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for the dissertation of Dr. Argul Issilbayeva "Clinical peculiarities of the course and state of

microbiocenosis in patients with rheumatoid arthritis"
submitted for the degree

of Doctor of Philosophy (PhD) in the specialty 8010102 - "Medicine"

During her studies, Dr Argul Issilbaeva has fully mastered the curriculum of the theoretical course,
research work and research practice.

In the format of the training program in the specialty, Dr Argul Issilbaeva completed a traineeship from
May 5, 2022 to May 18, 2022 at Ariel University, Medicine faculty and Maccabi Healthcare Services,
Ashkelon, Israel. During the scientific traineeship, Dr. Argul Issilbayeva took a responsible approach to the
work performed, fully completed the tasks set, showing herself only on the positive side.

¢

The relevance of the Dr Argul Issilbaeva’s dissertation work is to study a common autoimmune disease -
rheumatoid arthritis, that causes joint damage and deformity associated with an increased disability risk
and shortened life expectancy. The etiology of this disease is still unknown. New treatment methods
have significantly improved disease control, but remission is still difficult to be achieved, so new and
improved treatment and diagnostic options are needed for patients’ stratification and prognosis.

This research is devoted to the study of the oral cavity and gut microbiome in patients with rheumatoid
arthritis, this area is relatively new and very controversial in science, and thus is of great interest from a
scientific and practical point of view. The microbiome plays a fundamental role in diseases and human
health. Technological advances in recent decades have expanded the understanding of microbes and
their ability to form innate and acquired human immune responses. Advances in understanding the
microbiome’s impact on human immunity, along with the realization that inflammatory processes
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underlie several common diseases, including RA, necessitates an interdisciplinary approach to studying
the interaction of humans and microbes at various levels.
Also, this study touches on clinical features and genetic predisposition to rheumatoid arthritis, which

gives this work even greater practical significance and novelty. Moreover, Dr Issilbayeva research appears
to be the first related to study of the microbiome in rheumatoid arthritis in Central Asian population.

It also should be considered that the proposed scientific supply and results of this work are logically
interconnected and meet the goals and study objectives. The sample size, study design, research

methods and statistical tools are appropriately selected.
The methods of this study used modern and advanced technologies, such as 16SrRNA sequencing and

Real-time polymerase chain reaction, in addition, the personal contribution of Dr. Argul Issilbaeva is
impressive not only in recruiting respondents, but also in conducting all laboratory studies, including DNA

isolation etc.

The value of this work also lies in the variety of applied current statistical methods of data processing.

The importance and novelty of the conducted research is substantiated by the scientific justification of

the prospects for the effective use of the results of this work.

Throughout the planning process, methodology and obtained results, Dr. Argul Issilbayeva has proved
herself as established, intelligent, responsible and motivated researcher. During the implementation of

scientific research under her dissertation work Dr. Argul Issilbayeva has demonstrated excellent
analytical and organizational skills, and capability of carrying out and realizing tasks and goals.

Overall, the conducted scientific research has obtained positive results. Dr. Argul Issilbayeva has
prepared her dissertation work at the proper scientific level. The results obtained are scientifically
justified and can be applied in science and practical healthcare. The results of the dissertation work are

fully and timely published in appropriate sources. The published works of the doctoral student fully
correspond to the issue of the dissertation.
From my point of view Dr. Argul Issilbayeva has successfully completed such a large study and deserves

the title of Doctor of Philosophy (PhD).
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APUDJIBCKUMN YHUBEPCUTET
18 mast 2022 rona

OT3bIB
3APYBEXHOI'O HAYYHOI'O KOHCYJIbTAHTA
Ha AuccepTanuio Jo0KTopanTa Apryias Mceniabbaesoit « Kinmnuueckne 0co0eHHOCTH TeUeHHsE
3200/1¢BaHNSI M COCTOSIHHE
MHKPOOHOICHO03a y MAIHEHTOK ¢ PEBMATOMIHBIM APTPHTOM»,
NPEICTABJCHHYIO HA COMCKAHNE YIEHOH CTENeHH
noxropanTta pumocodun (PhD) no cnenmanbuocT 8D10102 — «Meaumuna

3a Bpemst 00y4eHHs! JOKTOpaHT Apryis Mcunp6aesa MOTHOCTHIO OCBOMIIA YUEGHYIO TTPOrpaMMy

TEOPETHYECKOr0 Kypca, Hay4HO-MCCIeIOBATEeNbCKOM paboThl M HAyYIHO-HCCIIET0BATEIbCKOM
TIPAaKTHKH.

B pamkax mporpammsl 0GydeHHs 1O CIIEIMATBHOCTH JOKTOpaHT Apryinb Mcmisbaesa mpomnia
CTXHUPOBKY ¢ 5 mas 2022 roma mo 18 mas 2022 roma B ApHIJIbCKOM YHHUBEPCUTETE, Ha
Menmuuunckom dakynerere 1 B Maccabi Healthcare Services, Amxenon, Wspanns. Bo Bpems

HaYYHOH CT@XXMPOBKH NOKTOPAaHT Apryib Vchib6aeBa OTBETCTBEHHO TIOOIIIA K BBIMOTHAEMOM
paboTe, TIOMHOCTBIO BBINOJHWIA IIOCTABICHHBIC 3aJayH,

NMposiBUB  c€0st  TOJBKO €
TIOJIOXKUTEITBHOH CTOPOHEL.

AKTYaIbHOCTh JHCCEPTAlMOHHON paboTHI HOKTOpaHTa Apryiis Mcunbs6aeBoil 3axiouaeTcs B
H3YYCHHH paCIpPOCTPaHECHHOTO ayTOMMMYHHOTO 3a00JIeBaHMsl - PEBMATOMIHOTO AapTpHTa,
KOTOPOE BEI3BIBACT NMOBPEXKICHHE U N1€()OPMAIMIO CYCTABOB, CBSI3AHHBIC C MOBBIIEHHBIM PUCKOM
HMHBAIMHOCTH ¥ COKPAICHUEM MPOJODKUTEIBHOCTH XKU3HU. DTHOJIOTHS 3TOTO 3a00JIeBAHNUS 110
CHX TIOp HEW3BECTHA. HOBBIE METOABI JICYEHHS 3HAYMTENHHO YIYYINWIM KOHTPOIb Hajl
3a00JIeBaHAEM, HO JOCTHYb PEMHCCHH MO-TIPEXHEMY TPYMHO, TOITOMY JUIs CTpaTHhHUKAIN

MAaqQUCHTOB U ITPOTHO3UPOBAHUS HEOOXOJIMMEI HOBBIE U YIYYIICHHBIC BAPHUAHTHI JICUCHUSI U
JAHArHOCTHKH.

JlaHHOE HCCIIEI0BaHUE MOCBAIICHO M3yYCHHIO MHKPOOHOMA POTOBOM TONOCTH M KHMIIEYHHKA Y
MAIIMEHTOB C PEBMATOMIHBIM APTPUTOM. DTa 00JIACTE SIBISIETCS. OTHOCHTEIBHO HOBOM M OYEHb
NPOTHBOPEYHBOM B HayKe, M II0OITOMY TMIpEJCTaBiseT OOJBINON WHTEpeC ¢ HaydHOH wu
NPAKTAYECKOM TOYKH 3peHUs. MHKpoOMOM HrpaeT (GyHIAMEHTANBHYIO DOJIb IIPH GOJIE3HSX
9eJIOBEKA M CYLIECTBEHHO BIIMSET Ha €ro 3/0poBbe. TEXHOJIOIHYECKHE JOCTHKEHHUS TIOCIIEHUX
JECATHICTHH PaCIIUPHIIA TOHMMaHHE MUKPOOOB M HX CIIOCOOHOCTH (OPMUPOBATEH BPOXK/ICHHBIE
¥ NiproOpeTeHHBIE MMMYHHBIEC PEaKIMH YeJIOBEKA. Y CIEXH B IIOHHMAHUK BIMSHUS MUKPOOHOMA
Ha MMMYHHTET YEJIOBEKa, Hapsy ¢ OCO3HAHHEM TOTO, YTO BOCIIAIMTENIBHBIE MTPOLECCHI JISKAT B
OCHOBE ps/ia PacIpOCTPaHEHHBIX 3a00JieBaHMM, BKIOYas PA, TPeOYyIOT MEXMCIMITIIHHAPHOTO
TTOIIXO0/1Aa K M3YUEHHIO B3aUMOZCHCTBHS YEIOBEKA U MUKPOOOB Ha PA3IMIHBIX YPOBHSIX.

Hacrosiee WMCCIIEAOBaHME TaKXKe 3aTpardBaeT KJIMHHYECKHE OCOOCHHOCTH M TI'€HETHUECKYIO
TIPeAPAacIoOKEHHOCTh K PEBMATOHTHOMY apTPHTY, YTO NPHIACT NaHHOI pabote emmie Sonbliyio
IIPAKTHYECKYIO 3HAYMMOCTh M HOBH3HY. Boiee Toro, uecnenopanue nokropanta HennsGaesoit,
BEPOSTHO, SIBJSETCS IEPBBIM, CBA3AHHBIM C M3YYCHHEM MHUKPOOHOMA NPH PEBMATOMIHOM
apTpute y HacelneHus LleHTpanbHON A3HH.

Tenedon: 1.800.660.660 Anpec: Apudab, 4070000, Uspanis




APUDJILCKUN VHUBEPCUTET

CnenyeT TAKXKE YYUTHIBATh, YTO IIpEIJIaracéMoe HaydHOe 000CHOBaHHE | PE3yibTaThI 9TOH
paﬁon JIOTHYCCKH B3aUMOCBSI3aHBI U COOTBETCTBYIOT LIEJISAM U 3aadyaM UCCIICIOBAHMS. Pasmep

BBIOODKH, TUTAaH MCCIENOBAHMS, METO[BI WCCIEIOBAHUS M CTATHCTHYECKHE WHCTPYMEHTHI
110,100 PaHBI COOTBETCTBYIOLIAM 06Pa3OM.

B MeTozmax HACTOSWIEr0 WCCIENOBAHWS WCIONB30BAIHCH COBPEMEHHBIE W TIEPEIOBBIE
TEXHOJIOTHH, TakWe Kak cekBeHHpoBanue 16SrPHK u mommmepashas uenmas peakius B
peanbHOM BpeMeHH. Kpome Toro, TMUHEIA BKIIa JoKTOpanTa Apryiis Mcris6aeBoil Bieuatiser

HE TOJIBKO TMOJ0OPOM PECTIOHICHTOB, HO M TIPOBEICHHEM BCEX JTAGOPATOPHEIX HCCIICIOBAHMIL,
BKio4as Beiiennenue JIHK u .1

IlennoCTh 3TOM PaGOTEI TAKXKE 3aKITIOYACTCS B pa3zsHOOOpa3nuK IPUMEHSEMBIX B HACTOSIIIEE BPEMS
CTaTHUCTHICCKHX METOOB 00PabOTKH JaAHHEIX.

BakHOCTb ¥ HOBH3HA IPOBEJICHHOTO HCCIENOBAHMS TIOATBEPIKIAIOTCS HAYYHBIM 000CHOBAHHEM
TNIEPCIICKTHB ) YEKTHBHOTO HCTIOIB30BAHKS PE3YIBTATOB NAHHOM PaGOTHI.

Ha npoTsikeHun Bcero mpomecca IUIaHHPOBAHHMS, B PAaMKaX METOONIOTHH M IOIYIEHHBIX
pe3yNbTaToOB, NOKTOpaHT Apryib HcunsbaeBa 3apexomeHmoBaia ceOs Kak COCTOSIBIIMHCH,
YMHBIH, OTBETCTBCHHBIH H IENCYCTPEMIICHHBI HCCIENOBaTeNb. BO BpeMs BBIIOTHEHMUS
HayJHBIX HCCIIC/IOBAHMH B paMKaX CBOEH MMCCEPTAllMOHHOW paboThl HOKTOPAaHT Apryib
HcnnpbaeBa MpoaeMOHCTPUPOBANA OTIMIHBIE AHATNTHYECKUE W OPTaHM3ANMOHHEIC HABBIKH, a
TAKXKE CIIOCOOHOCTB BBINOJHSATE U PEATH30BBIBATE 3a/1a49d U IIEITH.

B nenom npose/ieHHbIE HAYYIHBIE HCCIIE0BAHMS JAIH MOJNOKUTENBHBIE PE3yIbTaThL. JIOKTOpaHT
Apryns McunbsbaeBa MOArOTOBUIA CBOKIO IMCCEPTAMOHHYIO pabOTy Ha JOJDKHOM HAYUHOM
yposHe. [TonmydueHnbIe pe3yabTaThl HayYHO 0OOCHOBAHBEI M MOTYT OBITH NIPUMEHEHBI B HAyKe H
NPaKTHYECKOM 3PaBOOXPAHCHUH. Pe3yibTaTbl IUCCEPTALMOHHOM paGOTHI IOIHOCTBIO M

CBOEBPEMEHHO MYyOJHMKYIOTCS B COOTBETCTBYIOIIMX HCTOYHHMKAX. OmyGimkoBaHHBIC pPaGOTHI
JIOKTOp@HTa IOJIHOCTBIO COOTBETCTBYIOT TEMATUKE MCCEPTALINH.

C Moeii TOYKH 3peHust, JOKTOpaHT Apryiib Vicunp0aeBa ycrnenso 3aBepimia Takoe MacmtabHoe
HCCNIEIOBaHKE U 3aCily)XKMBaeT 3BaHus JokTopa dunocoduu (PhD).

JHoxtopauT Exatepuna 3yeBa
MD, PhD, D.Sc

TEpamneBT, UMMYHOJIOT

Apvonbekuit YHUBEPCHTET, MeIUIMHCKUH HaKyIbTeT,
Auikenon, Vspauns

Memmuunckas crpaxopas komnanus Makka6u (Medical Insurance Company Maccabi)
/modnuce/

yekaterina.zueva@gmail.com

Ilepesoo ¢ ananuiickozo A3bIKa HA PYCCKUUl A3bIK sbinoaHun beticemoaes [aynem Kasbexosuu
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Pecnybnuka KaszaxctaH ropog Hyp-CyntaH
Tpuauate nepeoe aBrycta Age ThicA4M ABaALATbL BTOPOro roaa

A, 3akapuHa [ynbHap MymaxaHoBHa, HOTapuyc ropoaa Hyp-CynTaH rocyaapcTseHHan
nuueHaus  Ne13001651 sbigana 11 cespans 2013 roga KomuteTom PErCTPALVOHHO CrIyXObl U
OKa3aHuio NpaBOBOW nomoly MuHucTepcTea tocTuymu Pecnybnmkn Kasaxcra, CBUAETENLCTBYH

NOAMMHHOCTb NoANUcH nepesoaunka Beiicembaesa [layneta Kasbekosuya. JTn4HoCTb, NepeBoavnKa
YCTaHOBNEHa, AeecnocobHOCTb U NONHOMOYMS NPOBEPEHbI.

3apervcTpuposaHo B peectpe 3a Ne1615
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