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KHPHUI (JIokTOpaHK quccepTanusacd AaHHOTALMACH)

Juccepranus MaB3yCMHHMHI [1013ap0/uru Ba 3apypartu. JKaxoH Mukécuaa
cercucra ouj TUOOMU-TAIIKWIUN TaAOUPIAPHUHT amalra OLIMPWIMIIK Ba
Oonanapja CeNCUC KacaUIMTMHU TAalIXUCJAll XamJia JlaBojlall — coXacuja
SPUIIMITAH IOTYKJapra kapamai, ymoly myamMmo OyTyH AyHENA noi3apOiauruya
KOJIMOK/A.

Cemncuc kacaluiuruja UMMYH XAaBOOHMHI Xy’KalipaBUil Ba TyMopall Xamja
XyXaipamapapo Typiapuna Oy3uiuILIap fo3ara Keiagd, OyHra acocuii ca6ad
[UTOKUHJIAD TOKCUK TAabCUPUHUHT uy3uiumu Oynub, Oy sca 3 HaBOaTHIa
MMMYHOITUTJIADHUHT Ha30paT KWiIuO OYiIMaiiiuraH MaTOJOTHK aronTo3ura Ba
nponudepalnus OKapaCHIApUHUHT W3JaH YUKUAIIUTA OO Kenmub, dYyKyp
WMMYHOJICTIPECCUSIHA KeATUpHO uuKapamu. KimHuUK xuxatman ymoOy >kapaéH
WHOEKIUSIHUAT ~ CypyHKQJIamTlyBH KM  JUCCEMHUHAIIMSACH,  HO30KOMHAI
MUKpOGJIOpAHUHT  KYIIWIMINK,  pernapanus  Kapa€HUHUHT  OY3WIIHIIH,
SHJOTOKCUKO3HUHT  OFUPJIAIIUINM, KEUKH T[OJUOpraH eTUIIMOBUYMUIUTHHUHT
MIAKJUTAHUIIKA (03ara KellaJld Ba CENTHK XKapaCHHUHT KEWHWHTH OOCKUWwiIapuia
Oonanap XaéTHHU XaB( OCTUTA KYSJIH.

Wnmuit  manGanapna  XMpypruk — cencuciaa  ymlOy  HUMMYH — TH3UM
MEXaHU3MJIAPUHU YpraHull MMKOHUSTIapura OarulUIaHTaH MabIyMOTIap Kam
taxjun dtuirad. MJI6/WMJI10 aucOatunuHr optuiny, spHu WMJI10 smaurnanumra
KapITyi MUTOKUHJIAPHUHT UNIIA0 YMKAPWIMIIWHA KaMAWHIIIA CETICUCHUHT HOXYII
okuOatnapura cabab Oymanu. bomka tomonnan, MJIGHUHT upcuil TaHKUCIWUTH
nuMMmyHTaHKuC xosiat (MUTX) Ba Typau maroreHiapra Kapiid UMMYH >KaBoO 103
Oepmaciuru OuyiaH Oupra Keyaaw.

bonamapna cemcucHW TamIxwclialml Ba JIaBojlalira €HAANTYB Macajanapy
eTapiy Japakajga Taa0WK OJTHIMaraH. OJpTa €mparu Oojanapaa WHQEKITUS
UIITUPOKHUIATH cencucHW  (TaxMUH  KWJIWHTaH €ku  HCcOOTJIaHTaH)
CTaHAAPTIAIITUPUITAH  JMArHOCTUKACKH  Ba  yYHUHT  WJIK  OTHOJIOTHK
JTUATHOCTUKACUHU (IIy KyMJIaJaH, DKCIPECC-AMArHOCTUKA) WIUIA0 YMKHII
no3ap0o MyamMMO XHcoOnaHaau. Opta &mgarun  Oojamapja  cercucaa
UMMYHUTETHUHT HWYKA THU3UM OOIIKAPYBM MEXaHU3MIIAPU YpraHWJIMaras,
KaCAJUITMKHUHT KJIMHUK KEYUIIM Ba TPOTHO3W ymiOy MeXaHu3MiapJaru
OY3WIMIIUTAPHUHT KEIUO YUKUIITUTA OOFIUKIND.

Opra €mparn OoJyiajapia CEMCHCHHM TAallXHMCHIall Ba JaBOJjall MyaMMOCH
Mypakkab xapakrtepra sra 0ynu0, y Typiu THU3UMIIAp, 1Ty KyMJIaJaH UMMYHUTET
TH3UMU  (GAONUATHHUHT  €mra OOFIMK KuUXamiapu OwiaH H30XJaHa[IH.
KacalmMKHUHAT KEUWITUHU TPOTHO3AIl Ba MH(EKIIMOH jkapaéH TapKaTUIIMHHHT
MakOyJI TUarHOCTHK ME30HJIAPWHU H3JIAIl, CETICUC OWJIaH OFpPUTaH dpTa EIIaaru
OojajapHM J1aBOJAIll camMapaJoOpJIMTHHU Oaxojall YCyJUIapUHU coXara OHJl
aMauéTra TaTOMK dTUI XaHy3rada MyaMMOJIMTAYA KOJIMOK/IA.

XO03Upru KyHJa CETCHCHHU TAIIXUCIAITHUHT MaBXXyJ 3THOJIOTHK YCYyJIapH
TYFPUCHIA MabIyMOTIIAp €Tapiu OyaMaraHiuru cabaliau, UKTUCOIWUN KMXATIaH
Karta capd-xapaxxaTJIapHU, NIYHUHT/ICK, HATW)Ka OJIMIIAA Y30K BAKTHU Tayiad
staan. Omub OGopuiraH TaAKUKOTIApPUMH3ra Kypa, CETNCcUC OWlIaH KacaJlaHTaH
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O6eMop OopraHum3Muja MUKPOOTAPHUHT TapKaITaHJIMK Japakacu IOKopu Oyicana,
UH(EKIUS YYOKIapUIaH OJIMHTaH KyJbTypaHH OaKTEPUOJIOTHK SKHUII HATHXKACUa
MUKpoopranu3miiapHuHr (Qakarruna 20 ¢ousu anumknanagu. Iy cab6abmu
OoJnanap/ja cerncuc KacaUIMTMHUA TalIXUCall Xama AaBoJialllja SHTM Ba TE3KOp
yCyJIJIapHU UIIa0 YUKW MyXUMJIUTHHU Oenruiiad oepaau.

V36ekucron PecnyGmukacu Ilpesumentununr 2014 imn 19 despangaru
2133-con «Cormom Oomna iunu» JlaBnat mactypu Tyfpucuga»tu  Kapopuna
Oenruianran BasudanapHU MyalsiH Japaxaaa Ma3Kyp JuccepTauus TaJIKUKOTH
XU3MaT KUJIaIu.

TaakuKOTHUHT pecnyOjuka (GaH Ba TEXHOJOTHAJIAPH PHUBOKJIAHUIIMU-
HUHI YCTYBOP HYHAJMULIApUra OOFJIUMKIUrU. Ma3kyp nuccepTarusi TaAKUKOTH
pecnyonuka (an Ba TexHojorusmapHuHT Ne6 «TubOOu€r Ba apmakomorus»
ycTtyBop — WyHammmmra — myBodhmk  JIUT/I-9 «MIlHCOH  KacaJUIMKJIapu
npouiiakTUKacH,  TAalIXWUCH, JaBojall Ba  peaOWIUTAMSCUHUHT  SHTU
TEXHOJIOTUSJIAPUHU UIILIA0 YMKHUIID) JJOMXACH acocuaa Oa)kapuiiraH.

JAuccepranmust MaB3ycH Oyiin4a XOpHKMHA MMM TAAKHKOTJIAP HIAPXMU.

bonamapna cerncucHM Tamxucianl Ba JaBOJIAIIHUHT 3aMOHABUU XOJaTUTa
OarvIlUIaHTaH UIMUN W3JIaHUNUIAp TyHEHUHT €Takyu THOOMN MIMHUI MapKasiapu
Ba OJIMM TabJiuM Myaccacanapi, kxymianan, Royal Children's Hospital, Parkville,
Victoria (ABctpamusi), University Children's Hospital Bonn (I'epmanus),
University of Naples (Mtanus), University of North Carolina (CIIIA) u London
School of Hygiene $ Tropical Medicine (byrox Bbpuranus), (Cankr-IletepOypr
JlaBnat neauatpusi TuobOuér axkampemusuiapu (Poccusi denepanusicu) TOMOHUIAH
amaJira OUIMpPUIMOK/IA.

Cencuc OwmymaH  KacajutlaHrad Oonmanmapja KacaUIMKHH — TalIXHCIall,
MPOTHO3JAII Ba JABOJIAII YCYJJITAPUHU TAKOMUJUTAIITUPHUIIIA TyHE OYiinua MyXuM
WIMHI HaTwkaizap, >KymiaaaaH, OoJjiajmapjard Cercucia KacCaUIMKHUHT YTKUD
dazacuna mnazmodepes YTkazwmmu anbda-l-anturpuncuH, ramrorioouH, C-
peaktuB okcus Ba C3 PparMeHTH KOHIEHTPAIMSICUHU MacaluInra oju0 KeIHIin
Ba OCMOpHUHI  KacajixoHaja Oyiuml MyAJaTHHU  KUCKapuiuu, capd-
XapaKaTJapHUHT  TEXAIUIIM  XaMJa YJIUM  XOJATJApUHUHT  KaMaWWIu
ucootrnanran (Royal Children's Hospital, Asctpanus; University of Naples,
Uramus; University of North Carolina, CIIA); wuHGEKIUSHUHT 1acTIaOKu
Oenrmmapu €KW CUMOTOMJIApU  OONDIAHTYHTa KaJap CETNCHCHHUHT  Ked
OouvtanuiuHn - Tamxucnamga CD64 Hocnenupuk MapKEpHUHI JUArHOCTUK
axamusaTu anukianrad (University Children's Hospital Bonn, I'epmanusi; London
School of Hygiene $ Tropical Medicine, Bytok bputanus); HeoHaTaln CENCUCHUHT
KIMHUK-Ta00paTop BapHAaHTIApUHU XyXKalipa pEaKTUBIUTHM WHACKCIApU Ba
KaCAJUTMKHUHT KJIMHUK KEUWIl MaH3apacu JWHAMHKAcH Oyindya OaxoJIalTHUHT
Taknmud dTwiran ycymnap €paaMmaa  HEOHaTal  CeNCHC BapUaHTIAPUHU
muddepeHranmsIan, X0JaTHUHT OFUPJIMK JlapaKaCHHHM 0axoJall, JaBoJIallHu
ONTUMAJUIAIITHPHUIN Ba KaCAUTUK KEYHMINIUHU MPOTHO3MA ucbotrinanran (CaHKT-
[TerepOypr [laBnat neauatpus TuOOMET akagemusicu, Poccust deneparnusicn).



Byryaru kyHna GojanapHUHT CENCHC MyaMMOCH Oyiunda AyHEna, KyHuaaru
HyHanmuiiapaa ycTyBop WIMHM-TaJKUKOTIIAp aMmalira OMIMPUIMOKIA, KyMJIaJaH,
UH(DEKIMOH KapaCHHUHT TapKaJIUIIUHA TalIXyCcanl ME30HJIapUHU
TaKOMUJUTAIITUPUII, YMYMUH HMMYHOJIOTHK €TUIIMOBYWIMK Japa’kKacUHU
aHuKJ1a0 OepyBUM Xy)KailpaBuii, rymopai Ba XyXailpajlapapo HMMYHHUTETIapHU
TalIXucianm XamJla UMMYH TH3UMHUHU Ba aHuOakTepuas AaBojiall yCyJUIApUHU
sHaJla TAKOMUJUTAIITUPUII HYHaTUIILIapUaa.

MyaMMoHuHT Vpranum aapaxkacu. Cemncuc MyaMMOCH HWH(EKIIHOH-
CENTHK >KapaéHyap KaiJ 3TUiarad OoJiajap/a YiauM KYpCaTKMUYMHUHT FOKOPHUIIMIH,
TallIXUC KYyHUIIAa aHUK ME30HJIAPHUHT MaBXyJ HMACIUCU, SHTA TU3UMIIU
syumFnandm - kaBod  cuHapomu  (TSAXKC)  TymryHUacMHUHT  KUPUTHIWIIH,
ITYHUHTJEK, Xa€THUHT TYPJIH AaBpiapuaa €mra ouj XyCcycusTiap OuinaH OOFIHK
ymly TalIXMCHU KyHWIl Ba JAaBojamigard TaOuuid KUWMHYWIMKIAp OusaH
oenrunananu. by 6opaga AKII, Wranus, byrox bpurtanus, XKanyouit Kopes,
Xuroi Xank Pecnyonukacu Ba Poccust denepanusicu Ba O0IIKa JaBiaTiap OJUM-
MyTaxacCUClIapu TOMOHHUJAH amajira OIIMPWIAETTaH MHIUIAPHA  aJloXuja
TabKUTIA0 YTHUII JIO3UM.

SHrm TyFwiran Ba < MyJJaTura €TMall TYFUJTaH 4YaKaJIoOKJIapla CErlcuc
kacasumuru  npodeccop Ba  onumiiap B.Tabomun (2002 #), I'.Camceiruna,
H.Bonoaun (2007, 2011#), A. Bang et al., (2005i1), Z.Chen, BL.Cheng (2009#),
B.Charoo, JI Igbal (2009#)nap TtomoHuman uykyp Vypranuwiarad. Heonaran
CENICUCHUHT MMMYHOJIOTHK >KMXaTiaapu 3ca npodeccopiap A.Amumos, 3.Kamuion
(2003i1), @.IMlamcues, A. JluBeea (2004ii)napHUHT WIMUNA U3JAHUILIIApUAA V3
akcunun tonraH. lllyHumHraek, eryk Myrtaxaccucinapaan O.Maxmynos, I
Camceirnna, H.IMa6amos, M. [ertsapeBa  (2010ii)1apuunar  onub  Ooprax
TaIKUKOTJIapUAa “CeNTUK MIOK~ TYIIYHYACUHHU TAIKUH KWJIHIIAA TEMOKOATYJISIIMOH
KOMITOHEHT Kampal onuHrannurd Ba JABC-cuHApOMHMHT V31 1IOKKA OJTHO KEIHIIN
ypranu® uuKwiIrad. POCCHUSIUK TagKUKOTYMIAD TOMOHHUIAH YaKaJIOKJIapiaru
HEOHATaJl CETICUCHU JIOKaJ MTHEBMOHUAMAH (apKiainl UMKOHUHUA OEpyBYH TaIIXUC
KWK ME30HIapy UIuiad yukuiarad. Heonatan CENCUCHUHT MKKUTA — TUIIOAPTUK
Ba TUIEPIPIUK KIMHUK-IA00paTOpUsl BApUAHTIIAPU MABXKYIJIUTH aHUKJIAHTaH; yiap
reMoJuHaMuK, Hadac Ba MeTa0OIMK Oy3UTUIUIAPHUHT KETUO YMKHUILI MyAAaTiapu
JABOMMIIMTU Ba TaBcUpHOMAcH OyiWyYa TU3UMIIM SUUTUFJIAHUIT >KaBOOWMHUHT
xycycusitura kypa ¢apxmnananu ( H.l11abanos, H.MBanos (2002- 2006i1)).

3amoHaBuil  amabuérinapna  Oonanapaard  Cencucia Ba  MUMMYHHUTET
TU3UMUHUHT MEIUaTtop JucOaniaHCH BapHaHTIApUAa MHUKPOO MeH3aKUHUHT
OOFIMKINTA Ba  KAaCAUIMKHUHT KIWHUK KEUHUIIUTa TabCHUPU XaKHaa sroHa
bukpnap KenTHpUIMaraH, camapald AaBO yCYJU HILIA0 YMKWIMAaraH Ba UMMYH
CTaTyC KOpPPEKIHICUTa eTapiudya IbTHOOp KapaTwiMmaraH. bakapunran wumuiap
OwraHn Ku€cuil TaxXJWiI MabIyMOTJIAPUHH XHcoOra om0, IIyHW TacauKJIaIl
MYMKHHKH, YOy TAIKUKOT pPECIyOInKaMu3/ia Uik 00p peKaJaTHPUIMOKIA.

by wu3nanummapHuHr Oapuyacu Oosiajapaa CENCHUCHUHI PUBOMIIAHMILKIATH
NMaTOr€HETUK UMMYH MEXaHU3MJIApUHU YpraHulira OaruilljIaHTaH TaJIKUKOTIapHU
YTKa3uIl KacaJJIUK ATHUOJIOTHUSACUTA OOFJIMK paBUIIIa camapaiv (Haoausar ojub
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OOpUIIl DKCIPECC-yCyIUIapy Ba JaBOJIAIl MEXAaHW3MIIAPUHU WIIA0 YMKHUII yIyH
acoc OynmO xucoOmanaau, Oy dca ¥y3 HaBOaTtuga  Ma3Kyp MYyaMMOHHUHT
J0J13apOJIUTH Ba YCTYBOPJIMTHHU Oenruiad oepaau.

Jduccepranuss MAaB3YCHHHUHI JHUCCepTalusl OaxkapuwiaéTraH WJIMUIi-
TAAKUKOT MYacCACACHHUHI WJIMHIA-TAAKMKOT MILIApPU OWJIaH OOFJIHUKJIMIHU.
Huccepranust PecnyOnuka UXTHCOCHAIITUPWIITAH MEIUATpUs WIMUK-aMaluid
THOOMET Mapka3u WUIMUK-TAAKUKOTIAp pexkacura myBopuk Ne 000374 «Opra
énun  Ooslajmapjard Cencucia HMMMYH TH3UMIM  OOIIKapYBHUHUHI  XOJIATH.
JInarHOCTHK axaMmusTH, JaBOJaHWITa sHruda éHmomryB» Ba MCC-11-13 «Opra
émgarn  Oonaynapja CENCHUCHW — TallIXMCIall Ba JaBOJAIIHUHT  3aMOHAaBHUI
YCYJUIAPUHHA KOPUM KWIMID» HWHHOBAIMSA JIOMMXACH JIoMpacuja amalra
OIIMPUJITAH.

TagkKuKOTHHHI MakKcaam s3pra €uygaru OoJiamapia CENCUCHUHT KIMHUK
KEUUITM Ba OKUOATIapW, MPOTHO3UHU OCJITHUIOBUM HMMYHUTETHHHI TH3UMIIH
OOIIKApyB KOHYHUSTIIApUHUA 04rO Oepuiiiian nbopar.

Ymby wmakcaara OSpUIIUII YYyH KYyWHIaru TaaKUKOT Basudaaapu
OeJruiIaHraH:

spra Emgary  Oojanapja  CENCHCHM  TalIXucjiam  EHAANIyBIapUHU
TaKOMUJUTAIITUPHIILL,

Oonanapja CENCUCHUHT KJIMHUK KEUUIN XYCYCUSTIAPUHHUHT IIaKJUTAHUIIINAA
MeauaTopiap — AucOalaHCHUJArd  A3XTUMOJUN  BAapUaHTIApHUHT  pOJM  Ba
MMMYHUTETHUHT WYKUA TU3UM OOIIKAPYBU XOJIATUHU YPTaHUIIL;

MeauaTop AWCOaJaHCU STHOJIOTHSACH Ba BapUaHTIApUIAH KEIUuO YWKKaH
xojiga 3pra €mjgard Oosiamapia CENCUCHUHI KIMHUK KEUWIl XYCYCHSTIAPWUHU
aHUKJIAIIL,

spra €mparu Oosanmapaa cencuciaa MeauaTop AUCOaTaHCUHUHT TYypJiu
BapuaHTJIapu/a XyKalpaBuil Ba TyMOpaJl IMMYHUTET XOJaTUHU aHUKJIAII,

Oonanapja CETNCUCHUHT KEUYWIll XapaKTepu MIaK/UTAHWIIKAA TPOTHOCTUK
axaMmusTra sra OMWIJIAPHHU aHUKJIAIIl Ba YIAPHUHT MabJIyMOT OCpUIITHHU OaxoJial;

spra €uum  Oojajapjard  Cencucaa UMMYH KaBOOHHM — OOIIKapuIira
NYHAITUPWITaH, 1aBOJAITHUHT ATOTEHETHK KUXATAaH aCOCIIaHTaH CXEeMaJlapUHU
UIIa0 YMKHUII, YIIAPHUHT caMapaJopJIuTiHu Oaxoaril.

TaakukoTHUHT 00bexkTH: 1 oliman 1,5 €mraua Oynran 266 Hadap cemncuc
OwiaH ofpurad OoJianap, WHPUHIIIM-SJUIMFJIAHUII KacajuIurd OWjlaH 30THIKaM-
HUHT 4y3uIn0 keunu Ky3atuirad 20 Hadap Ooua.

TagkukoTHUHr mnpeaMeru: MMMyH Ba UIUTOKMH CTaTyCHUHI acOCHM
KYpCATKUWIAPUHU MHUKIOPUM aHUKJIALL, LUTOIC€HETHK TAaJAKUKOTIAp YTKa3MHIL,
CETCUC KYy3raTyBUWJIapHUra aHTUTAaHaJap Ba JUMQPOTOKCHUHIIAD TUTPUHU aHUKJIAII
y4yH BE€Ha KOHU Ba 3apJ00u xamja 0emMop OnoMatrepruajilapuHUHT OaKTEPHUOIOTHK
TEKIIUPYBIAPH.

TanKuKOTHHHT  ycyJulapu: YMyMKIUMHUK, (YHKIMOHAN, YCKYyHajH,
MMMYHOJIOTHK, IUTOT€HETUK, LUTOJIOTMK Ba CTATUCTUK TAAKUKOT YCYJIapUIaH
ol nanaHuIIH.



TaaKMKOTHUHT WIMMI SSHIWINTH Kyiuaaruiapaan noopar:

WIK MapoTada CENCUCHUHI VHTa KY3FaTyBUMCHIa CIOHTaH Ba CHELHU(UK
TUM(OTOKCUHIIAPHM aHMKJIANl YCYJAW WIUIA0 YMKWITaH Xamja YJIapHHUHT
HUCOATMHM  aHUKJAIl acoCHUJla HMMMYHHUTET TU3UMHJAru MEIUATOPIIH
JTUCOAIAHCHUHT Y4 TypHU aXpaThO OJIMHTaH;

cercuc OWjaH KacajUlaHraH 3pTa €mjgard 0oJiajap UMMYHUTET TU3UMUHUHT
KacaJUIMK KJIIMHUK KEUUIIH Ba SIKYHUHU Oenruinad 6epyBur MeauaTopiau AucOaianc
Typura OOFJIUKJIUTY aHUKJIaHTaH;

spTa Emimaru Oosajiapja CENCHCHU JaBOJIAlll camMapaJopiauruHu Oaxomamnia
TUM(OTOKCHHIIAPHH aHUKJIAITHWHT JUATHOCTUK aXaMUATH UCOOTIIaHTaH;

opra Emmaru OoJanapaa WHOEKIUSUIA >Kapa€H TapKATWUITUHUHT KIWHUK-
nmabopaTop ME30HJIAPH XaMia TYPJId SUUTUFIAHUINTA KapIid IUTOKWHIIApD HUCOATH,
IIYHUHT/ICK, OaKkTepueMusi JapakaCUHU TU3UMIIM 0axoJjall acoCHaa CENCUCHUHT
KJIMHUK KEYUIIHA Ba OKMOATIAPUHU MPOTHO3JIAIl UMKOHUATH aHUKJIAHTaH;

spra €mgaru Oojaiapia MeauaTop AucOallaHC BapHaHTHHHU aHUKJIAIITa
acOCJIaHTaH CETICUCHU JaBOJIalll JUHAMUKAacuaa OOBEKTHB 0axojall ycyjuiapu Ba
caMapaJIOpJIMTUHU MPOTHO3JNAII ycyiuapuaaH ¢oigaianud, UMMYHUTET TU3UMHU
KYPCAaTKUWIAPUHHU KOPPEKUUSIIAIra HYHANTUPWITaH IMAaTOTEHETHK acOCJIaHTaH,
muddepeHran 1aBoaml cxeManiapy UIiad YUKUITaH.

TagKUKOTHUHT aMaJIuii HATHXKAJIAPM Kyluaruiaapaad noopar:

aManuii meauaTpus y4yH 3prTa €upiaru OoJianapia CENCUCHUHT JUArHOCTHUK
Ba MPOTHO3JI0BYU ME30HJIApU TaKJIN( KUIMHTAH;

CEMCUCHU  TAlIXUCJIAIIHUHT  TATOTE€HETUK  JKUXATAaH  acoCJaHraH
MMMYHOJIOTHK YCYJIM KUPUTUITAH (SUUTMFJIQHUIIHUHT cienudUK MeauaTopiaapu —
TUM(OTOKCHUHIIAPHU aHUKJIAII);

KUK €nun Oemop Oosanapaa CenTUK >Kapa€HHU OENTWIIOBYM, FOKYMIIH
*apa¢H TAPKAUTMITUHUHT KIMHUK-T1a00paTopusi ME30HIapH UILIad YNKHUIITaH;

spra émgaru OoJanap/ia CENCUCHU TAallIXUCall Ba JaBOJIAIl aJITOPUTMU
TakIu( KYUIHHTaH.

TagkKuKoT HATHKAJAPHUHI HWIIOHYIMJIMIM. KIWHUK, HWMMYHOJIOTHUK,
[IUTOTEHETHK, IUTOJOTUK Ba CTATUCTUK TEKUIUPYB YCYJUIADUHUHT OOBEKTUB
KypcaTKuwiapy OWJIaH TaCcaUuKIIaHAH.

TaagKUKOT HATHMKAJAPUHMHI WJIMHI Ba aMajJMd axaMMsITH. TaJIKUKOT
HaTWKajlapu 3pTa €mjgard Oojanap/ia CENCUCHUHT MAaTOT€HETUK MEXaHU3MHU Ba
PUBOXKJIAHUIII XYCYyCUATIApUHU ouuO Oepau. VIMMYHOJIOTHK, ITUTOTCHETHK Ba
IUTOJOTUK TAJAKUKOTIIAp HATWXajlapyu WMMYHUTET MeEAuaTop JaucOaiaHCu
TU3UMUHMHT 3 Ta KJIMHUK-JIA00paTopus TYpUHHM aXXpaTUO OJIMINTra UMKOH Oep.iu,
OyJIapHUHT aHUKJIAHUIIN KaCAJUIMKHUHT KJIMHUK KEYUIITH, OFUPJIUTH Ba OKUOATHHU
TaBcUpIaNIH.

Anmurnaanm  cenu@uK  MeauaTopiiapu  KYpCAaTKUWIAPUHU  aHUKJIAII,
KaCaJUIMK KJIMHUK KEUYUIIMHHU MPOTHO3JAIIHUHT Ba YTKA3WIAETraH Tepanus
caMapaJIopJIMTUHU OaxOJAITHUHT ycynu cudaTuaa TaBcus dSTuiagu, Oy dca
JIaBOJIAIl TAKTUKACHHM TY3HUIJA Xajd KWIYBYM aXamusaTra sra 0ynm0, Kacayiuk
Keuuinuaa wxkoOuid camapa Oepamu. CencucHU TalIXuciaml Ba JaBOJIAII

QITOPUTMHU CUHANTaH OYauO, YHUHT aManuérra TaTOMK STWIMILK KacaJUTMKHU
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JaBOJIAIl Ba TAIIXUCJIAIl HATHXKACUTa WXKOOWM TabCUp OTAH, OEMOpJIApHHUHT
CTalMoHapja  Oynuin — JaBOMUMIMIU — ce3ujiapiid  Jlapakaja  KUCKap/,
KACAUIMKHUHT KalTalaHUIIl KYpCaTKU4YM, YJIUM XOJaTJIApU COHM KaMaiau Ba
ym0y KacaJUIMKHU JlaBoJjlalll y4yH capQuiaHaJuraH xapaxkarjap XaMm aHya
TEXKaJIIU.

TagKuKOT HATHKAJAPUHUHT KOpUHA KuaumHumu. Cerncuc Ky3FaTyBYu-
Japura HUCOATaH SUUIMFIAHUIIHUHT CHEU(UK MeauaTopiapu KypcaTKU4YIapyuHU
AHUKJIAIl XamJa JTHOJOTHK TAIIXWCIAIIHUHT YTKa3suWia€TraH JaBO caMapanop-
auruan Oaxonam ycyim (NelAP 03260, 18.12.2006 #.) xamaa CENTHK >kapacH
PUBOMUIAHMIINAA WHQPEKIHUS TeHEepATM3allMsACHHA VY3 BaKTHAA aHHUKJIAIl Ba
KacaJUIMK OKUOATHMHHM TMPOTHO3JAll HMMKOHWHU O€pyBUM KIMHHUK-IabopaTopus
mesonmapura ( NeIAP 03347, 23.04.2007 ii.) V36exucron MHTemIexTyan MyIK
areHTJINTH UXTUPO MATEHTU oJimHraH. Maskyp ycyiuiap byxopo Buiiostu 6onanap
IOKyMJIM Kacayukiap mmdoxoHacu Xamjaa CamapkaHj BWIOST Oonanap Ky
TapMOKJIM THOOMET mapkazu amanuértura TatOukK KuiuHraH (COFIMKHU CcakJiail
BasupuHUHT 17 nekabpp 2015 #mn 8H-3/28—con mabaymoTrHOMacu). Yiap 3pTa
¢mimarn  Ooylajap/ia CeNCcUC KaCaJUIMTUHU TalllXHMCJIAIl-AaBoJialll TaKTUKACUHU
gHa/la SXIIWJIall WMKOHUHM Oepau, Iy OuiiaH Oupra UKTHUCOIUN-UKTUMOUMA
KUXATHaH KaMm capd-xapaxar KwimO Oyiaub, maBojaml caMapajgopIUTrUHUHT
omuiura, 6emopan mudoxonara Erkuzmwnimm 21 ¢ousra kamaummra Ba ypuH
KyHJapu 1,5 KyHra KMCKApHWILINTa, KacaJUIMK PEMUCCHUS JABPUHHUHI Y3aMUIIN Ba
cajouii OKMOATIAPHUHT KaMaluIura ojiu0 KeJiu.

TagkukoT HATHXKAJTAPUHMHT anpodanuscu. /{uccepranusaga 6aéH sTUiIraH
acocuil xonamiap S Ta UIMHU-amManuil amwkyManaa Xamaa: «I['yoakmap Ba 6onanap
VIMMUHU KaMaWTUPUIIHUHT WJIMHWA - TalIKWIUKd Myammoisapu» PecnyOnuka
nnmuii-amanuii anxymanu (Towmkent ., 2006 i. 28 Hoa0psw); «lleguaTpustHUHT
3aMoHaBHil Kuppaitapu. MM Ba amanuér» PecnyOnrka unMuii-aManuii aHxyMaHu
(TomkeHT 1., 2008 it. 25 mapr); V36ekucTon Pecrny6nmkacy meapaTpIapuHUHT
VI cve3gu (Tomkent mr., 2009 ii. 5-6 HosiOpb); «bomamapra TtubOuit Epmam
KYPCATHIIIHUHT 3aMOHABUH XKuxXatiapu» PecnyOnuka wiMuii-aMalinii aHXyMaHU
(TomkeHT ur., 2010 ii. 26 okTsA6ps); «Y36eknucTOHAA GONaTap CAIOMATIMIHHH
XAMOSI KWIMIIHUHT MOJEPHHU3AIMSICA Ba aCOCUUA HWYHATUIIN) V36ekucron
Pecniyonukacu mnenuatpiapununr VII cbe3guma (Tomkent mi., 2014 i, 12-14
HOSI0p) Mabpy3aiap KUJIUHTaH.

Huccepranusiga 6a€H STUIITAH acOCU XoiaTiap Oyinya unuiaHmanap «2pra
émgarn Oojlajapaa CENCHUCHM TallXuciaml Ba jgaBojam ycynm» [V Xankapo
WHHOBAIIMOH Fosutap sipMapkacuia Ba «CencucHu yTKasraH spra &mijarua 0emop
OonanmapHu peabunurtanuss Kujaum ycyiauw» VII MHHOBAIIMOH FOs sipMapKacuja
UIITUPOK KuuinHraH (2014 iinn anpens).

TagKuKOT HATHKAJAPUHUHT JbJOH KWIMHUINK. Jlucepranus MaB3ycu
Oyiinua 53 Ta UIMUN UIUIAp HAIIP KWJIMHUO, ynapaaH 15 Ta makoia V36ekucron
PecniyOmukacu Onuit aTTecTaus KOMUCCHUSICHHUHT JOKTOPJIMK JUCCEpTAIUsiIapu
ACOCHM HATWKAJIAPWHM YOIl ATHUII TaBCUS ATWITaH WIMHM Hampiap pydxarura
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KUPUTWITaH )XypHaJulap/a, 11y )KymjaajgaH 1 Ta Makoja Xajakapo WIMUM KypHaaa
YOIl STUJITAaH, UXTUPO YUYH 2 Ta NATEHT OJUHTaH.

JluccepTanMSIHUHT XAKMHU Ba Ty3uwjammM. Jlucceprauus kupuii, 4 ta 600,
xyJsioca Ba (oiimananran amgabuérnap pyixartu, 188 Oer , 47 Ta xanBan Ba 26 Ta
pacMjiaH ubopar.

JACCEPTAIUSIHUHT ACOCUM MASMYHHA

Kupnm xucmMupa aumccepTranys MaB3yCHHHHT JOJI3apOJIMTH Ba 3apypaTu
acoclaHraH, TaJAKUKOTHUHI Makcaaud Ba Basudamapu Xamaa OOBEKT Ba
npeaMeTiiapu  TaBcuuiaHraH, — pecnyOnwka  (paH  Ba  TEXHOJIOTHUIApU
PUBOMUIAHUIIIMHUHT YCTYBOp WyHAIMIIIApUTA OOFIMKINTH, TAAKUKOTHUHT WJIMHMA
SHTUJIUTH Ba aMalluid HaTWXKalapu 0a€H KWIMHTAH, OJMHTAaH HATKaJapUHUHT
Hazapui Ba aMaluidi axaMmMusaTH O4YuO OepwiraH, TaJKUKOT HaTHXAJTApUHU
aMaiauéTra >KOpUN KWIHIN, HAIIp STUJTaH WOUIAp Ba JUCCEPTAIUs TY3WIHIIN
Oyiinua MabIyMOTJIAp KEJITUPHUITaH.

bupuaun 606 «boJjiajgapaa cenCUCHUHT NMATOreHe3W XaKuIaru 3aMoHaBHii
TacaBBYpP, AMATHOCTHKA Ba MPOTHO3MAa YHUHI aXaMHUATH»]a aaabuériap
mapxuga Map3y OVinya onu0 OopwiiraH TaAKUKOT HATIKadapH, XOPKHUMA Ba
Maxaiui agabuérnap Ttaxmwm Oatadcun Eputwiarad. llemmarpusiza cemncuc
MAaTOTCHE3WHUHT 3aMOHABUW KHppajdapd Xamja MaBXyJa JIUarHOCTHKA Ba
MIPOTHO3WHUHT aMaJIMET JBOIONMACUAATA YPHH TacBHUPJAHTaH, dpTa Emaru
Oojanapna cerncuc UMMYHOIIATOT€HE3MHUHT 3aMOHABUN KOHIICTIIIUSCH KUXATHIAH
3aMOHaBUH JaBoJjaml ycyiapu 6aéH KWIWHTaH.

Nkxunun 606 «Cemcuc OMJIaH KacaJLUIaHTraH 3pra émjaaru OoJiajgapaa
HMMYHOJIOTUK TEKIIUPYB YCJAYOJAPUHH TAKOMWLIAIITHPHIN»IA: KIUHUK
MaTepuaiap TaBcudiaapu, 0aKTEpUOJIOTHK, MOJIEKYJISIP- TEHETUK, UMMYHOJIOTHK,
IIUTOTEHETHK Ba ITUTOJIOTUK, XaMJla CTATUCTUK yCYJUIapy TabpHQIIaHTaH.

VIHUHT MaKca Ba BasH(agapura Moc paBHIIia Y30eKiHCToH PecryGiukacu
CornukHU cakjam Bazupaurd PecryOiivka HMXTUCOCTAIITHPWITAH TEIUATPUS
WiMuk-aMamii  THOOMET Mapkasu Oazacmma 2002 #ungan 2008  iwraua 1
oinmknan 2 é€mrada Oynran 306 nHadap Oosamap OMMAaBHI TEKIIUPYBIAH
yrrazmwiau. Cerncuc OunaH KacajulaHraH Oosanap 266 HadapHH TAIIKWI KWIJIH,
ynapaad 17 tacu (6,4%) cencucHUHT YTKUp Keuuinu owiad, 249 nadapu (93,6%)
CENTUKONMMEMHUK IaKid OWJlaH OFpWraH, yiapjaH VTKHp Keuywmm 152 Tacuma
(57,1%) Ba uy3unyBuan keuumu 97 tacuaa (36,5%) kyszaruiaral, myHUHTAEK, 20
Hadap coryioM OoJiasap XaMm TEeKIIUpyBra kuputuwirad. MHbekusm xapaéHHUHT
TApKAITAHIMTHHY  aHMKIam  Makcaguna MSIKra  (MUpHHIIM  SUIMFTAHHII
kacayuuru) yanuurad 20 Hadap Ba uy3uinyBdyad nHeBMoHusuM 20 Hadap Oonanap
TEKIIUPYBAAH YTKazwian. Ky HMUIMK KIMHUK Ky3aTHIUIAD CENCUCHUHT 3 XHJI
KJIMHUK-JIA00paTOpHs BApUAHTIIAPU MABXKYJIUTH KOHIETIUSCUHN MaKIUTAHTHPHUII
yayH acoc Oynmu0 Xwu3maT KWwigud. AdJKpaTWIraH BapuaHTIapAa CHUHTETHK

11



MMMYHOMOIYJISITOP TTOJTMOKCUIOHUWHUHT TahCUPH YPraHWIIN (JaBoiaml Kypcu -
10 xyn naBomuaa cytkacura 1 mapra 0,15Mr/kr B/u €ku M/0).

Juccepranus uiyaa Kydiuaara TaAKUKOT yCIyoIapy YTKa3HIIIH:

OaKTepUOJIOTUK TATKUKOTIAp: KOH, Temo0, Ha)KaCHUHT OaKTepUOJIOTHK
HKMacH, TOMOKJAaH Ba HHPHUHTIIM YIOKJIapIaH CypTMa OJIHIIL;

MoJIeKyJIsp-TeHeTuK yciny0: II3P-amarnoctuka €pnammiaa KoH 3apaoduaa
ky3raryBunHH (Candida albicans, E.coli) anukmari.

Cerncuc MUAarHOCTHKACHHUHT KyHUJaru yCyJUlapW WIIA0 YWKWIIA Ba

TaKOMHWIIAIITHPUII/IN:
cneu@uK HWMMYHOJOTUK YycynyOmap: cemcuc KysraryBuucura bBI'AP
épmaMma aHTHTAHAJTApP TUTPUHM  aHUKIam. “bonamapma  cradriiokokk

uHDeKIusIcH reHepanm3anusacuan oamopat Kuwmi yeayon” TAP 03347 pakamiu
nareHT, TomkeHT maxpuaa aasnar peecrpuaa 2007 vun 23 anpenjga pyuxarra
OJIMHTAaH; CENCHUC KYy3FaTyBUWJIApUTa KapIiM SUUIAFIAHUIL MEAuaTopiiapu —
mumponmtiaap— cnonran (CriJIT) Ba cnenuduk aumdbotokcunnap (CJIT) umnad
YUKApUWINIIUHA aHuKanl. «bonanapaa cerncucHu tanxuciai yeayou» [AP 03260
pakamiu mateHT, TomKeHT maxpuaa aabiar peectpuaa 2006 iiun 18 mexaOpb
pyHXxarra OJIMHIaH;

UMMYHOJIOTHK yCyJuiap: KoHjaa Jjumdornumiap nonyisuusicuan CD3
anukiam, T-mumdonutiap — CDy-xennepst, CDg-cympeccopsl, CD,/CDg, CDyg
CD20, CDy, CD95, HLA-DR MoHOKIOHAJ aHTHTaHamap ycayoum OwuiaH
anukyangu. Kon 3apnobuna G, A Ba M HMMYHOINIOOYJIMHIApH rejaa OIIui
panuan ummyHoauddysus yciayou (Mancini et all., 1965) MeunukoB HoMHaru
WIMUN TEKIIUPHUIN WHCTUTYTH TOMOHHUJAH HILIA0 YHKWITAH 3apmo0 Epmammuia
anukyianau. Kon 3apmobuaa “TOKCHMK OMUJI MHUKIOPH MapaMelnuil TecTu OuiaH
aQHUKJIAHIH;

UTOKUHIAPHUHT UMMYHOGepMeHT Taxyminu: Kon 3apnoouna FNO-a, IL-4 Ba
IL-10 mapaxxacuau anukiaambau MDA yuyn «MDPA-FNO-a, IL-4 u IL-10» Tect-
TU3UMIaH Qoiianannd nmmyHodpepMmeHT ycynuaa onmb 6opuinnu («Bektop-bect»
EAX, Poccust, 2009i4);

IIUTOTEHETUK Ba [UTOJOTHUK TAaJKUKOTJIAp KYJIbTUBAIMUIAHAIUTAH Ba
parOatnantupmiagurad OI'A mumbonutnapaa yrkazunau (Kocr E.A., 19751).

Hartmwxkanapra cratuctuk unuioB 6epum EXCEL nmakerua uimad 4uKuirad
CTBIOJICHTHUHT t-ME30HM HWIIOHWIM (apKd Ba MIIOHWIM HHTepBayLiap (o),
apupmeTuk kypcarkuwiapuu (M) ypraua xucoOJsaml Ba YJIApPHUHT CTaHIAPT
XaTOJUKIIAPUHY (M) BapHUaIMOH CTATUCTUKA YCIyOHaa XUCcoOalnl 1acTypu OpKaiu
amanra omupwiay. Cerncuc OKMOATIapUHU TaIIXWC KWIHII Ba OJIIUHU OJIMIIIA
KYPCATKUWIAPHUHT KYI OMWIJIM TaxJIMJIM JIOTUCTUK PErpeccus ycynuaa oauo
Oopunran. bemopiaapHHHT HMMMYHOTpaMMacH HaTW)XKajlapura H30X OCpUITHU
KOPPEJSLUSI-PErpecCuB TaXJIWIN yciayOu KyiulaHwirad. Ymoy yciay6aaH UMMYH
TU3UMHUHT SIIAPUH AUCOAIaHCHHU aHUKIAI yayH (oigamanmianu. bormanun
kodpdummentn  (BK) Ba Oormanumnuiap suunuru - kodddunmentu  (b3K)
xucobomanau. HOkopuma xypcatwiradn Kod(QUIMEHTIAp KYpCcaTKAUYWIAPUHUHT
KaMaluI TU3UMHHUHT WA MebEPIATaHIuTHIaH ganonar 6epaan (3eMCKOB
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A.Ba xammyammduap, 2011#). bomamapaa cencucHM TalIXUC KWJIHMII TYpPId
yCIIyOJIapUHUHT CE3TUPJUTd Ba CHEHU(PUKIWIH, MIYHUHTAEK, MXKOOMM Xamja
canOuii HATHKAJIAPHUHT TMPOTHOCTUK KUMMAaTH, TECTHUHT MKOOWM Ba canowuii
HaTWKajlapyu HUCOATUHUHT XaKKOHUUIUTH aHukIanau (Kumkys A. 2007i).

YuuHun 600 «IpTa émaaru 0oJajapaa cencuc KJIMHUK KeYyulId Y3ura
X0C XYCYCHAITJIAPMHMHI IIAK/JIAHUIIUAA TH3MM WY HMMYH JKaBoOu
KOHYHHUSITJIApM Ba MeIWATOP AMCOAJAHC TYPJAPUHUHI AXaMHUSATH»]a 3pTa
émgarn  OoJslamapAaru Cercucaa XyXaWpaBuii, Tymopal Ba XyKailpamapapo
Japaxkayiapia amajira OMIMPWIYBYM HMMMYHHUTET THU3UMU KOHYHUATIapu OaéH
kunuarad. CJIT Hu cemcucHHM YHTa Ky3FaTyBUMCHTa, HOCHEUU(UK Mpo- Ba
SAJUTMFJIAHULIITa  Kapliyd  [UTOKWMHJIAPHUHT J1apa)kacl YpraHwigu. bupuHun
Mapotaba sprta €mmaru OoJajap/a UMMYHUTETHUHT MEIUATOp IUcOaaHCHUTa
CJIT/CJITHuHr  OGOFNMMK — paBUIIgA yduTa KIWHUK-TA0OpaTopust BapHaHTU
anuKIanan (1-pacm).

proteus

St.

-+

haemolyticus __——

KCUHAMAp

Enterococc ),7 St.epidermidis

mun-

St.aureus < 7 Ps.aeruginosa

Candida

Cl.perfringens

— 1 papuaHT
3 BapuaHT

2 BapuaHT
coryroMm Oostanap

1-pacm. CencucHMHI TYPJIM BAPHAHTJIAPHIA CENCUC KY3FaTyBUMCHUTa JIUM(OTOKCHHJIAP Ba
SUIMFJIAHUII HOCTIeNM(PUK MeIHATOPJIApH Japaskacu (ONTHK OMPJIMK) (1r/mJ)

bupuHun BapuaHT — y30K JaBOM OTYBUM KEUHUIIM OWJIAH MIUIAATIA apajiall
AHTAarOHUCT pPEaKIUAJAPHUHT HaTWKacu cudartuga WMMYHUTETHH TMpO- Ba
SUUTUFJIAHUIITA KApII MEIMaTOp TU3UMHUHHUHT CyCaluIly OUJlaH XapaKTepJiaHa/Iu.
bup BakTHUHT y3una 6apua Ky3raryBumiapra aumdortokcuniap (CrJIT kabu CJIT
XxaMm) uinuiad yukapuimaca, Ba Oy, MHQEKIUSIM areHTHUHT TOKCUK TabCUPH —
OMpUHYM BapUaHT YYyH XOC OYJIraH MMMYHHUTET THU3UMH UYyKyp Oy3wiIHILIapu
XFcoOura TeKmUpuaaéTraH Ky3FaTyBUWIapra aHTUTAHATAPHUHT IOKOPU THUTPHU
ounan moc kenaau (1:256 Ba 1:4096 raua).

Mennarop OeTapTHOIUTH KM MEAUATOP XYKYM YyKyp UMMYHO JCTIPECCUSIHU
PUBOKJIAHUIIIMHU KENTUPUO dYMKapaad Ba JIUMQOIUTIApHU WHIYKIMSUIAITaH
anonTo3ura, 6ab3u Xomiapaa Hekpo3ura (uMmdonuTiap ¢GaosiallyBu MapKepiiapu
kypcarkuwiapuaudr optumm: CI25, HLA-DR Ba C/I95 MMMyHOKOMITIOHEHT
XyKaupalapuHUHT (mumonuTaap) Fas-al’ aroITo3  peenTopiapu;
muMmponuTiapHuHr  GuU3HoNIoTuK  xojatd  S0dou3 AUMOPOIUTIAPHUHT HOOYT
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Oynmumum Ba XpoMocoMmayiap aleppamusicl MUKJAOPH OWjIaH XapakTepiaHau.
NMMyHO TaHKUCIMKHU YyKYpJIAIITUPYBUM IIAPOUTIAP sSpaTHiiaau (aJoKaJIapHUHT
3UWIMK ~ Ko3(pduumeHTd Ba  OofiIaHUII  KOX(POUIMEHTIIApUHUHT  IOKOpHU
KypcaTku4u), Oy 3ca y30K JaBOM JTYBYHM “UMMYHOJIOTHK (ajaxiIukka’ oJud
Kenaau, ymoy sUUTMFIaHUII MEAUATOpJIapUHMU SHJOTEH HIIad YMKApUIUIIHNHU
Kamaiumy OuiaH HaMOo€H Oynaau. ByHMHT HaTWwKacuaa CEICHUCHUHT HOXKYS
okuOatu 20hon3HU TAIIKUI ATAH.

WkkuHYM BapwaHT y30K JaBOM OTHO KEYyBYM IIWIIATIN  apajall
AHTArOHMUCTUK PEAKIMs HaTwkKacu cudaruma, mpo- Ba SUUIMFIAHUINTA KapIid
MeauaTopiap MIad YWKAPWIMIIMHUHT Kydaluiu OujlaH XapakTepiiaHadu Ba
MEANAaTOp XYXKyM KypuHUIIHMIa HaMo€H Oymamau. Jlumdorutnap anonto3uHu
WHIYIUPJIAHUIINTa KYMak Oepuilii MyMKHH (XpoMocomayap abOuparuscu -
17,5% Ba ymux mumdornutiap mukmaopu — 31,6%). YmlOy Bapuant OupuHYH
BapuaHTAAH OJAUH Keiaau. byHna OONaHUHT MMMYH TH3UMH KOMIIEHCATOP
UMKOHUATIApU Xainu cakjiadrad. Cemcuc OuiaH KacajulaHraH OoJjanapja
TUMOOIUTIAPHUHAT aMONTUK YIUMU OPTaJd Ba UMMYHHUTET THU3UMH MEIUATOP
nucbanancura 6ornuk OYnanu (AW-amonTUK MHIAESKCHHHM IOKOPHU KypcaTKhujlapu
Ba Meauarop jaucOamaHcd OWpUHYM Ba WKKUHYM BapuaHTiapuga AWMU
HucOat). Cencuciau OOJaNapHUHT TEepUPEpPUK KOHUIA JTUMEGOIUTIAPHUHT
[IUTOTEHETUK TaxXJIWIu, OMPUHYM BapHaHTAa SKKOJ Hamo€H Oynran, 29,1dowus
XoJulapa Xpomocomanap abeppaluscyd JapaXaCHHUHT OPTHUINNA aHUKJIAH/H.
buprHYN Ba MKKWMHYM BapWaHTIAp y4yH MUKCT — TpaMMaH(uii Ba rpammycOar
cenicucHUHT 90,5¢ouznu Ba 72,3dousnu wkopu vactoracu xocaup. Cemncuciau
o6emopnapna nuMoIHUTIApra TOKCHK OMHI TabCHp KypcaTaau (OakTepusuiap
TabCUpU OKHOaTHAA “‘MeauaTop TY(HOH” — SUUIUFIAHUII MEIUATOPIAPHUHT Ky4Jin
UIUIa0 YUKAPWINILK), Y XyKalpa WYMHM Ba XaTTO TUIa3MaTHK MeMOpaHAaHWHT
Oy3uIuIIura o0 Kelaiu.

Y4yuH4YM BapuaHT — NUTOKUHJIAPHUHT KywIM HIUIa0 YUKApWIHMINA OWIaH
taBcu@uanaau (O0apya TaAKUK KWJIWMHAETraH Mpo- Ba SJUIMFJIAHULITA Kapilid
nuroxkuniap — NJI-4/YHO-o Ba CiJIT/CHT Kyuin unma® uMKWiInIg, 6y BapHaHT
Ipo- Ba SUTUFJIAHUINTA KapIid IMTOKWHIAPHUHT KUCKA MYIJIATIM MEIUaTop
Xy)KyMra Moc Keyaau, Oy XxaM UMMYHOLUUTIAPHUHT WHIYKIUSAJIAHTaH aronTo3Ura
KyMak Oepuinyd MyMKHH (Xpomocoma abepparusiiapu yactoracu - 20% Ba Yiuk
mumponmtiaap mukgopu 4,8%). Kommencatop suummFiaHuiira Kapuim xkaBoO
CUHIPOMUHUHT OaJaHClIaHTaH KEUUIU[a TU3UMIM SULTUFJIAHUIN PEaAKIMSICH
CYHIMPHIIAJIM Ba TOMEOCTA3HUHT TUKJIAHHUIIHUTA 0u0 Kenaau. Canouii okubatiap
Kaig KwimHManyd. KimHWUK — XonaTiapaa  ab30JIApHHHT  3apapiiaHUIIUCH3
cenTuueMus €ku Oup €ku OMp Heya ab30 Ba TU3UMIIAPHUHT 3apapiiaHuIld OuiaH
HaMOEH OYnanu. MukcT rpaMmmycOaT Ba rpaMMaH(Hil STHOJNOTHSUIIM CETICUC YIIOY
Bapuantaa 37,9dbous xonarnapaa ydpaau. YOy BapuaHT YYyH CETICUCHUHT
MOHO-TpaMMaH(HUil Ba MOHO-TpaMMycOaT STHOJIOTUSACUHUHT FOKOPH YacCTOTaCH
XapaKTepJIUIup.

AKpaTWwiraH BapUaHTIAp CENCHUCHUHT KIMHUK KEUWIIWHU OeNruiaiam.
Bapuantnap 1mukIUIMKKa 3ramvp, ShHU JABOJAll TAKTUKACH TYFPH TaHJIAHTaH[A
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OMpUHYM BapUaHT WKKMHYHCHUra, KEHMH 3ca YYMHUYMCHUTA YTUIIM MYMKHH.
HoapnexBar Tepanusiia, KacaJUIMKHUHT €MOH OKHOATHMHHM OENTMIOBYM, TECKapU
JUHAMUKA Ky3aTWIMIIA MYMKHUH. DBUpWHYM BapHaHTIa CENCUCHUHT KIMHHUK
KEUUIIU, OOIIKa BapuaHTIap OUSIaH COMUIITUPUIITAH/IA, UKKUJIAMYU UH(EKIMSITIN -
TOKCUK HSHIEedamonarisi KYPUHUIUIAPUHUHT IOKOPU YacToTacu OWIaH KeyraH
(33,4%; 5%; 5,8%) (1-xamBan).

®dakarruHa OupuHuM BapuanT yuyyH MHC TomoHuman TanBacanap,
MEHUHTORHIIeQaIUT Ba MU abcleccH KYpUHUIIMAArH I[IUKACTIAHHILIAP
xapaktepauaup. bupunun Ba nkkunuu Bapuantiap (88,9% Ba 70%) yuyH yuyuH4uu
BapuaHtra HucOaraH (35,2%) TOKCHMKO3 KYPUHHUIUIAPUHUHI FOKOPU YaCTOTACH
xocaup. bupuHunm Ba ukkuHYM BapuaHT yuyH (77% Ba 20%) KOH aljaHuUIIN
OY3UJIUIIMHUHT OFUP KYPUHUII OWJIaH KEUyBUH KAPAUT XapaKTEPIUAHP, YUUHUH
BapuaHTtna 3ca 5,8 ¢ousHu Tamkuia Kuiad. KurapHuHr adcuecc KYpUHHUIIUIATH
MIMKACTJIAHUIIY OMPUHYM BapUaHTAA UIIOHAPIU IOKOpU OYnno, SPous3Hu, ydMHUN
BapuaHTia 3ca 1,3 Gou3HM TALIKWUI KWIJIM, UKKUHYY BapUaHTAA 3ca yupaMajH.

1-xanBaj
Cencucnunr typuau sapuanriaapuga MHC mmkacriaanumu (%)
Kypcarkuuaap 1 BapuanT 2 BapHaHT 3 BapuaHT
n=36 n=40 n=68
Tokcuko3 32 (88,9)* 28 (70)* 24 (35,2)
oenruinapu
TanBacanap 16 (44,5)* 0 0
Hudexiuon- 12 (33,4)* 2(5) 4 (5,8)
TOKCUK SHIEPAIUT
Mus abcueccu 2 (5,5)* 0 0

N3ox: *-1-3 Ba 2-3 BapuaHTIap XaKKOHUIIUTH

bupvHuM Ba MKKMHYM BapuaHTIapia TMOJHOpPraH €TUIIIMOBYMIMK WKKH Ba
VHIAH OPTHK ab30 Ba THU3UMIIAPHUHT IIUKACTIIAHUIIM KYPUHUIIUIA HAMOEH
oynau. Mkkama BapuaHT y4yH CHUUJUK-aXpaTUII HYJUlapuHU OENrHMcU3 JaTEHT
MIMKACTJIAHUIIIYN XapaKTepauanp. ['acTpo3HTEPOKOIUT KYpPUHUIIINAATH MEbAA-UYaK
TPAKTUHUHT IMKACTIAHUII YacTOTaCH Ba OPOHXOMHEBMOHHUS CETICHCHHUHT
Yy3UIIyBUaH KEeUuIIuaa 2 mMapra Kynpok ydpanu (2-pacm). bupunum BapuaHTna,
UKKU TOMOHJIaMa OpOHXOITHEBMOHHUS, 0ab3aH MOJMCETMEHTAp, TJIEBpaAJl peaKilus,
MKKWHYM BapUaHTAA 3Ca KYIPOK YUYOKJIM €KMW TApKOK KypuHHUIAa Keuau. Mkkana
BapUaHTAA XaM YTIKaJapHUHT IIMKACTIAHWINN OFUpP KaWTalaHUII OWIaH Keuju.
YYyuH4YM BapuaHT Y4YyH SXIIM MPOTHO3IM Maija VYIOKIH OpOHXOMHEBMOHUS
xapakrepauaup. Cerncuc OunaH KacajylaHTaH Oojianapja MeauaTop AucOaJaHCHU
Oapua axpaTWiraH BapUaHTIapuAa HMMMYH TH3UMHHU XyXalipa Ba Trymopal
OYFUHJIApUHUHT Oy3UIUIITIAPU aHUKJIAH/IH.
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6pOHXOHHeBMOHI/I}I TraCTpOoOHTEPOKOJINUT

100
100

90 - -
90

80 - 80 -

70 + 70
60 | 60 -
= 1 BapuaHT

50 - 50 -

40 ™ 2 papuant 40
30 1 30
= 3 BapuaHT

20 1 20

10 - 10 -

o - - ; . o - = —
yTRUPp IY3UITyBUYAH VTRHUp gy3MuIaIyBUYaAH
KeJYIrm KeYHInmu Ke4dulirm Keduinu

H30x: *-yTKUp Ba 4y3MITyBUYaH KEUUI YPTACUIArd UIIOHWINITHK
2-pacMm. CenCHCHUHT TYPJIU BApUAHTJIApU1a OPOHXONMHEBMOHUS Ba
racTPOIHTEPOKOJIUTHH yupain yacroracu (%)

buprHYM Ba MKKWHYM BapuaHTIapAa SKKOJI HaMOEH OYIyBuM Oy3uuiLIap
Kaina KWIHHIH (mumdoumtaap, T-nmumdonutiap Ba YIIAPHUHT
MONYJSIUSJIADUHUHT  CYHIUPUIIMINM,  IIYHUHTAEK, TNepudepuk  KOHJIaru
amumdormtiaap QaomnamyBu Mapkepiaapu — CJH25, HLA-DR Ba CH95 -
MMMYHOKOMIIETEHT Xyxailpanmapu Fas-ol' anmonTo3 peuentopiapuHUHT Kydid
unutad uyukapunumu). 10 Ta cencuc Ky3raryBuucura kKapmu JITauar ¥3apo
koppessinnoH  Oornmukuruan - (Proteus, E.Coli; St.epidermidis; Pseudomonas
aeruginosa, Klebsiella, Clostridium perfringens, Candida Typugaru auutku
3amOypy+iap, St.aureus, Enterococc, Streptococcus haemolyticus ra) xyxaiipaBuii,
rymMopasi Ba XyXaipajapapo UMMYHHUTET KypcaTKUWiapu OwWiiaH Oupra TaxJimi
KWIMHTaH/Ia, UMMYHUTETHUHT TypJin OYFuHIapuaaru Oy3uiuiIap
JTUMQOIUTIAPHUHT MHUKpPOOJIAp TOMOHHUAAH CEHCUOWJUIAIIMINM Typura Ba
MenuaTtop aucOanaHcu BapuaHTura OofnukauruHu kypcatau. bynman KC Ba
KTCuau xuco6ad Tonuii opKajiy YTKa3uiaIyBUd KOPPEIAIUOH-PETPECCUOH Tax IHII
MabIyMOTIapU XaM TYBOXJIMK Oepaju. YJAPHUHT SHT IOKOPU KYpCATKUWIApU
MeIuaTop NUCOATAaHCUHUHT OMPUHYMA BapUaHTH yYyH XOCAHp, Oy WMMYHHUTET
TH3UM (PYHKITUSICHHUHT YyKyp Ba SIIMPUHTAH Oy3WJIUIUIApUa SKKOJ HAaMOEH
Oynran OakTepueMusi MaBXY/UTUTHU]IaH JajioiaT Oepaim.

[ysgait xkuamb, cenTUK >KapaéHHUHT KIMHUK KEYHWIIM, JaBOJall Ba
OKMOaTIapyu HaTWXKaJapUHU aHUKJIOBYM TATOTE€HE3 acocuaa XysKailpanapapo,
Xy>KalpaBuii Ba ryMOpal UMMYHUTETHUHT OY3WINIIN ETAIN.

Typrunun 000 «Cencuc KacaUIUIM KeYMIIM Ba OKMOATJIAPHUHHUHI y3Ura
X0C XYCYCHMSITJIADHMHM AaHMKJIANIA KJIMHUK-JIA00paTop KypcaTKa4Jiap
MaKMYaCMHMHI TAIIXHC Ba MNPOTrHO3JALIAATH MAabJyMOTJapra OOWINIMHM
Kuécuid Oaxosamr’ra OarunuiaHrad. Ym0y 0o0ma Oosanapaa CENCUCHU
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TAIIXUCIANTHUHT WIIIA0 YMKWITaH Ba TAaKOMWJUIAMITUPWITAH WMMYHOJIOTHK
ycyJutapu 0aéH KuimHa . bus, Gonanapaa CeNCUCHUHT YHTA KY3FaTyBUMCHTa CIIOHTaH
- CJIT Ba cneuuduk CJIT-menuaropnapy SUUTMFIQHUIIHU aXpaTHO OJMII Ba
AQHUKJIAIIHUHT Y3Ura XOC YCIyOMHM WMIUIA0 YMKAWK. Y CITyOHHMHT TaMOWWIM YyKMa
YCTUJIard CYIOKJIMKHUHT TYPJIM aHTUTEHJIApUTa TOKCUK CHEIM(DUKIMIMHA aHUKIAITHHA
Y3 uuura ojaav, yHu OeMop aHTUTreHIapu OwiaH JMMGOLUTIAPUHU YCTHPHILIAH
KEeHMH OoNMMHAM. AHTUreHjaap cudaruga Cerncuciu Oonaiapia ONIUHIAH aKpaTHO
OJIMHT@H MHUKPOOPraHM3MIIAPHUHT MIAPTIU-TIATOTEH Ba TMAaTOreH KYyJbTypaiapu
omuHAWd. bupuHUM MapTa CEHCHMOWUIAIITHPHATAH JUMQPOUHTIAD AapaKaCHHU
AHWKJIAII Y49YH CHEKTPO(OTOMETpAa XMCOONAml YCyIH KyJUIAHHIUTH. YTKA3HIraH
criel(pUK TEepanusTHUHT CcaMapaJopiUruHu Oaxofall Y4yH JaBoJialliradya CercHc
Ky3raryBurcura Kapmu CJIT unoad ynkapuiuiing ypranwiay. Ycinyora kypa ymoy
KaCaJUTMKHUHT HaakaT KaWTalaHWII JaBpuaa, Oalku OEMOPHUHT KIMHHK TY3aJdIl
JaBpua XaM HWNUIA0 YMKAPWIMIIMHU V3 HWYWra OJraH JUarHOCTUK KUMMAaTu
YypHatwiy. Hatwxkamap CerncucHM JaBoJialll camapaJopJiuTMHU  Oaxonalijga Ba
JIaBOJIAI YYYH KEMMHTY UHIUBUYaJT JACTYPHH TY3UIIIA KYJUTAHUIUIINA MyMKHH.

CJIT summFnanuin menuaropiapu 0ymmO, muMdornuTiap TOMOHHMIAH HILUIa0
YUKAPWIAAW, yJap WIUIa0 YWKAPWIMIIUHUHT OYFUIUIIM MHQEKIUSHUHT FOKOPH
Japakajaru OakTepueMus €Kd CypyHKald XojaTrra oyiv0 Kenlaau Xamja XyKanpa
UMMYH aBOOU X0JIaTUTra y3 TAbCUPUHU KYpCaTaIu.

CencucHUHT SXTUMOJIMKA Ky3FaTyBUWIApWUTa SIHTM Tal€pJIaHTaH SPUTPOLUTAP
JMArHOCTUKyMIJIapHU ~ aHuKiam  Owinan  BI'AP-ceposioruk  auiarHOCTHK — yciyou
TAKOMIJUTAIITHPWIIK. MHpEeKMon >kapaéH TeHEpATM3alMsICUHUHT JIUArHOCTUK
ME30HJIApU aHUKJIAH]TH.

Opra émgary Oonanapaa CEnCUCHU TYypPJU XWI TAalXUC KWIMII yCITyOJapuHUHT
CE3TUPJIMIH Ba CHEUM(UMKIMIMHN COMIITUpMA Oaxoiai (0aKTepuoIoruk ycyd -7 7%,
cerncuc KysraryBuncura CrJIT Hu anuknam ycynu - 67,1%) cencuc Ky3raryBurcura
BI'AP ycynu épnamuia aHTUTaHAIAPHU aHUKJIAIT FOKopH ce3rup (97,8%) skaHIUruau
kypcarau. JluarHoctukama ymi0y YCYJIHUHT KYJUIAHWIUINN KAaCAUIMK STHOJIOTHK
XapaKTePUCTUKACUHU aHUKIal WMKOHUHU Oepamu. CrJIT wu anumkmam ycynuaa
CE3TUPINK, JUMMOIUTIAD YHA KaM HIUIA0 yuKapuimm cababmu, mact OynraH, Oy
MeMaTop JUCOATAHCHHUHT OUPUHYM BapHaHTH Y4yH xocaup. bakrepuonoruk ycymnma
cneurupurmk mact 6y SS¢pownznu Tamkun kg, BI'AP Ba CrJIT ycymnapuna
cnetmdurimk Moc pasuiia 75¢ou3 Ba 76,3hon3Hu TalIKWI 3Taau. Xap Oup yciyo
y4yH WKOOUW Ba cayiOMil HaTWXKajlap MPOTHOCTHK axaMusaT XxucoOmanmu. Canduit
HATWOKAHWHT TIPOTHOCTUK aXaMUSTH (TECTHM CajOMii HaTwKacuaa KacaJUTUKHU
MaBxKyll sMmaciuk TaxmuHu) BI'AP ycmyOupa sxkyna tokopu Oymu0, 94,7¢dhousznu
tamkwi kuwian. CoJIT yenyOuaa y skyaa xam nact 6ynran — 46,6 ¢ous, Oy menuaTop
mucOamaHcuHUHT  OupuHuM  BapuaHtuga CrJIT  wnad  YMKapUIMIIMHAHT
CYHIMPIIIUII XpcoOuTa 6yIica Kepak.

JIMarHoCTUKaHUHT OaKTEpUOJIOTUK YCIyOuaa canOuii HATHXKAHWHT MPOTHOCTUK
axamusiTd 64¢hou3HN TAKWI KW, MbkoOuii HAaTMKaHWHT TIPOTHOCTHK aXaMUSITH
(TecTHM WKOOMI HATWXAacWAa KaCAUIMK MAaBKyIUIMTH HSXTHUMOJIM) OaKTEPHOJIOTHK
yeny6ra comumuprangaa CriJIT Ba BI'AP yenmy6napuaa roxopu (88,2%; 88,2% Ba
70,7%) O0ym6 umkkad. CJIT nporHocTMK ycayOu ydyH WKOOMN HaTHXKaHUHT
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MPOTHOCTHK aXaMUSTH FOKOPWIMTUTa Kapamai, Oomika ycioyOmapra HucOartaH,
HaTWOKAJIAPHUHT IPOTHOCTUK aXaMUsTH macT OynraH. by, opranusmia Ky3ratyBumiiap
MaBxkyn OVinca xam, CJITHMHr gouM  MIUIA0 YMKAPUIMAraHJIWUTHHU KypcaTaau
(omatna UMMYHUTET MEAUATOp AUCOATAHCUHUHT OUpHHYM Bapuantuaa). LIlyHuHraek,
[13P-guarnoctuka Ba BI'AP KOoHIa MUKpoOpraHu3milap Ba Ky3FaTyBUM MaBXKYIUIUTH
XaKuga axoopoT Oepranyua xaMm. by uMMyH TuU3uMzIard xyxaipanapapo Japakaaar
Oy3wmnuiapra OOFIMKIWD, SUUIMFJIAHUII MeEAuaTopiiapu JucOanaHcu  XyKaipa
Japakacuja amalira OITyBYM SIKKOJ Y3rapuliuiapra, MMMYHOLIMTIAPHUHT SUUTAFIIAHUIIT
MEIMATOpJIApUHA WIILTA0 YHWKapa OJMACIHMK XYCYCHSITUTA, amolTo3 Ba XyKahpa
HEKpo3uraya om0 Kenmaad. ArapJa WMMYHHTET TH3WUMUHUHT —KOMIICHCATOP
MexaHm3MIIapy cakjianran Oynca, yama CJIT ambarra wnniabd ynkapwnaay. [lyauaT
yayH cercuc KysraryBuminapura nucOatan CJIT Ba BI'AP ycmyGmapu wxoOwit
HATWOKAJIAPHUHT TIPOTHOCTUK axaMusTh Oup xwipanuruda komamu. Llynmai xumuo,
JIMarHOCTUK HYKTaW HazapJaH SHT axOopOoTiM Ba MINOHWIN YCIyO, SBHH CEICHC
KY3FaTyBUMJIApUra aHTUTaHAIapHU aHUKIaHUHT BI'AP ycinyou xucobnanay.

bakrepuan nHQEKIUIHUHT TeHepaTM3aIMsUTAaHUIIT ME30HHHHU UIILIa0 YMKUII YIyH
cericucHuHT 10 Ta Ky3ratyBurcura antutaHaigap tarpu 20 Hadap 'B3mu, 20 nadap
yy3myBYaH MHeBMOHWsUI Ba 20 Hadap cencuciu Oemopnapaa BI'AP  Hunr
TAaKOMWUTAIITUPWITaH ycinyOu Owinan anukiaaHau. Cencucaa Ky3raTyBUHIIapra
aHTUTAHAJIAP TUTPU XKyaa rokopu Oynuo, 1:4096 mu Tamkwn kuiad. ['B3 mm Ba
Yy3UITyBYaH MHEBMOHMSUTH Oemopinapnaa 1:256 nan optmanu. Iy myHocabar Oumnan
Kylujarnya Xyiaoca KWIHI MyMKHH, S’bHU aHTUTaHAJIAPHUHT OOIUTAHUII TUArHOCTUK
tarpun a0 1:256nm, 1:256 gaH OKOpHM TUTPHM 3ca  OaKTEPUEMHSHUHT
TreHepaM3alUsUIaHuIM  1e0 XucoOmamr MyMKuH. Typiau  MUKpoopraHu3miiapra
HucOarad 1:256 rada OViraH aHTUTaHA TUTPUHUHT MaBXKYIJIMTUHU, KOHJIA OaKTepual
MHQEKIMS MaBKy UMY Mapkepu cudaruia 6axonam MyMKHH.

[ynnait kunuoO, spra €num Oonanapaa CErncucaa MU0 YUKWITaH SKCIpecc-
JIMAarHOCTUKAHUHT OaKTEPHOJIOTUK Ba MMMYHOJIOTHK YCITyOJIapyuHu »*Kamial Kyuialra
acoCllaHTaH JUTHOCTUKA yciyOyapyu Ba HH(MEKIus KapaCHU TeHepaIu3alysCHHA
TACIUKJIAIT KACaJUTMK 3THOJIOTHSCH, OaKTepUEeMUsl Tapakacu Ba OEBOCUTa UMMYHHUTET
TU3UMU KYPCATKUWIAPUHUHT JACTIa0KK XOJaTh Ba JUHAMHMKACH XaKuAa TYIIUMK
axo6opor Oepagu (IAP 03260 pakammu mateHT «CriocoO0 JUAarHOCTHKH CeTcuca 'y
nerei» TomkeHt maxpuna aasnar peecrpuna 2004 i 04 uroH Kaiin stwiras; [AP
03347  pakamimu ~ mareHT — «Croco®  MPOrHO3MPOBAaHUS  IeHepau3aliy
cramI0KOKKOBOM HH(pekumn y nerei» TomkeHt maxpuaa 2007 iwn 23 anpen gaBnart
peectpuna kaig stwirad; IAP 2011 0396 pakammm mateHT «Crnoco0 JAUarHOCTHKH
OaKTepHaIbHOTO cericuca y Jietei panHero Bo3pactay 2011 iun 07 centsaOp TormkeHT
1axap, UXTUpora TajadHOMa OJIMHTaH).

Opra ¢Empmark  Oonayiiapjia  CEMNCUCHU — TallIXWCTall Ba  OKUOATIapUHU
MPOTHO3JAIIIa KIWHUK, OaKTEpPHOJOTUK Ba HMMYHOJOTHUK KYpCaTKUYJIApPHUHT
uHpopmaTuBauruan (71 KypcaTkud), JJIOTUCTUK PETPECcCHs yCIyOuaa Ky OMUIUIA
Tax;iaal YTraswiau. Tobe Yy3rapyBuu cudatuaa “oxubar” KypcaTKU4HIaH
doitmananunan. VMMyHUTET TH3UMUIATH MEIUATOp JUCOATIAaHCUHM XHcoOra
OJIMac/laH MaTeMaTHK MOJEN SIPATUITHUHT KYI OMWUIA TaxJIWiM OUp KaTtop
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OMMJUIAp MOJENTa Ce3WNIapiu Tabcup KuiauimuHu Kypcarau. IRI omunuaunr 6up
OMpJIMKKA OPTUIIN WXKOOUU OokubaTHM 7,5 OGapaBapra OpTHII MMKOHUHH Oepaju
(OR 7,53 95%CI 1,14-49,53; p>0,05), IL10 Ba CD16 oMHJUIApHUHT OPTHUIIH 3Ca
wxoouit okubatuu 1,3 6apaBapra optumt umkonuHu, (OR 1.31 95%CI 1,11-1,55u
OR 1,31 95%CI 1,01-1,70; p>0,05, moc paBumiga), mryHuaraek, CD95 omuimnam
Oup OuUpIMKKAa OpPTHUIIM WKOOMH OKMOAaT UMKOHMATHHMHT 1,5 OapaBap
KaMarinmra oau6 kemaau (OR 0,64 95%CI 0,48-0,85; p>0,05).

NMMyHUTET THU3UMUHU MEAMATOp IUCOAaTaHCHHHM XucoOra onmd MIpOrHo3
Kuiuil, OupuHun Bapuantaa FNO-o xap Oup Oupnukka opTHIIKAA AIad KETHII
SXTUMOJIMHUHT 2,5 GapBapra optumunu kypcatan - OR 2.83 95%CI 1.05-7.65;
p<0,001. Ymby natmxanap «Crnocod MporHO3UpPOBAaHUS KIMHUYECKOTO TEUEHUS
cerncuca y naetrei panHero Bospacta» (pakamuu |AP 2011 0396 -2011 #wm 07
CEHTSA0pb) NXTHUPOCHTA TaTabHOMa OepHITa acoc OYVIMO Xu3MaT KHJIIH.

NMMyHUTET THU3UMH MEIHATOp AUCOATaHCUHUHT OWPUHYM, WUKKUHYM Ba
YUUHYY BapUaAHTIAp YUyH XOC OYJraH KJIMHUK OelruIapHu aHUKJIalll MaKcaaua,
UMMYHUTET TU3UMHU OONUIAHFUY XO0JIaTUTa OOFJIMK KIIMHUK KEYHIIHU Ba OCITUHUHT
TEruIll YXTUMOJIUHU TudPepeHmanian IMKOHUHA OepyBYM MaTeMaTHK MOJEIb
ApaTUIIINA 2-KaIBaJl.

2-KaaBaJ
Cencuc BapuaHTJapu (apKIAHUIINIA KIUHUK OeJITHIaAPHUHT
perpeccHoH TaxXJIHJIN HATHKAJIAPH.

Kypcarkuuiaap ‘ HU ‘ nn ‘ P

bupunuymu BapuaHT

Tepu 51 1,39-18,92 <0,01

KOIUTaMJIApUHUHT

MapMapCUMOH

paHru

DHiedamonaTus 4,21 0,76-23,46 <0,05

Kapaut 8,63 2,472-30,12 <0,01
HNKKuHYM BapuaHT

Kurapaunr 3,11 1,39-6,99 <0,01

IIMKACTJIAHUIIIN

DHTEPOKOJIUT 0,39 0,16-0,97 <0,05
Y4YMHYM BAPUAHT

Cy06debpun 14,56 2,52-84,07 <0,01

xapopar

Tepu okapuim 4,12 0,72-23,48 <0,05

Kurapuunr 0,34 0,14-0,83 <0,01

IIMKACTJIAHUIIIN

Kapaut 0,08 0,016-0,393 <0,01

TNF-a Ba UPU, TNF-a, MJI-10 Ba TNF-a Ba CD95 ypTacuna koppensiuuoH

Ba YM3MKIU perpeccusuin taxiauin ytkazwiad. TNF-a Ba WMJI-10 ypracuna tyrpu
qu3uKian 0ormukuk (1=0,72; p<0,05), TNF-a Ba CD95(r=0,72; p<0,05), TNF-a Ba
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NPU ypracuna (r=-0,77; p<0,05) cencucHUHr OMpPUHYM Ba UKKUHYM BapHUAHTU
yUyH XOC OYNraH Teckapy OOFJIMKIUK aHUKIAHIH.

[yngait  kunub, HMMYHUTETHH TH3UMJIM OOLIKAPUII KOHYHHSTIAPU
aHUKJIAHU, 0y KaCAINTMKHUHI KJIMHUK KEUWIIU Ba OKMOATUHU OEJTMJIOBYM yyTa
KJIMHUK-TA00paToOp BapHaHTIAPHU aXKpaTUO OJIMII y4yH acoc OYnaubd Xu3mat
KWUJ1aau, OyJIapHU aHUKJIAI 3Cca IMarHOCTUK Ba MMPOTHOCTUK aXxaMUsITra Srajup.

Opra Emmarn Oonanapia CENCUCHM TallXHCJall Ba JaBOJall alrOPUTMHU
unurad yukuaan. Y oup Heua Oockuwiapaan udoparaup (3-pacm):

1) yrraszunran cnenuduk tepanusan (JIT, BITAP) 6axomam Ba JaBoJIalTHHHT
WHANBUAYaN PEKACUHU TY3HIII;

2) TOJMOKCUJOHUN OWjaH MMMYHOMOIYJUIOBYM Tepamnus, OyHJa JaBoJjiall
KYPCUHUHT YTKa3WIHIIM coHUra nuddepennman EHIOMIYB HWIUIA0 YUKUITaH.
Meauarop nucOallaHCHHUHT TYpJIM BapuaHTIIApHUIa CETICUCHU amial JaBoJiamiia
MOJIMOKCUIOHUWHN  KYJUJTAHUIITHUHT KIIMHUK-UMMYHOJIOTUK —caMapajopiura 3
BapUAHT y4yyH OWTTa JaBOJIAlll KYpCH YTKa3WIll €Tapiid OYIUIINHU, OUPUHYM Ba
WKKWHYY BapUaHTIap YUYyH 3ca 2 Ta JaBoJjalll Kypcy YTKa3uIll eTapiu SKaHJIUTHHU
KypcaTau.

Kunuuk éuwigaru 6os1as1apga cencucHm gaso/iall Ba AUMarHOCTUKACH a/IrOpUTMH

1-BOCKW/Y - TU3nMnu snnusnaHunLl XXaBobu CUHAPOMUHUHE Maexyanurn (TAXKC): kynuaarm 4 mesoHaaH 3HI KamMmuaa Ukab30 Ba TUSUMIMapHUHD
LLIVKACTNaHNLLNKUTACUHN MaBXXyaAnuru, yrnapaaH utracu aHomarn xapopaT €ku NenkoLmuTnap CoHu:
XapopaTt >38,50 C ékun <36,00C; Taxukapaus €k 6paaukapaust; XaHcupall kM TaxunHoa; él Mmebéprnapura HucbaTtaH nemkouuTnap CoHu opTraH ékm
KamawvraH, ékm >10,0% eTunmaraH HenTpodunnap

L xa J L YK )
l ) — CentuuemMmusa (Yy4oK MaBXXya @Mac) ]
[ 2 BOCKWNY- GekTepneMUuUsiHMHIr Maexyanurm <
(SR X0 GEGIERE 7 [ CenTtukonuemus (ab30 Ba TUSUMMAPHUHI ]
\ 3apanuHuLun)

[ T HuHr wkobuin kypcatkmun | }——{ PHIA tutpu 1:256 naH rokopu_|

[

[ JIT HUHr can6umn KypcaTkuydm

3-BOCKUY - ab3o Ba TUSMMITAPHUHI 3apapfiaHULLMHN aHuKNaLl: MHPEKLUUS YHOFUHU MaBXyanmrn
(BPOHXOMHEBMOHUS, SHTEPOKONUT, KapaAuT, SHUedanonaTms Ba 60LuK)
4 BOCKUY — uMMYyHHUTET TU3UMH MeauaTp aucOaraHCyu BapUaHTIAPHUHN aHHUKJIAII ]

1 BapuaHT — NIPO- Ba SULIMFJIAHUIITA
Kapliv MeauaTpiapHHu CYHIUPHIIALIN,
MHGEKNUSTHUHT 2 Ba YHIAH OPTHK

2 BapWaHT — NPO- Ba SULTHFJIAHUIITA
Kapird MeauaTpiapHu unuiad
YUKAPUIMINYA KydalHuIny, 2 Ba yHIaH

3 BapuaHT - IPO- Ba sSULTAFJIAHUIITa
Kapird MeauaTpiIapHa uinuiad
YUKAPUJINAILIN ITHASATIA OPTHILNH, 2 Ba

Yy4aoknapu KaM ab30 Ba TU3UMJIApHHU

U KacTJIaHUuII

YHOaH KaM ab30 Ba TH3UMJIApHU
MU KacTJIaHUuIIu

5 BOCKUY — naBojiam:l)yrkasuiaran cuneunduk repanussaun 6axosiam (PHILA, JIT), HHAMBUIAYAJ 1ABOJIALL
pexacu Ty3mjiaau
2) MOJIMOKCHIOHU OUJIaH MMMYHOMO/YJIJIOBYM Tepanusi: 1 u 2 papuaHT - 2 Kypc
3 BapuaHnT — 1 Kypc

3- pacm. Kuuuk émgarn 60.]'[3.]13[)}18 CCIICUCHH Taluxuc/jiam Ba JaBoJiall aJJrOpuTMu

1 6ockua - CCBO MaBXyIJIMTHHA aHUKJIAII;

2 00CKHY - OAaKTEPUEMUSTHUHT MaBXYJIUTH;

3 G0CKHMY - ab30 Ba TU3UMIIAPJATH Oy3UIUIILUIAPHN aHUKJIAII;

4 60ocku4 - MmeanaTop AucOanaHCy BapuaHTIAPUHU aHUKJIAII,

5 6ockuu —naBonai 6yiu0, y Kyiinaaruiapra HyHaaITHPUIITaH:

Opra €mmarm Oonamapia CEMCHUCHU — TallXWcalml Ba  JaBOJIAIIHUHT
MATOTEHETHK AaCOCIaHTaH 3aMOHAaBHH yCIyOmapu caMapaJopiuTHHUA —TaxJIAJl
KWIUII, Takiud STUIaéTraH aldropuT™M KYJUIAHWIMINK CENCHUCHUHT KEUWIINra
MKOOUN TabCUp KYpcaTnu, KalTallaHWII JaBpuJa KacalUIMK KIWHUK Oelruiapu
JABOMHUIMIUTUHY, KAaCANIMKHU KalTalaHWUII YacTOTaCMHU Ba OeMopJapHU
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muQoxoHanapra ETKM3WIMLIIMHA KUCKApTUPIW, VIUM XOJATIAPUHUHT KA
ATUJIMATaHIIUTH, UKTUCOAUN caMapaopINKKa OJINO KEJTH.

Mynmgaii kw0, WNDIA0 YMKWITaH HWMMYHHTET TH3UMH — MEIUATOp
arcOalaHCuTa Kypa TaIlXHUCIall Ba IMMYHMOTYJUIOBUM TabCUPHU Y3 UUWTA OJTyBYU
JIaBOJIAIl CXEMACHHHMHT KYJUIAHWJIMIIN TAIIXUC KYHHINTa, Teparus HaTWKaJapuHHA
acocnaml Ba 0axosnarnira, HaTWKana, dpra Emgard Oonamapia CENCHCHUHT KIMHUK
KeUuIIM Ba oKuOaTiapura wmwkoowi tawcup Kwiaau (Jlactyp ryBoxnomacu DGU
00819 pakammu « CerncUCHM TAIIXKCNAIl Ba JABOJAI CaMapaJOpJUTHHU aHUKIIAI
yuyH», TomkeHT maxpuaa nasiar peectpuga 2004.15.07 pylixatgaH yTKa3wiras,
Hactyp ryBoxaomacu DGU 02352 pakammu «IIporpamMma ajisi OIEHKH COCTOSHHS
JeTeil paHHEeTo BO3pacTa, MEPEHECIINX CETICUC», TOIIKEeHT 1axap JaBjiaT peecTpuaa
2011 #iun 18 HOsAOp pYyiixaTaaH YTKa3WITaH).

XVYJIOCA

1. UMmmyH kaBOOJIApHUHT aHUKJIAHTaH XYCyCHUSITIIapU acoCU/Ia BA UMMYHUTET
TU3UMH MEIUATOp AUCOATaHCUHUHT M(OJaTaHTaHIUK Japa)kacu Oyitnya axxpaTuo
OJIMHTaH CETICUCHUHT y4Ta KJIMHUK-JTAa0opaTopusi KeUUIl IIaKUIapu dpTa Eniiaru
Oonanapja KacaJUIMKHUHT KIWHUK KEYMIIM Ba oKuOaTiapuaaru GdapkiapHu
OenrmIanmn.

2. Opra émgaru Oonanapaa CENCUCHUHT KIMHUK KEYMIM UMMYHUTETHHHT
XyKalpaBuil xamaa rymopai OYFMHUIArd SIKKOJI y3rapuiiap OujlaH Kedaau Ba
Oynmap wMeauarop  JAucOaJaHCUHUHT  OONUIAHFUY — XOJlaTUra  OOFJIUKIHUP.
NMMyHOJIOTMK ~ KypCaTKA4YJIapAard OSHI  AKKOJ — y3rapuuuiap  MeAuaTop
IUCOAIaHCUHUHT OMPUHYY BapUaHTH Ky3aTUirad Oonanapaa Kaila STUiau.

3. Cencuc TamxucoTuaa KyJUIAHWIAIUTaH OTHOJOTHK KYy3FaTyBUMHU
nabopartopusia  aHUKJAINIHUHT  Typiau  yciyOnapuHu  (OaKTEepHOJIOTHK,
muMmpoTokcuunapau anukiam Ba BI'AP ycmyOu) Takkocnain opKaiu CenCUCHUHT
SHI KYN yYpauWJIWrad Ky3raTyBUWJlapura Kaplly aHTUTAHAJap TUTPUHU AHUKJIALI
Owran Owupra yrkaswiaauran bBI'AP  ycnyOMHMHr 1OKOpH — Jlapakajaru
cesyBuannuruau (Se 97,8 %) Ba MUMQOTOKCHHIApHU aHUKJAII yciyonapu (Sp
76,3%) Ba BI'’APuunr (Sp 75%) cienu(puKIuTy aHUKIaHIH.

4. Ummynonoruk Tamxucnam ycayonapu (CJIT Ba BI'AP anuknanuim) HUHT
JUArHOCTUK KUMMaTH OaxonaHub, Oy cemncuc Ky3raTyBuMjiapura HucOaraHn
TuMQOTOKCHUHIIAp Ba aHTHUTAHANAp TUTPU HadakaT KaCAIUTMKHUHT KalTaaaHWII
JaBpuja 3Mac, Oankd OEMOPHHMHI KIMHUK Ty3aJIdIl JaBpUAa XaM HWIuiad
YUKAPWIMIIA ~MYMKHHJIMTHHHA KypcaTaau. HaTwkamap CENncuUCHU —JaBOJIalll
camapaJopJIMTUHU OaxoJaiifa Ba IaBOJall YIyH HHIWBUIYal JACTypHHU Ty3UIIIIa
KYJUIAaHWJIAIH.

5. Dpra émnaru 6omanapa CENCUCHUHT KIMHUK KEYUIITH UMMYHHUTET TU3UMU
MeIuaTop JAUCOAIAaHCMHUHT OOIUIAHFWY  XoJjaTtura Oornmmkaup. Menuatop
TUCOATAHCUHUHT QXXPATUIITaH 3 XHJI BAPUAHTIAPUHUHT Xap OUpH yIyH X0C OyiraH
CETNICUCHUHT KJIMHUK KYPUHUIIJIAPUHA aHHUKJIAII MaKcaauaa TY3WIraH MaTeMaTHK
MOJICIT ITyHH KYPCATANKH, OUPUHYH BapUAHT YUYH T€pU KOIUIAMJIAPUHUHT MapMap
Tycnanuru xoc 0ymm6, 6y MHC 3apapnanuiim Ba KapAWTIaH JajojiaT Oepajiu.
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NkkvHYM BapWaHTra >KUTAPHUHT WKKUJIAMYM WHOEKIIMOH-TOKCHK TEMaTUT EKU
KUrap aOCUeccH WIAKIWAArd 3apapiiaHuIlld Ba DSHTEPOKOJUT KaOW KIMHHK
KYPUHUIUIAPHUHT KUPUTHIMIL SXTUMOJIM IOKOpU OViraH. YYuH4YM BapuaHT y4uyH
cyOodeObpu TaHa XapopaTh KYpUHHINMAArd Oeiaru ymioy Trypyxra KUpHUII Y4yH
IOKOpY HUCOUM 3XTUMOJUIMKA 3Ta OYIica, ®urap NIMKACTIAaHUIIN Ba KapIUT 3ca SHT
NacT HUCOMM 3XTUMOJIITUKA dTaup.

6. Texkmupuiarad KIMHUK-TA00paTOpUsl KYpCAaTKUUYIAPHUHT KEHI pyHxaTh
KUPUTUIITAH MAaTeMAaTHK MOJICTHUHT WIUTA0 YMKWIUIIH dpTa Enutk OoJiajmapaaru
cencucaa y €ku Oy abp30 Ba TU3UMJIAPHUHT 3apapiaHUIId HUCOUN dXTHMOJIMHUHT
MeauaTop AucOaTaHCH BapHaHTHTa Xamja OONIIaHFWY XOJaTH KYpcaTKW4YJIapura
OOFMMKIMTMHM  aHWKIad  Oepau.  dakartrmHa  OMpWUHYM  BapuUaHTIA
MeHUHTO%HIepanmuT Ba/€ku  wmus adcreccu  (5,5%), TanBacamap (44,5%),
UKKUJIaAMYM  WHQEKIIMOH-TOKCUK dJHIEepaTIoNaTus KYPUHHUILIAPUHUHT —FOKOPHU
domsu (33,4%) kys3aturan Oyica, UKKUHYM BapuaHtaa SPou3 Ba YUUHUH
BapuaHTAa 5,8 ¢ous xoiwapaa; oFup Tokcuko3 3ca 88,9 dowus, 70 pous Ba 35,2
dousz xommapaa xamaa kapautiaap moc pasuiiga 100 dous, 50 dous Ba 10 dous
XoJuap/a Ky3aTuiaaiau.

7. KiauHMK KYpUHUIUIQPHUHT WKOOWM Y3rapuiuiapd Ky3aTHJIMACIUTH
dboHUIA SJUTMFIAHUII ~ MEIUaTopiiapy HUNUIa0d YUKAPUIIMHUHT  KaMaluIu
UHQEKIUSHUHT CYPYHKAIM KYPUHHINTA YTraHIuru €KW JAUCCEMUHAIUSCUIIAH,
penaparus Kapa¢HJIApUHU Oy3WITAHJIUTHIAH, IMOJTHOPTaH CTHUIIIMOBUYMIUKHUHT
HIaKJUTAHTaHJIUTHIaH JanojaTt oepaau.

8. T3 SUITUFIAHUNTHUHT THAIAATIA PUBOXIIAHHUIINA Ba MEIHATOpJIAP
UUTa0 YUKAPWINITMHUHT CYHIUPUIIHINN aCOCHIa HHIYKIIASJIAHTaH alonTo3ra, Ba
0abp3u XoJulapjla HMMMYHOIIUT — XyXalipamap Hekposura (Jum@orutiap
daomammimmM  Ba  armonNTO3d  MapKepiapd  KYPCATKUWIAPUHUHT  OPTHIIIH;
muMdonuTIap XpoMocomiiapu abepparusick Ba HOOyn OVnumm) €paam OepyBun
CENICUCHUHT Oupra KemyB4M rpamMmycOarT Ba TpaMMaH(HIl STHOJIOTHICH HOKOPH
4acToTacu aXpaTuiaran BapuanTiaapjaa (Moc pasumga 90,5%; 72,3%; 37,9%
xoJuapaa) €raau. by 4ykyp uMMyHOJEnpeccusl pUBOKIIAHUIITMHU Ba KEMUHYAINK
OpPTraHU3MHHHT TYPJIU TU3UMJIIApHUTa NTUKACTIOBYH TabCUPUHU M OoaaIalIu.

9. DOpra é&mpmarn Ooyamapia CENCUCHUHT KEUUIIM OFUPJIUTA  Ba
OKHOATIApUHUHT HiToHIH yeuyon YHO-o KypcaTKudu AHHAMUKACHHN aHMKJIALI
xucobnanany. Aanknaanmuda, YHO-o HUHT Xap Gup GUpPIIMKKA OPTHIIN GHMIaH
KACAJTMKHUHT M)KOOMH SKYyH TOMNMII 3XTUMONM 2,5 Oapobap omiaav, YHHUHT
KaMaluIKM 3ca KACAUTMKHUHT HOXYII KEUWINU Ba SKYH TOIMHUIIN SXTHMOJUHU
OIIIUPAIHN.

10. Kommekc napojamira MMMYHUTET THU3UMU MEIUATOp JAucOalaHCHUTa
muddepeHnpan  Tap3ga  MOJUMOKCUIOHWN OuiaaH JaBojialll  CXEeMaJIApUHHUHT
KUPUTUIUIIKM dpTa Emmard  OoJsiamapaa  CENCUCHUHT KIWHUK KEUWIura Ba
okuOaTimapura wxoOuid Ttabcup kypcatau. I[llynnmait Kuiamb, MOTUOKCHUIOHHIMA
XyKalpaBuH, XykaWpajiapapo Ba rymopajl UMMYHUTETIIApra YYWHYM BapUaAHTIA
Oup Kypc MaBoJlaliaH KEHWWH, OMpUHYM Ba WKKWHYM BapHaHTIApAa 3Ca WKKWTA
KypC JaBoJIallIaH KEHUH UMMYHOMOTYJIJIOBYM HATHXKa KypcaTraH.
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HAYYHBINA COBET IIO NPUCYKJIEHUIO YYEHOUN CTENIEHU
JOKTOPA HAYK 16.07.2013.Tib.18.01 ITPU TAIIKEHTCKOM
NEAUATPUYECKOM MEJUIIMHCKOM UHCTUTYTE

PECHYBJIMKAHCKHWA CIIELIUAJIU3UPOBAHHBIN
HAYYHO-TIPAKTUYECKUU MEJUIIUHCKHUU HEHTP NEAUATPUU

IIYJIATOBA PYIIAHUA 3AXUTIOBHA

3AKOHOMEPHOCTHU BHYTPUCUCTEMHOM PEI'YJISAIIUA _
NUMMYHHUTETA B KIMHUNYECKOM TEYEHUU CEIICUCA Y JETEHN
PAHHEI'O BO3PACTA

14.00.09 - IequaTpus
(MenMUIMHCKHE HAYKH)

ABTOPE®EPAT JOKTOPCKOI TUCCEPTALINN

Tamkent — 2016 roa
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Tema JIOKTOPCKOIi qUCCEPTAIIMM 3aperHCTPUPOBaHa B Bpicuieil aTTecTAIMOHHONW KOMHUCCHH
npu Kaounere Munucrpo Pecnyonuku Y36exkucran 3a Ne 30.09.2014/52014.5.Tib398

HOKTOpCKaH Auccepranus BbIIIOJIHCHA B PCCHyGJ'II/IKaHCKOM CIICUAJIM3UPOBAHHOM HAY4YHO-
MIPAKTUYECKOM MEIULIMHCKOM LIEHTPE EAUATPUH.

ABTopedepar auccepTanui Ha Tpex S3bIKax (y30€KCKOM, PYCCKOM, aHTJIHMICKOM) pa3MelleH Ha
BeO-ctpanuie Haywunoro Coera (Www.tashpmi.uz) u uHpOpMaAIMOHHO-00Pa30BATEILHOM MOPTANIES
«ZiyoNet» (www.ziyonet.uz)

Hayunbrii Maxmynos Opxan CepagxinHOBHY
KOHCYJIbTAHT: JOKTOpP MEIULMHCKUX HAyK, IIpodeccop
O¢punnanbHbie

Herrapesa Mapuna BacuibeBHa

ONMOHEHTHI:
JIOKTOP METUITMHCKHUX HaYK, Ipodeccop

Mamcue @aznupaun CailpyriuHOBUY
JIOKTOP METUIIMHCKHUX HayK, Ipodeccop

Apunosa TamapaxoH YKTaMm0BHA
JOKTOP MEIULIMHCKUX HAyK, podeccop

Benymas
OpraHM3aLus: Poccuiickas ®enepauns, I'ocymapcTBeHHbIH

METUIUHCKAN YHUBEPCTUTET UM.
W.I1.ITaBnoBa, Cankt-IlerepOypr

3amuTa COCTOUTCS «__ » 2016 r. B yac. Ha 3acemaHun HaydHoro coBeta
16.07.2013.Tib.18.01 mpu TamkeHTCKOM HeauaTpuueckoM Meauimackom uactutyte (Ampec: 100140, r.
Tamkenr, IOnycabanckuit paiton, yi. Bborwmmamon, 223. Tem/dakc: +99871-262-33-14; e-mail:
mail@tashpmi.uz).

Jokropckast — auccepranus — 3aperucTpupoBaHa B MHQOpManmoHHO-pEeCypcHOM — IEHTpe
TamkeHTCKOTo MeANaTPUIECKOr0 METUIIMHCKOTO HHCTUTYTA 3a No ..., ¢ KOTOpOH MOKHO O3HAKOMUTHCS B
UPLI (100140, r. Tamkent, FOnycabanckuii paoiin, yn. borumamon, 223. Ten./pakc: +99871-262-33-
14).

ABTopedepar auccepTanuy pa3ociaH «__ » 2016 rogx.
(TTIporokoin pacceutku Ne ot 2016 rona.)

A. B. AaumoB
npejceqaTenb HayqHOTO COBETA IO MPUCYKACHHUIO
Y4€HOU CTeneHH JOKTOpa HaykK, JI.M.H., mpodeccop

. A. lllamancyposa

YYEHBIH CEKpeTaph HAYYHOTO COBETA 110
MPUCYKIEHUIO YUEHON CTENEHU T0KTOPA HAyK, J.M.H.,
mpoceccop

J. 1. AxmenoBa

Ipejacenarelb HaydHOro CEMUHApa IIPU HAYYHOM COBETE
10 TIPUCYKJICHUIO YYEHOH CTENEHU TIOKTOPa HayK,
II.M.H., Ipodeccop
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BBE/IEHUE (aHHOTALMS AOKTOPCKOM JUCCEPTALMHI)

AKTYaJIbHOCTh M BOCTPeOOBAHHOCTH TeMbl auccepranmu. HecmoTps Ha
MEJMKO-OpraHU3allMOHHbIE JOCTHXKEHUsT B 0OJacTH MeauaTpuu  mpodsiema
JUArHOCTUKH U JICUCHHS CEIICUCA Y AETEH OCTAETCS aKTyaIbHOM BO BCEM MHUpE.

Cencuc y pgeredl MNPOTEKAET C BBIPAXKEHHBIM IOPAXKEHHUEM KIIETOYHOTO,
TYMOpPaJIbHOTO ¥ MEXKJIETOYHOTO 3BE€HbEB HMMYHHUTETa. JTO IMPUBOIUT K
IPOJIOHTUPOBAHHOMY K HEKOHTPOJIMPYEMOMY MATOJOTMYECKOMY  aIlONTO3Y
MMMYHOILIMTOB W HAapyIIEHUSM TMPOIECCOB mponudepanu, U TEM CaMbIM
BBI3BIBAECT Pa3BUTHE IyOOKON MMMyHozenpeccud. KIMHMYECKH 3TOT mHpouecc
MPOSBIISCTCS XPOHU3ALMEH WIM JAUCCEeMUHAIMEe WHEOEKINH, MPUCOeIUHEHUEM
HO30KAMHAJIBHOM  MHUKPO(MJIOpbI,  HapylLI€eHMEM  Ipollecca  perapaunuu,
VTSDKETICHUEM  SHAOTOKCHMKO3a M (OPMUPOBAHMEM TO3JHEH TMOJIMOPTraHHON
HEJOCTATOYHOCTH, YTO B COBOKYITHOCTH MPEAOINpPEAENSIeT JEeTATbHbIA HCXOJ Ha
NO3JHUX dTallax CENTUYECKOro MpoLecca.

B nwurepatype BCTpedarOTCs €OMHMYHBIE COOOIIEHHUS O BO3MOXKHOCTH
U3YYEHHUS [JAHHBIX MEXAHM3MOB IIPU XUPYPIMUECKOM CEICUCE Yy B3POCIBIX.
HeGnaronpusaTHslii McXox oOTMevalics MpU Bo3pacTaHuM oOTHoweHus MJI6 u
CHW)KEHUHU MNPOAYKIMH INPOTHUBOBOCHANUTENbHOTO muTokuHa MJI10. C npyroii
CTOPOHBI, YCTAHOBJIEHO, YTO TEHETUYECKH 0OycinoBiaeHHbIH nedpuuut WMJI6
conpoBoXxaaeTca uMMyHoAepuIUTHBIM cocTossHueM (MJIC) n HecrnocoOHOCThIO K
MMMYHOJIOTHYECKOMY OTBETY Ha Pa3JIMYHbIC MATOT€HBI.

He Bce Bompochkl ObUIM PEIICHbl B IUIAHE MOJIXOJO0B B JICUEHUHU CEIICHUCA Y
nereil. BecbMa akTyanpHOW mpencTaBisieTcs MpoOjeMa CTaHAapTU3UPOBAHHOU
JUAarHOCTUKHM CEICHCAa y JIeTed paHHEero Bo3pacTa B MNPUCYTCTBUU HH(MEKIUU
(mpeanosiaraeMol WM JOKa3aHHOW) U paHHEW ATHUOJOTUYECKON AMArHOCTHKU (B
TOM 4YHUCJE€ OKCIpEecC-AMarHOCTUKH) cerncuca. He H3ydyeHbl MeXaHU3Mbl
BHYTPUCUCTEMHOW PETyJILIMM HMMYHHUTETAa IPU CEINCUCE Y JI€Ted pPAHHETO
BO3pacTa, OT BBIPAXEHHOCTH HApPYLIEHUH KOTOPOrO 3aBUCHUT KIMHUYECKOE
TEUYEHHE U MPOTHO3 3a00JICBaHUSI.

[TpoGiiemMa qMarHOCTUKY U JICYEHHUS CETcUca Yy AeTel paHHETO BO3pacTa HOCUT
UCKJIIOUUTEIIbHO  CJIOXKHBIM ~ XapakTep,  OOYCJOBIIEHHBI  BO3PAacTHBIMU
0COOEHHOCTSIMH (H)YHKIIMOHUPOBAHUSI PA3JIMYHBIX CUCTEM, U B TOM UUCJIE CUCTEMBI
UMMYHUTETA.

[louck JOUMAarHOCTUYECKHX KPUTEPUEB TEeHEpANU3AlMU HHPEKIIMOHHOTO
Mpoliecca U NPOrHO3UPOBAHMS KIMHUYECKOTO TEYEHUS CEIcuca y JAETel paHHero
BO3pacTa, a Takke pa3paboTKa METOAOB JICUCHHUS W OIEHKH 3((PEKTUBHOCTH
POBEICHHOM TEpANUK OCTAETCS aKTyalIbHOU MpoOIeMOH.

CyliecTByonmMe Ha  CErOAHSIIIHUM  J€Hb  METOAbl  ATHUOJOTHUYECKOU
JUArHOCTUKM  CElCcUca  SIBISAIOTCS  MaJIOMH(OPMATUBHBIMH, HSKOHOMHUYECKHU
TpeOyIOT OOJBIIMX 3aTPaT U JJUTEIBHOTO BPEMEHHU JUIs MOJIyYEeHHUs pe3yibTara.
CornacHo JaHHBIM HalIMX UCCIIEIOBAaHUM, HECMOTpPSI HA 0OCEMEHHOCTh OpraHu3Ma
0O0JILHOIO CENCUCOM, OAKTEPUOJIOTUYECKUH MOCEB U3 04aroB MH(EKIIUHU 1aeT BCErO
20% BbICEBa MUKPOOPTAHU3MOB, UYTO 3aTPYIHAET BHIOpATh MPABUIHHYIO TAKTUKY B
JICYCHUN TaKuX OOJNBHBIX. B CBSA3M C 3TUM SABISIETCS HEOOXOIUMBIM pa3paboTka
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HOBBIX DJKCIIPECC-METOJIOB B JUArHOCTUKE W JICUEHWH CelcHuca y JeTed u
onpenensieT BOCTpeOOBAaHHOCTh HAIIIETO UCCIIEIOBAHUS.

Hacrosimas  muccepranmonHass pabota OyJeT  CcHocOOCTBOBaTh B
OTpPENEICHHOM CTENEHU PEIICHUI0 3a/lay, OMPENENIEHHbIX B IIOCTAHOBJICHUU
[Ipesunenta Pecriyonuku Y36exucran Ne [1I1-2133 ot 19 depans 2014 roga «O
rocyapcTBeHHOM nporpamme «I'of 370pOBOTro peOeHKam.

CooTBeTCTBHE  HCCJIEIOBAHMS  NPHOPUTETHHBIM  HAINPABJIEHHAM
Pa3BUTHSI HAYKM M TeXHOJOTWil pecnyboauku. PaGoTa BeIlIONIHEHA B
COOTBETCTBUHM C MPUOPHUTETHHIM HAMPABJICHUEM DPA3BUTHUS HAYKU U TEXHOJIOTHU
pecnyonukn Ne6 «Menuumna u dapmakonorus» ['HTII-9 «Pa3zpaboTka HOBBIX
TEXHOJIOTHA  MPOPUIAKTUKH, JHUAarHOCTHKH, JICUEHUS W  peadbmiuTanuu
3a00JIeBaHUN YETTOBEKA.

O0630p 3apy0e:KHBIX HAYYHBIX HCCJIEA0BAHUI M0 TeMe JucCepPTaIUM.
CoBpeMEHHBIMU BOMPOCAMHM JIUAaTHOCTHKKA W JICUCHHS Cemcuca y JeTei
3aHUMAIOTCA BEIyIIME MEIWIMHCKUE HAay4YHbIE IIEHTPbl M BBICHINE Y4YeOHbBIC
3aBefeHus Mupa, B ToMm uymcie, Royal Children's Hospital, Parkville, Victoria
(ABctpanust), University Children's Hospital Bonn (I'epmanusi), University of
Naples (Mramus), University of North Carolina (CIIA) u London School of
Hygiene $ Tropical Medicine (BemukoOpuranus), Caunkr-IletepOyprekas
rocyJapcTBeHHasi TmeAuaTpuyeckas MeaunuHckas akaaemus  (Poccuiickas
denepanus).

3HauMMble HAyYHBIE PE3YyJbTAThl MO MOBBIIMICHUIO KAYECTBA TUATHOCTUKH H
JICYCHHS CETCHca y JeTel B MHpe OBUIM TOMYYEHBI Psj BOXKHEUIME HAy4YHBIC
pe3ynbTaThl, B TOM 4Hcie: 00OCHOBAaHO, YTO NpPOBEJIEHUE IuIazModepesa mnpu
cercuce y jnereil B ocTpyto ¢azy O0Je3HH CrnocoOCTBOBAIO CHUKEHUIO
KOHLIEHTpauuu anbda-l-anTuTpurncuna, rantoriioonHa, C-peakTUBHOro Oenka u
¢parmenta C3 (Royal Children's Hospital, Asctpanus; University of Naples,
Wramus; University of North Carolina, CIIIA); noxazaHa posib HeCHeUpHIECKOro
Mapkepa CD64 B auarHoCcTHKe IMO3JHETO Hayaja CEICHca, 0 MOSBICHUS IMEPBBIX
npu3HakoB wim cumnrtomoB uHbekiuu (University Children's Hospital Bonn,
I'epmanwust; London School of Hygiene $ Tropical Medicine, Benukobpuranus);
NPENJIOKEHHBIE ~ METOJbI  OIEHKH  KIMHHUKO-TA0OPATOPHBIX  BApUAHTOB
HEOHATAJILHOTO CeTchca M0 HHJEKCaM KIETOYHOW PEaKTUBHOCTH U JTUHAMHKE
KIIMHAYECKOW KAapTHUHBI TIO3BOJIMJIO TPAKTHYCCKOMY Bpady OIICHHTHh TSKECTb
COCTOSIHUS, ONTUMH3UPOBATh TEPAIMI0 U MPOTHO3UpOBaTh 3a0osieBanne (CaHKT-
[TerepOyprckass TocymapCTBeHHas TeAuaTpUUYecKas MEAWIMHCKAs —aKaJeMus,
Poccuiickas deneparius).

Ha ceromusamuuii 1eHL IO MPOOJIEME CeTcHuca y ACTeH B MUPOBBIX HAyUHBIX
IIEHTpaX, B TOM YHCJIE, 10 MPUOPUTETHHIM HAIPaBICHUSAM BEIYTCS CICAYIOIINC
HAy4YHO-UCCJIEIOBATEILCKHE Pa0OThI: COBEPIICHCTBOBAHWE METOJOB paHHEU
JTUATHOCTUKHM IyTEM OMPEJETICHUSI KPUTEPUEB TeHEpaTu3alui HHPEKIUA U
YPOBHS HMMYHOJIOTHYECKUX HApYIIEHUH B KIETOYHOM, TYMOPAJIbHOM H
MEXKIIETOYHOM 3BEHBSX CHUCTEMbl HMMYHHUTETa; pa3zpadoTka 3(PGEeKTUBHBIX
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CIIOCOOOB MPOTHO3UPOBAHUS 3a00J€BaHUS; COBEPIICHCTBOBAHHUE METOJOB KOP-
PEKIIMH CUCTEMbl UMMYHUTETA U aHTHOAKTEPHUATILHON Teparuu,

Crenenb wu3ydeHHOCTHM mpodiaeMmbl. [Ipobiema cemcuca ompenensercs
BBICOKOM CMEPTHOCTBIO JleTell ¢ WH(MEKIMOHHO-CENITUYECKUM IPOLIECCOM,
OTCYTCTBUEM YETKHX KPUTEPHUEB CaMOTO JHAarHo3a, BBEJICHUEM HOBOIO MOHSATHUS -
CUHApOMa cucTeMHOoro BocnaimutenbHoro otBera (CCBO), a Ttakxke
€CTECTBEHHBIMU TPYAHOCTSAMH IIOCTAaHOBKM JaHHOTO JIMarHo3a M Teparuu,
CBSI3aHHBIMM C BO3PACTHBIMU OCOOCHHOCTSIMH PA3JIUYHBIX TEPUOJIOB >KU3HHU.
Ocob6oro BHHMaHHS 3aCIyXHBAaIOT paboThl ydeHbIX-crienmuaaucToB u3 CIIIA,
Urtamnu, Benukoopuranun, KOxuoi Kopen, KHP u Poccutickoit ®@eneparnmm.

B nureparype umeroTcs paboThl 10 U3YUYEHHUIO CEIICHUCA Y HOBOPOXKJICHHBIX U
HenoHomeHHbIX gerei (Tabomun B.A., 2002; Camceiruna I'.A., Boroguna H.H.,
2007; 2011; Bang A.T. et al., 2005; Chen Z., Cheng B.L., 2009; Charoo B.A.,
Igbal J.I., 2009). HeonaranbHblil cencuc pa3BUBacTCs, Kak MPAaBHIO, y JICTCH C
HEOJIaronpUsTHHIM T€UEHHUEM aHTe- U UHTpaHATAIbHOTO TIEPHOJIOB, Yalle Ha (oHe
TSDKEJIOr0 MOCTaC(UKCHUUYECKOTO CHHIPOMA, M Yy HEJOHOIIECHHBIX. B pe3ynbrare
TaKOW HOBOPOKJEHHBIN YK€ B MOMEHT MH(PHUIIUPOBAHUS XapaKTEPUIYETCs HU3KON
Hecnenu@UUeckol PEe3UCTEHTHOCThIO, HECOCTOSITEILHOCThIO TIEPBOTO  3BEHA
IPOTUBOMH(DEKITMOHHOM 3aIUTHI ((harolUTapHOTO), HU3KUM YPOBHEM IMACCHUBHOTO
UMMYHUTETA U OOIIEed WMMYHOJIOTMUECKOW HEAOCTaTOYHOCTBIO, YTO SIBIISAETCS
0COOCHHOCTBIO HeoHaTalbHOro cemncuca (AmumoB A.B., Kamamos 3.C., 2003;
[HamcueB ®.C., IuBeeBa A.C., 2004). ITo maHHBIM pa3IHMYHBIX HCCIICIOBATEICH,
TPaKTOBKA TIOHATHS «CENTHYECCKUH IIOK» BKIIOYAET T'e€MOKOATYISITHOHHBINA
KOMIIOHEHT, TaK Kak mnporpeccupyromui JBC-cunapom caMm BeaeT K IMIOKY
(Maxmyno O.C., Camceiruna I'.A., Illadamos H.II., Hdertsapea M.B., 2010).
Poccuiickumu  uccnepoBaTenssMu  OblT  pa3pabOoTaH  TNATTEPH  KPUTEPHUEB
JIMArHOCTUKHN HEOHATAJIBHOTO CETCHca, MO3BOISIIONTUI TudpepeHpoBaTh ero ot
JIOKaJbHBIX TMHEBMOHHM Yy HOBOPOXXICHHBIX. YCTAaHOBJIICHO HaJlU4He JABYX
KIIMHUKO-1a00paTOPHBIX BaApUAHTOB HEOHATAJILHOTO CETICHCA: TUIIOAPTUYECKOTO U
TUTNIEPIPTHUECKOT0,  PATHYAIONIMXCA 10  XapaKTePUPHUCTHKE  CUCTEMHOTO
BOCHAJIMTENILHOTO OTBETa, CpPOKAM TOSBICHUS, CTENEHH, JIUTEIBHOCTH U
XapaKTepy TeMOJUHAMUYECKUX, IBIXATEIbHBIX U META0OJUYECKUX PACCTPOMCTB
(ITa6amos H.II., Usanos /[.0., 2002, 2006).

B coBpemeHHOl nHTEpaType OTCYTCTBYET €IMHOE€ MHEHUE O 3aBUCUMOCTH
MHUKpPOOHOTO Teh3aka TpH Cercuce y JeTed W BapuaHTOB MEIMATOPHOIO
nucOanaHca CUCTEMbl UMMYHHUTETA, U UX BIUSHUE Ha KIWHUYECKOE TE€YCHUE, HE
JOCTUTHYTO pelleHue B pa3padoTke 3¢h(EeKTUBHON Tepanuu W HEJOCTATOUYHO
BHUMAHHS YACIACTCS KOPPEKIMM HWMMYHHOTO CTaTryca. YUWThIBas JIaHHbBIC
COTIOCTaBUTEJIBHOTO aHalii3a C BBIMOJHEHHBIMH PabOTaMH, MOXHO YTBEPXKIaTh,
YTO JJAHHOE MCCIICIOBAaHUE TUTAHUPYETCS B PECITYOJIMKE BIIEPBHIE.

Bce 5910 gBUIIOCH OCHOBaHWUEM ISl  TMPOBEIACHUS  HCCIEIOBAaHMUM,
MOCBSIIEHHBIX U3YUYCHHUIO NMaTOTCHETUUECKIUX HIMMYHHBIX MEXaHU3MOB B Pa3BUTHHU
cemncuca y nerer, pazpaborke 3(Pp(GEeKTHBHBIX IKCIPECC-METOAOB JTUATHOCTHKU U
CXeM JIEUCHHS B 3aBHUCHUMOCTH OT OTHOJIOTMH, TNPOTHO3MPOBAHUS XapaKTepa
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TeUeHUsI 3a00JIEBAHUS, UTO U ONPEACNIIeT aKTyaJbHOCTb U TMPUOPUTETHOCTH
MOCTABJICHHOU MPOOJIEMBI.

CBsi3b IMCCEPTAIMOHHOIO HMCCJIEAOBAHUS C IUIAHAMH  HAYYHO-
HcciaenoBareabckux paodor. [uccepranuonnas padora BxoauT B 1ian HUP
PecnyOn1kaHCKOTO CIENUaTu3UPOBAHHOTO MEAUIIMHCKOTO IIEHTpa neauaTpun Ne
000374 «CoctosiHuEe BHYTPUCUCTEMHOM PEryJsiiid MMMYHUTETa MPHU CETICHUCE Y
JeTell paHHero Bo3pacTa. JluarHocTHMueckoe 3HA4Y€HHE, HOBBIE TOJIXOJIbI K
neuenuto» U MCC-11-13 «BHeapeHne cOBpEMEHHBIX METOJOB JUArHOCTUKU U
JICYEHUS CETICUCa y IETeil paHHEro BO3pacTay.

Heab wucciienoBaHusi - BbISIBUTh 3aKOHOMEPHOCTH BHYTPHUCHUCTEMHOMN
peryJdliid HMMMYHUTETA, ONPEICIAIONME KIMHUYECKOE TEUEHHE, IMPOTHO3,
HCXOJIbI CETICUCA Y JIETe paHHETO BO3pacTa.

3amavu ucclieI0BaAHNUS

COBEpUIEHCTBOBATh IMOJXOJbl B JUArHOCTUKE CEICHUCA Yy JETEHd PaHHEro
BO3pACTa;

U3YYUTh COCTOSIHUE€ BHYTPUCHCTEMHON pETyIsiUUd HWMMYHUTETA U POJb
BO3MOXHBIX  BAapUAaHTOB  MEIUATOPHOTO  jAucOamanca B (OPMHUPOBAHUU
0COOEHHOCTEN KIMHUYECKOTO TEUCHUS CETICHca Y IeTeH;

BBISIBUTh OCOOCHHOCTH KJIMHUYECKOTO TEUECHMs Cercuca y JEeTe paHHEero
BO3pacTa B 3aBUCUMOCTH OT 3THOJIOTUU U BAPUAHTOB MEIMATOPHOTO JucOaIaHca;

ONPENCIIUTh COCTOSHUE KJIETOYHOTO M TYMOPaJIbHOIO MMMYHHUTETOB IMpHU
pa3IMUHBIX BapuaHTaX MEIUATOPHOTO AucOanaHca IMpHU CEICUce y JeTel paHHEro
BO3pacCTa;

BBISIBUTH (DaKTOPbI, UMEIOIIHNE MTPOTHOCTUYECKOE 3HAUEHHE B (POPMUPOBAHUU
XapakTepa TeUEHUsl Cericuca y JeTel, U OlICHUTh UX UH(OOPMATUBHOCTH;

pa3paboTath W TMPOBECTH OLEHKY 3(P(HEKTUBHOCTH MMATOTC€HETHYECKH
000CHOBaHHBIX CXEM JICUCHUS, HANIPABJICHHBIX HA PETYISAIMI0O HIMMYHHOTO OTBETA
IIPU CEICUCE Yy AETEH paHHEro BO3pacTa.

O0BbeKTOM HCCIeA0BAHMS SIBIIINCH 266 AeTel ¢ CENCUCOM B BO3pacTe OT
1 mecsna no 1,5 mer, 20 GOIBHBIX ¢ THOMHO-BOCIAIUTEILHBIMU 3a00JICBAHUSMMU,
20 GOJIBHBIX - C 3aTSHKHBIM TEUCHHEM MTHEBMOHUH.

Ipeamer uccaenoBanms. VccienoBain BEHO3HYIO KPOBb U CHIBOPOTKY JIJIsI
KOJIMYECTBEHHOTO  ONPEACIICHUSI OCHOBHBIX  IIOKa3aTeleil MMMYHHOTO U
IIUTOKMHOBOTO  CTaTryca, TMPOBEACHUS  IUTOTCHETUYECKUX  HMCCIEAOBaHUM,
OTIPENICJICHUS] TUTPOB AHTUTEN W JIUM(POTOKCUHOB K BO30YIUTENISIM CETCHCa,
0aKTEepHOJIOTUYECKHE HCCIEOBAaHUS OMOMATEpUAIOB OOIbHBIX.

Metoabl ucciaenoBaHMsi. bBbIIM  UCIOIB30BaHBI  OOIICKJIMHUYECKUE,
byHKIIMOHATBHBIE, THCTPYMEHTAIbHBIC, UMMYHOJIOTHYECKHUE, [IUTOTEHETUUECKUE,
IIUTOJIOTUYECKUE U CTATUCTUUECKHUE METO/IbI UCCIIEAOBAHUS.

Hay4yHasi HOBU3HA HCCIIEIOBAHUS 3aKIIIOYAETCS B CIEAYIOLIEM:

pa3paboTaH  METOJ  ONpPEACJICHUS  CIOHTAHHBIX U  CHeNU(PUIECKUX
TUM(OTOKCHHOB K JIECATH BO3OYIUTENSIM CETICMCa M HA OCHOBAHWM OIPEICIICHUS
COOTHOIICHHSI WX BBIJICTICHBI TPU BapuUaHTa MEAUATOPHOTO aucOanaHca CUCTEMbI
MMMYHHTETA;
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y OOJIbHBIX CEMCUCOM JEeTel paHHEro BO3pacTa BBISBICHA 3aBHUCHUMOCTH
COCTOSIHUSI CHUCTEMbl MMMYHHUTETa OT BapHAHTOB MEIUATOPHOIo AucOanaHca,
KOTOPBIE ONPEACIISIOT KIMHUYECKOE TEUCHUE U UCXO0/] 3a00JIeBaHUS;

JI0OKa3aHa JUArHOCTUYECKasl LIEHHOCTh OIpeAeieHus] JUM(POTOKCUHOB B
otieHKe 2 (HEKTUBHOCTH JICUEHUS CETICHca y JIeTeld paHHEro BO3pacTa,;

OTpe/eIeHbI KIIMHUKO-T1a00paTOpHBIE KpUTEPUU reHepanu3aluu
MH(MEKIIMOHHOTO TIpoliecca y JIETe paHHEero BO3pacTa, a TakKe YCTaHOBJIEHA
BO3MOXXHOCTh MPOTHO3UPOBAHUS KIMHUYECKOTO TEYCHHS] W HMCXOJIOB CEICHca y
JeTeil paHHEro BO3pacTa Ha OCHOBAHWU CHCTEMHOM OIICHKH COOTHOIICHUS
pPa3IUYHBIX TIPO- W AHTUBOCHAJIUTEIBHBIX ITUTOKUHOB, a TaKXe YPOBHS
OaxkTepueMuny,

pa3zpabotanbl auQGepeHITMPOBAHABICE TATOTEHETUYECKH OOOCHOBAHHBIC
CXEMbl JICYCHHS, OCHOBAaHHbIE Ha ONpPEJCICHUM BapHaHTa MEAUATOPHOTO
nucOaliaHca M HallpaBJCHHBIE HA KOPPEKIIUIO MMOKA3aTeNe CUCTEMbl UMMYHUTETA,
C UCTIOJB30BAHUEM OOBEKTUBHBIX METOJ/IOB OIICHKH M MPOTrHO3a 3((HEKTUBHOCTH B
JUHAMUKE JICYCHUS CeTicuca y JIeTel paHHero Bo3pacTa.

IIpakTH4yeckue pe3yabTaThl HCCJIET0OBAHUSA 3aKIIOUAIOTCS B CJIEIYIONIEM:

JUIST  TPAKTUYECKOM  MeAuaTpuud  MPEIOKEHBbl  JUArHOCTUYECKHE U
IPOrHOCTHYECKHE KPUTEPUH CEIICHCca Y IeTel paHHEro BO3pacTa;

pa3paboTaH MATOTC€HETHYECKH OOOCHOBAHHBIM HMMMYHOJIOTHYECKUUA METOJ
JIMArHOCTUKH CEIICHUCA Y JIETEN;

pa3paboTaHbl KJIMHUKO-J1a00paTOpHBIE KpUTEpUU reHepaIn3aluu
MH(EKIMOHHOTO MpoIecca y OOJIbHBIX JIETEN PaHHETO BO3PacCTa;

MPEJIOKEH ANTOPUTM IUATHOCTHKH W JICUEHHUS CEeICcHca y JeTeld paHHero
BO3pacTa.

JI0CTOBEPHOCTh MOJYYEHHBIX Pe3yJIbTATOB TOITBEPKIACTCS OOBEKTHB-
HBIMH TIOKa3aTESIMU  KIMHUYECKUX, WMMYHOJIOTHUYECKUX, ITUTOTCHETHUYECKHX,
IIUTOJIOTUYECKUX U CTATUCTUYECKUX METOJIOB UCCIICIOBAHMUS.

Teoperuueckass W  NpaKkTHYeCcKas  3HAYMMOCTb  Pe3yJbTATOB
ucciaenoBanus. PesynabTaThl pabOThl MMEIOT 3HAYEHHE [JISI TEOPETUYECKOU
MEIUIMHBI, TOCKOJbKY  PAaCKpbIBAIOT TMATOTEHETUYECKHE MEXaHU3MBbl |
3aKOHOMEPHOCTH pa3BUTHUSl CeNcuca y JeTedl panHero Bo3pacta. JlaHHbIe
UMMYHOJIOTUYECKHX, IUTOTCHETUUYECKUX W IUTOJOTUYECKUX HCCIICTOBAHUM
MO3BOJIUIN BBIICTUTh TPU KIMHHUKO-TAOOPATOPHBIX BapuWaHTa MEIUATOPHOTO
aucOamaHca CHCTEMbl HMMMYHHTETA, OIpeAeNieHHe KOTOPBIX XapaKTepHu3yeT
KIIMHUYECKOE TEUCHHUE, TSHKECTh M HCXO]T 3a00IEBaHUSI.

Omnpenenennie  mokaszareield  CHeNU(UUECKUX  MEAMATOPOB  BOCIAICHHUS
PEKOMEHIyeTCsl Kak WH()OPMATHUBHBIA METOJ TPOTHO3UPOBAHUS KIMHHYECKOTO
TEUCHHUS U OECHKH I(PPEKTUBHOCTH MPOBOIUMON TEpaIluy, YTO WMEET pelIaroiiee
3HAYEHHUE B TIOCTPOCHUH TAKTHUKH JICUCHHS M OJIATONIPUATHO OTPAKACTCA HA TCUCHHUH
3aboneBanus. Pa3pabotan u anmpoOWpOBaH AITOPUTM JUATHOCTUKH W JICYCHUS,
BHE/IPEHHE KOTOPOTO OKa3bIBACT OJIATONPHUSITHOE BIUSHUE HA KIMHAYECKOE TCUCHHE
CETICHCa, BHIPAXKAIOIIECECS B COKPAIICHUU JTUTEILHOCTH TMPeObIBaHUS OOJBHBIX B
CTallMOHAPE, CHIDKEHUHM YacTOTHI PEIMIUBOB, JIETAILHOCTH W 3KOHOMHH CPEICTB,
PacXolyeMbIX Ha JICUCHHE JETEN C TAaHHOW MTATOJIOTHE.
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BHenpenue pe3yibTaToB HCCIEA0BAHUS.

Ha pa3pabGoTtanHslii MeTOn oOmpeaeneHus IMoka3aTeiael creuupuueckux
MEMATOPOB BOCHAJICHUS K BO3OYAMTENAM Celcuca IMOJy4eH TMaTeHT Ha
n3ooperenue PecnyOonuku  V30ekucran (NelAP 03260, or 18.12.2006r.).
Pa3paboTanHblii METOJI CHOCOOCTBYET MOBBIIICHUIO KAaueCcTBa W COKPAIICHHUIO
BPEMEHU Ha ONpENENICHUE STUOJIOTHHM 3a00JieBaHUS U OLEHKU 3()PEKTUBHOCTH
IPOBOJUMOM Tepamnuu, a TakkKe Ha pa3paOoTaHHbIE KIMHUKO-Ia00paTOpHbIE
KPUTEPHUU TOYYCH NaTeHT Ha u3o0pereHme PecmyOsmku Y30exucran (NelAP
03347, ot 23.04.2007r.). Pa3paboTaHHble KpUTEpUU MO3BOJIAIOT CBOEBPEMEHHO
OTIpEICNTUTh TeHEPATN3alMI0 HHPEKIUN PU Pa3BUTUH CENITUYECKOTO IMpoliecca U
MIPOTHO3UPOBATH UCXO]1 3a00JIEBaHUS.

OTH METObI OB BHEAPEHBI B CHCTEMY 3PAaBOOXPAHCHHS B JCSITEIBHOCTH
Byxapckoit obmactHOW aeTckoil mHpeKImoHHOW OonbHHUIIE W CaMapKaHICKOTO
00JIaCTHOTO JETCKOT0 MHOTONPO(HUIBHOTO MEAUIIMHCKOTO IEHTpa (3aKIt0ueHUe
Munucrepersa 3apaBooxpanenus Ne 8H-3/28 ot 17.12.2015r1.). BHeapenue HOBBIX
METOJOB JUArHOCTHKHU U JICUEHUS CEICHUca y AETEH paHHEro Bo3pacTa MO3BOJIUIN
ONTUMH3UPOBATh JIEUeOHO-IMarHOCTHYECKYI0 TaKTUKY BeJICHHUsS OOJBHBIX C
JTAHHOM IMaTOJIOTHEH, CIIOCOOCTBOBAIM COKpAIlleHUI0 KOWKOo-aHEeH Ha 1,5 nHSA u
NOBBIICHUIO A(OPEKTUBHOCTH JICYCHHS, a TaKXKE€ YMEHBIIEHHUIO YaCTOTHI
PEeLUAUBOB C TOCHUTANIM3aIMe 00JbHOTO B cTanuoHap Ha 21%, yAJIMHEHUIO
CpOKa PEMHUCCUH M CHH)KEHHEM HEOJAronpusiTHBIX UCXOJI0B 3a00JIEBAHUS.

AnpoOanusi padorbl. OCHOBHBIC TOJOKEHHUS, WU3JIOKEHHBIE B IUCCEPTALIMH,
MIPE/ICTaBJICHBI U JOJIOKEHBI Ha MSITH HAYYHO-TIPAKTUUECKUX KOH(EPEHIIHX, a TAKXKE
Ha ABYX PecnyOimMKaHCKHUX sipMapKaX WHHOBAIIMOHHBIX WJEH, HOBBIX TEXHOJIOTHH U
MPOEKTOB:  HAa  PECHyOJMKAHCKMX  HAy4YHO-TIPAKTHMUECKUX  KOH(EpeHIHsIX
«Opraiu3alMoOHHbIE M HAay4HbIE MPOOJIEMbI CHIDKEHHUS MIIQJICHYECKOM U JETCKOU
cmeptHOcTH (T. Tamkent, 28 Hos0ps 2006 1.), «COoBpEeMEHHBIE aCTIEKThI MEANATPUH.
Hayka u npaktuka» (r. Tamkent, 25 mapra 2008 r.), «CoBpeMEeHHbIE MOAXObI K
OKa3aHHUI0 MEJUIIMHCKOM oMoty aetsm» (T. Tamkent, 26 oktsiops 2010 r.), na VI
cbesne neauarpoB PecryOmmku Y36ekucran (r. Tamkent, 5-6 HosiOpst 2009 1.), Ha
VII che3ne nenuatpoB Y3o6ekucrana «llpruoputeTHbie HarTpaBieHHs] U MOJICPHU3ALINS
OXpaHbI 37I0pOBbs Aered B Y30ekuctane» (r. Tamkent, HosiOpp 2014 1.); Ha IV
PecnyOnkaHnckoit sipMapke WHHOBAIIMOHHBIX wHjel «Croco0 JIUarHOCTUKUA U
JiedeHus cercuca y aerer panHero Bospacta» (2010 r.) u VII PecnyGnukaHckoit
sApMapKe MHHOBAUMOHHBIX uaen «Crnoco0 peabuauTanuy OONBHBIX AETEH paHHEro
BO3pacTa, nepeHecmmx cencuc» (2013 r.).

Ony0/IMKOBAaHHOCTH Ppe3yJIbTaTOB HcciaenoBanus. [lo Teme nuccepraryu
onyOnuKoBaHbl 53 HayuyHble pabOThl, U3 HUX 15 crTareil B HAy4HBIX H3AHUSX,
pexomennoBaHHbIX BAK PecnyOmuku VY30ekucran st myOiaMKalud OCHOBHBIX
Hay4YHbIX PE3yJbTAaTOB JOKTOPCKUX JIMCCEpTallidi, B TOM uuciae | crartkd B
MEKTYHApOTHOM HAYYHOM JKypHaJIe, MOTy4YEHO JIBa MaTeHTa Ha H300peTeHHE.

Crpykrypa m o0bem auccepramum. Jluccepraivsi COCTOMT W3 BBEJICHUS,
YeThIpeX TIJIaB COOCTBEHHBIX WCCIICJIOBAHUM, 3aKITIOUEHUS, BBIBOJIOB, CIIHMCKa
MCTIOJIb30BAHHOM JIUTEpaTyphl, TeKCTa Ha 188 crpanwmiiax, 47 Tabmuil 1 26 pUCyHKOB.
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OCHOBHOE COIEP KAHUE IUCCEPTALIMHN

Bo BBeneHuM quccepTalii OCBEIIAIOTCS aKTyalbHOCTh U BOCTPEOOBAHHOCTD
TEMbI, IIeJb M 3aJayd, OOBEKT M TpPEeIMET HCCIEeIOBaHUs, B3aUMOCBA3b
UCCJIEIOBAHUS C OCHOBHBIMU MPUOPUTETHHIMU HATPABJICHUSIMU PA3BUTHUS HAYKU U
TEXHOJIOTUNA pecnyOIuKU, MPEACTABICHbl Hay4yHas HOBHU3HA M TMPAKTHYECKUE
PE3yNbTaThl, PACKPBITHI TEOPETUUECKASL U MTPAKTUYECKAst 3HAYUMOCTh MOTYYEHHBIX
pe3yNbTaTOB HCCIEIOBAaHUS M HMX BHEJIPEHHUE, OMYyOJMKOBAaHHOCTH PE3YIbTaTOB,
CTPYKTypa ¥ 00bEM JUCCEpPTAIIH.

B mepBoii rnaBe guccepramuud «CoBpeMeHHble  NpPeICTABJIEHUS] O
naToreHe3e cemncuca y jereil, MX PpoJib B [IMArHOCTHKE M TPOTrHO3e)»
MPECTABIICH JIUTEPATYPHBIN 0030p, KOTOPHIA COCTOUT U3 JIBYX IMOJIJIaB: B IEPBOM
MoJIpOOHO OMHCAHBl COBPEMEHHBIC TMPEACTABICHUS O TMATOreHe3e CercHuca B
MeUATPUH W WX POJIb B DBOJIONHMH CYIIECTBYIOMICH MPAKTUKH TUATHOCTUKH U
IPOrHO3a, BTOpas IMOCBAIIEHAa IMpoOjeMaM JICYEHHs] B CBETE€ COBPEMEHHOM
KOHIIENIIMY KMMYHOIIaTOT€He3a Cercuca y IeTel paHHEro Bo3pacra.

Bo BTopoii rnaBe auccepranuu «CoBepuieHCTBOBAHNE HMMYHOJIOTHYECKUX
METOA0B HCCAeJOBAHMA OOJBHBIX CENCHCOM JeTeil paHHero BO3pacTa»
U3JIOKEHBl ~ MaTepuanbl M METOABl  KCCIICIOBAHUS: KJIIMHUYECKUE,
0aKTEepHOJIOTUYECKHE, MOJIEKYJISIPHO-TEHETUYECKHUE, UMMYHOJIOTHYECKHE,
[IUTOTEHETUYECKUE U IUTOJIOTHYECKHUE, a TAKKE CTATUCTUUECKUE METOIBI.

HccnenoBanusi COCTOSTHUSI UMMYHHOTO CTaTyca U CTaTUCTHYECKHE METOAbI. B
COOTBETCTBHUM C NEIMIMH U 3a7adaMd paOOTHl TMPOBEACHO KOMILUIEKCHOE
obcnenoBanue 306 nereit B Bozpacte oT 1 Mecsia 1o 2-x jet ¢ 2002 nmo 2008 rr.
Ha Oa3ze PecnyOnuMKaHCKOTO CHEUHUATU3UPOBAHHOIO HAYYHO-TIPAKTUYECKOIO
MEIUIIMHCKOTO IIEHTpa neauaTpud MUHHCTEpCTBA 3/ipaBooxpaneHus Pecryonuku
V30ekuctan. M3 Hux 266 OOJBHBIX CENCUCOM B cenTuleMuueckon dopme - 17
(6,4%) B ocTpOM TeueHUH, cenTuKonuemMuueckout popme - 249 (93,6%), B octpom
152 (57,1%) u 3aTsixkHOM Teuenuu y 97 (36,5%), a take 20 3m0poBbix aereit. C
LIEJIbIO OIpeNIeNICHHs TeHepaln3alui HH(EKIMOHHOro mpoiiecca oocnenoano 20
0oapHBIX ¢ I'B3, a Taxske 20 OOIBHBIX C 3aTSHXKHON ITHEBMOHHKEH.

MHoroneTHie KIMHUYECKHUE HAOMIOIEHNU TMOCIYXWIM OCHOBAaHUEM JUIS
(GOpMYIHPOBKH KOHICTIIIUA O CYIIECTBOBAaHUU TPEX KIMHUKO-Ia00PaTOPHBIX
BApUAHTOB  cercuca. B  BBIIETEHHBIX  BapuaHTaX  WM3Y4YEHO  BIIMSHHE
CUHTETUYECKOTO UMMYyHOMOaysiTopa nomokcuaonus (0,15 mr/kr B/B uinu B/m 1
pa3 B CYTKH €KEHEBHO, Kypc Jedenus - 10 nuei).

B paboTte npoBOUIUCH CIEYIOLUIME METOIbl UCCIIEIOBAHNUS:

- 0aKTepHOJOTHYECKHe: TIOCeB KPOBH, MOYHM, Kaja, Ma30K M3 3€Ba M U3
THOMHBIX O4aroB;

- MOJIEKYJISIPHO-TEHETHYECKHe: OOHapyKeHHWE BO30YIUTENs B CBHIBOPOTKE
kpoBu ¢ nomorisio [TIP-quarnoctuku (Candida albicans, E.coli).

Pa3paboTansl M yCOBEpIIEHCTBOBAHBI CIICIYIONIUE METOMbI JIUATHOCTHUKU
cerncuca:

cnenupuIecKkue HMMMYHOJOTUYECKUE: OINPEJCICHHEe THUTPOB aHTUTENT C
MOMOIIBI0 peakuuu Henpsmon (maccuBHoW) remarmotuHaiuu (PHT'A)
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BO3MOXKHBIM B0o30ymuTelsiM cericuca (ITarent UZ AP 03347, 2007); onpenencaue
OpOAYKIUMU JTUM(OUMTOB - MenuaropoB BocrnayneHuss crnoHTtaHHbiX (CrJIT) wu
crienuduyeckux guMdorokcuHoB (JIT) K BO3MOXHBIM BO3OYIUTENSAM CercHca
(ITarent UZ 1AP 03260, 2006);

MMMYHOJIOTHUECKHE: orpeaenenne B kpoBu CD3, mMMyHOperyaupyroume
cyononynsauuu  T-nmumdouuroB - CDg-xennepsi, CDg-cynpeccopsi, CD,/CDeg,
CDys, CD20, CDg, CDgs, HLA-DR wMeTogoM MOHOKIOHAJIBHBIX aHTUTET;
UMMYHOTJI00YTHMHOB G, A 1 M B CBIBOPOTKE KPOBU METOJIOM MTPOCTOM pajnaabHON
ummyHonupoy3un B reme (Mancini et all., 1965) ¢ wucnone3oBanueM
aHTHCHIBOPOTOK mpou3BoacTBa HUM um. MeunukoBa; arouutapHoit QyHKIUU
HEHUTPOUIOB - ¢ TIOMOIIbIO JlaTekca mo meroanke B.M. bepman ¢ coaBropamu
(1958 r1.); KoIMYecTBa «TOKCHMYECKOTO (DakTOpa» B CHIBOPOTKE KPOBHU -
MapaMEIUNHBIM TECTOM;

uMMyHOGepMeHTHBIN aHanu3 HUTOKUHOB: FNO-a, IL-4 u IL-10 B ceiBopoTKe
KpOBH ¢ UCIOIb30BaHuEM TecT-cucTeMbl it MDA «UDA-FNO-a, IL-4 u IL-10»
(BAO «Bexkrop-bect», Poccus, 2009 r.);

[IUTOTEHETUYECKHUE U ITUTOJIOTMUECKUE UCCIIEOBAaHUS HA KYJIbTUBUPYEMBIX U
ctumynupyembix @I'A mumdonurax (E.A. Koct, 1975 1.);

CTaTUCTHYECKass 00padoTKa pe3yJabTaTOB MMPOBOJMIACH IO IMPOTPaMMaM,
paspaboranupiM B maketre EXCEL wMeToaoM BapHallMOHHOM CTATUCTHKUA C
BBIYMCIICHHEM CpeIHHUX apudmernueckux 3HadeHud (M), uX CTaHAApTHBIX
omuOoK (M), JOBEPUTEILHBIX MHTEPBAIOB (G) M JOCTOBEPHBIX paziuuuid 1o t-
kputeprro CTbIOJIEHTA;

MHOTO(aKTOPHBIA aHAIN3 MOKa3aTele B TUAarHOCTUKE W MPOTHO3UPOBAHHUU
HCXOZOB  CEMCHCa METOJOM JIOTHCTUYECKOW PpEerpeccMd TMPOBOAUIICS C
MCIIOJIb30BaHUEM CTaTUCTUYECKOU mporpaMMbl SPSS 16.

[Tpu uHTEpNpEeTaNK JAHHBIX UMMYHOTPAMM OOJBHBIX MCTIOJIB30BAJICS METO/T
KOPPETSMOHHO-PErPECCUOHHOTO aHaIu3a JjIsl BBISIBIICHUSI CKPBITOTO aucOanaHca
UMMYHHOM cucTembl. Boruucimsimm koaddunuentsl conpsokeHHoctu (KC) wu
kodhdunmentsl TecHOTHI cBsizedt (KTC). CHmkeHne BeTUYMH —yKa3aHHBIX
KOA((DUIIMEHTOB  CBUIETEIBCTBOBAT O HOpPMaiW3alud  (PYHKIIMOHUPOBAHMS
cucteMbl (A.M. 3emckoB c¢ coaBT., 2011 1.). Onpenensanu AUarHOCTUYECKYIO
YYBCTBUTEIHHOCTh U CIIEUU(PUIHOCTH PA3TUUYHBIX METOJOB JUArHOCTHUKU CETCHca
y JeTeil, a TakKe TMPOTHOCTHYECKYI0 IIEHHOCTh TMOJIOKUTEIBHOTO U
OTPHUIATENILHOTO PE3yJIbTaTOB, OTHOIICHHUE MPABAONOI00US MPU MOJOKUTEITHHOM
Y OTpULIATENTBLHOM pe3yibTaTax Tecta (A.A. Kumkyn, 2007 r.).

Tperbss T1maBa nuccepranid  «3aKOHOMEPHOCTH  BHYTPHCHCTEMHOI
peryJasiiumn HMMYHHOITO OTBeTa W POJb BapHUAHTOB MeJIUATOPHOIO
aucOasanca B GOpMHUPOBAHNH 0COOEHHOCTEH KIIMHUYECKOr0 TeUYeHHsI Cercuca
y JeTei» MOCBSIIEHA OMUCAHUIO 3aKOHOMEPHOCTEW B CHUCTEME HMMMYHHUTETa Y
OOJBHBIX CETMCHUCOM JIETe paHHEro BO3pPAcCTa, PEATM3YIOMUXCS Ha KIECTOYHOM,
TYMOPQJIBbHOM M MEXKKJIETOYHOM YpOBHSX. V3ydeH ypoBeHb HecmeruduuecKux
MIPOBOCTIAJIMTEIBHBIX W MPOTHBOBOCIAIUTEIBHBIX HUTOKUHOB, a Takxke CJIT k
JIECSITH BO3OYIUTENSIM cercrca. BriepBbie BhIIENEHBI TPH KIMHUKO-TA00PATOPHBIX
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BapHaHTa TEYEHHs CENchca B 3aBHCHUMOCTH OT MeIuaTOpHOro paucOanaHca
CUCTEMbl UMMYHHUTETA 32 OCHOBY JI€JIEHUS KOTOPBIX ObUIO B3ATO COOTHOLIECHUE
CiJIT/CIIT (puc.1).

[IepBblii BapuaHT XapaKTEPU3yETCsl YTHETEHUEM MPO- U AaHTUBOCHATIUTEIbHBIX
MEMATOPOB CHUCTEMbl HMMYHHUTETa KaK TIIOCJIEACTBUE pe3ysibTata OypHOU
CMEIIAHHOW aHTArOHUCTUYECKOM peakuuh C NPOJOHTMPOBAHHBIM TEYEHUEM
(yraerenne cootHomenus CrJIT/CJIIT u ®HO-o npu HE3HAUYUTEILHOM
noBeimeHnn NJ1-4).

proteus

St.haemolyticus 6 E.Coli

,9
39, n OTOKCUHDbI

Enterococ¢ 44,1 60,7 St.epidermidis
4,2

un- >
1 d . 37,
St.aureus 7 10,8 g Ps.aeruginosa

Candida klebsiella

Cl.perfringens

1 BapuanT
3 BapuaHT

2 BapuaHT
310POBHIE

Puc.1l. YpoBenb HecnienmupuyecKuX MeIHATOPOB BOCHAJIEHUS U JUM(POTOKCHHOB K
BO30yIMTEJISIM CelCUuca NPHU Pa3JIuYHbIX BADHAHTAX Cencuca (OnTuYecKue eAUHUIbI)
(nr/mur)

Korma mumdorokcunsl (kak CnJIT, Tak u CJIT) He BbpabaThIBatOTCSI KO BCEM
BO30YIUTENSIM OJHOBPEMEHHO M COYETAIOTCS C BBICOKMMH THUTpPaMHU aHTHUTEN K
nccieayeMbiM Bo3oyauTensaM (Boime 1:256 u go 1:4096) 3a cyeT TOKCHYECKOTO

nedcTBUsl HMHQPEKIMOHHOTO areHTa — JTO CBUJACTEIBCTBYET O TIIyOOKHX
HAPYLICHUSIX B CHUCTEME HWMMYHUTETA, XapaKTEPHBIX TOJBKO JMJIsI TEPBOIO
BapuaHTa.

«MenuaTtopHblii Xaocy», WIH «MEIHATOPHBIA IITOPM» BBI3BIBAET Pa3BUTHUE
rIIyOOKOM HMMMYHOJENPECCUH M CIMOCOOCTBYET HWHIYLIMPOBAHHOMY aronTo3y
TUM(}OUUTOB, a B HEKOTOPBIX CIIy4asX K MX HEKpO3y (MOBBILIAIOTCA MOKa3aTelu
MapkepoB aktuBauu JuMdouuto CD25, HLA-DR u peuenropos anonrto3a Fas-
o' uMMyHOKOMMETEHTHBIX KiIeToK (mumdorutoB) CDgs; dusnonornyeckoe
cocTtosiHuEe TUMGOIMTOB XapakTepu3yercs: SO-mporeHTHON THOeNbI0 TUM(OITUTOB
1 50-poTIeHTHRIM KOTHYeCcTBOM abeppartuii xpomocom). Co31at0TCs YCIOBUS ISt
ycyryonenuss ~ uMMyHoaeuiuta  (BBICOKME  3Ha4ueHUss  KOA(P(UIIMECHTOB
COTIPSDKEHHOCTH W KOAG(UIIMEHTa TECHOTHI CBS3€H), YTO TMPUBOAUT K
JUTUTEIbHOMY «UMMYHOJIOTHUYECKOMY Tapaindy», MPOSBISIONIEMYCS CHUKEHUEM
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SHAOTCHHON MPOAYKLUHMH MEAMATOPOB BocmaieHus. HeOmarompuaTHbIM HCXO[
cercuca npy TaHHOM BapuaHTe uMmel Mecto B 20% ciryvaes.

BTopoii BapraHT xapakTepu3yeTcsl YCUJIEHHON MPOAYKIHUEW KakK Mpo-, TaK U
AHTUBOCHAIMUTENIbHBIX ~ MEIUAaTOpPOB B  pe3yjbTaTe OypHOM  CMellaHHOMN
AHTarOHUCTUYECKOW PEaKIMU C MPOJOHTHUPOBAHHBIM TEUYEHHUEM U IPOSIBISIETCS B
BU/JIE «MEAMATOPHOTO mITopMay (ycuiieHHas npoaykius cootnomenuss CrJIT/CIIT
u WNJI-4 npu yruerenun ®HO-0). MoxkeT crnocoOCTBOBATh HMHIYIIUPOBAHHOMY
amonTo3y JUMQOIUTOB (dactora abepparuii xpomocom - 17,5%, xommdaecTBO
MepTBBIX JTUMGOUUTOB - 31,6%). DTOT BapuaHT MpenliecTByeT nepsomy. llpu
ATOM KOMIICHCATOPHbIE BO3MOXXHOCTH HWMMYHHOM CHCTEMbI peOEHKa ere
COXpPaHEHBI. Y CTaHOBIJICHO, YTO Y OOJIbHBIX CETICMCOM JIETEH anmonTuyecKkas ruoennb
TUMQOIMTOB TMOBBIIIACTCS M 3aBUCUT OT MEAMATOPHOrO JucOaiaHca B CHCTEME
MMMYHUTETA (BBICOKHE MOKA3aTeNn aoNTHYECKOro nHaekca - AW u cooTHoleHue
AN\MU-MUTOTHYECKOTO HMHACKCA TMpPH TEPBOM W  BTOPOM  BapHaHTaX
MenuaTopHoro aumcOananca). LluToreHeTuueckuit aHamu3 JTUMQOIMTOB B
nepudepruueckoil KpoBU OOJBHBIX CENICUCOM JI€TEH BBISBUJ MOBBLIIICHHE YPOBHS
abepparuit xpomocoM B 29,1% ciyyaeB, Haubojee BBIPAKEHHBIM MPU TEPBOM
BapuaHrte. [[ns mepBOro W BTOPOTO BAPUAHTOB XapaKTEpHA BBICOKAs YacToTa
MUKCT - TPaMITIOJIOKUATEIIBHOTO U rpaMoTpHuIaTenbHoro cencuca - 90,5 u 72,3%. ¥V
OOJBHBIX CEMCUCOM Ha JUMQOIMTHI OKa3bIBACT BIMSHUE TOKCHYECKUU (HaKTOp
(ycusieHHasi BBIpaOOTKAa MEAMATOPOB BOCHAICHUS - «MEIUATOPHBIM IITOPM» Kak
CIEACTBUE  BO3JEUCTBUS  OakTepuii), KOTOPBIA MOXKET CHOCOOCTBOBATH
MOBPEXKICHUIO COJAEPKUMOTO0 KJIETKU U IaXKe MIa3MaTUYeCKO MEMOpPaHBbI.

Tpetuii BapuaHT XapaKTepeH yCHJIEHHOM BbIpaboTKoil nmutokuHoB (CrnJIT B
npenenax Hopmbl / ycunenHas npoaykius CJIT u UJI-4/OHO-a). DTtoT BapuaHT
COOTBETCTBYET HEMPOJIOHTUPOBAHHOMY «MEIUATOPHOMY IITOPMY» IMpO- U
AHTUBOCHAIMTENIbHBIX [UTOKUHOB, KOTOPBIM Takke MOXKET CIOocOOCTBOBATH
WHAYIUPOBAHHOMY amnoNTO3y MMMYHOIIMTOB (YacToTa aleppaiuii XpoMOCOM -
20%, xomuyecTBO MepTBbIX JuMdouutoB - 4,8%). Ilpu cOamancupoBaHHOM
TEUEHUH CHUHJpPOMA KOMIIEHCATOPHOTO MPOTUBOBOCHAIUTEIBHOTO  OTBETA
NOAABJSIETCS CUCTEMHasi BOCHAJIUTEIbHAs  peaklus, 4YTO MPUBOJUT K
BOCCTAaHOBJICHHIO romeocta3a. HeOnarompusiTHbIX HMCXOJOB HE OTMEYallH.
KinHnueckast kapTuHa MposiBisIach B BUAE CENTULIEMUH 0€3 MOPaKEHUsI OPraHOB
WIM C TOPAKEHWEM OJHOI0 WM JIBYyX OpraHoB MU cHCTeM. MUKCT -
IPAMIIOJIOKUTEILHON M TPaMOTPHUIIATENIbHOM 3THOJOTMU CENCHC MPU 3TOM
BapuaHTe BcTpevasics B 37,9%. Jlnsa sToro BapmaHTa ObLla XapakTEpHa BBICOKAs
4acTOTa MOHO-TPAMOTPUIIATEIbBHOM M MOHO-TPAMIIOJIOKUTEIBHON ATHOJIOTUU
cerncuca.

BoiieneHHbIE BapuUaHTBl OMNPENENAIOT KIMHUYECKOE TEUYECHHE CEelcHuca.
BapuaHTbl UMEIOT IIUKJIMYHOCTD, TO €CTh MPHU MPABUIBHO MOCTABICHHON TaKTHKE
JICUCHUS TIEPBBIM BAPUAHT MOXKET MEPEXOAUTH BO BTOPOM, 3aTeM U B Tpetuil. [Ipu
HEaJICKBAaTHOM  TepamWM  MOXKET  HaOmrodaTbCs  oOpaTHas  JUHAMHKA,
MIpEAOTIPEACIIAIONIasl HeOIaronpusaTHRIM ucxo Oone3nu. KinmHudeckoe TedeHue
cericuca MpH MEpPBOM BapHaHTE COMPOBOXKIAIOCH Oo0jiee BBICOKOH YacCTOTOM
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NpOSIBIICHUI  BTOPUYHOM  HMH(EKIIMOHHO-TOKCHYECKOW  3HIedaIonaTuu
cpaBHeHuU ¢ Apyrumu Bapuantami (33,4%; 5%; 5,8%) (tabn.1.).
Tao6auua 1
ITopaskenue IIHC npu pa3au4HbIX BAPHAHTAX CENCHCA
IMoka3arenu 1 BapuanT 2 BapHMaHT 3 BapuaHT
n=36 n=40 n=68
[TposiBeHus 32(88,9)* 28(70)* 24(35,2)
TOKCHKO3a
Cynoporu 16(44,5) 0 0
HubekiuonHo- 12(33,4)* 2(5) 4(5,8)
TOKCHYECCKaA
sHIedamonaTus
Abcuecc Mo3sra 2(5,5) 0 0

[Ipumeuanue: *- qoctoBepHOCTH 1-3 1 2-3 BapuaHTOB.

TosibKO J171s1 IEPBOro BapuaHTa ObLIM XapaKTEePHbI MPOSBICHUS TOPAXKEHHS CO
ctopousl IIHC B Buze cynmopor, MeHHHrosHuedanuta u adcuecca MO3ra.
XapakTepHa BbBICOKAas 4acTOTa MPOSBICHUNA TOKCHKO3a IMPU NEPBOM U BTOPOM
Bapuantax (88,9% u 70%), yTo B J1Ba pasa BbIIIE, YEM IMPU TPETHEM BapHaHTE
(35,2%).

Kapaut ¢ tspkensim mposiBnenneM HK Obutl xapakTepeH 11 mepBoro u
BTOporo BapuantoB (77% u 20%), a mpu TpeTbeM BapuaHTe cocTaBui 5,8%.
[TopaxeHnue meueHu B Buje abcuecca ObUIO JOCTOBEPHO BBICOKUM IPH HEPBOM
BapuaHTe u coctaBwio 5%, npu TpetheM - 1,3%, mpu BTOpoM abciecc He
BCTpeYacs.

[Ipy mepBOM © BTOPOM BapuaHTax MOJHUOPraHHAs HEIOCTATOYHOCTh
MPOSIBIISUIACH B BUJE MOPAXKEHUS ABYX U 00JI€€ OPraHOB U CUCTEM.

OPOHXOITHEBMOHMA TACTPOIHTEPOKOIIHUT

100,0

100
100

90 -
90 -

80 - 20 -

70 1 70 +

60 60 -
= 1 sapuaHT

50 s0

40 ™ 2 Bapuantr 40
30 30 |
= 3 BapunaHT

20 20 -

10 - 10 -

o ‘ - -~ o
ocrpoe
TEeYeHue

IaTAIKHOEe
TEeYeHHue

3ATAKHOE
TEeuYeHue

ocTpoe
TEeYeHue

[Ipumeuanue: *- 1OCTOBEPHOCTh MEXK/Y OCTPHIM U 3aTSKHBIM TE€UEHUEM.
Puc.2. Yacrora BcTpeyaeMocTH OPOHXOIIHEBMOHMHU U ITACTPOIHTEPOKOJINTA NIPH
Pa3JIMYHBIX BAPMAHTAX celcuca.

Jnst oboux BapuaHTOB OBUIO XapaKTepHO JATEHTHOE OECCUMIITOMHOE
nopaxkeHue MoueBbBoAsAmMX TnyTed. Yacrora mnopaxkenus KKT B Buue
raCTPOIHTEPOKOJIUTA U OPOHXOIMHEBMOHHUSI BCTPEYAIWCh B JBa pasza dyaile Mpu
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3aTsHXKHOM TedeHuu cercuca (puc.2). [Ipu mepBoMm BapuanTe OpPOHXOIHEBMOHUS,
HEPEIKO MOJIUCErMEHTAapHAsA, IBYCTOPOHHSS, MPOTEKAJIA C IUIEBPAIBHON PEaKIUEN,
TOTJla KaKk MpUd BTOPOM BapHaHTE dYalle OblIa 0YaroBO WM JIOOApHOM.
[TopasxkxeHne Jerkux Tpu OOOMX BapUAHTAX UMEJO TSHKENOE PEelUIMBUPYIOLIEE
TeyeHue. Jlig Tperbero BapuaHTa Oblla  XapakTepHa  MEJIKOOYaroBas
OpOHXOIMHEBMOHHS C OJIarOMPUSATHBIM IPOTHO30M.

Y OOJBHBIX CENCUCOM JETeil BBISIBJICHBI HApYIIEHHUS B KIETOYHOM U
IYMOPaJIbHOM 3BEHBSX MMMYHHOM CHCTEMBI IPU BCEX BBIACIICHHBIX BapHUaHTax
MeauatopHoro aucOananca. Hambosee BbIpakeHHBIE HapYIICHHsS] OTMEYaId MPHU
MEepPBOM M BTOPOM BapuaHTax (yrHereHue auMQouuToB, T-TUMOOIUTOB M HX
cyOmonyysilMii, a TakKKe YCWICHHas BbIpabOTKa MapKepoOB AaKTHUBALUH
aumbonmtoB nepudepuydeckoit kposu - CHA25, HLA-DR u penentopa amonrtosa
Fas-ol’ nMMyHOKOMIIETEHTHBIX KJIeTOK - C/195).

AHanu3 koppensuuoHHbIX B3aumocBszen CJIT k gecsatu Bo3OyaAMTENSIM
cercuca (x Proteus, E.Coli; St.epidermidis; Pseudomonas aeruginosa, Klebsiella,
Clostridium perfringens, nposxxkenomobusiM rpubkam poga Candida, St.aureus,
Enterococc, Streptococcus haemolyticus) co 3HaueHUSIMH  KJIETOYHOTO,
TYMOpPAJIbHOTO Y MEXKIETOYHOTO HMMYHHUTETOB IIOKa3aj, YTO HAapyIICHUs B
pPa3MYHBIX 3BEHBSAX HMMMYHHTETa 3aBUCEIM OT BHJIAa CEHCUOWIM3alUU
TuM(dOIMTOB MUKpOOaMU M OT BapuaHTa MeauatopHoro aucbamanca. OO0 3Tom
CBUJETENBCTBYIOT M J@HHBIE KOPPEJSILIMOHHO-PETPECCUOHHOTO aHajau3a ¢
BoluncienueM KC u KTC. Camble BbICOKME 3HAUEHUS MX OBLIM XapaKTepHbI JJIs
MEPBOTO BapuaHTa MEAUATOPHOTO AucOanaHca, 4YTO CBHJIETEIBCTBOBAJIO O
TYOOKHMX M BBIP@KEHHBIX CKPBITBIX HAPYUICHUSIX B (DYHKIIMOHUPOBAHUU CUCTEMBbI
MMMYHUTETA U, KaK CIEACTBUE, MPUCYTCTBUU BBIPAXKEHHOW OaKTEpUEMUMU.

Takum oOpa3omM, B OCHOBE I[IaTOT€HE3a CENTUYECKOTo Ipoliecca,
ONPENENAIOEr0 KIMHAYECKOE TEYEHUE, PE3yJIbTaThl JICUEHUSI U UCXOJIbI CEercuca
y JeTeil paHHEro BO3pacTa, JIEKAT HApPYIICHWs UMMYHHUTETA, PEATU3YIOLMXCS Ha
MEXKJIETOYHOM YPOBHE, YTO J1a€T CBOE OTPAXKEHHME HA KJIETOUYHBII U TyMOPAJIbHBIN
VMMYHHBIN OTBET.

UerBeprass rnaBa guccepraunn «CpaBHMTeIbHasi OLEHKAa  JHMAar-
HOCTHYECKON U NMPOrHOCTHYECKON MH(POPMATHBHOCTH KOMILIEKCA KIMHHUKO-
JIa0OpPaTOPHBIX MOKa3aTe/eil B ONpeieJIeHHH XapaKTepa TeYeHUsl M MCXO/10B
Cencuca»  TOCBSIIEHA  CPAaBHUTEIBHOM  OLEHKE  JMAarHOCTUYECKOM U
MPOTHOCTUYECKOM  MH(POPMATUBHOCTH  KOMIUIEKCA  KIMHUKO-I1a00paTOPHBIX
MoKaszaTesieid B ONpENeNIeHUH XapakTepa TE€YeHUs U HMCXOAOB cerncuca. B Hel
OMKCHIBAIOTCS pa3pabOTaHHbIE M YCOBEPIICHCTBOBAHHBIE HMMMYHOJIOTHYECKUE
METO/Ibl JMAarHOCTUKHU cercuca y jaereil. Pa3paboTaH oOpHUrMHaiIbHBIM CHOCOO
BBIICJICHUS W OMNPEJEJICHMs] CIOHTAHHBIX U CHEHU(PUYECKUX MEIAHATOPOB
BocnasieHus - CnJIT u CJIT k gecsitu BO30yAUTENSAIM Y OOJBHBIX CETICUCOM JIETEH.
[IpuHIMIT MeTo/la 3aKJIIOYAeTCs B ONPEACNICHUH TOKCHUYHOCTU CHEIU(PUYHON K
pPa3JIMYHBIM aHTUTE€HAM HAJ0CAJOYHON KUJKOCTH, KOTOPYIO MOJy4yajau TMOcie
KyJIbTUPOBaHUS JUMQOIMTOB OOJLHOTO C BUHOBHBIMU aHTHUTeHaMH. B kadecTBe
AHTUTEHOB ObLJIa B3ATa YCIOBHO-TIATOTEHHAs ¥ TMATOT€HHAas KyJIbTypa
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MUKPOOPTAaHU3MOB, TPEIBAPUTEIHHO BBIIECIECHHBIX OT OOJIBHBIX CEICHCOM JETEH.
Bnepsbie npumeHeH ux mojcuet Ha criektpodoTtomeTpe. M3ydena npoaykuus JIT
K BO30yIUTENsIM cercuca A0 JIeYEHUs C 1eNbl0 OUEHKH 3(h(HEKTUBHOCTH
NPOBEICHHOM  creuuuueckol  Tepanmuu. YCTaHOBJIEHA JMArHOCTHYECKAas
[IEHHOCTh ME€TOJa, 3akitouaroniasics B ToM, uro CJIT moryT BbipabaThiBaThCs HE
TOJIbKO B TMEpUOJ peluuauBa 3a00JIeBaHUS, HO W B TMEPUOJ KIMHHUYECKOTO
BBI3JIOPOBIICHUSI OOJNbHOTO. Pe3ynbTaThl MOTYT TPUMEHSATHCS B OLICHKE
3¢ (PEKTUBHOCTH JICUCHHS CETICHCA M COCTABIICHUS NallbHEUIICH WHIANBUIYaTbHON
MPOTPaMMBbI JICUEHUSI.

YcranosneHo, uro CJIT, sBussch MeauaTopaMu BOCIHAJICHHS, BbIpadaThI-
BarOTCSl TUM(OIIUTaMH, YTHETEHUE WX MPOAYKIIMH CBHJICTEILCTBYET O BBIPAKCH-
HOM OaKTepueMuu M XPOHU3AINH WH(PEKITMOHHOTO TpoIiecca, KOTOPhIE JAI0T CBOE
OTPaXKEHHUE HA COCTOSIHUE KJIIETOYHOTO MMMYHHOTO OTBETA.

Jlanee ycOBEpIIEHCTBOBAH CEPOJIOTMYECKU MeTon auarHoctuku - PHI'A ¢
ONPENICIICHUEM CBEXKEIPUTOTOBICHHBIX JPUTPOLUTAPHBIX JTUATHOCTUKYMOB K
BO3MOXHBIM BO30OyauTeNsiM cericuca. OmnpeneneHbl JUArHOCTUYECKUE KPUTEPHUU
reHepanu3aiui HHPEKIIMOHHOTO Tpoliecca.

CpaBHUTENbHAS OIEHKA YYBCTBUTEJIBHOCTH U CHEIM(GUYHOCTU PA3IAYHBIX
METOJIOB JUArHOCTUKH CETICHUCca y JIeTel paHHero Bo3pacTa (0aKTepuoJIOTHYECKHMA
meton - 77%, meton ompeneicaus CrJIT k Bo3Oyaurensam cemncuca - 67,1%)
MoKasaja, 4TO BBICOKOUYBCTBUTEIbHBIM cunuTaeTcsa Meton PHI'A ¢ onpenenennem
aHTUTENl K BO3OyAUTENsIM cercuca, KoTopelii coctaBuin 97,8%. IlpumeHenue
JAHHOTO  METOJa JWArHOCTHKW JlaeT BO3MOXHOCTb JUJISL  ONpeeiIcHUs
ATUOJIOTUYECKOM XapaKTepUCTUKU 3a00eBaHusl. UyBCTBUTEILHOCTh OblIa HU3KOU
y metona omnpeaenenus CnJIT 3a cueT yruereHus nNpoaykuuu uX JuMdonuTamu,
yTO0 OBUIO XapakTepHO ISl TMEPBOTO BapUaHTa MEAMATOPHOIO JucOasnaHca.
CnemuduaHOCTh MpU OAKTEPHUOJIOTHUUESCKOM METOJIe OblIa HU3KOW M COCTaBHJIA
55%, torma kak crenuduunocts npu merogax PHI'A u CnJIT 6wuia cxomHou u
coctaBuna 75% wu 76,3%. bblma mnojcuMTaHa MTPOTHOCTHYECKAs IIEHHOCTH
MOJIOKUTEIIBHOTO W OTPUIATEIBHOTO PE3YyJbTAaTOB I KaXXIO0ro0 METOJa.
[IporHocTHYecKkass IEHHOCTh  OTPUIIATENILHOTO  pe3yibTaTa  (BEPOATHOCTH
OTCYTCTBUS 3a00JieBaHUSI TMPU OTPUIIATEILHOM pe3yJibTaTe TecTa) Obljla camMoil
Bbicokoil mpu Meroae PHI'A u cocraBumna 94,7%. Ilpu CnJIT ona Obuia camoit
HU3KOM - 46,6%, MO-BUIMMOMY, 3a c4eT yruereHus BoipadoTku CrJIT npu nepsom
BapuaHTE MEAUATOPHOTO ArcOanaHca.

[Tpu GakTEPHOIOTMYECKOM METO/IE TUArHOCTUKH MPOTHOCTUYECKAS IIEHHOCTh
OTPULATENILHOTO pe3yJiibTaTta coctaBuia 64%. IIporHocTtuyeckas IIEHHOCTh
MOJIOKUTENILHOTO pe3yibTaTa (BEpOATHOCTh 3a00JI€BaHUS MPHU TMOJOKUTEILHOM
pesyabrare Tecta) npu Merogax CnJIT u PHI'A Obuta BbIle B CpaBHEHUU C
OaktepuogornueckuM MetoqoM (88,2%; 88,2% u 70,7%). HecmoTps Ha TO, 4TO
MPOTHOCTUYECKAsA IIEHHOCTh TOJIOKUTENbHOrO pe3ynbTata s meroga CIIT
BBICOKAsI, TPOTHOCTHYECKAs! IIEHHOCTh OTPUIIATEIILHOTO pe3ysbTaTa Obljia HU3KOU
B CpPaBHEHHMM C JAPYrUMU MeToAamu. IJTo roBopuT o ToM, uto CJIT He Bcerna
BbIPA0ATHIBATIMCH, XOTSI BO3OYAUTENN IPUCYTCTBOBAIN B OpraHu3Me (0OOBIYHO TIPH
MePBOM BapHaHTE MEIMATOPHOTO aAucOagaHca cucteMbl nMMyHuTeTa). XoTs [T1P-
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JUArHOCTUKAa KPOBH Ha CyILIecTBYIolMe Mukpoopranusmel 1 PHI'A roBopuim o
OPUCYTCTBUM BO30YAUTENS B KPOBHU. JTO CBS3aHO C HAPYIICHUSIMU B UMMYHHOM
CUCTEME, B YaCTHOCTH, Ha MEXKJIETOYHOM YypOBHE, - TUCOAJIaHC MEIUaTOpPOB
BOCHAJICHUS] TPUBOJIWI K BBIPRKCHHBIM HW3MEHEHHUSIM, peaJu3yIoluMcsa Ha
KJIETOYHOM YPOBHE, U HECIIOCOOHOCTH MMMYHOIIMTOB BBIPAOATHIBATH MEIUATOPHI
BOCHAJICHMs], BIUIOTH JO arolTo3a M HEKpo3a KIETOK. Eciu KommeHcaTopHbIE
MEXaHU3Mbl CHUCTEMbl HMMMYyHHUTeTa coxpaHeHnbl, To CJIT o0Os3arenbHO OymyT
BbIpabaTbiBaThes. [l03TOMYy mMpOrHOCTHYECKAass IIEHHOCTh  TOJIOKHUTEILHOTO
pesyabratra wmetonoB CJIT m PHI'A k Bo30yauTensiM cemncuca OCTaeTcs
onuHakoBoil. Takum o0pazom, Hambojee WH(GOPMATUBHBIM U JTOCTOBEPHBIM B
JIMarHOCTUYECKOM IuIaHe siBisgercss meton PHI'A ¢ ompenenenuem aHTUTEN K
BO30YIUTENISIM CETICHUCa.

st pa3paboTKy KPUTEPHEB TEHEpadu3alud OakTepuaabHOW WH(EKIUN
OTpENeNsUIM  TUTPhl  aHTUTEN K  JECATH  BO3OYIUTENSIM  CEICcuca, II0
coBepieHcTBoBaHHOMY HaMu Metoy PHI'A, y 20 6onpabix ¢ I'B3, y 20 G0sibHBIX
C 3aTshKHOM mHEeBMOHHMEH M y 20 OONBHBIX C CENCHUCOM. THUTp aHTUTEN K
BO30OYIUTEIISIM TIPU CeTICKce OBLT OYeHb BHICOKMM M JocTurai 1:4096. Y 601bHBIX
¢ I'B3 u 3aTskHOM MHEBMOHUEW OH HE mpeBbiman 1:256. B cBA3U ¢ 3TUM MOXKHO
caenaTth CIEQYIOLIUNA BBIBOJ: IMOPOTOBBIM JHATHOCTHYECKUM TUTPOM aAHTHUTEI
cuutatb TUTp 1:256, a nmpeBblmaromme 1:256 TUTpHl cuMTaTh  Kak
reHepain3oBaHHyl0 Oaktepuemuto. Hannune TUTPOB aHTUTEN K Pa3IMYHBIM
MUKpoopranuzmam 110 1:256 pacrieHuBaTh Kak MapkKep Hauu4us OakTepHaIbHON
MH(}EKIUU B KPOBHU.

Takum oOpazom, pa3paboTaHHBIE METOJbl TMATHOCTUKU W TOJATBEPXKICHUS
reHepanu3all  HHPEKIMOHHOTO Tpoliecca MpU CEeNcuce y JeTed paHHEero
BO3pacTa, OCHOBAHHBIE HA UCIOJIb30BAaHUU COBOKYIHOCTH OAKTEPUOJIOTMUECKOTO U
UMMYHOJIOTHYECKUX  METOAOB  JKCIPECC-IUArHOCTUKH,  JAOT  MOJHYIO
uH(pOpMaIUIO 00 ATHOJIOTHH 3a00JiIeBaHMs, YPOBHE OaKTEepUEMHH U KOCBEHHO 00
HCXOJIHOM COCTOSIHMM U IMHAMUKE MOKa3aTeseil CUCTEMbl UMMYHHTETA.

[IpoBenen MHOTO(MAKTOPHBIN aHamu3 MHGOPMATUBHOCTH  KOMILJIEKCA
KIIMHUYECKUX, OaKTepUOJIOTMUYECKUX W HMMMYHOJIOTHYECKUX TMokazaTtenei (71
MOKa3aTelb) B JUArHOCTUKE W MPOTHO3UPOBAHUU MCXOJIOB CEICHCA Yy JeTe
pPaHHEro BO3pacTa METOAOM JIOTMCTHUYECKOW perpeccuu. B kadecTsBe 3aBUCUMOM
MEPEMEHHON HCIONb30BAJICS MOKA3aTeNb «UCXO0». MHOTo(aKTOpPHBIN aHaIu3
CO3JaHusl MaTeMaTUYEeCKOM MOJenu B LeJIoM, 0e3 ydyera MeAHaTOpPHOro
aucOalanca B CUCTEME HMMMYHMTETA, MOKasaj, 4To psaA (PAKTOpOB OKa3bIBAET
3HAUUTENFHOE BIMSHUE Ha Mojenb. Tak, yBenuuenue ¢akrtopa IRl Ha egunuiy
MOBBIIIAET IIAHC MOJIOKUTENBbHOTO ucxoaa B 7,5 pa3 (OR 7.53 95%ClI 1.14-49.53;
p>0,05), yBenudyenue daktopoB IL10 u CD16 noBwImaOT 1MIaHC MOJI0KUTEIHHOTO
ucxona B 1,3 pasa (OR 1.31 95%CI 1.11-1,55 u OR 1,31 95%CI 1.01-1,70; p >
0,05, cooTBeTCTBEHHO), a yBenuueHue ¢akropa CD95 Ha equHUIly CHUXKAET MIAHC
OJIOKUTEIBHOTO ucxoaa B 1,5 paza (OR 0.64 95%CI 0.48-0.85; p > 0,05).

[IporHozupoBanue ¢ y4eTOM MEIUATOPHOTO JucOaNaHCa  CHCTEMBbI
MMMYHHUTETA [OKAa3aJlo, 4YTO MpH I[E€PBOM BaAPUAHTE C KaXKIOM eNUHULEH
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yBenmuueHus: FNO-o BepoATHOCTh BBDKMBAHUS yBeIWYHBaeTcss B 2,5 pasa,
oTHocuTenbHBIN maHe - OR 2.83 95%CI 1.05-7.65; p < 0,001. OTtu pe3ynbrarsl
NOCIY)KWJIM OCHOBaHMEM [UJIsi TOJayu 3asiBKM Ha wuzobperenue: «Crocod
IPOTHO3UPOBAHMS KIMHUYECKOTO TEUEHHUsSl CElcuca y JeTed paHHEro BO3pPacTay
(Ne IAP 2011 0396 ot 07.09.2011 1.).

Jlanee Oblma co3laHa MaTeMaTHYeCKas MOJIEJb C IENbI0 OIpeesieHus
KJIMHAYECKUX TPU3HAKOB, XapakTEpPHBIX [JIsi IEPBOro, BTOPOTO U TPETHETO
BAPUAHTOB MEIUATOPHOr0 AucOanaHca CUCTEMbl HUMMYHUTETA, IMO3BOJISIOIINX
muddepeHnpoBaTh KIMHUYECKOE TEUYCHUE U BEPOSTHOCTH TOTIAIaHMsI TIPU3HAKA B
3aBUCHUMOCTH OT UCXOJHOTO COCTOSTHUS CUCTEMbI UMMYyHHUTETA (Ta011.2.).

Taoauna 2
Pe3yabTaThl perpecCHOHHOI0 AHAJIN3a KIMHUYECKUX NIPU3HAKOB B
aupdepeHMaANNY BAPUAHTOB CEIICUCA.

Ilokazarenu \ o \ AN \ P
IlepBblii BapHAHT

MpamMopHOCTB 51 1,39-18,92 <0,01

KOXHBIX IIOKPOBOB

sHIedamonaTus 421 0,76-23,46 <0,05

KapJIuT 8,63 2,472-30,12 <0,01
Bropoii BapuaHT

[Topaxenue 3,11 1,39-6,99 <0,01

[eYEeHH

DHTEPOKOJIUT 0,39 0,16-0,97 <0,05
Tpernii BapuanT

Cy6debpunbnas 14,56 2,52-84,07 <0,01

TeMIieparypa

BbregHocTs KOXH 4,12 0,72-23,48 <0,05

[Topaxxenue 0,34 0,14-0,83 <0,01

MeYEeHU

KapauT 0,08 0,016-0,393 <0,01

[IpoBeaeHbl KOPPEISIIUOHHBIM W JIMHEWHBIA PETPECCUOHHBIA  aHAIU3bI
mexay TNF-o u UPU, TNF-o u WJI-10 u TNF-o u CD95. BrisiBnena mnpsimast
nuHeHas 3aBucuMocTh Mexay TNF-a u WMJI-10 (r = 0,72; p < 0,05), TNF-0 u
CD95 (r=0,72; p < 0,05) u obpaTHas B3auMocBsi3b Mexay TNF-a u UPU (r = -
0,77; p <0,05), xapakTepHas TOJbKO JJis1 IEPBOTO U BTOPOTO BApUAHTOB CEIICHCA.

Takum oOpa3oM, BBISIBIIEHBI 3aKOHOMEPHOCTH BHYTPUCUCTEMHON PETYJISIIUN
MMMYHHUTETA, TIOCIYXHUBIIME OCHOBOM IS BBIICICHHUS TpeX KJIMHUKO-
7a00paTOPHBIX BAPUAHTOB, OMPEACISIONIMX KIWHUYECKOE TEUEHUE € HCXOJ
3a00JieBaHus, OTIPEACTICHUE KOTOPBIX UMEET AUArHOCTUYECKOE U MPOTHOCTUYECKOE
3HAYEHHE.

Pa3paboTan anropuT™M IMArHOCTHKU U JIEYEHUS CETcuca y JETe paHHEero
BO3pacTa, KOTOPBIM COCTOUT U3 HECKOJIBKUX 3TaroB (puc.3):

1-# stan - onpenenenue Hanuuusg CCBO;
2-W3Tan - Hanmmyue OaKTepUeMHH;
3-ii aTan - onpeaesieHue HapyIlEHUs OPTaHOB U CUCTEM;
39



4-ii sTan - onpeAeNeHNe BApUaHTOB METMATOPHOTO qucOanaHca;
5-ii aTam - IeYeHne, HaPaBICHHOE Ha:

1) ounenky mpoBenaeHHOM cnenuduueckot Ttepanuu (JIT, PHI'A) wu
COCTaBJICHNE MHIUBUIYATHHOTO IJIaHA JICUCHUS;

2) UMMYHOMOAYJIHMPYIONIYIO TEpamuio IMOJHOKCUIOHHUEM, TJe pa3paboTaH
nudGepeHIMPOBAHHBIA TIOAX0J TO KpPaTHOCTH Kypca JedeHus. KiuHuko-
UMMYHOJIOTHYECKass ~ 3(PQPEKTUBHOCTh  NPUMEHEHHS  TOJUOKCHIOHUS B
KOMIJIEKCHOM JICUCHHWU CETCUCa MPH Pa3IMYHBIX BapHaHTaX MEAUATOPHOTO
aucOanaHca mokasania, 4yTo JUJIsl TPETbEero BapuaHTa IOCTATOYHO OBLJIO MPOBEACHUS
OJTHOTO Kypca, a I IEPBOro U BTOPOTO BApUAHTOB - 1BA Kypca JICUCHUsI.

AJITOPUTM AUATHOCTHKH U JICUEHUA CEIICHICA y IeTell paHHEro Bo3pacra
1 "TATI — Hanuuue CHHPOMA CHCTEMHOTO BOCTATHTEIbHONO 0TBeta (CCBO): NpHCYTCTEME, 110 MEHbIIGH Mepe, ABYX U3 CHeAyIomuX 3
:; 4-X KPUTEPUEB, OJIH U3 KOTOPbIX  @HOMAbHAA MEMNEPAMYPA UL YUCTIO TIeUKOUUM06:

Temneparypa >38,5°C nmian <36,0 °C; Taxukapausi wiu 6paiuKapaAns; OAbINIKA HIH TAXHMITHOD ; YHMCJIO JIEHKOUMTOB YBEINICHO
;. MM CHIKEHO 110 CPABHEHHIO ¢ BOIDACTHOH HOPMOH, man. .. . >10%0 He3pe/IBIX HEHIPOPUIOB. .. . ... .. .. ... . ...
Eecrl,] EHeTE
L
= ’;E Cernnemus (o4ara Her) ]
. 2 OTAII- Hanu4He 6aKTepeMun T I P IIE ~- oL Tt o S e e S L VM PN PR

onocecoc MIGHTHYHAS

JIOPA: (. ccocco s

E “CenTUROHEMUS (IIOPAKEHNE OPTAHOB U 3
: it CULTRA )i -

£ Hosoxitensnoe snauerne IT |

3 OTAII- OnpeneneHue HapyIEHUs] OPTraHOB M CHCTEM: HAJIHYMe 04ara HHpeKuuu
i ::(OPOHXOMHEBMOHMSL: HTEPOKONNT; KADIMT, OHIeDATOUATHI ML )es i i

1 BADHAHT — YrHETE€HHE NP0 - U -BAPHAHT —YCWICHHE BBIPA0OOTKH BAapHAHT — YCHJ/ICHHast (:‘:E
% AHTUBOCHAIUTEIBbHBIX MeAuaTpos , PO - © AHTHBOCHAJIUTEIbHAX NMPOAYKIMA NPOBOCHAIUTEIBbHBIX g
E Hajau4ue 2 -X U 0osiee 04aroB MHpeKknun MeIMATPOB IMOpakeHHe MeHee 2 -X MeIUaTPOB NOpaxkeHHe MeHee 2 -X §
§ OpraHoB M cHCTeM OpPraHoB M CHCTeM §

sedyenne:1) onmenka nposenennoii cnenuduueckoi repamuu (PHLA, JIT), cocraBiasiercst
MHIUBUAYAJIbLHBIHA NJIaH JIeYeHUus
2) UMMmyHOMoORy IMpYIOHIasi TEPANHUsIOJIHOKCHAOHNeM: 1 H 2 BapHaHT - 2 Kypca
3 BapuanT — 1 Kypc

Puc.3. AnropuTm IMarHoCTUKHU H JIeYCHUSI CEICUca y ieTeil paHHero Bo3pacra

AHanu3 3¢ (EKTUBHOCTH TMATOTEHETUYECKH OOOCHOBAaHHBIX COBPEMEHHBIX
METO/IOB JTMarHOCTUKHU M JICUEHUs CETCHca y JIeTeld paHHEero Bo3pacTa IMoKasal,
YTO TPUMEHEHHE TMPEIIOKEHHOTO aJTOPUTMA OKa3bIBAIO TIOJIOKHUTEILHOE
BO3JICHICTBHE Ha KIIMHAYECKOE TEYCHUE cercuca, YKOPaunBaJIo
MPOJIOJDKATETLHOCTh  KIIMHMYECKUX  CHUMIITOMOB — 3a00JI€BaHUS B TIEPUOJ
000OCTpEHHsI, COKpAIlajJ0 YacTOTy PEIHMIUBOB M TOCIUTAIU3ANMA OOJHHBIX B
CTallMOHAp, OTCYTCTBHE JIETANbHBIX CIIy4aeB M TOJYYCHHE CYIIECTBEHHOTO
AKOHOMMYECKOTO A PekTa.

Takum o00pa3om, TpUMEHEHHE pa3pabOTaHHBIX METOJIOB JHATHOCTUKHA U
mudGepeHIUPOBAaHHBIX B 3aBUCUMOCTH OT MEIUATOPHOTO IUCOAIaHCa CHUCTEMBI
MMMYHHUTETA CXEM JICUEHHS, BKIIFOUAIOINX UMMYHOMOYJIHPYIOIIee BO3ACHCTBHE,
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OKa3bIBACT IIOJIOKUTCIIBHOC BJIMAHHC HA CBOCBPCMCHHOCTL AHWAIrHOCTUKMU,
000CHOBaHHE U OLCHKY PE3YyJIbTAaTOB TCPAIIWN U, KaK CICACTBUC, HAa KIIMHUYCCKOC
TCUCHHUC U UCXOObI CCIICUCA Y I[GT€I>’I PaHHCTO BO3pacCTa.

3AK/IIOYEHUE

1. Y GOJIbHBIX CETCUCOM JIETEH paHHETO BO3pacTa YCTAHOBJIECHO HATMYUE TPEX
KJIMHUKO-1a00paTOPHBIX ~ BapHaHTOB  MEIUATOPHOTO JucOanaHca  CHUCTEMBI
UMMYHUTETA, KOTOPbIE UMEIOT Pa3Iuyusl B OCOOEHHOCTSIX KIMHUYECKOTO TEYCHUS
U ucxoaax 3a00JIeBaHus.

2. Knunnueckoe TeuyeHme cemncuca |y JET€M  PaHHErO0  BO3pacTa
CONIPOBOK/IAETCS BBIPAXKCHHBIMU HU3MEHEHUSIMU B KIETOYHOM U TYMOpPajJbHOM
3BEHE HMMYHHUTETa M 3aBUCUT OT HCXOJHOTO COCTOSIHUSI MEIUATOPHOTO
nucbamanca.  Hambornee  BBIpaKGHHbIE  W3MEHEHUS  MMMYHOJOTHYECKHX
nokaszaresied ObUIM OTMEYEHBI y JIeTeW MpU NEPBOM BapUAHTE MEIUATOPHOTO
nucOasanca.

3.CpaBHeHUE  pPa3IMYHBIX  METOJIOB  JabOpaTOPHOTO  OMpeeTeHUs
ATUOJIOTUYECKOTO  BO3OYIUTENs, HCIOJNb3yeMbIX B JIMATHOCTUKE Cercuca
(6axTepuonoruyeckuid, onpenenenue aumpoTokcuHoB U Meton PHI'A), BeisiBuiio
BBICOKYIO CTEIEHb 4yBCTBUTENbHOCTH Meroaa PHI'A ¢ ompeneneHnem TUTPOB
aHTUTENl K HaumboJiee dYacThIM BO30OyauTemsiM  cemcuca (Se-97,8%) wu
cnenu@UIHOCTh METOJIOB onpeeneHus JUMGPOTOKCHHOB (SP-76,3%) u PHI'A (Sp-
75%).

4. YcTaHOBJIEHA JUArHOCTUYECKAsl IEHHOCTh MMMYHOJIOIMYECKUX METOJ0B
nuarHoctuku (ompenenenue CJIT um PHI'A), 3akmouaromiasicas B TOM, 4TO
JTUMQPOTOKCUHBI M TUTPbl aAHTUTEN K BO30OYIUTENSAM  CENcuUca MOTYT
BbIpa0aThIBATHCSI HE TOJBKO B MEPHUOJ pelUANBa 3a00JI€BaHUS, HO U B MEPUOT
KJIMHUYECKOTO BBI3JIOPOBJICHUSI OOJIbHOTO. Pe3ynbTarhl MOTYT NPUMEHSATHCS B
orieHke 2(P(EKTUBHOCTH JICUCHHS CEICHca MW COCTaBIICHHMS JalbHEHIICH
WHANBUYaTbHON TIPOrPpaMMBbl JICUCHUS.

5. Knunuyeckoe TeueHue cercuca y JeTeid paHHEero BO3pacTa 3aBUCUT OT
UCXOJHOTO COCTOSIHMSI MEAMATOPHOTO JucOaliaHca CHUCTEMbl WMMYHHTETA.
Co3ganue MaTeMaTUYeCKOM MOJAENH C UEIbI0 OMNPENENICHUS KIMHUYECKUX
NPOSIBJICHUM CETCHCa, XapaKTePHBIX [UISI KaXKIOTO U3 BBIICIEHHBIX Tpex
BapUAHTOB MEJIMATOPHOTO aucOaiaHca, MOKa3alio, YTO HJisi MEePBOrO BapHaHTa
OBUIM XapaKTEepHbI MPAMOPHOCTb KOKHBIX MOKPOBOB - CBUETEILCTBO MOPAKECHUS
IMHC wu xapaura. Puck mnonagaHusi TaKuX KIMHUYECKUX TMIPOSIBIICHUHM, Kak
NOpaXeHUE TEYEHU B BUJIE BTOPUYHOTO HH(OEKIIMOHHO-TOKCHMYECKOIO T'eraTuta
WM abCIece MeYeHU U SHTEPOKOJUT BO BTOPOI BApUAHT ObLT BEJHK.

Jlns TpeThero BapuMaHTa TakOW MpHU3HAK, Kak cyodeOpuibHas TemrepaTrypa
YMeJla CaMblil BBICOKMH OTHOCHUTENBHBIM IIAHC IIONAJAaHUsA B JTy TIpynmy, a
MOPAKEHUE TEUCHU U KapJIUT UMEJId HU3KUM OTHOCUTENIHHBIN MAHC MOMACTh B 3TY
Tpymimy.

6. Co3zmanne MareMaTH4eCcKOW MOJIETU C BKIIOUYEHHWEM IIMUPOKOTO IMEepPedHs
MCCJICIOBAHHBIX KIMHUKO-TA00PATOPHBIX TMOKa3aTelel BBISIBUIO 3aBUCUMOCTH
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OTHOCHUTEJILHOTO IIIaHCa TOPAXEHUS TEX WIM WHBIX OPraHOB W CHUCTEM OT
nokasareyiel UICXOJHOTO COCTOSIHMSI U BapuMaHTa MEAMATOPHOro aucOaliaHca mpu
cerncuce y Jierei paHHero Bo3pacta. ToJIbKO IIpHU NMEPBOM BapuaHTe HAOII0aI0TCS
MeHuHrosHIepanmutr u/mim abdeuecc mosra (5,5%), cynoporu (44,5%), BBICOKHIA
IPOLIEHT MPOSIBICHUN BTOPUYHOM HMHQPEKIMOHHO-TOKCUYECKOW 3HIIe(aronaTuu
(33,4%), Torna kak mpu BTOpoM - 5%, TpeTbeM - 5,8%; TsDKENbIi TOKCHUKO3 -
88,9%; 70% u 35,2%, kapautsl B 100%, 50% u 10% cOOTBETCTBEHHO.

7. YTHeTeHHe NPOIAYKIIMW MEAMATOPOB BOCIAJCHUS Ha (OHE OTCYTCTBHUS
MOJIOKUTEIPHOW JTUHAMHUKH KJIMHHYECKUX TPOSBICHUN CBHUACTEIBCTBYET O
XPOHU3ANH WM JUCCEMUHAIIMN WH(EKIIUHA, HAPYIICHHH MPOIIECCOB perapaliu,
(bopMHUpPOBaHNY TTOJTMOPTAHHON HEJOCTATOYHOCTH.

8. B ocHOBe OypHOTO pa3BUTHS CHUCTEMHOTO BOCIAJICHUS W YTHETCHUS
MIPOTYKITAN MEIUATOPOB JICKUAT BBICOKAs 4acToTa COUYCTaHHOM
IPaMIIOJIOKUTEIILHOW M TpaMOTpHUIIaTeIbHOM 3THOJOTHH cericuca (90,5%; 72,3%;
37,9% n1npu BBIAEISIEMBIX BapUaHTAaX, COOTBETCTBEHHO), CIIOCOOCTBYIOIIAS
WHAYIUPOBAHHOMY amoNTO3y, B HEKOTOPBIX CIydasgX HEKpPO3y KJIIETOK-
UMMYHOIIUTOB (TIOBBIIIICHUE TMIOKa3aTele MapKepoB aKTHBAIMM M alomTo3a
muMdonuToB; THOENs, U abeppaius XpoMOocoM JTUM(DOIUTOB). DTO ompenesnser
pa3BUTHE TJIYOOKOM HMMYHOACNPECCUM U TMOCIEAYIOIee MOBPEXIaoIee
JICUCTBUE HA PA3JIMYHbBIE CUCTEMBI OpraHU3Ma.

9. Hambomnee 10CTOBEPHBIM METOJOM MPOTHO3MPOBAHUS TSHKECTH TCUCHHS U
HCXOJIOB CEICHCa y JIETeH paHHEro BO3pacTa SBIICTCS OINPEACICHUE TUHAMHUKHU
nokazarenss @PHO-o. YcraHoBieHo, 4To ¢ kaxaou eaunuieil ypenuuenuss PHO-a
BEPOSITHOCTh OJIArONPHUATHOTO MCXO0Ja 3a00JeBaHus yBEeIMYUBaeTcsa B 2,5 pasa, a
CHWKEHUE €TO YBEIIMUMBACT MIAHC HEOIArOMPUATHOTO TEUCHHUS M KICXO/a.

10.Bxirouenne B KOMIUIGKCHYIO —Tepanuio auddepeHIHpOBaHHBIX B
3aBUCUMOCTH OT MEIMATOPHOTO JrcOanaHca CUCTEMbl HUMMYHHUTETA CXEM JICUCHUS
MOJIMOKCUJIOHUEM OKAa3bIBAJIO TMOJIOKUTEIHHOE BO3JCHCTBUE HAa KIMHUYECKOE
TEUCHUE U MCXOJ CelcHuca y JAETEd paHHEro Bo3pacTa. Tak MOJIMOKCUIOHUN
OKa3blBAJl HMMMYHOMOAyJIupyomuii 3>h(exT Ha mokKazaTend KIETOYHOTO,
TYMOPAJIBHOTO U MEXKJIETOYHOTO UIMMYHHUTETA TIOCIIe OJTHOTO Kypca JICUCHUs TpU
TPEThEM BapHAHTE W TIOCIE JBYX KypCOB JICUCHUSI TPU TMEPBOM U BTOPOM
BapUaHTax.
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INTRODUCTION (ANNOTATION OF DOCTORAL DISSERTATION)

Topicality and demand of dissertation subject. Despite medical and
organizational advances in pediatrics the problem of diagnostics and
treatment of sepsis in children remains important throughout the world.

Sepsis in children occurs with significant impairment of cellular, intercellular
and humoral links of immunity. This leads to prolonged and uncontrollable
pathological immune cell apoptosis and disruption of proliferation, and thereby
causes the development of profound immunosuppression. This process is clinically
manifested by chronicity or dissemination of the infection, the accession of
nosocomial microflora, impaired reparative processes, severe endotoxemia and
formation of late multi-organ failure, all of which determines the fatal outcome in
the later stages of sepsis.

In the literature there are few reports about the possibility of studying these
mechanisms in surgical sepsis in adults. Poor outcome was noted at increase of IL6
ratio and decline in the production of anti-inflammatory cytokine IL10. On the
other hand, it was found that genetically determined deficiency of IL6 is
accompanied with immunodeficiency state (IDS) and the inability to
immunological response to various pathogens.

Not all issues have been resolved in terms of approaches in the treatment of
sepsis in children. The problem of standardized diagnosis of sepsis in infants in the
presence of infection (suspected or proved) and early etiological diagnosis
(including express diagnosis) for sepsis is very relevant. The mechanisms of
intersystem regulation of immunity in sepsis in children of early age, which
severity of disorders affect the clinical course and prognosis of the disease have not
been studied.

The problem of diagnostics and treatment of sepsis in early age children is
highly complex due to age peculiarities of functioning of different systems,
including the immune system.

Search of diagnostic criteria of infectious process generalization and the
prediction of the clinical course of sepsis in infants, as well as the development of
methods of treatment and evaluation of the effectiveness of therapy remains an
Important issue.

Existing methods of etiological diagnosis of sepsis are uninformative,
economically costly and take a long time to get the result. According to our
studies, despite the dissemination of patient’s body with sepsis, cultures from foci
of infection accounts for just 20% of seeding of microorganisms, making it
difficult to choose the correct tactics of treatment for such patients. In this regard,
it is necessary to develop new express methods in the diagnosis and treatment of
sepsis in children that determines the relevance of our research.

This thesis will contribute to some extent for the tasks defined in the decree of
the President of the Republic of Uzbekistan No. PP-2133 dated from February 19,
2014, “About the state program “Year of healthy child””.

Conformity of the research to the development of science and
technologies in the republic. This work was carried out in accordance with the
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priority directions of development of science and technology of the Republic of
Uzbekistan No.6 “Medicine and pharmacology” SSTP-9 “Development of new
technologies for prevention, diagnosis, treatment and rehabilitation of human
diseases”.

The review of international scientific researches on the subject of
dissertation. The modern issues of diagnosis and treatment of sepsis in children
were studied by the leading research centers and higher educational institutions in
the world, for example Royal Children's Hospital, Parkville, Victoria (Australia),
University Children’s Hospital Bonn (Germany), University of Naples (ltaly),
University of North Carolina (USA) u London School of Hygiene &Tropical
Medicine (UK), Saint-Petersburg state pediatric medical academy (Russian
Federation).

Significant scientific results to improve the quality of diagnosis and treatment
of sepsis in children in the world were obtained a number of important scientific
results, including: it is proved that the conduct of plasmapheresis in sepsis in
children in the acute phase of the disease contributed to the decrease in the
concentration of alpha-1-antitrypsin, haptoglobin, C-reactive protein and C3
fragment (Royal Children’s Hospital, Australia; University of Naples, Italy;
University of North Carolina, USA); proved the role of CD64 non-specific marker
in the diagnosis of late onset sepsis, before the first signs or symptoms of infection
(University Children's Hospital Bonn, Germany; London School of Hygiene $
Tropical Medicine, UK);

In the studies conducted were obtained the following important scientific
results: conducting plasmapheresis in sepsis in children has a positive impact on
the disease at the acute phase of the disease by reducing the concentration of alpha-
1-antitrypsin, haptoglobin, C-reactive protein and a fragment of C3 (Royal
Children’s Hospital, Australia); the role of CD64 marker was proved in the
diagnosis of late-onset sepsis, before the first signs or symptoms of infection
(University Children’s Hospital Bonn, Germany; London School of Hygiene &
Tropical Medicine, UK); proposed methods of assessment clinical laboratory
variants of neonatal sepsis on indices of cell reactivity and clinical dynamics
allowed practitioners to assess the severity of condition, to optimize therapy and
predict the disease (St. Petersburg state pediatric medical academy, Russian
Federation).

Today, the following researches have been carried out on the problem of
sepsis in children in the world leading centers, including in priority areas:
improvement of methods of early diagnosis by determining the criteria of
generalization of infection and the level of immunological disorders in the cellular,
intercellular and humoral links of the immune system; development of effective
methods for predicting the disease; improvement of methods of correction the
Immune system and antibacterial therapy.

Level of understanding the problem. The problem of sepsis is determined
by high mortality of children with infectious-septic process, lack of clear criteria
for the diagnosis, introduction of new definition — systemic inflammatory response
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syndrome (SIRS), as well as by natural difficulties in making the diagnosis and
therapy options, associated with age features at different periods of life. The works
of scientists, experts from the USA, Italy, the Great Britain, South Korea, China,
the Republic of Uzbekistan and Russian Federation are of particular interest.

There are several studies on sepsis in newborns and premature infants in the
literature (Tabolin V.A., 2002; Samsigina G.A., Volodin N.N., 2007; 2011; Bang
A.T. et al., 2005; Chen Z., Cheng B.L., 2009; Charoo B.A., Igbal J.I., 2009).
Neonatal sepsis develops usually in children with unfavorable course of ante- and
intranatal periods, often on the background of severe post-asphyxia syndrome and
in premature infants. As a result, even at the moment of infection this newborn is
characterized by low non-specific resistance, failure of the first link of anti-
infective protection (phagocytic), low level of passive immunity and general
immunological failure that is characteristic for neonatal sepsis (Alimov A.V.,
Kamalov Z.S., 2003; Shamsiev F.S., Diveeva A.S., 2004). According to various
researchers, interpretation of the concept of “septic shock™ includes
hemocoagulation component, as progressive DIC syndrome itself leads to shock
(Makhmudov O.S., Samsigina G.A., Shabalov N.P., Degtyareva M.V., 2010).
Russian researchers have developed a pattern of criteria for diagnosis of neonatal
sepsis, allowing differentiating it from local pneumonias in newborns. There has
been established the presence of two clinical laboratory variants of neonatal sepsis:
hypoergic and hyperergic, which differ by characteristics of systemic inflammatory
response, terms of development, extent, duration and nature of hemodynamic,
respiratory and metabolic disorders (Shabalov N.P., Ivanov D.O., 2002, 2006).

In modern literature there is no consensus on the dependence of the microbial
landscape in sepsis in children and variants of mediator imbalance of the immune
system, and their impact on the clinical course. There has been not made a decision
in the development of effective therapy, not enough attention is paid to the
correction of immune status. Considering the evidence of comparative analysis
with the works conducted, we can argue that this study is planned in the Republic
for the first time.

All above-mentioned was the basis for research devoted to the study of
pathogenic immune mechanisms in the development of sepsis in children, the
development of effective express-methods of diagnostics and treatment regimens,
depending on etiology, prediction of the nature of the disease course that
determines the relevance and priority of the problem.

Relation of the thesis to thematic plans of research works. The dissertation
is included in the plan of research works of Republican specialized research
medical center of Pediatrics N0.000374 “The state of intrasystem regulation of
immunity in sepsis in infants. Diagnostic value, new approaches to treatment” and
ISS-11-13 “The implementation of modern methods of diagnosis and treatment of
sepsis in early age children”.

The purpose of research was to identify patterns of intrasystem regulation of
immunity that determine the clinical course, prognosis, and outcomes of sepsis in
early age children.
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The objectives of research:

To improve approaches in the diagnosis of sepsis in infants.

To study features of the state of intracellular immunity and the role of
possible variants of mediator imbalance in the formation and clinical features of
sepsis in children.

To identify clinical features of sepsis in infants depending on etiology and
variants of mediator imbalance.

To determine the state of cellular and humoral immunity in different variants
of mediator imbalance in sepsis in early age children.

To identify factors that have prognostic significance in formation character of
the course of sepsis in children and to assess their informativeness.

To develop and evaluate the effectiveness of pathogenetic treatment regimens
aimed at regulation of immune response in sepsis in early age children.

Object of research — 266 children with sepsis aged from 1 month to 1.5
years, 20 patients with purulent-inflammatory diseases, 20 patients with prolonged
course of pneumonia.

Subject of research — we investigated venous blood and serum for the
guantitative determination of main indicators of immune and cytokine status, for
cytogenetic studies, determination of antibody titers and lymphotoxins to
pathogens of sepsis, bacteriological studies of biomaterials of patients.

Methods of research. Common clinical, functional, instrumental,
immunological, cytogenetic, cytological and statistical methods of study were
used.

The scientific novelty of dissertation is as follows:

There was developed the method for determination of spontaneous and
specific lymphotoxins to ten causal agents of sepsis and on the basis of
determination of their ratio were identified three variants of mediator imbalance of
the immune system.

There was established the dependence of the immune system state on the
variants of mediator imbalance, which determine clinical course and outcome of
the disease in early age children with sepsis.

There was proved diagnostic value of determination of lymphotoxins in
assessing the effectiveness of treatment for sepsis in early age children, allowing
using this method for preparation of individual programs of treatment.

There were developed differentiated pathogenetically justified treatment
regimens, based on identification of mediator imbalance and aimed at correcting
parameters of the immune system using objective methods of assessment and
prediction of the effectiveness in dynamics of the treatment for sepsis in infants.

Practical results of research are the following:

Diagnostic and prognostic criteria of sepsis in early age children have been
proposed for practical pediatrics;

Pathogenetically proved immunological method of diagnosis of sepsis in
children was developed;
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Clinical and laboratory criteria of generalization of infectious process in sick
infants were developed;

The algorithm of diagnosis and treatment of sepsis in early age children was
offered.

The accuracy of resultsis confirmed by objective measures of clinical,
immunological, cytogenetic, cytological and statistical methods of study.

Theoretical and practical significance of the study results. The results of
work have significance for theoretical medicine, since they reveal pathogenetic
mechanisms and regularities of development of sepsis in infants. The data of
iImmunological, cytogenetic and cytological studies allowed identifying three
clinical-laboratory variants of mediator imbalance of the immune system, which
determination characterizes the clinical course, severity and outcome of the
disease.

The determination of indicators of specific mediators of inflammation is
recommended as an informative method for prediction of clinical course and
evaluation of the effectiveness of therapy that is crucial in the tactics of treatment
and has a positive impact on the course of disease. There developed and tested an
algorithm for diagnosis and treatment of pediatric sepsis, implementation of which
has a favorable influence on the results of diagnosis and treatment of this disease in
the form of reduction in hospital stays, disease recurrence, mortality and treatment
cost savings.

Implementation of the study results.

For the method of determining parameters of specific mediators of
inflammation to sepsis pathogens was obtained the patent of invention of the
Republic of Uzbekistan (No.lIAP 03260, dated from 18.12.2006). The developed
method contributes to the improvement of quality and reduction of time for
determination of disease etiology and evaluation of the effectiveness of therapy. In
addition, for the developed clinical and laboratory criteria was obtained the patent
of invention of the Republic of Uzbekistan (No.IAP 03347, dated from
23.04.2007). Criteria developed allow timely determining the generalization of
infection in the development of sepsis and predict the disease outcome.

These methods were introduced in the health care system in the activities of
the Bukhara regional pediatric infectious diseases hospital and Samarkand regional
pediatric multiprofile medical center (Decision of the Ministry of Public Health
No. 8H-3/28 dated from 17.12.2015). The introduction of new methods of
diagnosis and treatment of sepsis in early age children allowed to optimize
diagnostic and treatment tactics of patients with this pathology, contributed to
reduction of bed-days to 1.5 days and to increase the effectiveness of treatment, as
well as reduction of the frequency of relapse with hospitalization of patients in
hospitals by 21%, the prolongation of remission and reduction of adverse outcomes
of the disease.

Approbation of work. The main provisions of the thesis were presented and
reported at five scientific conferences and two International Fairs of innovative
ideas: at the Republican scientific-practical conference “Organizational and

scientific problems of reduction of infant and child mortality” (Tashkent,
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November 28, 2006); at the Republican scientific-practical conference “Modern
aspects of Pediatrics. Science and practice” (Tashkent, March 25, 2008), at the VI
Congress of pediatricians of the Republic of Uzbekistan (Tashkent, November 5-6,
2009), Republican scientific-practical conference “Modern approaches to the
provision of medical aid to children” (Tashkent, October 26, 2010), VII Congress
of pediatricians of Uzbekistan “Priority areas and modernization of child health in
Uzbekistan” (Tashkent, November, 2014), Also, we participated with thesis results
at the IV International Fair of innovative ideas “Method of diagnosis and treatment
of sepsis in young children” (2010) and at the VII International Fair of innovative
ideas “Method of rehabilitation of infants suffered from sepsis” (2013).
Publication of results of research. 53 scientific works were published on

the theme of the dissertation: 15 journal articles recommended by Higher
Attestation Comission of the Republic of Uzbekistan for the publication of basic
scientific results of doctoral dissertations, including 1 article in international
scientific journals, received 2 patents for the invention.

The structure and volume of the thesis. Dissertation consists of
introduction, four chapters of own studies, conclusions, references, and contains
188 computer text pages, 47 tables and 26 figures.

THE MAIN CONTENT

Introduction highlights the urgency and relevance of the research
topic, the purpose and objectives, object and subject of study,
connection of study with main priority directions of development of
science and technology of the republic, presents scientific novelty
and practical results, reveals theoretical and practical value of the
results obtained and their implementation, publication of results, the
structure and volume of the thesis.

Chapter | “Modern insights into the pathogenesis of sepsis in children,
their role in the diagnosis and prognosis” presents literature review, which
consists of two subchapters. Current views on the pathogenesis of sepsis in
pediatric patients and their role in the evolution of the current practice of diagnosis
and prognosis described in detail. The second subchapter is devoted to the
problems of treatment in the light of modern concepts of immunopathogenesis of
sepsis in infants.

Chapter Il “Improvement of immunological methods of study of early
age children with sepsis” is devoted to the presentation of materials and methods
of research. In accordance with the purpose and objectives, we conducted
comprehensive examination of 306 children aged from 1 month to 2 years for the
period from 2002 to 2008 at the Republican Specialized Scientific-Practical
Medical Center of Pediatrics of the Ministry of Public Health of the Republic of
Uzbekistan. Sepsis patients were 266, with septicemia and acute course were 17
(6.4%), with septicopyemia were 249 (93.6%), in the acute form were 152 (57.1%)
and in prolonged form were 97 (36.5%), as well as 20 healthy children. For the
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determining generalization of infectious process were studied 20 patients with
purulent-inflammatory diseases (PI1D) and 20 patients with prolonged pneumonia.

Many-years clinical follow-ups served as the basis for the formulation of the
concept of existence of three clinical-laboratory variants of sepsis. In these
variants, the effect of synthetic immunomodulator polyoxidonium was studied
(0.15 mg/kg I/V or I/m once a day every day within 10 days for a course of
treatment).

The following study methods were used in the work:

- Bacteriological studies: Cultures of blood, urine, stool, and swabs from throat
and purulent foci.

- Molecular-genetic method: Detection of pathogen in blood serum by PCR-
diagnostics (Candida albicans, E. coli).

- Immunological methods for diagnosis of sepsis were developed and
improved. Specific immunological methods: Determination of antibody titers by
indirect (passive) hemaglutination reaction (IHAR) to possible causative agents of
sepsis. Patent “A method of predicting the generalization of Staphylococcus
infection in children” No.IAP 03347 dated from 04.06.2004, registration date
23.04.2007. Determination of production of lymphocytes-mediators of
inflammation - spontaneous (SpLT) and specific lymphotoxins (LT) to the possible
causative agents of sepsis. Patent “A method of diagnosis of sepsis in children”,
No.IAP 03260 dated from 04.06.2004, registration Date of 18.12.2006.

- Immunological methods: Populations of lymphocytes in blood CD3,
immunoregulatory subpopulations of T-cells - CD4, CD8, CD16, CD20, CD25,
CD95, HLA-DR were determined using method of monoclonal antibodies.
Immunoglobulins G, A and M in blood serum were identified by simple radial
immunodiffusion in gel (Mancini et al.,, 1965) using antisera of production of
Research Institute named after Mechnikov. Phagocytic function of neutrophils was
assessed using latex by method of V.M. Berman et al. (1958). The number of
“toxic factor” in blood serum was determined by paramecium test.

- Immunofermentative assay of cytokines: The levels of FNO-a, I1L4 and IL10
in blood serum were determined using a test-system for ELISA IFA “IFA FNO-q,
IL4 and IL10 (CJSC “Vector-best”, Russia, 2009).

- Cytogenetic and cytological studies were carried out on cultivated and
stimulated PHA lymphocytes (E.A. Kost, 1975).

- Statistical analysis was carried out on programs developed in EXCEL by the
method of variation statistics with calculation of arithmetic mean values (M) and
their standard errors (m), confidence intervals (o) and significant differences by t-
student test. Multivariate analysis of indicators in diagnosis and prediction of
outcomes of sepsis by method of logistic regression was performed using the
statistical program SPSS 16.

When interpreting data of immunograms of the patients, we used the method
of correlation and regression analysis to identify latent imbalance of the immune
system. We calculated the contingency coefficients (CC) and coefficients of
connections closeness (CCC). The decrease in the values of these coefficients
indicated a normalization of functioning of the system (A.M. Zemskov et al.,
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2011). In addition, we determined the diagnostic sensitivity and specificity of
different methods for diagnosis of sepsis in children, and predictive value of
positive and negative results, likelihood ratio for positive and negative test results
(A.A. Kishkun, 2007).

Chapter 111 “Patterns of intra-system regulation of the immune response
and the role of variants of mediator imbalance in the formation of
peculiarities of the clinical course of sepsis in children” consists of three
sections. It is devoted to the description of regularities in the immune system of
infants with sepsis that are realized at the cellular, humoral and intercellular levels.
We investigated the levels of nonspecific proinflammatory and anti-inflammatory
cytokines, and LT to ten causative agents of sepsis. For the first time we isolated
three clinical-laboratory variants of the course of sepsis in early age children,
depending on mediator imbalance of the immune system (Figure 1).

proteus

ZO=T——

Lymphotoxins

50,7 St.epidermidis

2 Ps.aeruginosa

Cl.perfringens

2 variant
healthy

1 variant
3 variant

Figure 1. The levels of nonspecific mediators of inflammation and lymphotoxins to
sepsis pathogens at different sepsis variants (optical units) (pg/mil)

The first variant is characterized by inhibition of pro- and anti-inflammatory
mediators of the immune system as a consequence of turbulent mixed antagonistic
response with prolonged course (slight increase in 1L4 and reduction of TNF-a at
inhibition of SpLT and LT). When lymphotoxins (both SpLT and LT) are not
produced simultaneously to all agents at the same time, and this is combined with
high titers of antibodies to the tested pathogens (more than 1:256 to 1:4096) due to
toxic effect of infectious agent, this testifies to profound disturbances in the
immune system, characteristic only for the first variant.

The mediator chaos or mediator storm causes the development of profound
immunodepression and contributes to induced apoptosis of lymphocytes and in
some cases to necrosis (increased markers of lymphocyte activation: CD25, HLA-
DR and receptors of apoptosis Fas-aG of immunocompetent cells (lymphocytes)
CD95. 50% loss of lymphocytes and 50% number of chromosomes aberrations
characterize the physiological condition of lymphocytes. The conditions for
immunodeficiency deterioration of (high values of CC and CCC) develop that
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leads to long-term “immune paralysis”, which is manifested by reduced
endogenous production of inflammatory mediators. Poor outcome of sepsis in this
variant occurred in 20% of cases.

The second variant was characterized by enhanced production of both pro-
and anti-inflammatory mediators as a result of turbulent mixed antagonistic
response to with prolonged course and manifested itself as mediator storm
(increase in products IL4/ and reduction of TNF-a at enhanced production of
SpLT/SLT). It may contribute to induced apoptosis of lymphocytes (frequency of
chromosomes aberrations was 17.5% and the number of dead lymphocytes wa
31.6%). This variant is preceded by the first one. In this case, compensatory
abilities of the immune system of the child retained. It was established that in
children with sepsis apoptosis death of lymphocytes increased and depended on
mediator imbalance in the immune system (high levels of apoptosis index and
AI\MI ratio at the first and second variants). Cytogenetic analysis of lymphocytes
in peripheral blood of children with sepsis showed elevated levels of chromosomes
aberrations in 29.1% of cases, most significant at the first variant. The first and
second variants were characterized by high frequency of mixed gram-positive and
gram-negative sepsis of 90.5% and 72.3%, respectively. Toxic factor (increased
production of mediators of inflammation, “mediator storm” because of bacterial
impact) influences on lymphocytes in sepsis patients that can contribute to damage
of the contents of cells and even plasma membrane.

The third variant is characterized by enhanced cytokine production (increase
production of all studied pro- and anti-inflammatory cytokines: 1L4, TNF-a and
SpLT/SLT). This variant corresponds to not prolonged “mediator storm™ of pro-
and anti-inflammatory cytokines, which may contribute to induced apoptosis of
immune cells (frequency of chromosomes aberrations is 20% and the number of
dead lymphocytes is 4.8%). At balanced course of compensatory anti-
inflammatory response syndrome, systemic inflammatory response is suppressed
that leads to the restoration of homeostasis. There were no poor outcomes.
Septicaemia without organ failure or with defeat of 1 or 2 organs and systems was
clinical manifestation. Mixed gram-positive and gram-negative etiologies of sepsis
in this variant noted in 37.9%. This variant was characterized by high frequency of
mono-gram-negative and mono-gram-positive etiologies of sepsis.

The identified variants determine the clinical course of sepsis in infants. The
variants are cyclical, that is, at correct tactics of treatment the first variant can shift
to the second one, and then to the third variant. In case of inadequate therapy may
experience a return dynamics that determine poor outcome of the disease. The
clinical course of sepsis in the first variant was accompanied by higher frequency
of secondary manifestations of infectious and toxic encephalopathy, in comparison
with other variants (33.4%; 5%; 5.8%, respectively). Manifestations of lesions of
the central nervous system in the form of cramps, meningoencephalitis and brain
abscess were characteristic only for the first variant. The first and second variants
were characterized by high frequency of manifestations of toxicity (88.9% and
70%) that was 2 times higher than in the third variant (35.2%). Toxic carditis with
severe manifestation of heart failure was typical for the first and second variants
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(77% and 20%), whereas at the third variant it was in 5.8%. Liver damage in the
form of abscess was significantly high in the first variant, amounting to 5%, while
in the third variant it was in 1.3%, in the second variant liver abscess was not
observed (Table 1).

Table 1
CNS lesion at different sepsis variants (%o).
Parameters 1 variant 2 variant 3 variant
n=36 n=40 n=68
Signs of toxicosis | 32(88,9)* 28(70)* 24(35,2)
Seizures 16(44,5) 0 0
Infections-toxic 12(33,4)* 2(5) 4(5,8)
encephalopathy
Brain abscess 2(5,5) 0 0

Note: *significant differences between 1-3 and 2-3 variants.

At the first and second variants, multiple organ failure was manifested in the
form of defeat of 2 or more organs and systems. Both variants were characterized
by latent asymptomatic lesion of urinary tract. Frequency of lesions of the
digestive tract in the form of gastroenterocolitis and bronchopneumonia noted 2
times more often in prolonged course of sepsis. In the first variant,
bronchopneumonia, often polysegmental and bilateral, was accompanied by
pleural reaction, while at the second variant it was more often focal or lobar. Lung
damage in both variants had severe relapsing course. The third variant was
characterized by small-focal bronchopneumonia with favorable outcome.

Children with sepsis developed abnormalities in cellular and humoral links of
the immune system in all variants of mediator imbalance. The most significant
violations noted at the first and second variants (inhibition of lymphocytes, T-
lymphocytes and their subpopulations, as well as increased production of of
activation of peripheral blood lymphocytes — CD25, HLA-DR and apoptosis
receptors Fas-aG of immunocompetent cells — CD95). Correlation analysis
between LT to ten sepsis pathogens (Proteus, E. Coli, St. epidermidis,
Pseudomonas aeruginosa, Klebsiella, Clostridium perfringens, yeast-like fungi of
the genus Candida, St. aureus, Enterococcus, Streptococcus haemolyticus) and the
values of cellular, humoral and intercellular immunity showed that abnormalities
in different links of immunity depended on the type of lymphocytes sensitization
by microbes and variant of mediator imbalance. This is evidenced by the data
correlation and regression analysis with calculation of CC and CCC. The highest
values were characteristic for the first variant of mediator imbalance that testified
to profound and significant hidden irregularities in functioning of the immune
system, and, as a result, the presence of severe bacteremia (Figure 2).
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Figure 2. The frequency of bronchopneumonia and gastroenterocolitis at different sepsis
variants (%0).

Thus, disturbances of immunity that realize at intracellular level and are
reflected on the cellular and humoral immune responses are underlying
mechanisms in the pathogenesis of sepsis, which determine the clinical course,
treatment results and outcomes of sepsis in infants.

Chapter IV “Comparative evaluation of diagnostic and prognostic
informativeness of the complex of clinical and laboratory parameters in
determining nature of the course and outcomes of sepsis” is devoted to
comparative assessment of diagnostic and prognostic information content of a
complex of clinical and laboratory parameters in determining the nature of sepsis
course and outcomes. This Chapter describes the developed and improved
immunological methods of diagnosis of sepsis in children. We have developed an
original method for isolating and identifying the specific mediators of
inflammation - SpLT and SLT to ten agents in children with sepsis, which are
products produced by sensitized lymphocytes at their cultivation with antigens.
Conditionally pathogenic and pathogenic cultures of microorganisms previously
isolated from children with sepsis served as antigens. To determine the level of
sensitized lymphocytes was applied their counting on the spectrophotometer for
the first time. The principle of the method is to determine the toxicity that specific
to different antigens in the supernatant, which was obtained after planting
lymphocytes of a patient with offending antigens. The products of LT to the
causative agents of sepsis were studied before treatment and to assess the
effectiveness of conducted specific therapy. The diagnostic value of the method
was established that consists in the fact that LT can be produced not only in the
period of recurrence of the disease, but in the period of clinical recovery of the
patient. The results can be used in the evaluation of effectiveness of treatment for
sepsis and creation of individual programs for further treatment.
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LT, being the mediators of inflammation, are established to be produced by
lymphocytes. Inhibition of their production indicates significant bacterimia and
chronicity of infectious process, which influence on the state of cellular immunity.

Later on, we have improved serological diagnostic method — IHAR with
determination of freshly prepared erythrocytic diagnosticums for possible
causative agents of sepsis. Diagnostic criteria of generalization of infectious
process were identified.

Comparative evaluation of the sensitivity and specificity of different methods
for diagnosis of sepsis in infants (bacteriological method - 77%, method of
determining SpLT to sepsis pathogens - 67,1%) showed that IHAR with
determination of antibodies to causative agents of sepsis is a highly sensitive
method (97.8%). The use of this diagnostic method enables to determine the
etiological nature of the disease. Sensitivity was lowest for method of determining
SpLT due to inhibition of their production by lymphocytes that was characteristic
for the first variant of mediator imbalance. The specificity of bacteriological
method was low and amounted to 55%, whereas the specificity of IHAR method
and SpLT was similar and amounted to 75% and 76.3%, respectively. Predictive
value of positive and negative results for each method was calculated. The
predictive value of negative result (the probability of no disease with negative test
result) was the highest in IHAR method and amounted 94.7%. In SpLT it was the
lowest - 46.6%, apparently, due to inhibition of SpLT production at the first variant
of mediator imbalance.

In bacteriological method of diagnosis, the predictive value of negative result
was 64%. The predictive value of positive result (the probability of disease with
positive test result) was higher in IHAR and SpLT method than in bacteriological
method (88.2%; 88.2% and 70.7%, respectively). Although the predictive value of
positive result for LT method was high, the predictive value of negative result was
low, in comparison with other methods. This suggests that LT is not always
produced, although the pathogens exist in the body (usually in the first variant of
mediator imbalance of the immune system), as well despite of PCR diagnostics of
blood on existing microorganisms and IHAR testified to the presence of pathogen
in blood. This is due to disturbances in the immune system, in particular, at the
intercellular level. The imbalance of inflammatory mediators lead to pronounced
changes at the cellular level and inability of immune cells to produce inflammatory
mediators, until the apoptosis and necrosis of cells. If compensatory mechanisms
of the immune system maintained, LT will definitely be produced. Therefore, the
predictive values of positive result to pathogens of sepsis for LT and IHAR
methods remain the same. Thus, indirect hemagglutination reaction (IHAR) with
determination of antibodies to the causative agents of sepsis is the most
informative and reliable diagnostic method.

For development of criteria of generalization of bacterial infection, we
determined antibody titers to 10 pathogens of sepsis by our own improved IHAR
method in 20 patients with PID, 20 patients with prolonged pneumonia and in 20
patients with sepsis. The titer of antibodies to pathogens in sepsis was very high
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and reached up to 1:4096. In patients with PID and prolonged pneumonia it was up
to 1:256. In this regard, we can conclude that a titer of 1:256 should be considered
for the threshold diagnostic titer of antibodies and more than 1:256 titers is
considered for generalized bacteremia. The presence of antibody titers to various
microorganisms less than 1:256 should be regarded as a marker of existing of
bacterial infection in blood.

Thus, the developed methods of diagnosis and confirmation of generalized
infectious process in sepsis in early age children, based on the use of together
bacteriological and immunological methods for the rapid diagnosis, give full
information about etiology of the disease, bacteremia level, and indirectly about
the initial state and dynamics of the immune system (Patent “A method of
diagnosis of sepsis in children”, No.IAP 03260 dated from 04.06.2004, registration
date 18.12.2006; patent “A method of predicting generalization of Staphylococcus
infection in children”, No.IAP 03347 dated from 04.06.2004, registration date
23.04.2007; application for the invention “A method for the diagnosis of bacterial
sepsis in infants”, No. IAP 20110396 dated from 07.09.2011).

We conducted multifactor analyses of the information content of a complex of
clinical, bacteriological and immunological parameters (71 parameters) in the
diagnosis and prediction of sepsis outcomes in infants by logistic regression
method. The “Outcome” indicator was used as dependent variable. Multivariate
analysis of mathematical model in general without regard to mediator imbalance in
the immune system showed that a number of factors have a significant influence on
the model. Thus, increase of IRI factor per unit increases the chance of positive
outcome in 7.5 times (OR 7.53 95% CI 1.14-49.53; P>0.05), increase of I1L10 and
CD16 factors increases the chance of positive outcome in 1.3 times (OR 1.31; 95%
Cl 1.11-1.55 and OR 1.31 95% CI 1.01-1.70; P>0.05, respectively), as well as
increase of CD95 factor per unit reduces the chance of positive outcome in 1.5
times (OR 0.64; 95% CI 0.48-0.85; P>0.05).

Forecasting with regard to mediator imbalance of the immune system showed
that in the first variant with each unit increase of FNO-a the probability of survival
increases by 2.5 times (OR 2.83; 95% CI 1.05-7.65; P<0.001). These results served
as the basis for submission of application for the invention “A method of
predicting the clinical course of sepsis in young children” (No. IAP 20110396
dated from 07.09.2011).

Next, a mathematical model was created to determine the clinical features
characteristic of the first, second and third options mediator imbalance of the
immune system, allowing to differentiate between the clinical course and the
probability of hitting the characteristic depending on the initial state of the immune
system (Table 2.).

Correlation and linear regression analysis between TNF-o and IRI, TNF-a
and IL10, TNF-a and CD95 was carried out.
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Table 2
Results of regression analysis of clinical signs in differentiation of sepsis

variants.
Parameters | OR | Cl | P
First variant
Mottled skin 5.1 1.39-18.92 <0.01
Encephalopathy 4.21 0.76-23.46 <0,05
Carditis 8.63 2.472-30.12 <0,01
Second variant
Liver lesion 3.11 1.39-6.99 <0,01
Enterocolitis 0.39 0.16-0.97 <0,05
Third variant
Subfebrile fever 14.56 2.52-84.07 <0,01
Pale skin 412 0.72-23.48 <0,05
Liver lesion 0.34 0.14-0.83 <0,01
Carditis 0.08 0.016-0.393 <0,01

There were direct linear relationships between TNF-a and IL10 (r=0.72;
P<0.05), TNF-a and CD95(r=0.72; P<0.05), and inverse relationship between
TNF-o and IRI (r=-0.77; P<0.05) that are characteristic only for the first and
second variants of sepsis. Then, a mathematical model was created to determine
clinical signs that are characteristic for the first, second and third variants of
mediator imbalance of the immune system, allowing to differentiate the clinical
course and likelihood of sign, depending on the initial state of the immune system.

Thus, the regularities of intrasystem regulation of immunity were identified,
which served as the basis for selection of three laboratory-clinical variants,
defining the clinical course and outcome of the disease. Their determination has
diagnostic and prognostic value.

There was developed an algorithm of diagnostics and treatment for sepsis in
infants, which consists of several stages (figure 3).

Stage 1 - determination of presence of SIRS.

Stage 2 - presence of bacteremia.

Stage 3 - determination of disorders of organs and systems.

Stage 4 - identification of variants of mediator imbalance.

Stage 5 - treatment aimed at: 1) evaluation of specific therapy (LT, IHAR)
and development of an individual treatment plan; 2) immunomodulatory therapy
with polyoxidonium with developed by us differentiated approach by regimen of
treatment course.

Clinical and immunological efficacy of polyoxidonium in treatment for
sepsis in different variants of mediator imbalance showed that it was enough to
conduct one course of treatment for the third variant, and two courses for the first
and second variants.

Analysis of the effectiveness of pathogenetically proved modern methods of
diagnosis and treatment for sepsis in infants showed that the use of the proposed
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algorithm had positive impact on the clinical course of sepsis, shortened the
duration of clinical symptoms in the period of exacerbation, and reduced the
frequency of relapses and hospitalizations of patients to hospital.

Algorithm of diagnosis and treatment for sepsis in early age children

anomalous fever or leukocytes number :
Temperature >38.5°C or <36.0 °C; tachycardia or bradycardia; dyspnea or tachypnea; the number of leukocytes is increased or

1 STAGE — presence of systemic inflammatory response syndrome (SIRS): presence of at least two of four criteria, one of which is
decreased , in comparison with age norma, or >10% of immature neutrophils

t Yes ] t No ]
l ; f Septicemia (no focus) ]
[2 STAGE - presence of bacteremia o
Identical flora
— —,[ Septicopyemia (organs and systems lesions) ]
() Positive value of LT J ¢ Negative value of LT J—{IHAR titer more than 1:256_]
| | 1 |

3 STAGE — Determination of impairment of organs and systems: presence of infection focus
(bronchopneumonia, enterocolitis, carditis, encephalopathy, etc.)

4 STAGE — Determination of variants of mediator imbalance of the immune system ]

1 variant — inhibition of pro- and anti- 2 variant — enhanced production 3 variant — enhanced production

inflammatory mediators, presence of more  pro- and anti-inflammatory pro-inflammatory mediators,

than two infection foci mediators, impairment of less than impairment of less than two organs
two organs and systems and systems

5 STAGE - Treatment: 1) Evaluation of conducted specific therapy (IHAR, LT), individual treatment plan
2) Immunomodulatory therapy with polyoxidonium: 1 and 2 variants - 2 courses
3 variant — 1 course

Figure 3. Algorithm of diagnostics and treatment for sepsis in infants

In addition, there were no fatal cases. Substantial economic effect noted as
well.

Thus, the use of developed methods of diagnosis and differential treatment
regimens, depending on mediator imbalance of the immune system, including
immunomodulatory effects, has positive impact on the timeliness of diagnosis,
justification and evaluation of the results of therapy, and, consequently, on the
clinical course and outcome of sepsis in infants (“PC program for determination of
efficacy of diagnosis and treatmet for sepsis” Certificate No.DGU 00819, date of
registration 15.07.2004; “PC program to assess the status of young children
suffered from sepsis™ Certificate No.DGU 02352, date of registration 18.11.2011).

CONCLUSIONS

1. Three clinical-laboratory variants of mediator imbalance in the immune
system, which differ by features of clinical course and outcomes of the disease,
were established. The first variant was marked in 19.1%, the second one in 41.7%,
and the third variant was noted in 39% of cases.

2. The clinical course of sepsis in infants is accompanied by marked changes
in cellular and humoral immunity and depends on the initial state of mediator
imbalance. The most pronounced changes of immunological parameters were
observed in children with the first variant of mediator imbalance.
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3. Comparison of different methods of laboratory determination of etiologic
agent, used in the diagnosis of sepsis (bacterial, determination of lymphotoxins and
IHAR method), revealed high degree of sensitivity of IHAR method with
determination of antibody titers to the most frequent causative agents of sepsis (Sp
97.8%) and specificity of methods for determination of lymphotoxins (Sp 76,3%)
and IHAR (Sp 75%).

4. The diagnostic value of immunological methods of diagnosis
(determination of LT and IHAR) was established, testifying to that lymphotoxins
and antibodies titers to the causative agents of sepsis can be produced not only in
the period of disease recurrence, but in the period of clinical recovery of the
patient. The results can be used in evaluation of the effectiveness of treatment for
sepsis and creating individual programs for further treatment.

5. The clinical course of sepsis in infants depends on the initial state of
mediator imbalance of the immune system. Creation of a mathematical model to
determine the clinical manifestations of sepsis, which are characteristic for each of
the identified three variants of mediator imbalance, showed that the first variant
was characterized by skin marbling — is evidence of CNS impairment and carditis.
The risk of clinical manifestations such as liver damage in the form of secondary
infectious-toxic hepatitis or liver abscess and enterocolitis in the second variant
was high. For the third variant such sign as subfebrile fever had the highest odds
ratio of being in that group, as well as liver lesion and carditis had a relatively low
chance to being in that group.

6. Creation of mathematical model with inclusion of a wide range of
investigated clinical-laboratory parameters revealed dependence of odds ratios of
lesions of various organs and systems on the baseline parameters and variant of
mediator imbalance in sepsis in early age children. Only in the first variant were
observed meningoencephalitis and/or brain abscess (5.5%), convulsions (44.5%),
high rate of secondary manifestations of infectious-toxic encephalopathy (33.4%),
whereas in the second variant it was 5% and in the third variant was 5.8%; severe
toxicosis was in 88.9%; 70% and 35.2% and carditis in 100%; 50% and 10%,
respectively.

7. Inhibition of production of inflammatory mediators in the absence of
positive dynamics of clinical manifestations indicates chronicity or dissemination
of infection, violation of reparation process, formation of polyorgan failure.

8. High frequency of concomitant gram-positive and gram-negative etiologies
of sepsis (90.5%; 72.3%; 37.9%, respectively to variants), contributing to induced
apoptosis and, in some cases, necrosis of cells-immunocytes (increase of the levels
of markers of activation and apoptosis of lymphocytes; death and chromosomes
aberrations of lymphocytes) is the basis for rapid development of systemic
inflammation and inhibition of mediators production. This determines
development of profound immunodepression and subsequent damaging effects on
various body systems.

9. Determination of dynamics of TNF-a index is the most reliable method of
predicting severity and outcome of sepsis in infants. It was found that with each
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unit increase in TNF-a probability of favorable outcome of the disease is increased
in 2.5 times, and its reduction increases the chance of poor course and outcome.

10. Inclusion of differentiated treatment regimens with polyoxidonium in the
complex therapy, depending on mediator imbalance of the immune system, had
positive impact on the clinical course and outcome of sepsis in infants.
Polyoxidonium had immunomodulatory effect on parameters of cellular, humoral
and intracellular immunity after one course of treatment at third variant, and after
two courses of treatment at first and second variants.
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