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Peuome
MpoBaema npexaespemennsix poAoe (1P} SBASETCH OAHOH H3 HOMBOAES GKTYQABHBIX
8 COBPEMEHHOM TKYLUEPCTEE H TPEBYIOLUMX MHOTOC TOPONHEIO H3YYEHHS H KOMITAEKCHOIO
MOAXOAT K £€ PEWEHNIO. B HOCTORLLEE EDEMA HAET OKTHRHOO MIYNOHHE MEXOHHIMOB
PEaAH3ITUMM CROHTOHHBIX NPEXAGBPEMEHHLIX DOACS, B AHTEPATYPE NOABARETCH BCE
Bonswie AQHHBIX O POAH BPOXABHHOIO HMMYHHTETO, HEONTePHHA B8 peaAnIauny NP,
MHOMHMH QBTOPAMK MOAACPKHBAETCS TEOPHSA O MPEHMYLLEC TBEHHOM MAOADBOM GDOK-
TOPEe 8 HHMUHAUMK [P, LieAsko HOLUIETO HUCCABACEOHINT SBHACCH HIyYeHne ocoBenHocTeH
COCTOAHHA AOKTABHOIO HMMYMHOIO CTATYCO. YPOBHEH HEONTEPHNT H KOPTHMIOAC NPKH
PO3AMNHBIX BOPHONTOX NPEXACBDEMEHHLIX POAOS, MOTEDHOAL M METOAL, OBCACADBOHBI
77 NAUHEHTOK. DOIASAEHHBIX HO ABE TPYNMbL. B OCHOBNYIO rpynny BOWAMK 52 BepementbIx
¢ IP. OcHOBHOA rpynna BsiAG PAIAAEHO HG ABe NoArpynnst. Mepeyio noarpynny (1A)
COCTaBHAK 28 GePEMENHDIX C NPEXACBPEMERHAIM DUIPIBOM NAOANLIX 0BoACYeX (MPNO)
NpH OTCYTCTBMH POTYASPHOH POAOBOH AeATeAbHOCTH. Bropas noarpynna (1B) Gsima
NPEACTABACHO 24 POXENHLOMM C POIBHTHEM DEYASPHON POAOBON AGRTEALHOCTH NPH
UEAOM MAOAHOM Ny3bipe (MCTHHKbIE [TP). B KOHTPOABHOM rpyNne OKa3OAHCS 25 MeHLMH
CO CBOEBPEMEHHBIMH POAGMH. ¥ BCOX NOLUMEHTOK OMPEACASACSH YPOBOHL IKCNPECCHH
#4-PHK reHoB BPOXAEHHOrO MmmyHwTeTa (IL1E (L10, LT3 TNFo. TLR4. GATA3 CD68, 82M)
8 UEPBHKTABHOM KOHAA® TECT-CHCTEMON HMMYHOKBONTIKEN, O TOKXKE YPOBHH COAEP-
XOHHA B ChIBOPOTKE KPOBK HEONTEPHHT H KOPTHIOAD. TOAYNeHNLIE DEIYARTOTS! NPOCHA -
AMIHDOBOMb! CTGHATRTHBIMM CTOTHC THYECKHMM METOACMM, PEIYALTOTL. AOCTOBEPHSIX
PO3AMYMA NO YDOBHAM IKCNPECTHH GOALWHHCTED rEHOB BPOKAGHNOTO HMMYHHTETT
MEXAY HCCACAYEMBIMM IDYNNOMM BEIFBASHO He Bsiac (0 > 0,05). Hayveune axcnpecciu
reHos LR 4, GATAJ npu paiHeix BOPHAHTAX MP BbIABHAO AOCTOSEPHOE HX CHHXEHNE (P <
0.05) y nausenrox ¢ MPAO (1A noarpynna). K ToMy Xe MMEHHO & 370N noarpynne Bsia
Boaee BLICOKHH HHAEKS Bocnaaenis (Me = 99,57, p < 0.01). [IPHHUHNHAALHBIX DO3AMYHIT
B COCTORHHM AOKTABHOIO HMMYNHOIO CTOTYCT MEXAY TPYNMOMK HCTHHHBIX NpeXASEpe -
X 4 CBOEBPE IX POACS HE OBHOPYXKEHO. AHOAHI COACPXUHHA HEONTEPHHD
CPEeAH HCCABAYEMBIX MOKAIOA ACCTOREPHOR Er0 YBEAMYEHHE B OCHOBKON rpynne (MP)
No CPaBHeHHIO € KOHTPOASM (0 = 0.0064). CpasHesHe YPOBHS HECMTEPHHO MEXAY
PO3AHYHbIMM BOPHOHTOMK TP NOKGIAAD, YTO BOASE BLICOKHM NMOKAIATEAEM OBACATAH
XEHIUMHBI C HCTHHHbIMK TP (0 < 0,025). KOHUEHTPAUMA KOPTHIOAT B HCCABAYEMBIX
rPYNNax He HMEAT NPHHUMNHAALHOrO PAIAHYHA 8 OCHOBHOH (rRynna fP)  KoMTPOABHON
pynnax (> > 0.05). Mpw 3TOM MOKCHMAABNOE IHOYEHHE KOPTHIOAT BbISBAGHO & NOArDYNne
1B (MCTvHHbIE P), NTO AOCTOBEPHO EBILIE OHOACTHYHOIO NOKAIATEAR, M B NOATDYNNe | A
(c NPMO), u rpynne xonTpoas (o < 0,01). 3akAiEHIES, BRINBACHHBIO HOMM OTAHYHA & CO-
CTORHHH AOKTABHOIO HAMMYNHOIO CTTYCA MPH PA3AHYHLIX BAOPHAHTOX NPEXKACBPEMEHHBEIX
POAOB CBMACTEALCTBYIOT O POIMLIX MEXTHHIMOX HHMUHTUMNH NPEXACEPOMENHBIX DOAOE.
BepofTHO, YTO COOTHOWEHHE reHOB BPOXABHHOTO HMMYHHTETA M HHAOKCA BOCNOASHHA
ONMPEABARET HOYCAO [TP. YpOBEHE HEONTEPHHA MOXHE HCNOALIOBATS B KOYECTEE MOPKEPT
Pa3anTHA (TP. MOBLIUOHHE KODTHIOAT ONPEAEARET POAL NAOAOBOrO GOOKTOPA 8 POIBHTHM
POACBOH ACATEALHOCTH,

KAD4E861€ CAOBO. NP@XACBPEMEHHBLIE POALI, AOKTABHBIN HMMYHHbLIA cTaTyc, Hm-
MyHOKBOHTIKE, HEONTEPHH, KOPTH3IOA,

Summary

The problem of premature birth (PR) is one of the most urgent in modern
obstelrics and requites a muififacefed sfudy and an integrated approach
to its solution. Currently, there is on active study of mechanisms for the
realizafion of spontaneous preterm birth. In the literature there is more and
movre data on the role of innate immunity. neopferin in the implementation
of PR. Many authors support the theory of the predominant fruit factor in the
Initiation of PR. The purpose of our study was fo study the characteristics of
the local immune stotus, neopterin and corfisol levels in various variants of
preterm labor. Matenals ana methods 77 patients were divided info fwo
groups. The main group included 52 pregnant women with PR. The main
group was divided into two subgroups. The first subgroup (1A) consisted
of 28 pregnant women with prematwe rupture of membranes (PDO) in the
absence of regular labor, The second subgroup (1B) was presenfed by 24
women with childbirth with the development of regular labor for the whole
fetal bladder (true PR). In the conlrol group were 25 women with timely
delivery. The level of expression of mRNA genes of congenital immunity
(1B ILIG ILIB, TNFo, TLR4, GATAZ CDAZ B2M! in the cervical canal was
defermined for all patients in the cervical canal by the ImmunoQvantex
fest system, as well as serum levels of neopterin and corisol. The results
obtained are analyzed by standard statisfical methods. Results. There were
no significant differences in the expression levels of mos! genes of innate
immunity between study groups (p > 0.05). The study of expression of TLR 4,
GATA3 genes in different variants of PR revecled a significant decrease
(p < 0.05) in patients with PDO (1A subgroup). In addition, it was in this sub-
group that there wos a higher inflammation index (Me = 99.5%. p < 0.01).
There weve no fundamental differences in the state of the local immune
status between groups of frve premature and fimely births, Analysis of the
neopterin content among the subjects showed a significant increase in the
main group (PR) compared with the control (p = 0.0064). Comparison of the
level of neopterin between different variants of PR showed that women with
frue PR hod a higher index (p < 0.025). The concenlration of cortisol in the
study groups did no! differ in principle from the basal (PR group) and control
groups (p > 0.05). The moximum value of cortisol was found in subgroup 18
(true PR), which Is significantly higher than in the subgroup 1A (with PDO),
and in the control group (p < 0.01), Conciusion. The differences revealed
by us In the state of local immune stafus in different variants of premature
births indicate different mechanisms of initiation of preterm labor. it is likely
that the ratio of genes of innate immunity and the index of inflammation
determines the onset of PR. The level of neopterin can be used as a marker
of PR development. The increase in cortisol defermines the role of the fetus
factor in the developmen! of labor,

Key words: premaoture birth, local immune status, ImmunoQuantex,
neopterin, cortisol.
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pobrema mpekaeBPEMEHHbIX POJIOB

(TTP) siBnisieTest O/1HO# M3 Haubonee
Ba/KHBIX TEM B COBPEMEHHOM aKyllep-
CTBE, OHA TPeOyeT MHOTOCTOPOHHErO
M3yYEHHA M KOMILIEKCHOTO MOX0/1a K ee
pemennio [1, 2]. HeemoTps Ha mporpecc
B OKa3aHWH MEIUIIMHCKOI MOMOILIH, Ya-
CTOTa MPEXKIACBPEMEHHBIX POJIOB 32 IM0-
CJEIHHUE IrO/bl HE UMEET TeHACHUHHU
K CHIDKEHHIO, @ B HEKOTOPBIX CTpaHax
Jla)Ke OTMEYaeTCs POCT ITOro Mokasa-
Tens. B pasHeIX cTpaHax MHpa OH Ba-
pbupyet ot 5 10 18 %, 8 PD cocrasnser
6-15% B pa3nuuHbIX peruoHax [5].

AKTYaJbHOCTb JJAHHOI 1TPOOIeMbl
OMPEIEIACTCA HE TOABKO MEAULUMHCKOIH,
HO M €€ COLMAa/IbHOM 3HAYUMOCTBIO, TaK
KaK BBICOKAsi HACTOTa OCJIOKHEHMI Oe-
pemenHocty U camux [1P obycrnosnn-
BACT 3HAYUTEIIbHYK HEOHATalIbHYIO
3a00JIeBAEMOCTb  CMEPTHOCTb HOBO-
poskieHHbIX. Ha 10110 HeIOHOIEHHBIX
aereii npuxoasites 60-70 % cnyuaes
paHHEeill HeOHATaNbHOI CMEPTHOCTH,
50 % HeBpoJOoruyecKkux 3aboneBaHmii,
MEPTBOPOKICHHUE CPEIN HETOHOMICHHbIX
BcTpeuaetcs B 8—13 pas yauie no cpas-
HEHUIO C JIOHOMICHHBIMH JICTHMHU [3, 4].

CornacHo KiaacCcuUKaLM MPekK-
JICBPEMEHHBIC PO/bl [10Pa3Ie/IA0TCS
Ha crioHTaHHbIe (70-80% Bcex npex-
JIEBPEMEHHBIX POAOB) M HHIYLHPOBaH-
able (20-30%), KOTOpBIE CBsI3aHbI C CO-
CTOSIHHEM 3/10pOBbs OepeMeHHOI U (1)
nnoza [6. 7). Camonpou3BoibHbIE PO/Ib
MOI'YT HAYHHATBCA KaK C pa3sBUTHsA pe-
Ty/IsIpHOH PO/10BOIl ACATEABHOCTH MIPH
LIeJIOM T1JI0ZIHOM My3bIpe (Ha HX J0JIH0
npuxoaurcs okono 40-50% ciayuaes),
Tak M C MPEekKIEBPEMEHHOI0 pa3phiBa
naoaneix odosnovek (ITPI1O) npu oteyT-
CTBHH PETYISAPHON POOBOI A€ TEIbHO-
cti (okono 50%) [8. 9].

Jlst Toro yToOb1 pazpaboTark cro-
cOOBI TIpe/lynpesk/1eHUs CIIOHTaHHbIX
TP u 100UThCS CHUZKEHUS HX YACTOTBI,
HEOOXOIMMO MOHSATH, IPU KaKUX yCII0-
BUAX M KaKHe MEXaHHU3Mbl [IPHUBOIAT
K aKTHBalLlH{ POJOBOIO Mpolecca rnpH
Hesl0HoLeHHOo#H GepeMenHocTH. B Ha-
crosilee BpeMs ujieT akTHBHOE H3y4e-
HUE MEXaHHU3MOB Pa3BUTHS CIIOHTAH-
HBIX MPEKIeBpeMeHHbIX poaoB. Tak,
MO JlaHHBIM JIUTEpaTypsl, okoao 40 %
NPEKIEBPEMEHHBIX POIOB 00YCIIOBIICHBI
nHpekuoHHbIMH GakTopamu [6, &, 10].
Bce 0oiblue nosBisercs 1aHHbIX 0 POJIH
CUCTEMbI BPOJKICHHOTO HMMYHHUTETA

B peannsaunn [1P [6, 11, 12]. Tak, nme-
HOTCSL CBE/ICHHSL O TOM, YTO MOBBIIICHHE
VPOBHSI MMPOBOCHATNTENbHBIX LIHTOKHHOB
B COACP/KUMOM LIEPBHKAIBHOTO KaHaja
CBHJICTCIBLCTBYET O BO3MOKHOM PHCKE
TP [13]. Tem He MeHee UccIe0BaHne
OT/1e/IbHBIX TIPO- U MPOTHBOBOCHAIIHN-
TENBHBIX [IHTOKHHOB HE JaeT MOJIHOT0
MpPEeACTABICHHS O COCTOSTHUM JTOKa/lb-
HOTO HMMYHHOTO CTATyCa Y MallHeHTOK
co crioHTanHbIMH TP

Boubluoii nHTepec A U3yueHus
MPEACTABIACT HEONTEPHUH — OIUH
13 HHTETPAJIbHBIX MApPKEPOB HHIYKIINH
KJIETOYHOTO MMMYHHTETA, [MOBBILLIEH-
Has MPOAYKIIA KOTOPOTro HabmoaeTcs
mpu HHGEKIUHOHHBIX, ay TOHMMYHHBIX
3a00TeBAHUSIX, OCTPOM OTTOPKEHHH
TpaHcrniaanTata [14]. B auteparype
MMEIOTCS JaHHBIE O TOM, YTO YPOBEHb
HEONTEPHHA 3HAYHTEIBHO [OBbIILIACT-
cs nepe poaamu (Margreiter R. et al.,
1983: Tilg H. et al., 1987; Schutter V.
et al., 1990). K Tomy ke 110 ypOBHIO
HEOIITCPHHA OMUCAH CTOCO0 MPOrHo-
3UPOBaHMA TIPEPLIBAHNS OEePEMEHHOCTH
B [IEPBOM TPUMECTPE MPH YPOTeHUTAb-
Hoit uHdexuuu [15]. TIpu aToM ocTaercs
HEHM3YYEHHBIM BOTIPOC 00 0COOSHHOCTAX
CEKpeLHH HeONTEPHHA MPH CITOHTAHHBIX
[1P 1 BOSMOKHOCTH €r0 UCIOJIb30BAHHA
KaK Mapkepa rOTOBHOCTH OpraHH3Ma
MaTepH K OTTOPKEHHIO M100BO-I111a-
LICHTAPHOT0 KOMILIEKCA.

MHorue 1aHHBIC JTUTEPATypbl yKa-
3BIBAIOT Ha TO, YTO CaM IUIOJ MOJKET
ICHCPHPOBATH CUIHAJIbHBIE (PAKTOPHI,
UHHLHHPYIOIIHE POAOBYIO AEATEC/b-
HOCTh. OHA U3 TAKUX TEOPHIl — TH-
noTaxaMo-runogu3apHo-HaAI0YeYHH-
koBas. [loAroroBka K poaaM HauyHMHa-
€TCs C aKTHBaUMK (PYHKLHH KOPKOBO-
rO BEIIECTBA HAAOYSUHHKOB 1171014,
OTBETCTBEHHOIO 3a CHHTE3 OCHOBHBIX
creponoB — JAIDA-cyabdara u Kop-
tusoua [16]. E. A. YepHyxa u c0aBr.,
M3Y4aBIIHe TOPMOHAIbHBII FOME0CTa3
NPH HEBLIHALINBAHUN OEPEMEHHOCTH,
oTMeualT OblCTpOe YBEJIHYEHHE aK-
THBHOCTH HAAMOYCYHHKOB 1JI0/1a MPH
yIpO3e MpepbiBaHus OepeMeHHOCTH. DTO
MOATBEPKAA10Ch MOBBIIIEHHEM KOH-
LIeHTPaLUH KOPTH3071a B MIIa3Me KPOBH
y TAKUX nanueHTok [17].

Takum 00pa3om, Ha JaHHbII MOMEHT
MOHATHS O eIHHOM MeXaHH3Me peasn3a-
i criontanseix [P He cymectsyet. D10
00bsicHIMO TeM, uTo [P nipescrasiser co-

001 KIHHHYECKHI CHHIPOM, XapakTepH-
3YIOLLHICS [TOIMITHOIOTHYHOCTBIO, XPO-
HHYECKMUM TEUEHHEM [1POLecca, y4acTHEM
1710712 B TIATOTEHE3€ H BOBICUEHHOCTHIO
reHeTHYeCKHX ()akTopoB H (PaKTOPOB
okpyskatoteii cpessl (Romero R., 2012).

Ha namn B3ruisi, s Iy4luero no-
HUMaHHS 3THONATOreHe3a CIIOHTAHHBIX
[1P nenecooOpa3Ho U3yUEHHE HX B 3a-
BHCHUMOCTH OT BapuaHnTa passutus: I1P,
navaimecs ¢ [1PI10 npu orcyrcrBun
peryiasipHoii po10BOii AeATENbHOCTH
1 TIP ¢ peryisipHoii poaoBoii 1esTelnb-
HOCTBIO NPH LEIOM IJI0IHOM ITy3bIpe
(B HaIIEM MCCIIEI0BAHUH 0003HAYCHBI
kax uctuHHele [1P).

[TonyueHne naHHBIX O COCTOSIHUH
JIOKAJIbHOIO MMMYHHOTO CTaTyca, cosiep-
JKaHUM HEONTEPHHA W KOPTH30J1a B Chl-
BOPOTKE PO’KEHH L 1103BOJISCT YTOUHHTD
MOIIEKYJISIPHO-OHOJIOIHYECKHE H TYMO-
panbHBIE ACTEKThl PA3BUTHS BbIIEJIEH-
HbIX BapuanTos [IP.

llem,m HACTOSIUICI0 HCCJIeA0OBAHHSA
ABHUIOCH U3YUYEHHE ocobeHHOCTEH J10-
KaJbHOTO UMMYHHOTO cTaryca, coiaep-
KaHHS HEONTepHHA W KOPTH30.1a 1MpH
pa3JIuYHbIX BapHaHTaX CIIOHTAHHBIX
NPEAKIACBPEMECHHBIX POI0B.

Marepuaiibl H METO/AbI

Jl1s BBIMOJIHEHUS 11OCTaBIeHHOMH
nenu HaMu Oblo obcnenoBaHbl 77
POKEHH1L, pa3/clICHHBIX Ha JBE TPYII-
nel. [lepByt0 (OCHOBHYIO) IPyMILy CO-
CcTaBWIN 52 MalMEHTKH ¢ AMarHO30M
«CTIOHTaHHBIE NPEIKIEBPEMEHHBIE POIBI»
Ha cpoke 22—36 Heaenb OepeMEeHHOCTH.
B cooTBeTCTBUH C BApHAHTAMH Pa3BHTHS
MIPEKICBPEMEHHBIX POJOB OCHOBHAS
rpymnmna osl1a pasjelieHa Ha JABE TO/-
rpynnsl. B mepsyro noarpynmny (1A)
Boury 28 Oepemennsbix ¢ [TPTTO npn
OTCYTCTBUH PEIYIAPHOIM POA0OBOI Je-
areasHocTH. BTopas noarpynmna (1B)
Obl1a peacTaBieHa 24 poKeHHIIaAMI
C pa3BUTHEM PEryJIApHOI POIOBOIL Je-
ATEIbHOCTH MPH LETOM IUIOJHOM ITy-
3bipe (MctuHHbIE [1P). BTopyto rpymny
(KOHTPOJIbHYIO) COCTABMIMN 25 JKEHIIMH
CO CBOEBPEMEHHBIMH POAAMH.

EauHBIME KpUTEPHAME BKIIOYEHHS
BO BCE I'PYIIbI OBUIH OAHOILIOAHAS Oe-
pPEeMEHHOCTb U HH(OPMUPOBAHHOE 10-
OpOoBOJILHOE COIIacHe Ha YHacTHE B HC-
crienoBaHun. Kpurepun MCKIIOYCHUS:
MHOTOILTOHAS OePEMEHHOCTD, TSAKEIIbIE
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