OT3bIB 0PHLHAILHOIO peLleH3eHTA
Ha JMCccepTalMOHHYI0 paboTy AmupOekoBoii JXKanusl TyiimeOaeBHbI Ha TeMy:
«OueHka pacripoctpaneHHOCTH ycroiuuBoctd C. trachomatis K
(GTOpXUHOIOHAM Ha OCHOBE M3Y4YEHUS MyTALHOHHOTO PO FeHOB-MHULLIEHEN»,
MpeCTaBIeHHON Ha COMCKaHue cTeneHu nokropa PhD
no cneuuanbHocT: 6D110100 «Meauuuua»

1. AKTyaJIbHOCTb TeMbl HMCCJIeJOBAHHS H ee CBSi3b ¢ OOLIeHAYYHBIMH H
o0werocyiapcTBeHHbIMH NporpaMMaMi (3anmpocaMu MNPaKTHKH H Pa3BHTHA
HAYKH H TeXHHKH).

JluccepraumonHas pabora AmupOekoBoit JXanubl TyilimMeOaeBHBI NOCBsAIIEHA
aKTyaJIbHOM mpoOiieMe W3y4YeHHUs pPaclpOCTPAHEHHOCTH YPOBHS YCTOHYMBOCTH K
GTOpXUHOJIOHAM KJIMHUYECKUX u3onAtoB C. frachomatis Ha OCHOBE aHaJIW3a
mytaiuid QRDR perunona reHoB TonouzomMepas.

Undexuuu, nepenaBaemble mnoyioBeiM mytem (MIIII) — 310 uHexuuwy,
pacrpocTpaHsOLIMecs, IJIaBHBIM 00pa3oM, B pe3ysibTaTe CEKCyaJlbHOI'O IOBEJEHUS
moxaei. Ha panHblli MoMeHT cymectByer Oonee 30 pa3nu4HbIX IATOIEHOB
OakTepuanbHON, BUPYCHOM, rpuOKOBOIA, MpoTo3oitHoi npupoasl. I oTHOCsATCS K
COLIMAJIBHO-3HAYUMBIM M COLIMAJIIBHO-OOYCIIOBJIEHHBIM  3a00JI€eBaHUSM |
OpEeJICTaBIsAIOT CcOOOH  OAHY W3  BaXKHeHWMX MpodiieM  OOLIECTBEHHOIO
3apaBooXpaHeHus. VX couuaipHas 3Ha4MMOCTh 00ycloBlIeHa TeM (AaKTOM, YTO ITU
UHQEKIMH MOTyT TIPHBECTH K CHIJKEHHIO TpPYAOBOTO W PENpOIyKTUBHOIO
NoTeHIHala Hauuu. 3aboeBanus, nepearourecs nojossM mytem (3I1I1IT), Bxoasat
B YUCJIO 5 OCHOBHBIX KaTeropuii 3a00JieBaHUii, B CBSI3U C KOTOPBIMH B3pOCIIbIE JTFOIH
obpaiaroTcs 3a MpodecCHOHATBFHON MEAUIIMHCKONW MOMOIIBI0. DTU UH(EKLMHU MOTYT
IPUBECTH HE TOJBKO K IIOSBIEHHUIO OCTPBIX KIMHUYECKMX CHMITOMOB, HO H
Nepexoay B XpOHUUYECKYIO GOpMY C pa3BUTHEM CEPBbE3HBIX MOCIEACTBHM, TAKUX Kak
Oecriogue, BHeMaToyHas OepeMEeHHOCTh, paK LIEHKH MATKU U MPEekKACBPEMEHHYIO
CMEPTh MJIAJIEHLIEB U B3POCIIbIX.

Curyauuss ocnoxHsiercs T1eM, 4ro Hekoropble MIIII orHOCATCS K
HEU3JIeYHMbIM HJIA TPYAHOU3JIEYUMBIM. B TO e BpeMs Te maToreHsl, KOTOpbIEe paHee
NOJJaBAIMCh JIEYEHUIO, B HACTOsIee BpeMs MpUOOpeTaloT YCTOWYUBOCTH K
aHTUOUMOTHKAM, YTO, B CBOKO OYepe/b, MPUBOJUT K XPOHM3ALUU HUHQPEKLIHOHHOTO
npoliecca ¢ COIMyTCTBYIOIIMMU MOCIEACTBUSMU ISl MALUEHTA.

Taxum 00pa3zom, UCXO/s U3 BCETO BBIILIEU3I0KEHHOI0, MOKHO 3aKIIFOYUTh, YTO
aKTyalbHOCTh  jauccepranuoHHoit  paborer  X.T. AmMupbekoBoit  «Ouenka
pacnpocTpaHeHHOCTH ycToiuuBoctu C.frachomatis X (TOPXMHOJIOHAM Ha OCHOBE

HU3YYCHUSA MYTAlITUOHHOT'O l'IpO(bI/IJ'UI reHOB-MHUIIIEHEH» HE BbI3bIBACT COMHEHUH.
HHCCCpTaLII/IOHHaH pa60Ta BBITNIOJIHAJIaCh B paMKax  MEXIAYHapOAHOI'O

COTpyAHMuYecTBa Mexay KaparaHIWHCKUM TOCYJapCTBEHHBIM MEIULUHCKUM
yHuBepcureToM (Kaparanga, Kazaxcran) u HUW aHTUMHKPOOHON XMMHOTEpanmuu
I'BOY BITO CI'MA Mun3sapasa Poccun (Cmonenck, Poccus).




2. Hayunble pe3yJibTaTbl B paMKaxX TPeOOBaHHIl K JHCCEPTALHAM.

I[IpencraBnennas auccepranuoHHas pabora XX.T. AmupGekoBoii «OreHka
pacnpocTpaHeHHOCTH ycroiuuBoctd C. trachomatis X GTOPXMHONIOHAM Ha OCHOBE
M3y4yeHUs MYTAlMOHHOrO TNpoGUIs TeHOB-MHUUICHEH» TpeacTaBsieT  coOoit
3aKOHYECHHBI Hay4HbI KBAIM()UKALMOHHBIA TPYA [0 PELUCHUIO aKTYaJIbHOM 3aJayu
NPaKTUYECKOr0  3JpaBOOXPAaHEHUS —  OLEHKH  MOJIEKYJIIpHO-T€HETUYECKUX
MexaHu3MoB ycrowuuBoctd C. trachomatis k  (GTOPXUHOJIIOHAM, a TaKXke
KIMHUYECKOH 3((HEKTUBHOCTH aHTUOMOTUKOTEPANIUU JIEBO(MIOKCALMHOM Ha OCHOBE
MOBTOPHOT0 KJIMHMYECKOI'0 OCMOTpA U AUArHOCTUYECKOM npouenypsl merogom ITLIP.

B xoxe uccrnenoBanus ObUI0 OCMOTPEHO U 00CIeNOBaHO 545 )KEHIUH U3 YUCIIa
obparuBiuxcs B ['opoackyro GonpHully r. Kaparauasl ¢ xano6aMu Ha KIMHHYECKYIO
CUMITOMATHKYy. Pe3ynpTaTel OCMOTpa, a TakKe JaHHbIe, Kacalolluecsl IOJIOBOTO
NOBEICHUsT W psiga Jpyrdx MOMEHTOB, OBLIM 3aHECEHbl B  CIELMAJIBHO
pa3paboraHHyl ¢GopMy, a KIMHHYECKHH MaTepuas ObUI IPOBEPEH Ha HaJM4HUe
Bo30yaureneit UIIIIIT meronom ITHP. JTHK xmamuauii, nonaydeHHast OT MalUEHTOB,
COOTBETCTBYIOIIMX KPUTEPUSAM BKIIOYEHUS/UCKIIIOYEHUS, IIPOAHAIM3MPOBaHa Ha
Hammyre MmyTtauuid meromoM [ILIP B pexume peanbHoro BpeMeHH. Takxke ObLI
npoBeaeH in silico aHanmu3 reHOMHBIX mnocinenoBarensHoctel C. frachomatis Ha
HaJlMyue MyTauuii B reHax gyrA u parC, acCOLMMPOBAHHBIX C PE3UCTEHTHOCTBIO K
¢ropxunononam. Kpome Toro, Obul NpoBefeH aHAJIU3 HU3JIEYEHHOCTH IIOCIE
MpOBENEHUs JIeYeHHUs] JIeBOGJIOKCAIMHOM B COOTBETCTBUU C KIMHHYECKUM
IPOTOKOJIOM.

Pabota uznoxxeHa Ha 99 crpaHuax, NOCTPOEHA IO TPAAULIMOHHOMY IIPUHIUILY,
COCTOMT M3 BBeJleHHs, 0030pa JUTepaTypbl, OMUCAHUS MATEPHAIIOB U METOJOB
UCCIIEZIOBaHUs, TJIaBbl pe3yJbTaTOB M OOCYXJEHHUs, 3aKIIOYEHHs, BBIBOJOB.
bubnuorpadpuueckuii ykazarenb coaepkuT 260 HUCTOYHUKOB. JlUuccepralnuoHHas
paboTa XOpo1I0 MPOMWJLTIOCTPUPOBaHa U BKIo4aeT 11 tabnuu u 18 pucyHKOB.

B nepBoii rinase (BBenenue) npencraBieHbl aKTyalbHOCTh UCCIIEAOBAHUS, LIEIH
M 3a7a4d. PacKpbIThl HaydHas HOBH3HAa U 3HAYMMOCTh paboThl. B nmuteparypHOM
o030pe mpeacTaBlieHbl OCOOeHHOCTH Hu3HeHHoro uukina C. frachomatis, NaHHbBIE
SMUAEMHOJIOTHH, a TaK¥Ke yKa3aHa npobiema, CBsI3aHHas C
aHTHOMOTUKOYCTOMYHUBOCTBIO. Marepraibl U METOABl COAEep)KaT HH(MOPMALMIO O
TOM, TA€ M Kak mpoBoauiics cOop MaTtepuana. Takxke HOCTaTOYHO MOAPOOHO
pacKpbiTa METOJOJIOTHSI HUCCleloBaHMs. Pe3ynbratbl U OOCYXIEHHE COJEepKaT
COLIMAJIBHO-TICUXOJIOTUYECKUI MOPTPET MALMEeHTOB, OOPATUBLIMXCS 32 MOMOLIBIO B
OonbHully, a Take crTpykrypy MIIIII. Taxxke mnpeacraBieHbl pe3yJbTaThl
naboparopHoro U 6HOMH(GOPMATHUECKOTO aHAIM3a HA HAJIMYHE MyTallui, CBA3aHHBIX
C YCTOHYHMBOCTBIO K (GTOPXHHOJIOHaM. B 3aK/IOYEHWH OIMCaHBl pe3yJIbTaThl,
BKIIFOYAarOIKUE OCHOBHBIC BBIBOJBI ITO HTOI'aM JUCCEPTALTUOHHOI'O UCCIIENOBAHHUA.

B  1menoM, COBOKYNHOCTh IIOJIy4eHHBIX aBTOPOM  HOBBIX  JaHHBIX
CBHUJETEIILCTBYET O TOM, YTO JaHHAas paboTa OXBAThIBAET HAy4HbIE MPOOJIEMBI,
COOTBETCTBYIOLIME YPOBHIO cTerneHu gokropa PhD.




3. Crenenb 00OCHOBAHHOCTH H [0CTOBEPHOCTH KAXKIAOI0 pe3y/bTaTa
(HayYyHOro  mMOJIOKeHHs]),  BBIBOAOB H  3aK/JIIOYEHHSI  COMCKaTes,
c(OopMY/IHPOBAHHBIX B JHCCEPTAIHH.

Pe3yibrarel, BHIBOABI M 3aKIIFOYEHHE, CHOPMYIUPOBAHHBIE B PEIEH3UPYEMON
aMccepralioHHOW pabote Amup6GekoBoid XK. T., sBnsioTcs OOOCHOBaHHBIMH U
JNOCTOBEPHBIMH. JTO TOATBEPXKAAETCS TeM, 4YTO OKCIEpUMEHTalIbHas YacTb
JMCCEPTAllMM BBINOJHEHA C NMPUMEHEHHEM COBPEMEHHBIX METOJOB MOJIEKYJISIPHOM
OMOJIOTHH U CTAaTUCTUYECKOTO aHAJIH3a.

IlepBbIii  BBIBOA COAEPXKUT HHPOPMALHUIO O COLUAIBHO-IICHXOJIOTHYECKOM
kaptuHe mnauueHTok ¢ HWIMIL. A uMeHHO, UX 3THUYECKYIO IPUHAJJIEKHOCTD,
BO3paCTHBIE JaHHbBIE, JaHHBIE O CEKCyaJlbHOM IIOBEJ€HWHM M aHaMHECTHYECKOH
MH(pOpMaIiH, KacaloleHCs COMy TCTBYIOLIMX TSDKENBIX 3a00JIeBaHU U aJlJIEprUu.

Bropoii BbIBOA MOKa3biBaeT Ba)XXHOCTh II0JIOBOIO IIOBEJEHUS B pPHUCKE
npuobperenust UITII1. B gacTHOCTH, OBUIO MOKa3aHO, YTO paHee HA4yajlo MOJIOBOH
)KM3HH YBEIIMUUBAET 3TOT PHUCK.

B Tpersem BbIBOse mnpexncraBieHa uHpopmauus o crpykrype WIIIIIL,
nerektupyembix MmetogoM [ILP. U. parvum Opin Haubonee pacnpoCTpaHEHHBIM
Bo30yautenem UIIIII (34,5%). Candida albicans w Bupyc npocToro repreca ObLiIu
obHapyxeHbl B 28,5% wu 24.2% ciy4aeB, cooTBeTcTBeHHO. Jlonsi rapaHepes,
ypeariasmMsl ¥ {UTOMeraioBupyca Obuia B npeaenax 20-21%. Mycoplasma hominis
u Chlamydia trachomatis 6put nerektupoBanbl y 16% u 11% obcnexyemsix muil,
coorBercTBeHHO. Ha nomo M. genitalium u T. vaginalis npuninocs 8,8% u 2,75%,
cooTBEeTCTBEHHO. Y 8% oOcnenyeMbIx pe3yJabTaThl KIMHMYECKOINO MaTepualia
OKa3aJIUCh YUCTHIMHU.

YeTBepThlii BBIBOJ COIEPXKUT KOJMYECTBEHHYIO HHGpOpMauuio 00 ypoBHE
myTtauuit B QRDR peruone reHoB gyrA u parC, KoTopble yKa3bpIBalOT HA MEXaHHU3M
(bopMHUpPOBaHHUS yCTOWYHUBOCTH XJIAaMUIUH K pTOopXuHONIOHAaM. Ha ocHOBaHMM JaHHBIX
nabopaTopHOro HUccieloBaHusl U in silico aHanu3a, 1OJI1 YCTOMYMBBIX IITAMMOB
C. trachomatis x pTopxuHoJOHaM He npeBbIimaeT 1%.

BeIBoz MATHIN yKa3bIBaeT Ha 000CHOBaHHOE NPHUMEHEHHe aHTUOMOTHUKOB KJlacca
dropxuHonoHoB B Tepanuu C. frachomatis. JlaHHBIA BBIBOJ OCHOBaH KakK Ha
pe3yJibTaTax aHaju3a FeHOB-MHUIICHe!, TaK U Ha OCHOBE KJIIMHUYECKOH M3JI€4EHHOCTH
1 JaHHbIX moBTopHoro [P uccnenoBanus.

4. CreneHb HOBH3HBI KaKI0I0 HAY4YHOro pe3yJjbTaTa (MOJIOXKEHHS) H
BbIBO/1a IHCCEPTAHTA, C(POPMYJIHPOBAHHBIX B JHCCEPTALHH.

CnemyeTr OTMETUTh, 4YTO BIepBble OblIa NpPOBEAEHAa KOMIUIEKCHAs OLIEHKa
YPOBHS aHTHOMOTUKOPE3UCTEHTHOCTH XJIAMUIWH, B TOM YHCIIEe KIMHUYECKUX
IITAMMOB, BBIJICJICHHBIX Yy JIUIL, OOpaTUBIIMXCS B MEAULMHCKYIO OpraHH3allMIo
Pecniybnuku Kaszaxcran, k mnpernaparam (TOPXMHOJIOHOBOIO psila Ha OCHOBE
reHeTUYECKHUX NaHHBIX, a TAaK)Ke JaHHBIX KIMHUYECKON M3JIeYeHHOCTH. Bce BBIBOJIBI
M 3aKII0YeHHs CcoMcKaTens, cOpMyIHpOBaHHbIE B AWCCEpPTAllMH, SBISIOTCS
OPUTHHAJIBHBIMHU U 00J1a1al0T HOBU3HOM.



S. OueHka BHyTpeHHero eJHHCTBA NOJIyYeHHbIX Pe3y/1bTAaTOB.

Hucceprauronnas pabora sBISETCS KBAIM(DUKALMOHHBIM EIMHBIM HAYYHBIM
Tpynom. Llenu u 3amayu cornacoBaHbl MeXIy COOOM, a BBIBOJBI BBITEKAIOT M3
[IOCTABJICHHBIX M PCELICHHBIX 3a1ay. Meromonorus aHanu3a PE3YJIBTATOB,
HCIIOJIb3yeMasi B JaHHOM pabore, ABJIsIeTCS aKTyalbHOM U aIeKBaTHOM.

6. HanpaB/jieHHOCTb MOJIyYeHHBIX COMCKATeJieM pe3y/ibTAaTOB HAa pelleHHe
COOTBETCTBYIOIIEH AKTYaJIbHOH Npo0djieMbl, TEOpPeTHYECKOH HJIH NPHKJAJAHOMH
3aa4H.

JucceprauuonHas paboTa SBISETCS HWTOIOM HAY4YHOTO HCCIIEIOBAHUS,
MMEIOLIETO CYLIECTBEHHOE 3HA4YEHUE B PELICHUH HAy4YHO-NPAKTHYECKOH MpoOiieMsl
MHOEKIMH, TepeJaloIuXcs IOJIOBBIM IyTeM, B 4acTHocTH, C. trachomatis.
[lonyyeHHble  pe3yJabTaThl  yKa3plBalOT Ha  OOOCHOBAaHHOE  IPUMEHEHHUE
(TOPXMHOJIOHOB B KJIMHMYECKOH TMpaKTUKe Ipd JIEYeHHWH XJaMHIudo3a B
COOTBETCTBUHM C KIMHUYECKHUM IPOTOKOJIOM.

7. IloaTBep:aeHHe [AOCTATOYHOH MOJHOTHI NYOJHKAUHH OCHOBHBIX
10J10KeHH i, pe3yJIbTaTOB, BLIBOJIOB H 3aKJIIOYEHHS JHCCEPTALHH

[TomyyeHHble pe3yabTaThl IIMPOKO M IIOJHO TMPEACTABIE€Hbl B HAy4YHOM
coobmecTBe, MJONOXKEeHbI Ha Oonee dYeM 3 KOH(pepeHIMSX M KOHrpeccax
MeXIyHapoaHOro ypoBHs. [To utoram pabotsl onmy6nukoBano 11 mybaukanuu, B ToM
yucie 7 crateid, omyOiMkoBaHa | cTaThd B W3JaHMM, BXOJALIEM B 0a3y JaHHBIX
Scopus.

8. CooTBeTcTBHE AHHOTAIHH COACPKAHHIO JHCCEPTALHH.
AHHOTaAIUs  TOJIHOCTBHIO COOTBETCTBYET COIACPXAaHHUK  OUCCEpTAllUH H
IIpeAcCTaBJICHA Ha TPEX A3bIKAX — Ka3aXCKOM, pyCCKOM U AHTJIMMCKOM.

9. HegocTaTKH No coaepKaHHIO H 0()OPMJIEHHIO IHCCEPTALIHH.

[IpuHUMNHaTBHBIE 3aMeyYaHWs K COJEpXKaHWIO AMCCEpPTallUd OTCYTCTBYIOT,
OJITHAKO MMEEeTCs CTUIIMCTHYECKHE MOTPEIIHOCTH U ONEeYaTKH, a TAKKe TEXHUYECKHE
HETOYHOCTH:

- COrJIaCHO OOILENpPUHATHIM IpaBHJIaM TaKCOHOMHYECKOH HOMEHKJIATYpBl,
OuHapHbIe BUJIOBBIE JIATUHCKHAE Ha3BaHUS OOBEKTOB UCCIICIOBAHUH CIIEAYET MHUCATh
KypCHBOM,;

- CHHMCOK COKpAallleHWH HEIOJIOH, OTCYTCTBYIOT HEKOTOpPbIE COKpallEHHS,
UCIIOJIb3yeMbIe B TEKCTE;

- ompeneisis CBS3b MEXIy COLHAIbHO-IIOBEJEHYECKUMH (akTopaMu H
UIII, Bo BTOpO# 3ajaye aBTOP YKa3blBae€T «KOPPEJSILIHOHHYIO CBS3b», B TO XK€
BpeMsi, B caMoii paboTe HCHOJB3yeTCs MEeTOJA JIOTMCTUYECKOH perpecCHu.
TexHuueckH, JaHHBIE METO/BI Pa3IUYalOTCs U CIeJ0BAIO Obl NPUAEPKUBATHECS TOTO



aHayu3a, KOTOPBIN 3asBJIseTCs aBTOPOM. XOTs 00a MeTOAa MO3BOJIIOT YCTAHOBUTH
B3aUMOCBSI3b MEXIY NepeMEHHBIMH.

Tem He MeHee, 1aHHBIE 3aMeYaHUS HOCAT HCKIFOYHTEIFHO PEKOMEH IaTebHbIH
XapakTep M HHKOMM O00pa3oM He YMaJsioT BaXHOTO HAYYHOrO 3HAYEHUS

auccepTaMoOHHON paboTbl AMup6exoBoii XK. T.

10. 3akiaoyeHHe © BO3MOKHOCTH TNIPHCYKIEHHSI CTeNeHH [O0KTopa
¢punocopun (PhD) no coorBercTByOUIei cnenHaJIbHOCTH.

Ha ocHOBaHMM BBILLIEU3IOKEHHOTO CIEAYeT CYUTATh, YTO IO COACPKAHUIO M
KBATM(HUKALMOHHBIM XapaKTePUCTHKAM IUCCepTalMOHHas pabora AMHUPOEKOBOIA
Xannsl Tyiime6aeBHbI «OnieHKa pacnpocTpaHeHHOCTH ycroituuBoctu C. frachomatis
K (TOPXMHOJIOHAM Ha OCHOBE M3Y4YEHHsI MyTALlMOHHOTO MpOQUIIs reHOB-MHILIEHEH
COOTBETCTBYET BCEM IMpeAbsBIsSEMbIM TpeOOBaHUSM, a aBTOP 3acCily’)KHBaeT
NPUCBOEHUsI y4deHOHM creneHu Jnokropa ¢umiocodpun (PhD) no cneumansHOCTH
6D110100 «Menuuuna.

K.0.H., pyKOBOJUTEb IPYIIIIbI

MOJIEKYJIIPHOH e HETHKH MUKPOOPIraHU3MOB,
CTapIIMI HAy4YHBIA COTPYIHUK

nabopaTopuu reHoMa
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