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K CBEAEHUIO ABTOPOB!
[Ipu HampaBIEeHUY CTATHH B PEAAKITHIO HEOOXOMNMO COOTIONATh CISAYIONINE TIPABHIIA;

1. CraTbs 1oyKHA OBITH MPEJCTABICHA B IBYX DK3EMIUISIPAX, HA PYCCKOM MJIM aHTIIMHCKOM SI3bI-
Kax, Hale4aTaHHas Yepe3 MoJTOPa HHTEPBAJIa HA OIHOI CTOPOHE CTAHAAPTHOTO JINCTA ¢ IIMPUHOMH
JIEBOTO TOJIA B TPU caHTHMeTpa. Vcnosp3yeMblil KOMITBIOTEPHBIN MIpU(T I TEKCTa Ha PYCCKOM U
anmuiickoM s3pikax - Times New Roman (Kupuuiuna), 111 TeKCTa Ha TPYy3UHCKOM SI3BIKE CIEIYeT
ucnons3oBath AcadNusx. Pasmep mpudra - 12. K pykonucu, HareyaraHHON Ha KOMIIBIOTEPE, 1OIDKEH
OBITH IprTOkeH CD co cTaTheit.

2. Pa3mep craTbu 10JKEH OBITh HE MEHEe ISCSTH U He OoJiee IBaAaTH CTPAHUI] MAIIHOIIHCH,
BKITIOYAsl yKa3aTelb JINTePaTyphbl U Pe3toMe Ha aHTJIMICKOM, PYCCKOM U TPY3HMHCKOM SI3BIKaX.

3. B crarbe 10omKHBI OBITH OCBEIIEHBI AKTYaTbHOCTh JAHHOTO MaTepHalia, METOJIBI X Pe3YIIbTaThI
UCCIIeIOBaHUS U MX 00CYyKICHHE.

[Ipu npencrapneHny B reUaTh HAyYHBIX IKCIIEPUMEHTAILHBIX paOOT aBTOPHI JIOJIKHBI YKa3bIBaTh
BHJl ¥ KOJMYECTBO SKCIIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIIIHECS METOABl 00e300MMBaHUS H
YCBITUIEHHUS (B XO/I€ OCTPBIX OIBITOB).

4. K crarbe IOMMKHBI OBITH MPUIOKEHBI KPATKOE (HA MOJICTPAHUIIBI) PE3FOME Ha aHTIIUHCKOM,
PYCCKOM H TPY3MHCKOM $I3bIKaX (BKJIFOUYAIOIIEE CIICAYIOIIHE Pa3/Ieibl: IeJb UCCIICJOBaHMUs, MaTepral U
METOJIBI, PE3YIBTATHI U 3aKTIOUCHNE) M CTIHCOK KITF0UeBEIX ciioB (key words).

5. Tabmuiipl HEOOXOUMO MIPEACTABIISITE B ITe4aTHOM popme. DoTokonuu He puHUMaroTcs. Bee
nu(ppoBbIe, HTOTOBbIE U MPOIEHTHHIE JaAHHBIE B TA0JHIAX J0JKHBI COOTBETCTBOBATH TAKOBBIM B
TeKkcTe cTaTbu. Ta0nmuib! 1 rpaduKH TOJKHBI OBITH 03aIyIaBICHBI.

6. dotorpadun JOIKHBI OBITh KOHTPACTHBIMHU, (POTOKOIHHU C PEHTTEHOTPAMM - B IO3UTHBHOM
n300pakeHUH. PUCYHKH, YepTeXHU U JUArpaMMBbI CIIEAYyeT 03aIIaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBETCTBYIOITee MecTo TekcTa B tiff popmare.

B moanucsx k MukpogoTtorpadusM ciiemyeT yKa3blBaTh CTEIICHb YBEITMUCHHUS Yepe3 OKYIISP HITH
00BEKTHB U METOJI OKPACKH WIJIM UMITPETHAIINN CPE30B.

7. ®aMHUINH OT€YECTBEHHBIX aBTOPOB IPUBOATCS B OPUTHHAIBHOW TPAHCKPHUTIITHH.

8. [1pu oopmiienun u HanpaBieHun crateid B >kypHan MHI mpocum aBTopoB coOmonarh
NpaBuIIa, U3JIOKEHHBIC B « EMUHBIX TpeOOBaHUSIX K PYKOMHUCSM, IPECTABISIEMbIM B ONOMETUIIMHCKUE
JKYpHAJIbD», MPUHATHIX MeXKTyHapOIHBIM KOMHUTETOM PEIAKTOPOB MEAMIIMHCKUX IKYPHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B xoHIIe Ka)X0i OpUTHHAIBHON CTaThH MPUBOAMUTCS Onbnorpaduiecknii cnucok. B cnimcok nutepa-
TYpBI BKJIIOYAIOTCS] BCE MaTepHalibl, Ha KOTOPble UMEIOTCS CCBIIKM B TekcTe. CIMCOK COCTaBiseTcs B
andaBUTHOM MOpsIKE U HyMepyeTcs. JIuTeparypHblii HCTOYHUK PUBOAUTCS Ha sI3bIKE OpUTrHMHana. B
CIIMCKE JIUTEePaTyphl CHavYaja MPUBOJSITCS PadOTHI, HAIMCAHHBIC 3HAKAMU TPY3WHCKOTO an(aBuTa, 3aTeM
Kupuuiend u naruauned. CChUIKM Ha IIUTUPYEMble PabOThl B TEKCTE CTAaThbH JAIOTCS B KBaJPaTHBIX
CKOOKax B BUJIC HOMEPA, COOTBETCTBYIOIETO HOMEPY JaHHOW padOoThI B CITUCKE TUTEpaTypbl. BonbmmH-
CTBO IIUTUPOBAHHBIX UCTOYHUKOB JIOJDKHBI OBITh 32 TIOCIIEHUE 5-7 JIeT.

9. Jlns momydenus mpaBa Ha MyONHWKANWIO CTaThs JAOJDKHA UMETh OT PyKOBOIHUTENS PAaOOTHI
WIN YUYPEKJCHUSI BU3Y U CONPOBOIUTEIHHOE OTHOILICHHUE, HAITCAHHBIC MITM HalledYaTaHHbIe Ha OJlaHKe
Y 3aBEPEHHBIC TOJIIICHIO U TIEUAThIO.

10. B xoHIIe cTaThu MOKHBI OBITH MOMAMKCH BCEX aBTOPOB, MOJHOCTHIO NMPUBEIACHBI UX
(hamuiM, IMEHa M OTYECTBA, YKa3aHbl CIIy)KCOHBIH M JOMAalIHUH HOMEpa TeIe(OHOB U aapeca il
MHBIE KOOpANHATHL. KomnuecTBo aBTOPOB (COABTOPOB) HE JOJIKHO MPEBHIIIATH MATH YEJIOBEK.

11. Penakuus octapisiet 3a coOO0¥ MpaBo COKpaIaTh U UCIPaBIIATL CTaThi. KoppekTypa aBropam
HE BBICBIJIAETCSI, BCs paboTa M cBepKa MPOBOAUTCS IO aBTOPCKOMY OpPUTHHAITY.

12. HepomycTuMO HampaBlieHHE B PEAKIUI0 paOoT, MPEACTABICHHBIX K TI€4aTH B MHBIX
M3/IaTeThCTBAX MITH OMYOJMKOBAHHBIX B IPYTHUX M3IAHUSIX.

IIpu HapymieHny yKa3aHHBIX NPABHJI CTATbH He PACCMATPUBAIOTCS.




REQUIREMENTS

Please note, materials submitted to the Editorial Office Staff are supposed to meet the following requirements:

1. Articles must be provided with a double copy, in English or Russian languages and typed or compu-
ter-printed on a single side of standard typing paper, with the left margin of 3 centimeters width, and 1.5 spacing
between the lines, typeface - Times New Roman (Cyrillic), print size - 12 (referring to Georgian and Russian
materials). With computer-printed texts please enclose a CD carrying the same file titled with Latin symbols.

2. Size of the article, including index and resume in English, Russian and Georgian languages must
be at least 10 pages and not exceed the limit of 20 pages of typed or computer-printed text.

3. Submitted material must include a coverage of a topical subject, research methods, results,
and review.

Authors of the scientific-research works must indicate the number of experimental biological spe-
cies drawn in, list the employed methods of anesthetization and soporific means used during acute tests.

4. Articles must have a short (half page) abstract in English, Russian and Georgian (including the
following sections: aim of study, material and methods, results and conclusions) and a list of key words.

5. Tables must be presented in an original typed or computer-printed form, instead of a photocopied
version. Numbers, totals, percentile data on the tables must coincide with those in the texts of the
articles. Tables and graphs must be headed.

6. Photographs are required to be contrasted and must be submitted with doubles. Please number
each photograph with a pencil on its back, indicate author’s name, title of the article (short version), and
mark out its top and bottom parts. Drawings must be accurate, drafts and diagrams drawn in Indian ink (or
black ink). Photocopies of the X-ray photographs must be presented in a positive image in tiff format.

Accurately numbered subtitles for each illustration must be listed on a separate sheet of paper. In
the subtitles for the microphotographs please indicate the ocular and objective lens magnification power,
method of coloring or impregnation of the microscopic sections (preparations).

7. Please indicate last names, first and middle initials of the native authors, present names and initials
of the foreign authors in the transcription of the original language, enclose in parenthesis corresponding
number under which the author is listed in the reference materials.

8. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
tion available online at: http://www.nlm.nih.gov/bsd/uniform_requirements.html
http://www.icmje.org/urm_full.pdf
In GMN style for each work cited in the text, a bibliographic reference is given, and this is located at the end
of the article under the title “References”. All references cited in the text must be listed. The list of refer-
ences should be arranged alphabetically and then numbered. References are numbered in the text [numbers
in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
bibliographic description is given in the language of publication (citations in Georgian script are followed
by Cyrillic and Latin).

9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

10. Articles must be signed by all of the authors at the end, and they must be provided with a list of full
names, office and home phone numbers and addresses or other non-office locations where the authors could be
reached. The number of the authors (co-authors) must not exceed the limit of 5 people.

11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.



O3BMAHMS LodIMORRIH(MK!

Mgsd3osdo LHsGool Fomdmeagbolols bako®ms ©sgoigemn dgdwogyo Fabgdo:

L bAo@os 9bps Foddmawyobmm 2 3oms@, @yl ob 0byaoliy® 9b9d%bg,odgdooao
LAobos@Bgmo gyamol 1 2390©0bg, 3 13 Logsbol dodibgbs ggenols o LE®0Jmbgdls
Jodol L5 0b@g@gomols @ogom. 30dmygbgdyemo 3md309@ga o dBogdo agbye ©s oby-
@oliy®gbemgob Gg9dbEgddo - Times New Roman (Kupuuuna),boaem Jo@mygagbmgeb @gl@do
Lako®ms godmgoygbmo AcadNusx. IHog@ol bmds — 12. LEsGool mseb gbps sbanwgls CD
LEs@oom.

2. LASA00L JMEPEPMds 5O Yoo 9oy gbgl 10 y39MbY bogergdls ws 20 ag90bg dgBb
0B gM5A7IM0L Lool s Hgboydggdols (0baemolig®, Gyl ©s Jodmygm 9bgdbg) homgamom.

3. LEs@0sdo Lokodms godydogl: bogombols sd@uommds; 3genggol dobsbo; bisggenggo
doboans s 203mygbgdygero Igmnmegdo; Jowgdymmo g gagoo s domo goblyxs. gJlisdg@modgb-
A9o babosmol Es@ogdols Fo@dmoagbolisl s3@m®gdds gbos dogmommb Lsgdldg@modgb@m
3bmggegdols Lobgmds s GomEgbmds; go9@03oMgdols s wodobgbol Jgmmegdo (3F 3539
3950l 30MmMdgddo).

4. LGOSl mob Pbs osberwgl Mgboydy obyeoliy®@, Gylyge ©s Jodnyga 969Dy
sMobogegd bobggo®o gg9@wols JmEygmmdols (bomsyg®ol, sg@mmgdols, s glgoyemgdols
domomgbom ©s 9bs dgozogrgl dgdmgy 3obymxzomgdgdl: dobobo, dsbsms ws dgmmegdo,
99900 s ©obliggbgdo; BgJbEsm o bsfomo s@ bws ogmlb 15 LEH®oJmbbg bsgangdo)
> boggobdm Lo@dyggdol hodmbomgsgro (key words).

5. gb®ogrgdo Loko®ms (o@dmowaobmo bsdgdwo Lobom. yggans 003y, dgdo-
X09989e00 s 3OM3gbG Yo Jmbsozgdgdo gbps dgglodsdgdbmoal GgJl@do dmygsbogl.

6. BmAMLYOsMgdo 9bes 0gml 3mbBOSLAY@o; Ly@omgdo, bobsbgdo, wosa®sdgdo
- oloma@gd g0, EobmdMogo s Lomobowm saosl holidygmo. ®9b@Gagbma®sdgdols
ROAMsbangdo Fo@Imoaobgm 3mbo@oygao yodmbobymmgdom tiff gm®ds@do. dogOmam@m-
Lbyg@osmgdols (odfgmgddo Lakodms dogmommmn migmsdol sb mdogdBogol Lodgoggdom
35000950l ba®olibo, sbomsagdols dgmgdgols ob 033G gaboi00ls dgmmwo s s@bodbmm Lsy-
om0l bgs s Jggos bofogdo.

7. 5535370 53Bm@gdols 356950 LEAs@0sdo s@0bodbgds obozosmgdbols msbps@mngom,
93beg@ols — giEbmyao GEsbL Mo 3z00m.

8. LASHOSL MOb Ybws sShanwgl sg@BMMol Jogd 2odmygbgdyero Lodsdyerm s yiEbm-
9@0 dOMIgdol dodamoma®sgzoygmo bos (dmam 5-8 Faol Low®dom). sbdsby®o [ymdom
Jo®dmagboen  dodgnoma@ogoyan Losdo dogmomgm xg® bodsdyam, dgdwgy 9Ebmgeno
53B™M950 (2350, 06005 gbo, LEASG00L Lomsy®o, gy@bsaol slbsbgagds, aodmzgdols
s 00, {gao, g9@bognols Ne, 30639em0 s dmgrm 2390©g60). Jmbma@sgools dgdmbgggsdo
dogmomgmn 25dmigdol Fgmo, saomo s 2390©gd0l Loghmm @omwgbmds. @9JL@Edo
33o005H e ghboggddo 9bos Joygmommm s3@mEA0l dglodsdobo N @o@g@s@yg®ol bools
dobggom. dobobdgfmbogros, @md 300G oo [yommgdols 9dg@gbo bsfogro ogml 5-6
Yool Low®dol.

9. LASA0SL mob gbrs osbanwgl: o) WoFgbgdbymgdbols ob Lodgibogdm byenddwgsby-
@ols (odwyobgds, ©sdm{dgoygamo bygandmfg@oms ©s dgkoom; &) odaol L3gEoseolBols
©sdm{dgoygmo g39bbos, OMIgendoz Jomomgdyao 0dbgds bsgombols of@ogmds, dosbsaols
Logdomds, 3gmmeol Lobommds, dgogygdol LadgEbog@m-3@sJ@oggeo 3bodgbganmds.

10. LEsEool dmeml bako®ms gggems sgBm@ols bygadm§g@s, @mdgammms Gomgbmds
o 9bws swgdo@gdmgls 5-L.

11. dgesdios 0dmggdl guagdsls dgobfm@ml bEsgos. 3gdudby dgdomds ©s dg-
Xg090s begds bosgBmam mmoyobsgrols dobgwgon.

12. woygdggdgmos @gsdiosdo olgmo LEs@ool Fodmoagbs, @mdganoi ©slsdgdwow
Fodagboano ogm bbgs GgosdiEosdo b a0dmdggybgdgmo ogm bbgs aodmzgdgddo.

>0bodbyao Fgbgdol wodwgggol dgdmbgggsdo LHsEogdo @ aoboboangds.



GEORGIAN MEDICAL NEWS
No 2 (299) 2020

Cooepoicanue:

Kpsbuios A.1O., llyayTtko A.M., Ocmanos J.I., F'oroxus T.P.
OIIBIT JIEYEHN S CEIITUYECKUX OJIEITMOH HMXHUX KOHEYHOCTEM
[IOCJIE KOMBUHUPOBAHHBIX OJIEBIKTOMIUI ........ooooooooeieeeeeeeeeeeeeeeee e 7

Tumodeen A.A., Ymko H.A., bepuase B.P., Tumogeen A.A., SApuda M.A.
JUODOEPEHIIUAJIBHASL AIUATHOCTUKA U OCOBEHHOCTU KIIMHUYECKOI'O TEYEHUA
OITYXOJIEN OKOJIOYIIHBIX CITIOHHBIX HKEJTES .......oooiivoeeeeeeeeeeeeeeeeeeeee e 13

Toria N., Kikodze N., Rukhadze R., Mizandari M., Chikovani T.
INFLAMMATORY BIOMARKERS IN PATIENTS WITH UNRESECTABLE PANCREATIC CANCER:
A RETROSPECTIVE STUDY ...ttt ettt ettt ettt e e st et e e saee e s teeabeeaseenbeeeseeesseenseenseenseeseesaeeenseenseensean 21

Kulchenko N., Pashina N.
ASSOCIATION OF LEUKOCYTE ACTIVITY AND DNA FRAGMENTATION
IN MEN WITH NON-OBSTRUCTIVE AZOOSPERMIAL........oooiiiiiit ettt ettt s as 26

Zasieda Yu., Solomianyi R.

CHRONIC PROSTATITIS THERAPY COMBINED WITH ELECTROMYOSTIMULATION-ASPIRATION,
TRANSURETHRAL ELECTROPHONOPHORESIS OF PLATELET-RICH PLASMA

AND TRANSRECTAL LOW-INTENSITY PULSED ULTRASOUND .....cc.cotiiiiriniieininectee ettt 29

Kikodze N., Nemsadze K., Togonidze G., Nadareishvili 1.
USE OF INTRAOSSEOUS ACCESS IN PEDIATRIC EMERGENCY CARE IN GEORGIA........ccoooooiiiiiieeeeeeeceeeeeee 33

Lombera-Mora S., Lopez-Facundo N.A., Layton Tovar C.F., Mendieta-Zeron H.
SALIVARY CORTISOL LEVELS AND RESPONSE TO THE REMISSION INDUCTION TREATMENT
IN CHILDREN WITH ACUTE LYMPHOBLASTIC LEUKEMIA 39

Youokasa H.H., Xauanypunze H.C., Baxranze C.3., Kananagze H.b., [l:xauBanze M.B., Xynnanze M.C.
COBPEMEHHBIE ACITEKTbI YHACTUA BUTAMUWHA D 1 EFQ METABOJIMTOB
B PABBUTHUN OITOPHO-ABUTATEJIBHOI'O ATIITAPATA JJETEW U TIOAPOCTKOB (OB30P).....ccccoviviieieeerenne. 43

Jlum JI.B., Ko:kanos B.B., Jlum H.A., AdgpaxmanoBa C.T., Anauéexona I.H.
PETPOCIIEKTUBHBIN AHAJIN3 COCTOSHU S ®PU3NYECKOI'O PA3BUTHS ILIKOJIBHUKOB

3A TIOCJIEIHME 60 JIET ITO JAHHBIM . AJIMATDBL.......ciiiiiiiiiiiiiiiiiiceciccctes e 47
Capuyk T.B.

CHHJIPOM JIEBOCTOPOHHEM I'MITOIIAZUM CEP/ILIA:

MOP®OTI'EHE3 TATOMOP®OJIOTMYECKUX TUIIOB JIEBOI'O XKEJTYIOUKA ......ocoiiiiiiiiiiiiiecicicccceeeie 55

Baiinypun C.A., Basiosa /I.B., bexenopa @ K., TkaueB B.A., AxmeT:kanosa II.K.
TTOKA3ATEJIU KAPIMOTEMOAMHAMUKHW HAPYILIEHUI PUTMA Y JIML] TIOXKHJIOTO BO3PACTA
C XPOHUYECKOU CEPIIEYHOM HETOCTATOUHOCTBIO .......coovoorieoieoicseee s 61

Cwmarynosa A.K., Adapaxmanos A.C., AiinadexoBa B.A., BakbiT:kanyisl A., Ompaanna E.T.
BJIMSIHUE APUTMUI HA TEYUEHUE U UCXOJ] BEPEMEHHOCTU
Y KEHILIWH BE3 CTPYKTYPHOU TTATOJTOT UM CEPILIA. .......oooveoeeeoieeieseieseisseess s 65

Minukhina D., Zaikina T., Koteliukh M., Titova G., Zolotaikina V.

IMPACT OF PERCUTANEOUS CORONARY INTERVENTION ON MARKERS

OF MATRIX DEGRADATION AND ENDOTHELIAL-DEPENDENT MEDIATORS IN PATIENTS

WITH ACUTE MYOCARDIAL INFARCTION AND DIABETES MELLITUS TYPE 2.....covcoiiiiiiieieeeeieeeeeeee 70

Kyxkec B.I'., Ueobies H.B., IlaBnoBa JI.U., bepeunkunse U.A., lertapesckas T.1O., Baapuaaunosa JL.IO.
KIIMHUYECKUI CITYYAT: TTIOBOYHBIE DPDEKTBI CTATHHOB ... 75

Kantaria M., Buleishvili M., Kipiani Nina V., Ormotsadze G., Sanikidze T.
RISK-FACTORS OF CORONARY ARTERY DISEASE (REVIEW) .....ooiiiiiiiieiieiicieieieieeteet ettt 78

© GMN



MEJIMI[UHCKHUE HOBOCTHU I'PY3UU
LSIS@HOZIRM LSFIRNGO6(M LOSLLI6()

Muratova T., Khramtsov D., Stoyanov A., Vorokhta Yu.
CLINICAL EPIDEMIOLOGY OF ISCHEMIC STROKE:
GLOBAL TRENDS AND REGIONAL DIFFERENCES ..........oooiiiiiieee ettt ettt 83

Petrova A., Kondratiuk V., Karpenko O., Ostashevska T., Krasiuk E.
THE EFFECTIVENESS OF MELATONIN IN THE COMPLEX TREATMENT
OF HYPERTENSION IN PATIENTS WITH STAGE 5 CHRONIC KIDNEY DISEASE.......ccoooiiiiieiieeeeeeeeeee e 87

Zaichko K., Stanislavchuk M., Zaichko N., Khomenko V.

ASSOCIATIONS BETWEEN EFFICACY OF THE THERAPY AND CIRCADIAN FLUCTUATIONS

OF ENDOTHELIAL NITRIC OXIDE SYNTHASE WITH TOLL-LIKE RECEPTORS 2 EXPRESSION,

AND NOS3 POLYMORPHISM IN FEMALES WITH RHEUMATOID ARTHRITIS.......ccceooiiiiiiieeeeeeeee e 93

Tsyhanyk L., Abrahamovych O., Abrahamovych U., Romaniuk O., Guta S.

ANALYSIS OF THE INDEXES OF CALCIUM AND PHOSPHORUS EXCHANGE,

THE MARKERS OF THEIR REGULATION AND INDEX

OF THE ACTIVITY OF SYSTEMIC LUPUS ERYTHEMATOSUS ......cootiinirieieiiiieinininieeeieieieeteesesse et sessenenes 100

Chikadze N., Tevzadze M., Gachechiladze N., Porakishvili N.

ELEVATED LEVELS OF NATURALLY OCCURRING AUTOANTIBODIES

TO HUMAN CHORIONIC GONADOTROPIN B CORE FRAGMENT

IN A FEMALE PATIENT WITH THYROID FOLLICULAR ADENOMA: CASE REPORT ......ccocovvviieiieieieecreeene 106

Popinrau H.A., Kypuk E.I'.,, Yepnnii T.B., Uyiiko H.5., Tkauenxo P.II., bazabipes B.B.
OLIEHKA TTOTEPb 13-3A ITPEXJIEBPEMEHHOI CMEPTU
OT LIEPEBPOBACKYJISIPHBIX 3ABOJIEBAHUIT KAK MIHCTPYMEHT YIIPABJIEHUECKUX PELIEHUMA ................ 110

Wollina U., Abdel-Naser Badawy M.
DIFFERENTIAL DIAGNOSIS OF ANNULAR SKIN LESIONS — A CLINICAL REVIEW ..o, 115

SApemuyk O.3., [TocoxoBa E.A., JTuxankuii ILI., Jlernak H.S., Kymnukas M.H.,

Ky3sbmak WUL.IL., JIncuuuyk H.E., leauoamsuian J1.I.

MPOAYKLMS AKTHUBHBIX ®OPM KHCJIOPOJA U PASBBUTHUE AITOIITO3A

B JIEMKOLIUTAX KPOBU [1PU SKCIIEPUMEHTAJIBHOM AHTU®OCPOJIUIINIHOM CUHJIPOME............... 120

Basimak H.B., He6ecnas 3.M., bopwbic P.51., Kblpltll( X.A., I'xaanjaoBa EVA
MUKPO- U VJIBTPACTPYKTYPHA IIEPECTPOUKA TTIOJYEJTHOCTHOMU XEJIE3bI KPBICHI
B ITIO3IHUE CPOKU TEUEHUM A SKCIIEPUMEHTAJIBHOI'O CAXAPHOI'O IUMABETA TUIIA 2.......cccvvee. 125

Jdyounun C.HU., 3aiiueB A.B., Bauejuco A.B., Ynanosckas-1lpi6a H.A., [lepenepuii H.A., Boiiuenxo O.H.
MEXMUKPOBHBIE B3AUMOJENCTBIM OPAJIBHOI'O BUOTOITA ......oooiieeeeeeeeeee e 131

Ebralidze L., Tsertsvadze A., Sanaia E., Berashvili D., Bakuridze A.
FORMULATION OF BIODEGRADABLE POLYMERIC
NANOPARTICLES CONTAINING CYTOTOXIC SUBSTANCE OF PLANT ORIGIN........ccccoiiiiiiiiiceeeeeeeeeee, 137

Ghirdaladze D., Vatsadze T., Kirtava T.
DETERMINING THE RISK OF THROMBOSIS AMONG THE PATIENTS
WITH ESSENTIAL THROMBOUCYTHEMIA ........ooouiiiiieieieteete ettt ettt st et ettt est st e s e s e b e eaeeseesseseessessensensessessesseenas 143

Muzashvili T., Tutisani A., Chabradze G., Beridze N., Museridze N.
THE STUDY OF THE EXPRESSION OF CDHI1, K167, P53
AND HER2 IN DIFFUSE GASTRIC CARCINOMA ........cootititiitietieteete ettt ettt e eteeteeveeteeseesaessesessesseeseessessessessessesessessessens 147

BexoeprenoBa K.b., [lepoucaanna I A., YmGer:kanoBa A.T., Koiikos B.B.
KJITOUEBBIE ITOKA3ATEJI 5OPEKTHBHOCTU
KAK METOJ] MOHUTOPHUHI'A CECTPUHCKOI CJIIYIKBBL.......ccviiitiiiiiiiieeeeeeeee ettt 151

Senyuta L., Orlyuk O., Buletsa S., Ivanchulynets D.
FORENSIC MEDICAL AND FORENSIC PSYCHIATRIC EXAMINATION:
SOME ISSUES OF LEGAL REGULATION ......cotiiitiitiiitisteiet ittt sttt sttt sb sttt et sttt sae e eneas 158



GEORGIAN MEDICAL NEWS
No 2 (299) 2020

THE EFFECTIVENESS OF MELATONIN IN THE COMPLEX TREATMENT
OF HYPERTENSION IN PATIENTS WITH STAGE 5 CHRONIC KIDNEY DISEASE

Petrova A., Kondratiuk V., Karpenko O., Ostashevska T., Krasiuk E.

Bogomolets National Medical University, Kyiv, Ukraine

The problem of effective treatment of a patient with high car-
diovascular risk is a complex task of modern medicine. Mortality
from cardiovascular disease takes first place among the causes
of mortality and disability worldwide, in spite of medical level.
Recently, there has been a progressive increase in the number
of patients with chronic kidney disease (CKD), the risk of mor-
tality in which is much higher than in patients of the general
population due to a combination of cardiovascular risk factors
(hypertension, proteinuria, decrease in glomerular filtration rate,
hyperuricemia, cardiac remodeling, and cardiac remodeling, etc.
[23]. Arterial hypertension (AH) as a cause of fatal cardiovascu-
lar events is compared with a noninfectious epidemic, more and
more often becomes resistant to AH, and its prevalence of CKD
is in 2-3 times higher than in the general population [24,29].

In patients with terminal renal insufficiency, prior to initia-
tion of renal replacement therapy, hypertension exceeds 90%.
There is a close connection between hypertension and CKD: on
the one hand, the development and progression of CKD lead to
increased of arterial hypertension (BP), on the other hand, the
presence of hypertension is associated with a significant dete-
rioration in the prognosis of patients with CKD. Therefore, the
search for new approaches to optimize the treatment of hyper-
tension in patients with CKD by studying all possible pathoge-
netic mechanisms of hypertension is an urgent task today [15].

AH in a patient with CKD is a multifactorial condition in
which the pathogenesis plays by the violation of the dynamic
equilibrium between the pressor and depressor mechanisms of
neurohumoral regulation of cardiovascular system activity in
general and the regulation of blood pressure [4,8,16]. A special
place in the complex system of mechanisms of neurohumoral
regulation of blood pressure belongs to melatonin, which re-
duces the activity of the pressor mechanisms of neuroendocrine
regulation, regulates the tone of blood vessels through specific
M-receptors of the endothelium, limits the vasoconstrictor ef-
fects of noradrenaline, vasopressin, endothelin-1 and other bio-
logically active substances, improves the state of baroreflex
regulation and exhibits powerful antioxidant properties [11].

It is well-known that in physiological conditions the secretion
of melatonin by neuroendocrine epiphysis cells occurs mainly at
night during sleep, coinciding with the physiological nocturnal
decrease of blood pressure [2,3,17]. A number of studies show
that with insufficient production of melatonin, the activation of
the renin-angiotensin-aldosterone system (RAAS) occurs, de-
creases baroreflex activity, increases platelet aggregative ability,
decreases fibrinolytic activity of the blood, increases vascular
tone, which contributes to the adverse daily profile of blood
pressure and the development of cardiovascular complications
[5,6,9,10,25]. Unfavorable daily profiles of blood pressure (non-
dipper or night-picker) are manifestations of circadian rhythm
disturbances in the body due to serum melatonin deficiency,
vegetative dysfunction, RAAS hyperactivity, sodium-dependent
mechanism of hypertension, hyperuricemia on various multior-
gan messages in CKD [7,18,26].

The time index (TI) of hypertension (a period of elevated BP
during the day) has been suggested by some authors for predict-
ing the risk of cardiovascular events in patients [30]. An inde-
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pendent predictive value of the value of pressure load regarding
to the development of myocardial remodeling has been estab-
lished. The speed of the morning rise (SMR)in blood pressure
is important indicator, as it is known that the morning period
is considered to be a time of cardiovascular catastrophes [32-
34]. This is due to the physiological activation of sympatho-
adrenal and renin angiotensin aldosterone system (RAAS),
which leads to increased vascular tone, decreased fibrinolytic
properties of blood with the development of myocardial in-
farction, stroke in the morning, so the speed of the morning
rise (SMR) in blood pressure in the period from 4:00 to 10:00
a.m. is considered as a starting mechanism for the development
of complications [20].

Nocturnal hypertension is a risk factor for cardiovascular
events, but its causes have not been fully learned. Insufficient
reduction (less than 10%) or increase in blood pressure at night
(adverse daily blood pressure profile) is associated with a higher
risk of cardiovascular events. There are excessive activation of
sympatho-adrenal and RAAS, increasing the aggregation capac-
ity of platelets, decreases fibrinolytic activity of the blood, in-
creases vascular tone, which contributes to the development of
cardiovascular complications in such patients at night and early
in the morning on the background of insufficient production of
melatonin by the epiphysis and low concentration of hormones
in the blood [19,21,22].

It is believed that changes in blood pressure at night are more
important and informative in predicting the development of car-
diovascular complications than blood pressure in the daytime
[27]. It was found that with an increase of systolic blood pres-
sure (SBP) at night to 10 mm Hg. mortality risk increased to
21% [31] during conduction of the Dublin Outcome Study. In
the analysis of the degree of nocturnal decrease in blood pres-
sure and the nature of the distribution of the diurnal profile, it
was found that the patients of the control group were character-
ized by half the number of people with physiological distribu-
tion of the BP and a moderate increase of people with unfavor-
able types of diurnal profile. The non-prognostic types of diurnal
profile are : non-dipper and night-peakers, because insufficient
reduction of blood pressure in the night period is associated with
a high incidence of stroke, more frequent development of left
ventricular myocardial hypertrophy [4,13,14].

There is no consensus on targeted blodd pressure and clear
recommendations for the correction of hypertension in patients
undergoing hemodialysis, with the exception of some ERA-ED-
TA and ESH-2017 reconciliation documents [28]. In addition,
in dialysis patients with hypertension, the variability of blood
pressure and the relationship with blood melatonin levels have
not been studied sufficiently.

Objective - to study the efficacy of melatonin in the com-
plex treatment of hypertension of patients with CKD of 5 stage
with disruption of melatonin-forming function of the epiphysis
(MFE).

Material and methods. The study included 60 patients of
CKD at 5 stage: men - 25, women - 35, who were treated at the
Kyiv Center of Nephrology and Dialysis, who had hypertension
and MFE disorders.
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Research design is presented on Pic. 1.
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Pic. 1. Research design

The characteristics of the surveyed groups are presented in
Table 1.

Patients received chronic program hemodialysis 3 times a
week on a continuous basis, which was 12 h/week. The dura-
tion of the dialysis session was 240 minutes; blood flow rate
— 319438 ml/min, with using bicarbonate dialysis solution.
Kt/v ranged from 1,2 to 1,85. In all patients vascular access
was presented by an arterio-venous fistula. The flow rate of the
dialysis solution was 500 ml/min. Interdialysis weight gain was
3,3+0,3% of dry weight. The level of sodium in the dialysis so-
lution was installed according to the level of sodium in the blood
in the range 136-140 mmol/I.

Office BP measurements were performed before, during and
after the hemodialysis session with the analysis of systolic BP,
diastolic BP, pulse BP.

Ambulatory Blood Pressure Monitoring (ABPM) was performed
during the day in dialysis period using the portable BP monitor sys-
tem ABPM-04, Meditech (Hungary) after pre-briefing the patient
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in normal physical activity with continuous automatic BP measure-
ment every 15 min daily and every 30 min at night.

The following indicators were analysed: average values of
systolic and diastolic blood pressure of day, night, and all day,
mean heart rate (HR) of day and night, circadian index (CI) of
heart rate, blood pressure variability for daytime and sleep peri-
ods, degree of nocturnal decrease in blood pressure. The daily
profile of BP was evaluated by the degree of nocturnal decrease
of the systolic BP and the diastolic BP with using the commonly
used criteria for determining the two-phase rhythm [12].

Measurement index and time index were considered for the
study of high BP load indices. The daily rhythm of BP was eval-
uated on the basis of the determination of nocturnal BP decrease
or the daily index (DI) of BP. DI of BP was calculated as the
difference between the average values of BP during the periods
of wakefulness and sleep.

We used the speed of the morning rise (SMR) in BP to char-
acterize the morning dynamics of the BP, separately for systolic
and diastolic BP (RMR BPs and RMR BPd).

A characteristic of the daily profile of BP was conducted ac-
cording to the degree of reduction of systolic BP (SBP) at night.
So patients with sufficient reduction (by 10-20%) were classified
as dippers, with insufficient reduction (<10%) - non-dippers, and
over-dipper - with excessive reduction (>20%), with nocturnal
hypertension - night-peakers .

Verification of the diagnosis, determination of stage and degree
of hypertension were performed according to the recommended cri-
teria of 2018 by the European Society for the study of hypertension
(ESH) / European Society of Cardiologists (ESC) [1].

Exclusion criteria: Alcohol addiction; excessive consumption
of drinks with caffeine (equivalent to>3 cups of coffee per day);
use of non-steroidal anti-inflammatory drugs; malignant neo-
plasms; obesity; treatment with hemodialysis sessions less than
3 times a week (less than 12 hours); Kt/V<1.2; mental disorders;
concomitant pathology: endocrinological diseases, rheumato-
logical diseases, myocardial infarction, acute damage of cere-
bral circulation; severe anemia.

The concentration of melatonin was determined by immuno-
sorbent method with using a commercial set: Human MS (Mela-
tonin Sulfate) ELISA Kit, Elabscience. Capture was conducted
in the daytime at 16:00 and night time from 2:00 to 4:00, with
a minimum lighting of 30 1x. Non-stimulated saliva was used,
which was collected into capsule like Eppendorf in a volume of
1 ml, which was immediately frozen and stored at -20 ° C. The
reference value of melatonin in saliva during the day was <4.9
pg/ml, and at night 52.3-149 pg/ml. Patients in the main group
received standard 3 mg of melatonin for standard antihyperten-
sive therapy, which was taken once daily at 22:00.

Table 1. Clinical and laboratory characteristics of the examined persons

Indicator Main group, n=30 Comparison group, n=30
Men, people,% 12 (40,0%) 13 (43,0%)
Women, people,% 18 (60,0%) 17 (57,0%)
Age, years 48,4+11,6 50,5+17,2
Duration of hypertension, years 9,3+3,09 8,08+2,88
Dialysis experience, months 101,25+58,12 105,77+54,3
Body mass index, kg/m? 23,748 23, 8+4,1
Albumin, g/l 41,5442 40,2+3,6
Total cholesterol, mmol/l 5,0+£0,9 5,2£1,3
Hemoglobin, g/l 99,8+18,4 101,8+19,0
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Statistical analysis of the obtained data was performed by us-
ing Statistica SPSS 12.0 for Windows. In the normal distribu-
tion, the data are presented as average + standard deviation, in
other cases - as the median [25-75 percentiles]. Pearson’s cor-
relation coefficient was used to assess the significance of inter-
group differences. P is assumed to be 0.05 considering testing
of hypotheses for the critical level of significance. Spearman’s
rank correlation was used to assess the degree of correlation of
quantitative traits. The study was conducted in accordance with
the principles of bioethics.

Results and discussion. The patients of the main and
control group were similarly compared by age, sex, disease
experience, standard dialysis and antihypertensive therapy,
violation of MFE.

Analyzing the incidence of MFE disorders in patients with
stage 5 CKD treated with GD and practically healthy individu-
als, it draws attention to significantly lower rates of MT, both
in the daytime and at night in patients. Thus, in patients with
terminal renal failure compared with the control group, the level
of MT in the daytime was lower by 52,4% (p<0,001), and more
significantly in the night period by 82,6% (p<0,001).

In conducting ABPM in the examined patients, the average
night and day indicators of SBP, DBP, time index, pressure vari-
ability significantly exceeded the normal values, which are pre-
sented in Table 2.

Patients of both groups can be attributed to Non-dipper
according to the daily index of SBP and DBP, their number
was 90% and the group “Night-peakers” was 10% of pa-

Table 2. ABPM indicators in the surveyed groups at the start of the study

Indicators The main group, n=30 | Comparison group, n=30 norm
Daytime
Average SBP (mmHg) 174+19,94 172+18,73 100-135
Average DBP (mmHg) 91,54+1,619 92,51+1,917 60-85
TI SBP (%) 90 [60-90] 90 [60 -90] <15
TI DBP (%) 80 [50-80] 80 [50 -80] <15
Variability of SBP (mm Hg) 18 17 <15
Variability of DBP (mm Hg) 13 12 <15
Night time
Average SBP (mmHg) 183+15,46 180+14,96 85-120
Average DBP (mmHg) 104,3+4,6 99+4,83 48-70
TI SBP (%) 100 [100 -100] 100 [100 -100] <15
TI DBP (%) 100 [70 -100] 100 [70 -100] <15
Variability of SBP (mm Hg) 20 19 <14
Variability of DBP (mm Hg) 16 15 <12
Morning dynamics
SMR of SBP (mmHg) 25,7+10,8 22,9+11,3 <10
SMR ofDBP (mmHg) 13,8 +£2,6 12,9+1,7 <6
Table 3. ABPM indicators after 8 weeks of observation
Indicators The main group, n=30 Comparison group, n=30
After treatment After treatment
Daytime
Average SBP (mmHg) 152417,48 168+17,35%*
Average DBP (mmHg) 81+4,3 83,42+1,83
TI SBP (%) 80 [50 - 80] 85 [60 -90]
TI DBP (%) 70 [50 - 70] 70 [50 - 80]
Variability of SBP (mm Hg) 16 17
Variability of DBP (mm Hg) 11 12
Night time
Average SBP (mmHg) 154+12,3 170+12,34%*
Average DBP (mmHg) 97+3,8 9542,8*
TI SBP (%) 80 [70 - 90] 92 [100 - 100]
TI DBP (%) 70 [50 -70] 8570 -90]
Variability of SBP (mm Hg) 15 19
Variability of DBP (mm Hg) 12 15
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notes: * - statistical significance of differences in comparing with patients of the main group (p<0,05)
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tients. The time index of SBP and DBP at night is significantly
increased, which indicates the stable nature of BP at night and is
not a transitory phenomenon.

The speed of the morning rise (SMR) by SBP in the main
group was 25,7+10,8 mmHg/h, by DBP — 13,8+2,6 mm Hg/h.
The SMR in the comparison group was 22,9+11,3 mmHg/h by
SBP, and 12,9+1,7 mmHg/h by DBP. Normal limits are signifi-
cantly exceeded according to the obtained results of SMR and
the SBP and the DBP. SMR of SBP and SMR of DBP exceeded
the normal values in 2,5 times in the main group and in 2,3
times in the comparison group.

It was found that all high-pressure load values exceed the nor-
mal values during daytime, nighttime and in the daytime as a
whole according to the results of the ABPM of the examined
patients. All measurements of blood pressure during the analysis
exceed the target values.

Analysis of hemodynamic parameters on the background of
2-month melatonin treatment and standard therapy revealed a
decrease in the average levels of SBP and DBP, which is pre-
sented in Table 3.

Variability thresholds of SBP and DBP were recorded, with a
statistically significant difference between SBP groups at night
(p<0,05) in the analysis of treatment results in the main group.
Patients receiving melatonin were characterized by significantly
(p<0,05) lower variability of SBP and DBP.

Assignificant (p<0,05) decrease of average daily systolic blood
pressure (SBP) by 12% is noted in patients of the main group
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, and average night systolic blood pressure (SBP) by 16% in
comparative analysis of SBP in the dynamics on the background
of treatment in both groups of patients. These indicators were
0.6% and 5.6% in the comparison group accordingly.The aver-
age daily diastolic blood pressure (DBP) decreased by 11.5%
in the main group, compared in the comparison group by 5,6%.
The average night diastolic blood pressure (DBP) decreased by
7% in the main group.

A decrease was noted in the patients of the main group
(p<0,05) by 11% and 12,5%, in the comparison group these in-
dicators decreased by 5% and 12%, respectively, when analyz-
ing the TI of average daily SBP and average daily DBP indica-
tors during the observation period. The decrease of TI during
the night period was more pronounced. The average night SBP
decreased by 20% in the main group and the average night DBP
decreased by 30%. There was only a decrease in the average
night DBP by 10% in the comparison group.

The study found that patients in the comparison group had the
speed of the morning rise (SMR) of BP in 2,1 times increased
compared to the main group of patients.

There is a clear positive effect of combination therapy with mela-
tonin on the daily average and night average decrease of SBP and
DBP when compared with the previous achieved level against the
background of previously received antihypertensive therapy.

A statistically significant person’s growth with dipper daily
profile was observed from 14,3% to 44,5% in the overall struc-
ture (p<0,05%) on the background of 8 weeks complex therapy

Table 4. Changes in antihypertensive therapy during the study

Number of At the beginning of the study After 2 months P
antihypertensive drugs Number of patients Number of patients
Main group Comparison group | Main group | Comparison group
0 0 0 0 0 p<0,05
1 0 0 0 0 p<0,05
2 2 (6,7%) 1 (3%) 13 (43%) 1 (3%) p<0,05
3 20 (66,6%) 21 (70%) 14(47%) 21(70%) p<0,05
4 8(26,7%) 8 (27%) 3 (10%) 8(27%) p<0,05
Distribution in general
Pharmacological group preparations
ARBs 16 14 15 14 p<0,05
ACE inhibitors 2 6 0 6 p<0,05
CCB 38 29 32 38 p<0,05
Central action 38 29 33 39 p<0,05
Distribution in general
The total pumber of 04 97 79 97 p<0,05
prescriptions
For 1 patient 3,1 3,2 2,6 3,2 p<0,05

ARBs Il — Angiotensin I receptor blockers; ACEinhibitors — angiotensin-converting-enzyme inhibitors,
CCB — Calcium channel blockers

Table 5. The level of melatonin in saliva after treatment

The main group (n=30) Comparison group (n=30)
Time of day Before After Before After Reference values
treatment treatment treatment treatment pg/ml
Daytime (pg/ml) 2,8+1.2 2,7+0,4 3,1+0,3 3,1+0,6* <49
Night time (pg/ml) 20,2+3,7 57,4+£1,5 21,5+3,9 22,343,7* 52,3-149.4

notes: * - the statistical significance of differences compared to patients in the main group (p<0,05)
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with the addition of melatonin. On the contrary the proportion
of patients with a non-dipper profile decreased from 44,5% to
27,6%, as the proportion of patients with a daily profile of night-
peakear BP - from 22,4% to 4,8% (p<0,05%). There is no statis-
tically significant changes in the structure of nocturnal decrease
of BP in the comparison group.

Changes in the composition and amount of antihypertensive
therapy, which were revealed during the study are presented in
Table 4.

Improving the daily profile and reducing BP was observed in
patients of the main group during the study because of the addi-
tion of melatonin to standard therapy, which indicating a close
relationship of the hormone with circadian rhythms and its effect
on hypertension.

Conclusions.

1. Patients with terminal renal failure have the low levels of
MT compared to healthy subjects - in the daytime was lower by
52,4% (p<0,001), and more significantly in the night period by
82,6% (p<0,001).

2. According to ABPM, patients with CKD of 5 stage were
characterized by pathological changes in circadian rhythm in
the form of inadequate reduction of SBP and DBP in the night
hours, which has manifestations in the form of a predominance
of non-dipper profile types in the overall structure of patients
by reducing the number of persons with a dipper profile. The
was 90% of patients with a non-dipper profile and 10% of night-
peakear. TI of hypertension in patients on hemodialysis signifi-
cantly exceeded the allowable limits. Thus, TI of SBP exceeded
the normal indicator by 75%, TI of DBP by 65% in the daytime.
The TI of SBP and TI of DBP exceeded the allowable values by
85% at night. The speed of the morning rise of SBP and DBP
exceeded almost twice the reference value.

3. The changes in the degree of nocturnal decrease of BP are
paying attention assessing the dynamics of the daily profile of
BP on the background of treatment. Thus, the number of patients
in the «non-dipper» main group decreased from 44,5% to 27,6%
(p<0,05%), like the proportion of patients with the «night-peak-
eary daily profile from 22,4% to 4,8% (p<0,05%). Besides, a
statistically significant person’s growth with dipper daily profile
of BP was observed by 30,2% on the background of addition of
melatonin to the antihypertensive therapy.

4. Against the background of complex treatment, there was a
decrease in the patient’s need for the dose and amount of antihy-
pertensive drugs to achieve BP targets.

5. Melatonin was well tolerated in the complex treatment of hy-
pertension in patients with CKD of 5 stage, and there were no
side effects. Some patients reported improved sleep, increased
exercises tolerance.
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SUMMARY

THE EFFECTIVENESS OF MELATONIN IN THE COM-
PLEX TREATMENT OF HYPERTENSION IN PATIENTS
WITH STAGE 5 CHRONIC KIDNEY DISEASE

Petrova A., Kondratiuk V., Karpenko O., Ostashevska T.,
Krasiuk E.

Bogomolets National Medical University, Kyiv, Ukraine

In recent years, there has been a progressive increase in the
number of patients with chronic kidney disease (CKD), whose
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mortality risk is significantly higher than in general patients,
which is associated with cardiovascular risks.In patients with
CKD stage 5D before the start of replacement renal therapy for
hypertension exceeds 90%.

The aim -to analyze the efficacy and safety of the use of mela-
tonin in the complex treatment of arterial hypertension (AH) in
patients with CKD of 5 stage with impaired melatonin-forming
function of the epiphysis (MFE).

60 people (35 women and 25 men) with a chronic kidney
disease of 5 stage, which have violated MFE and AH were ex-
amined. For all patients in addition to antihypertensive therapy
were prescribed the drug melatonin at a dose of 3 mg, which was
taken once a day at 22:00 for 8 weeks. For all examined, before
and after the course of treatment, were measured blood pres-
sure (BP), Ambulatory Blood Pressure Monitoring (ABPM) and
determination of the concentration of melatonin in the salivaby
immunosorbent method.

The examined patients showed a high frequency of MFE dis-
turbance both in the daytime and at night - respectively, in 52,4%
(p<0,001) and 82,6% (p<0,001). The dynamics of the diurnal BP
on the background of treatment was due to changes in the degree
of nocturnal decrease of BP, the number of patients in the main
group with the “non-dipper” profile, decreased from 44,5% to
27,6% (p<0,05%), the proportion of patients with a daily pro-
file of BP “night-peakear” from 22,4% to 4,8% (p<0,05%). Be-
sides, a statistically significant of the number of persons with
a daily profile of BP “dipper” increase in 30,2%. Against the
background of complex treatment, there was a decrease in the
patient’s need for the dose and amount of antihypertensive drugs
to achieve BP targets.

Our data show a high incidence of MFE disorders in patients
with CKD stage VD, and adding to the antihypertensive therapy
of the drug melatonin in patients with CKD of 5 stage is effec-
tive and safe.

Keywords: arterial hypertension, chronic kidney disease, he-
modialysis, melatonin,ambulatory blood pressure monitoring.

PE3IOME

Y®OEKTUBHOCTh MEJATOHMHA B KOMILJIEKC-
HOM JIEYEHUH APTEPUAJILHOM TMIEPTEH3UH ¥V
BOJIbHBIX XPOHUYECKOM BOJIE3HBIO MOYEK V]|
CTAIUH

ITerpoBa A.C., Konapatiok B.E., Kapnenko E.B.,
Ocramesckas T.I., Kpacioxk E.K.

Hayuonanvnwiii meouyunckuil ynusepcumem umenu A.A. boco-
monvya, Kues, Yepauna

Lens uccnenoBanus - aHanu3 3PPEKTUBHOCTH U Oe3omac-
HOCTH NPUMEHEHHMs Iperapara MEJIaTOHHH B KOMIUIEKCHOM Jie-
YEHUU apTepUaIbHON FMIIEPTCH3UU MAIMEHTOB ¢ XPOHUUECKOM
Oose3Hblo ouek V /I craanu ¢ HapyIIeHHEeM MeJIaTOHHHOOpa3y-
torelt GpyHkImu Snndusa.

O6c¢enoBano 60 GONBHBIX, 35 KEHIIMH U 25 MYKUUH C JHa-
THO30M XpoHndeckas 6one3npb nouek (XBIT) VI ctaguu ¢ Hapy-
[ICHHEM MeJTaTOHHHOOpasyromiel ¢pyukiun snuduza (MDI) u
apTepuanbHON runepTeH3ueit. Bcem 0OJIbHBIM JOMOIHUTEIHLHO
K aHTUTUIIEPTCH3UBHON Teparuy Ha3HayaJICs Iperapar MejIaTo-
HUH B 7103€ 3 MI, KOTOPBII IPUHUMAIN OUH pa3 B cyTkH B 22:00
B TeueHue 8 Henenb. Becem oOcienyembiM, 70 U mocie Kypcea
JICYCHHMSI, TIPOBOJMIOCH M3MEPEHHE apTePUaIbHOTO JIaBJICHHS



GEORGIAN MEDICAL NEWS
No 2 (299) 2020

(A1), Bemonnsuicst cytounbiii Mmonutopusnr AJl (CMA/) nox
KOHTPOJIEM KOHIIGHTPALMK MEJIATOHMHA B CIIOHE UMMYHO(ep-
MCHTHBIM MCTOIO0M.

V 06cien0oBaHHBIX MALMEHTOB OTMEYanach BHICOKAsh 4acToOTa
Hapymenuss MOE kak B JHEBHOE, Tak M B HOYHOE BPeMsl — CO-
OTBETCBEHHO Y 52,4% (p<0,001) u 82,6% (p<0,001). [Aunamuka
cytouHoro npoduist AJ] Ha (GoHE TPOBOAMMOIO JICUCHHUS Pa3BH-
BaJIaCh 3a CUET M3MEHEHHUS CTeIIEHH HOYHOTO CHIbKeHus1 AJl, konu-
YECTBO MALMEHTOB B OCHOBHOM IpytIie ¢ mpoduiieM «non-dipper»,
cHu3uach ¢ 44,5% no 27,6% (p<0,05), 1ons mauueHToB ¢ CyTod-
HbIM npoduniem AJ] «night-peakean ¢ 22,4% no 4,8% (p<0,05).
OTMeYeH CTaTUCTHYECKH 3HAYMMBIN IIPUPOCT YUCIIa JIMI C CyTO4-
HbM npoduniem AJl dipper Ha 30,2%. V manpeHTOB OCHOBHOM
IpyHIibl JONOJIHUTEIIBHO OTMEYAJIOCh YMEHBIICHUE 103bl U KOJIN-
YECTBA AHTUTHMIICPTEH3UBHBIX ITPENapaToB.

[lonydeHHsle B pe3ynbraTe HCCIEAOBaHUS JJaHHbIE YKa3blBa-
10T 00 3 PEKTUBHOCTH U OE30MACHOCTH 100ABICHUS K AaHTUTHU-
HEePTEH3UBHON TEpalMy Ipernapara MEJIaTOHUH Y MalUEeHTOB C
XBIT V]I craguu.
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ASSOCIATIONS BETWEEN EFFICACY OF THE THERAPY AND CIRCADIAN FLUCTUATIONS
OF ENDOTHELIAL NITRIC OXIDE SYNTHASE WITH TOLL-LIKE RECEPTORS 2 EXPRESSION,
AND NOS3 POLYMORPHISM IN FEMALES WITH RHEUMATOID ARTHRITIS

Zaichko K., Stanislavchuk M., Zaichko N., Khomenko V.

National Pirogov Memorial Medical University, Vinnytsya, Ukraine

Rheumatoid arthritis (RA) is an autoimmune polygenic dis-
ease characterized by a steadily progressing course and high
resistance to treatment. Despite significant progress in under-
standing molecular mechanisms of RA and development on this
basis new diagnostic and treatment approaches, the problem
of resistance to the pharmacotherapy remains unsolved. About
40% of patients do not respond to basic disease-modifying anti-
rheumatic drugs (DMARDs), 20% of which do not respond to
combined therapy with use of biological agents [4,12,20].

The disturbance of circadian regulation of immune and in-
flammatory processes in articular tissues plays an important role

© GMN

in pathogenesis of RA [14]. New principles of synchronization
of glucocorticoids, non-steroidal anti-inflammatory drugs and
methotrexate with circadian rhythms of production hormones
(melatonin, cortisol) and cytokines, are introduced to treatment
in RA patients [7,23]. Therefore, the chronobiological aspects
of resistance to the therapy in patients of different age and gen-
der requires more detailed study. From this point of view, as-
sessment of circadian rhythm in production of endothelial nitric
oxide synthase (NOS3) and toll-like receptors 2 (TLR2) which
involved in the regulation of angiogenesis [19,21], osteoclas-
togenesis [5,27] and in Th1/Th2 system balance modulation
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