpuunHHan 6oab / Unreasonable pain

BecnpuynMHHoe n3meHeHue maccol Tena /
Unreasonable change in body weight

CHuKeHune namatv / Memory deterioration

[Henpeccus / Depression
rannoumHaumm / Hallucinations
HecnocobHocTb cocpeaoTounTbes / Inability to concentrate

MenaHxonua /nogasneHHoctsb / Melancholy / low spirits

TpeBoKHOCTb / Anxiety
CHum»KeHune nnbuao / Decreased libido
CeKcyanbHas ancdyHKuma / Sexual dysfunction

fonosHasn 601b 1 ronosokpyskeHume / Headache and dizziness
O6mopok / Fainting

CoHAMBOCTL B TedeHue aHa / Drowsiness during daytime
HapyweHue uuknos cHa / Disruption of sleep cycles

YcuneHHble HouHble cHoBuAaeHua / Enhanced night dreams

foBopuTb U Asuratbes Bo cHe / Talk and move in a dream
HekoHTponupyemble asuskeruns Hor / Uncontrolled leg movements
OTEK HUKHUX KoHeuHocTel / Swelling of the lower extremities
MotnnsocTb / Sweating

Ounnonua / Diplopia

Mcuxonornyeckne HapyweHus / Psychological disorders

KoHTponbHas rpynna

Control group p
(n=28)
17 (39.5) 1(4.3) <0.001
20 (47.4) 2(6.2) <0.001
14 (32.7) 1(4.1) =0.003
10 (24.3) 3(9.7) >0,05
<0.001**
30 (69.3) 6 (22.8) (df=1. =13,98)
1(1.9) 1(1.2) >0.05
2(4.2) 3(9.3) >0.05
4 (8.4) 1(3.9) >0.05
=0.003*
32 (74.1) 11 (38.4) (df=1. 1=8.76)
12 (28.7) 3(9.8) >0.05
5(11.7) 2(6.8) >0.05
<0.001**
32(73.9) 6 (21.5) (df=1, (=17.07)
8(19.4) 1(3.6) >0.05
2(4.7) 1(1.1) >0.05
31(72.0) 4(14.2) <0.001
22 (51.8) 3(11.7) <0.001
>0.05**
17 (39.5) 5 (19.6) (df=1. =2.78)
>0,05*
27 (63.6) 13 (47.1) (df=1; y=1.85)
>0,05**
14 (31.7) 6(20.3) (df=1. 1=0.56)
>0,05*
30(69.1) 15 (54.8) (df=1; 1=1.92)
14 (33.2) 1(3.1) =0.003
>0.05**
20 (46.2) 8(28.3) (df=1. x=1.60)
>0.05**
16 (38.1) 6 (20.9) (df=1; =1.31)
>0.05%*
6 (13.6) 5(19.4) (df=1: 7=0.01)
9(20.9) 3(11.9) >0.05
14 (31.7) 3(12.8) =0.047
8(18.3) 3(10.2) >0.05
14 (33.2) 2 (6.9) =0.018
n/d n/d
n/d n/d

NpumeyaHue: p — CTaTUCTUYECKAA 3HAYUMOCTb PA3NIMUMIA OKa3aTeNel Mexay rpynnamu (no TouHomy Kputepuio Ouiiepa; * — no kputepuio X NMupcoHa; ** — no kpu-

Tepuio X2 ¢ nonpasKoii Metca; H/B — He BbiABNEHO

Note: p - statistical significance of differences in indicators between groups (according to Fisher’s exact test); * —according to Pearson’s x? test; ** — according to x* test

with Yates’ correction; n/d — not detected.
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Tabnuya 2 BeposmHocmeb 853U (OMHOWeEHUe WaHCo8) MexOy HEBPOM02UYEeCKUMU NPU3HAKAMU C Hanuvuem b1

Table 2 The likelihood of a connection (odds ratio) between neurological signs with the presence of BP

95% CI (AM)

MNpwusHaku / Signs OR (OLL) p
L/H u/B

Mmnepcanmeauma / Hypersalivation 18.360 2.273 148.271 =0.006
CHukeHue o6oHAHUA / Hyposmia 11.304 2.380 53.691 =0.002
3atpyaHéHHoe rnoTanue / Difficulty swallowing 13.034 1.604 105.950 =0.016
TowHota u peota / Nausea and vomiting 2.525 0.628 10.148 >0.05
3anop / Constipation 7.595 2.515 22.939 <0.001
HekoHTponunpyemas gedekaums / Uncontrolled bowel movements 0.643 0.039 10.717 >0.05
TeHe3mbl / Tenesmus 0.407 0.063 2.604 >0.05
JIoXHble No3bIBbl Ha MoyencnyckaHue / False urge to void 2.769 0.293 26,158 >0.05
HukTypus / Nocturia 4.496 1.618 12.493 =0.004
BecnpuunHHana 6onb / Unreasonable pain 3.226 0.819 12.701 >0.05
BecnpuunHHoe nameHeHne macchl Tena / Unreasonable change in body weight 1.711 0.308 9.496 >0.05
CHuskeHue namatu / Memory deterioration 10.667 3.435 33.126 <0.001
Oenpeccus / Depression 6.171 0.727 52.381 >0.05
FannoumHaumm / Hallucinations 1.317 0.114 15.249 >0.05
HecnocobHocTb cocpeaoTountbesa / Inability to concentrate 15.500 4.437 54.143 <0.001
MenaHxonua/nogasneHHoctb / Melancholy/low spirits 8.730 2.289 33.292 =0.002
TpeBoxkHOCTb / Anxiety 3.008 0.958 9,443 >0.05
Decreased libido 1.947 0.741 5.118 >0.05
CHueHue anbugo / Sexual dysfunction 1.770 0.586 5.346 >0.05
fonoBHas 60nb U ronoBokpykeHue / Headache and dizziness 2.000 0.745 5.369 >0.05
06Mmopok / Fainting 13.034 1.604 105.950 =0.016
CoHAMBOCTb B TeyeHue aHa / Drowsiness during daytime 2.174 0.787 6.002 >0.05
HapyLlweHue umknos cHa / Disruption of sleep cycles 2.256 0.754 6.765 >0.05
YcuneHHble HouHble cHoBuaeHuA / Enhanced night dreams 0.746 0.204 2.726 >0.05
foBopuTb U ABuratbes Bo cHe / Talk and move in a dream 2.206 0.541 8.990 >0.05
HekoHTponupyemble asuskeHua Hor / Uncontrolled leg movements 4.023 1.036 15.625 =0.044
OTEK HMKHUX KoHeuHocTel / Swelling of the lower extremities 1.905 0.459 7.902 >0.05
MotamsocTb / Sweating 6.276 1.301 30.266 =0.022

Ounnonua / Diplopia
Mcuxonornyeckme Hapywenus / Psychological disorders

NpurmeyaHue: p — CTaTUCTUYECKaA 3HAYMMOCTb BblABAEHHDIX cBA3el; OR (odds ratio) — oTHoweHwe waHcos (OLU); 95% Cl (confidence interval) — nosepuTenbHbI UHTEP-
Ban (OW); H — HuKHMIA Npesen; B — BepxHuit npegen

Note: p - statistical significance of the identified relationships; OR — odds ratio; 95% CI — confidence interval; L — lower limit; U — upper limit

rpeccnMpoBaHnIo NAToNOrNN, YTO, B CBOKO o4Yepeab, NOBbICUT KAaYeCTBO
XU3HU NaUMEHTa 1 ero cembun Ha bonee AnvtenbHoe Bpems.

3AKNIOMEHUE

MNpoBeaéHHOe UccnefoBaHWe BbIABWAO B LKane NMSQuest
cneunduyHble ToNbKo AN 60ne3HU MapKMHCOHA HEMOTOPHbIE NpU-
3HaKW, Ha KoTopble HeobxoAMMO 0bpaLLiaTb BHUMaHWE CreLyanmcTam
LA BbIIB/IEHWUS NNATEHTHbIX (BOKAMHMYeCKMX) dopm 3aboneBaHus.
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